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cover additional areas of reproductive health. To enable an
informed decision PCC requested the preparation of a
description of reproductive health activities in WHO, and
a review of reproductive health activities in other
programmes and agencies throughout the world. The June
1994 meeting of PCC decided to postpone its decision on
the Programme's focus by one year to await the detailed
Programme of Action to be discussed and adopted at the
ICPD. In May 1995, however, the World Health Assembly
requested WHO to restructure its programmes in
reproductive health in order to present a more
comprehensive response to countries' and people's needs.
That year PCC. agreed an expanded mandate for the
Programme, but postponed a decision on its research focus
pending the outcome of WHO's restructuring.

INTRODUCTION

The Special Programme of Research, Development
and Research Training in Human Reproduction (HRP)
represents a global partnership for research in
reproductive health. As the main instrument within' the
United Nations system for such research, the Programme
brings together health care providers, policy-makers,
scientists, clinicians and consumer and community
representatives to identify and address priorities for
research aimed at improving reproductive health.

HRP was established in 1972 by the World Health
Organization (WHO). Since 1988 the Programme has
been eosponsored by WHO, the United Nations
Development Programme (UNDP), the United Nations
Population Fund (UNFPA) and the World Bank. WHO is
the Executing Agency. The cosponsors, together with
major financial contributors and other interested parties,
make up the Programme's governing body, the Policy and
Coordination Committee (PCC), which sets policy,
assesses progress, and reviews and approves the
Programme budget. Broad strategic advice on the
Programme's work is provided by the Scientific and
Technical Advisory Group (Annex 1). The Scientific and
Ethical Review Group Panel (Annex 2) reviews all
projects involving human subjects and research in animals
and contributes to ethical debate on matters relating to
reproductive health. The Toxicology Panel (Annex 3) is a
complementary review body to the Scientific and Ethical
Review Group Panel which provides expertise in the
evaluation of pharmacokinetic, metabolic,
endocrinological, toxicological, teratogenicity,
carcinogenicity and mutagenicity studies of drugs,
procedures or devices developed or studied by the
Programme or referred to it for advice. In addition, the
Programme has several scientific committees that advise
on detailed research strategies.

In 1995, following the International Conference on
Population and Development (ICPD) in 1994, WHO
launched its reproductive health programme. Since then
HRP has functioned within that programme area, which
brings together the Division of Reproductive Health
(Technical Support) (RHT), and the Units of Women's
Health (WHD) and Adolescent Health and Development
(ADH), as well as the Programme, under the WHO
programme area of Farnily and Reproductive Health (FRH).

Discussions on expanding the Programme's research
mandate

In 1993, PCC first discussed the role of the
Programme in responding to a broad arra y of challenges in
reproductive health emerging from the build- up to ICPD.
The issue was whether the Programme should limit its
focus to fertility regulation research or broaden it to
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In 1996, PCC reviewed the restructuring of WHO's
reproductive health activities into a new Family and
Reproductive Health programme area. It requested the
Secretariat to prepare a report on research priorities for
this broader reproductive health programme. Following a
wide consultative process within and outside WHO a
document containing global research priorities in
reproductive health was prepared and submitted to PCC in
1997. At that meeting, PCC requested further refmement
of the document and set up an Ad hoc Working Group to
review the revised version. In December 1997 the Ad hoc
Group reviewed the proposed agenda and decided that the
Programme's research agenda should address, in a
focused manner, an expanded array of priorities in
reproductive health and concluded that this research
agenda should encompass, in addition to fertility
regulation, high priority research in unsafe abortion,
maternal health, reproductive tract infections (including
cervical cancer) and planning and programming in
reproductive health, and that aspects of research on
adolescent health, on the harmful practices and violence
against women which were relevant to HRP's mandate
should also be included. The conclusions from the
Working Group will be submitted for endorsement to the
June 1998 meeting of PCC.

WOMEN'S PERSPECTIVES AND GENDER ISSUES

The Women's Desk has continued to convene the Gen-
der Advisory Panel (GAP), and has been elaborating a
framework for considering gender dimensions of sexual
and reproductive health for discussion by GAP at its 1998
meeting.

A meeting on women's perspectives in reproductive
health in the Eastern Mediterranean Region, jointly or-
ganized with the WHO Regional Office, took place in
Casablanca, Morocco, in November 1997. This meeting
sought to promote dialogue among women's health advo-
cates, scientists and policy-makers. Bringing together rep-
resentatives from nongovernmental organizations, re-
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searchers, and decision-makers in reproductive health, the
meeting made recommendations for research and techni-
cal activities in the region, particularly in respect of re-
productive rights.

In collaboration with the Programme's Scientific and
Ethical Review Group Panel, the Women's Desk organ-
ized a workshop on "Ethical Issues in Research in Repro-
ductive Health" in Thailand. The workshop included rep-
resentatives of women's health groups, as well as scien- .
tists and others who are potential members of ethical re-
view committees.

Results from a study in Turkey on the acceptability,
service delivery requirements and use-effectiveness of the
diaphragm were being analysed, for publication in early
1998. A pooled analysis with the parallel studies under-
taken in Colombia (by The Population Council) and the
Philippines (by Family Health International) will be con-
ducted in 1998.

The Women's Desk continues to work with RHT and
the Joint United Nations Programme on HIV/AIDS
(UNAIDS) on the "dual protection" approach-the use of
one or more methods to protect against both pregnancy
and sexually transmitted diseases (STDs). An informa-
tion pack on the female condom was issued and distrib-
uted widely.

An initiative on research into informed consent proce-
dures has produced three research projects which are on-
going in Brazil, Chile and Mexico. Results are expected
from Brazil and Chile in the first half of 1998.

The Women's Desk continues to collaborate closely
with WHD, particularly on the Initiative for Leadership
Training in Gender and Reproductive Health, on issues of
violence against women, and on promoting and advancing
work on gender equity and equality in health.

SOCIAL SCIENCE RESEARCH IN
REPRODUCTIVE HEAL TH

The research initiative on the "Role of men in repro-
ductive health" became fully operational in 1997. The new
initiative on "Pregnancy prevention in the era of STDs/
HIV" was launched. Twenty-four studies were completed
during 1997 and 18 new projects were funded, including
one multicountry study in Africa and two multieentre stud-
ies in China. In addition, with a view to training research-
ers in social science methodology and to generating new
research proposals, four research workshops were con-
ducted in China, India and South Africa.

In response to a growing demand for indicators for
monitoring reproductive health, a meeting was convened

in April 1997 in collaboration with RHT to defrne and se-
lect reproductive health indicators. Three -documents are
to appear early in 1998. These are:
-Reproductive health indicators for national and
international monitoring: Selecting a short list;
-Reproductive health indicators for global monitoring:
Report of the meeting;
-Selecting a core set of reproductive health indicators
for national and international monitoring.

Writing work was completed on another document en-
titled Guidelines on social science methods for research
on reproductive health.

Research findings were disseminated through national
seminars and/or media coverage in Argentina, Brazil,
Cameroon, Chile, China, Kenya, Republic of Korea, Ne-
pal, Panama, Paraguay, Peru, Philippines, Sri Lanka, and
Viet Nam and more than 50 scientific papers or books were
published based on research support by the Programme.
This research also had a documented impact on pro-
grammes and policies in Argentina, Chile, China, Kenya,
Mexico, Nepal, Panama, and Viet Nam.

Users' perspectives

In November 1995, the Programme had organized a
meeting on "Women's and Men's Perspectives on
Fertility Regulation Methods and Services". A number of
papers presented at the meeting were developed into full
manuscripts and appeared in 1997 in a special issue of the
journal Reproductive Health Matters under the title
"Beyond Acceptability: Users' Perspectives on
Contraception" .

A number of the recommendations made at the
November 1995 meeting were incorporated in the study
design of a multicountry study on "Family planning and
sexual behaviour in the era of HIV/STDs" that was
launched in 1997.

Acceptability of new methods of fertility regulation

Studies were under way to evaluate acceptability as part
of the clinical evaluation of the contraceptive efficacy of
injectable androgens alone and progestogen-androgen
combinations for regulating male fertility. One study
began in the United Kingdom and a second study, partially
funded by the Programme and involving a Chinese
compound, will start in China in 1998.

Studies on acceptability of the female condom were
completed in Thailand, Zambia, and Zimbabwe and are
ongoing in South Africa. Additional studies are planned
for China and Indonesia.

Preparations for acceptability studies of the non-latex

7



ANNUAL TECHNICAL REPORT 1997

fewer side-effects.male condom, including the finalization of study
instruments and selection of study sites were completed
in South Africa and Thailand in 1997 and implementation
will start when condoms in the required quantities can be
provided by the manufacturing company at a reasonable
price.

TECHNOLOGY DEVELOPMENT AND
ASSESSMENT

In November 1997, the Scientific Review Committee
of the Programme's Strategic Component on Technology
Development and Assessment reviewed the research and
development portfolio of the Programme as it existed at
that time. This resulted in discontinuation of research on
some of the research lines and change in the level-of pri-
ority of certain others. For example, since the feasibility
study on the use of rnifepristone plus oral rnisoprostol as
a once-a-month contraceptive for late luteal phase use
yielded disappointing results, no further work on this ap-
proach was recommended. On the other hand, the Com"
mittee recommended that the three-monthly injectable for
men (testosterone buciclate alone), should be moved from
the low-priority category to the high-priority category.
However, since the pharmacokinetics and pharmacodynam-
ics of testosterone buciclate alone will be evaluated as
part of the development and assessment of the combined
three-monthly injectable for men (levonorgestrel butanoate
and testosterone buciclate), it was decided to combine
these two approaches under one product lead.

The five-year comparative study to assess the perform-
ance of the frameless IUD for interval insertion was com-
pleted in 1997. During the course of 1997 it was also de-
cided not to fund any more research in the area of STD
diagnostic kit development and on the development of an
anti-chlamydia vaccine that was being carried out as part
of the Programme's activities in the area of prevention
and management of infertility.

Emergency contraception

Results from a dose-finding study of the
antiprogestogen mifepristone in emergency contraception
indicate that a low 10 mg dose of the compound is as
effective as the previously used dose of 600 mg.
Additional multieentre studies comparing this low dose
with two regimens of levonorgestrel and with the long-
acting progestogen, gestrinone, are being initiated.

A large multieentre study comparing levonorgestrel
and the standard Yuzpe regimen for emergency
contraception has been completed and results are
expected to be published in mid-1998. An earlier interim
analysis of the data indicated that levonorgestrel was as
effective as the Yuzpe regimen but associated with far
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A large multieentre study to examine the efficacy,
side-effects and acceptability of the copper IUD in
emergency contraception when used up to 5 days after
unprotected intercourse was launched in China. Results
are expected to be available in 1999.

Fertility-regulating uses of mifepristone

The clinical assessment ·of mifepristone plus oral
misoprostol for termination of early pregnancy has been
completed. Since efficacy of this combination declines
after 49 days of amenorrhoea a new trial will be initiated
in 1998 to assess effectiveness and side-effects of
vaginally administered misoprostol given in combination
with mifepristone for termination of pregnancies of up to
63 days of amenorrhoea. In addition, it is planned to
evaluate the efficacy of vaginal misoprostol regimen(s)
when used without rnifepristone pretreatment.

The feasibility study on the use of mifepristone as a
once-a-week contraceptive has been completed with
disappointing results. No further research on this
approach is planned. Pilot research on daily use of a low
dose of mifepristone for contraception is continuing.

New "injectables for women

The development of levonorgestrel butanoate as a new
three-monthly injectable contraceptive is continuing but
formulation of this compound has proved more difficult
than anticipated and will require an additional12 months.
Once a stable formulation suitable for clinical use has
been obtained, pharmacokinetic and pharmacodynamic
studies will be started. Similarly, because of the
formulation problem, the planned users' perspectives
study of levonorgestrel butanoate as a six-monthly
injectable was postponed and is now planned for 1998.

Hormonal methods of inhibiting sperm production

Collaboration continued with the national authorities
in China and Indonesia in respect of large-scale
contraceptive efficacy studies of various androgen-alone
and progestogen/androgen combinations. A pilot study
has been completed in China and the main study is about to
start. Protocols have been fmalised for Indonesia and the
study is due to start in 1998.

Like with levonorgestrel butanoate, the development
of an injectable formulation, suitable for clinical use, of
the long-acting androgen ester, testosterone buciclate, is
proving more difficult than anticipated. Contraceptive
efficacy trials using this compound either alone or in
combination with a progestogen could therefore not be
started in 1997.
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New methods of vas deferens occlusion

The results of a study in Europe, supported by AVSC
International, on vas deferens occlusion by intravasal
injection of silicone, cured-in-place to form plugs,
showed an insufficient level of efficacy. A consultation in
1998 will decide on the appropriateness of further
research in this area.

Immunocontraceptives

Work has continued, in collaboration with an industrial
partner, on the production and formulation of the
advanced prototype B-hCG immunocontraceptive in a
dosage form suitable for the pre-Phase I local tolerance
and acute and subacute toxicity studies. These studies are
now expected to start in 1998. Meanwhile, work
supported by the industrial partner has shown the
feasibility of producing a bioengineered product.

Natural family planning

A multinational assessment of the ability of women to
identify correctly their fertile period, conducted in
collaboration with the Institute for Reproductive Health
(IRH) at Georgetown University, Washington, DC, USA,
illustrated the need to test and promote a simple, effective
rule for the calendar method. A multieentre clinical trial
of such a simplified calendar method to be carried out with
IRH is under consideration. Another multieentre study,
jointly supported with IRH, on the acceptability, efficacy
and service provision of the Lactational Amenorrhoea
Method (LAM) of family planning in different settings
was completed and results published in the journal
Contraception.

Pregention and diagnosis of STDs

In 1996, a consultation was held on guidelines for the
preclinical and clinical assessment of non-latex male
condoms; the guidelines (Preclinical and clinical
requirements for approval to market non-latex
condoms) were published and distributed in 1997.

TECHNOLOGY INTRODUCTION AND
TRANSFER

Through its Strategic Component on Technology Intro-
duction and Transfer the Programme undertakes research
to assist governments in broadening technology and serv-
ice options for fertility regulation and other components
of reproductive health, taking into account the needs of
individuals and couples and the capability of health care
services. This research is based on a three-stage strategy
to introduce new or underutilized technologies into re-
productive health programmes.

Stage I of the introductory process constitutes a
strategic assessment of family planning within the overall
context of reproductive health services in a country, the
contraceptive method mix, the extent of coverage and
capability of the service delivery system, as well as a
determination of the needs of current and potential users.
The assessments are designed to assist programmes in
deciding on the need for a new method, or the expansion
of use of underutilized methods, or the withdrawal of
inappropriate methods, and in evaluating the ability of the
service system to cope with the addition of another
method.

Stage II of the introductory process uses a variety of
research methodologies with a focus on service delivery
issues, the management of services, the provider-user in-
terface; and factors influencing the supply of the method.
This research addresses the policy, organizational and
managerial contexts of quality of care and proposes
changes necessary to introduce a chosen method.

Stage III activities are designed to disseminate and ap-
ply the research fmdings generated at Stage II to policy
development and planning. This includes preparing train-
ing plans, establishing the necessary infrastructure, pro-
viding IEC materials, upgrading logistics systems, and or-
ganizing supply sources and possible local production.

Guidelines are under development for undertaking
Stage I assessments of contraceptive method mix in
national family planning programmes. Testing of the
guidelines is planned for 1998.

A review of the strategic approach to contraceptive in-
troduction was published in 1997 in the journal Studies in
family planning. It contains a description of what has
been achieved by the use of the strategy in Bolivia, Brazil,
Burkina Faso, Chile, Myanmar, South Africa, Viet Nam
and Zambia.

A Stage I assessment was undertaken in Ethiopia and a
workshop to examine the findings is planned for 1998. In
Myanmar, where a Stage I assessment was carried out in
1996, a workshop to disseminate the fmdings was held in
February 1997. To date, nine Stage I assessments have
been undertaken with the assistance of the Programme.

Stage II introductory research projects continued in
Brazil, Viet Nam and Zambia and began in Bolivia,
Myanmar and South Africa in 1997. The study in Brazil
has focused on the provision of the full range of methods
of family planning approved by the Ministry of Health
within the context of the development of reproductive
health services in a resource-poor municipal service
delivery system. This study has now been expanded into a
Stage III project. In Zambia, a baseline situation analysis
was undertaken at 11 health centres and hospitals in three
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SURVEILLANCE AND EVALUATIONrural districts. Staff were then trained in the provision
of all available methods, including combined oral
contraceptives, male and female condoms, depot
medroxyprogesterone acetate (DMPA) 'and emergency
contraception, with referral for IUD insertion and tubal
ligation. Service provision began shortly afterwards.
The Myanmar Stage II project, which will focus on the
improvement of quality of care in service provision, will
start in mid 1998.

The methodological approach used in contraceptive
method mix assessments was broadened to other
reproductive health issues, starting with the
implementation of a similar strategic assessment of
policy, programme and research issues related to
abortion. This was completed in Viet Nam in 1997.

The Programme has continued to play a major role in
the Consortium on Emergency Contraception, providing
information on emergency contraceptive pills and, in par-
ticular, continuing its assessment of the progestogen-only
pill, Postinor-2. Research was conducted in Indonesia
and Sri Lanka prior to product introduction.

In support of its' work on the introduction of the fe-
male condom, the Programme is coordinating a female
condom working group in collaboration with RHT and
UNAIDS. The working group has undertaken the devel-
opment and dissemination of information; continued to
identify and initiate research; and assisted in making the
product available. The Programme is involved especially
in supporting studies on the potential re-use of the fe-
male condom and on the development of strategies for
its introduction.

Work continued on making once-a-month injectables
available to developing countries. With Cyclofem, the
Concept Foundation has closely monitored the quality
of product manufactured in Indonesia and Mexico and
has now obtained registration in 15 countries. Pharmacia
& Upjohn in the 'USA has submitted a dossier for regis-
tration with the United States Food and Drug Adminis-
tration. With Mesigyna, Schering AG has continued to
market the product in Latin America.

A 22-country survey on quality of hormonal
contraceptives with in-depth analyses in five countries
was completed in collaboration with the Program for
Appropriate Technology in Health, and the development
of guidelines for quality assurance in contraceptive
procurement was begun.

In recent years, quality-related problems have been
reported with several contraceptive products available in .
the public sector in Bangladesh. The Programme is cur-
rently involved in ascertaining the extent of problems of
oral contraceptive quality and the reasons behind them.

10

Steroid hormone contraception

With the main work on the WHO Collaborative Study of
, Cardiovascular Disease and Steroid Hormone Contracep-
tion completed, four major papers on combined oral con-
traceptives and the cardiovascular diseases of acute myo-
cardial infarction, stroke and venous thromboembolism have
been published. A fifth paper on progestogen-only contra-
ceptives and cardiovascular disease has been accepted for
publication. A WHO Scientific Group Meeting on Cardio-
vascular Disease and Steroid Hormone Contraception was
convened in November 1997. The Group reviewed data from
the WHO Collaborative Study and other recent studies and
concluded that for women of reproductive age the overall
incidence of, and death rate from, cardiovascular disease is
very low, and that any heightened risk for women who use
oral contraceptives is very small if they do not smoke or
have other cardiovascular risk factors. However, the risk of
heart attack and stroke among women who smoke or have
high blood pressure is further increased by the use of com-
bined oral contraceptives. The complete report of the meet-
ing is due to be published in the WHO Technical Report
Series in early 1998.

Non-hormonal contraception

The results of the 12-year clinical trial of copper intrau-
terine devices (IUDs) (TCu 220 and TCu380A) were pub-
lished, and a comparative trial of the Multiload 375 and TCu
380A IUDs is continuing.

A protocol for a multieentre randomized trial of latex
and non-latex condoms was developed and tested in a
feasibility study in China, Nigeria, and the United
Kingdom. However, the main study had to be postpoped to
1999 owing to lack of supply of non-latex condoms from
one manufacturer and reformulation of the product by
another.

Fieldwork in the multicentre, hospital-based, case-con-
trol study to evaluate the possible association between va-
sectomy and prostate cancer was completed in the Repub-
lic of Korea in August 1996 and in China and Nepal in Au-
gust 1997. Analysis of data is ongoing and a report will be
submitted for publication in 1998.

Abortion

A three-month survey was conducted on the prevalence
of a history of abortion induced medically with
mifepristone and prostaglandin among women attending
for antenatal care in Beijing, Chengdu and Shanghai in order
to determine the feasibility of carrying out a study on the
safety of this abortion procedure. The results indicated a
prevalence of 5-10% making a larger study feasible. This
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prevalence of 5-10% making a larger study feasible. This
larger study will commence in the first half of 1998 and
data collection is planned to continue until 2001.

Sexually transmitted diseases, including HIV/AIDS

Research on 'The natural history of the human
papilloma virus (HPV) of the cervix uteri and the role of
HPV, hormonal contraception, and other eo-factors, in
the etiology of cervical cancer: a cohort study', is being
carried out in Colombia in collaboration with the
International Agency for Research on Cancer [IARC]. It is
expected to be completed in 1998 ..

A multieentre follow-up study of HIV-positive women
using different hormonal and non-hormonal contraceptive
methods has been prepared and is due to be initiated in
1998 in Brazil, Thailand, Zambia and Zimbabwe. A
protocol for a cross-sectional study of cervical/vaginal
shedding of HIV has been drafted. This study is due to be
initiated in 1998 in three countries.

Pregnancy and delivery care

A randomized clinical trial using cluster randomization
on a new antenatal care programme is ongoing .in
Argentina, Cuba, Saudi Arabia and Thailand. The project
has now recruited over 22 000 women and will be
completed during 1998. This first, large-scale venture of
the Programme in operations research in maternal health
has been carefully monitored as a potential model for use
in future such research.

A multieentre randomized clinical trial has been
developed in which use of misopristol for postpartum
haemorrhage is compared with oxytocin. The pilot phase
of the study started in 1997 and the main trial will
commence in 1998. The data collection is expected to be
completed in 2000.

NATIONAL REPRODUCTIVE HEALTH
RESEARCH

Support continued to be provided to institutions in
developing countries, with emphasis on least developed
countries, for the building of research capability in order
to enable these institutions to address national research
needs as well as participate in the global effort in sexual
and reproductive health research. During 1997, Research
Training Grants were awarded to 24 scientists, of whom
10 were women.

Evaluation of the network of 54 designated WHO
Collaborating Centres (in 32 countries) continued in
1997. This evaluation will ensure that the list only includes
centres currently collaborating with the Programme. The
revised list will be issued in 1998.

Regional initiatives

Collaboration with the Programme occurred in 24
countries of the African and Eastern Mediterranean re-
gions during 1997. Five institutions in these countries
received Long-term Institutional Development (LID)
Grants and three received a Resource Maintenance Grant
while 17 others obtained small grants for library support
and the purchase of consumable laboratory supplies.

A "Protocol Design Workshop on Female Genital
Mutilation (FGM)", organized by the Programme and
WHD in Cote d'lvoire in 1996, was followed in 1997 by
development of protocols for research on the health
consequences of FGM in childbirth as well as the
sociocultural and behavioural aspects ofFGM.

During 1997, the French-speaking African countries
developed a protocol on operations research to evaluate
and improve the reproductive health services for
adolescents. The project, developed in collaboration with
ADH, will take place in seven French-speaking countries
in Africa: Benin, Burkina Faso, Cameroon, Cote d'lvoire,
Guinea, Madagascar and Senegal.

Centres in the Americas region were involved in five
regional research initiatives. :Three centres from Brazil,
Chile and Mexico were conducting the multieentre re-
search project "Acceptability of emergency contraception
in Latin America" which is funded by the Mellon Founda-
'tion; data collection will end by June 1998. Institutions
from Argentina, Bolivia, Cuba and Peru elaborated a
multieentre social science research proposal on "Reality
and beliefs 'in the sexual and reproductive decision-mak-
ing process: Men's perceptions and behaviour". This pro-
posal was approved in principle by the Regional Advisory
Panel for the Americas in October 1997 and is expected
to complete the scientific arid ethical review process by
mid 1998. Institutions from Argentina, Brazil, Cuba, Gua-
temala and Mexico are ready to take part in a multieentre
study developed by these centres that will address the prob-
lem of the increasing rate of Caesarean sections in Latin
America. This proposal was approved and will be funded
with a grant from the European Community. Women's per-
ceptions on the quality of antenatal care will be evaluated
in a multieentre trial that will include two centres from
Argentina and Cuba as well as two centres from other re-
gions (Saudi Arabia and Thailand). Funds for this project
have been secured from the Programme, the Population
Council and the National Institutes of Health, USA. Lastly,
four centres from Argentina, Chile and Mexico involved
in basic reproductive biology research have identified a
common topic for a new regional research initiative: the
study of the mechanisms of 'action of hormonal methods
used for emergencycontraceptian . Preliminary work was
undertaken in [9917 ;lil)) preparea detailed plan of activities
to be initiated in 199:8.

11
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Progress in human reproduction research which
covered various aspects of the Programme's research.
The circulation of the English edition of Progress
increased by about 500 copies to 12000.

In addition to these regional research initiatives, the
Latin American centres are involved in projects which ad-
dress national priorities. During 1996, from the overall
number of 216 studies, 33 projects (15%) were imple-
mented with support from capacity building grants (LID,
Resource Maintenance and Re-entry Grants) awarded by
the Programme, and 82 projects were carried out with sup-
port from national sources (38%). The participation of
the regional centres in the global research effort is exem-
plified by the 25 projects (12%) supported by other Stra-
tegic Programme Components and the 76 studies (35%)
being funded by international agencies other than WHO.

The Regional Advisory Panel for Asia and the Pacific
reviewed its strategies with a view to increasecost-effec-
tiveness by focusing on a few selected institutes and coun-
tries and addressing key issues with the greatest potential
impact. In this regard, the Programme will tailor strategies
to the development status of individual countries. In the
more advanced countries, the emphasis will be on drawing up
a national research agenda and national coordinating mecha-
nisms and on encouraging regional and global cooperation
and partnerships, with less emphasis on core support and
outside training. Elsewhere, in the least developed coun-
tries, the emphasis will be on reproductive health needs
assessments and on definition of research priorities, to-
gether with efforts to strengthen research capabilities through
training, core support, and intraregional partnerships.

In August 1997, a special session at the XV World
Congress of the International Federation of Gynaecology
and Obstetrics (FIGO) in Copenhagen, Denmark, focused
on reproductive health in Eastern Europe .. The papers
presented at this session will be published during 1998.
Eastern Europe urgently needs to strengthen its capacity to
conduct reproductive health research. The special session
at FIGO was designed to highlight reproductive health
problems in that region and to generate increased interest
in research to solve those problems.

INFORMATION DISSEMINATION,
COMMUNICATION AND PUBLIC RELATIONS

The Programme continued to produce and distribute a
variety of materials reporting the outcome of its research
and technical activities. These materials included, among
others, four issues of the Programme's newsletter
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Eight new publications were issued, among them the
Annual technical report J 996. Publications of particular
importance included Medical methods for termination
of pregnancy (WHO Technical Report Series No. 871),
Preclinical and clinical requirements for approval to
market non-latex condoms, The female condom-an
.information pack and The WHO Reproductive Health
Library (RHL), No. J. RHL is a new electronic review
journal which aims to make available to developing
countries the most recent, evidence-based reproductive
health information.

To promote public understanding of the work of the
Programme, a set of new factsheets on work in the area of
Technology Development and Assessment is being
produced.

Three scientific writing workshops were conducted dur-
ing the year-two in India and one in Egypt-to help im-
prove the writing skills of a total of 48 scientists in re-
search centres collaborating with the Programme.

The Programme also conducted communication work-
shops for scientists and journalists in India and Zimba-
bwe. In India, the Programme also provided technical as-
sistance for the strengthening of the existing communica-
tion activities of one of the collaborating centres.

The Programme's Internet Web site was updated. This
site offers a virtual on-line documentation centre contain-
ing the Programme's main information materials and a list
of the Programme's publications. The Web site address
is: http://www.who.ch/programmeslhrp/index.htrnl.

Readers of Progress in human reproduction research
were surveyed to learn what they think of the newsletter.
The survey questionnaire was mailed with some 10 000
copies of newsletter No. 41 and about 1200 responses
were received. Most Progress readers (94%) fmd the news-
letter either "very interesting" or "quite interesting". Simi-
larly, 86% fmd it "very useful" or "quite useful" to them-
selves and 76% find it "very useful" or "quite useful" to
the organization for which they work.

http://www.who.ch/programmeslhrp/index.htrnl.
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Annex 1

SCIENTIFIC AND TECHNICAL ADVISORY GROUP IN 1997

Members

Dr Mamdouh Gabr, University of Cairo, Cairo, Egypt
* Dr Britt-Ingjerd Nesheim, .Ulleval University Hospital, Oslo, Norway
* Dr Mannencheril Rajalakshmi, All India Institute of Medical Sciences, New Delhi, India
Dr Allan Rosenfield, Colombia University School of Public Health, New York, NY, USA (Chairman)
Dr Niels Skakkebeek, National University Hospital, Copenhagen, Denmark

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 2 40 3 60 5
Women 20 20 2

from:
AFRO 0
AMRO 20 1
EMRO 20
EURO 2 40 2
SEARO 20 1
WPRO 0

* Denotes woman
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Annex 2

SCIENTIFIC AND ETHICAL REVIEW GROUP PANEL IN 1997

G. Ada, JOM Curtin School of Medical Research, Canberra, Australia
A.-A. Al Meshari, King Saud University, Riyadh, Saudi Arabia
Aphichat Charnratrithirong, Institute for Population and Social Research, Nakhon Pathom, Thailand
J. Cohen, Paris, France
* R. Cook, University of Toronto, Toronto, Canada
I.Diamond, University of Southampton, Southampton, United Kingdom
Dwip Kitayapom, Mahidol University, Bangkok, Thailand
M. Elder, Hammersmith Hospital, London, United Kingdom
A. Genazzani, Institute of Obstetrics and Gynaecology, Modena, Italy
*A. Glasier, Family Planning and Well Woman Services, Edinburgh, United Kingdom
R. Gray, JOMS Hopkins University, Baltimore, MD, USA
*K. Hagenfeldt, Karolinska Hospital, Stockholm, Sweden (Chairman)
T. Hargreave, Western General Hospital, Edinburgh, United Kingdom
R. King, University of Surrey, Guildford, United Kingdom
*K. de Koning, Liverpool School of Tropical Medicine, Liverpool, United Kingdom
*R. Macklin, Albert Einstein College of Medicine, Bronx, NY, USA
*M. Mhloyi, Population Studies Center, Harare, Zimbabwe
O. Mateo de Acosta, National Institute of Endocrinology, Havana, Cuba
y. Murata, Osaka University Medical School, Osaka, Japan
*Ngeow Yun Fong, University of Malaya, Kuala Lumpur, Malaysia
*E. Pantelides, Population Studies Centre, Buenos Aires, Argentina
*M. Piya-Anant, Siriraj Hospital, Bangkok, Thailand
K. Satoh, Nihon University School of Medicine, Tokyo, Japan
J. Sciarra, Northwestern University Medical School, Chicago, IL, USA
*C. Shalev, Association for Civil Rights in Israel, Jerusalem, Israel
* S. Tabacova, National Centre of Hygiene, Ecology and Nutrition, Sofia, Bulgaria
*Zhao Baige, Shanghai Institute of Planned Parenthood Research, Shanghai, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 10 37 ·1 4 16 5.9 27
Women 6 22 4 5 18 12

from:
AFRO 4 1

AMRO 2 7 4 15 6
EMRO 4
EURO 1 4 4 9 33 11

SEARO 3 11 3

WPRO 2 7 3 11 5
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Annex 2

TOXICOLOGY PANEL IN 1997

C, L Berry, The London Hospital Medical College, London, United Kingdom
R. R. Chaudhury, National Institute ofImmunology, New Delhi, India
R. Heywood, St. George's House, Huntingdon, United Kingdom
A. Jordan, Division of Reproductive and Urologie Drug Products,
Food and Drug Adinistration, Rockville, MD, USA
*S. Tabacova, National Centre of Hygiene, Ecology and Nutrition, Sofia, Bulgaria

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 20 20 3 60 5
Women 20

from:
AMRO 2 40 2
EURO 20 20 2
SEARO 20
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The changing scope of the Programme's
activities
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health care is defined as the constellation of
methods, techniques and services that contribute to
reproductive health and well-being by preventing
and solving reproductive health problems. It also
includes sexual health, the purpose of which is the
enhancement of life and personal relations, and not
merely counselling and care related to reproduction
and sexually transmitted diseases."
(ICPD Programme of Action, para 7.2).

The Programme was founded in 1972 in response to
widespread calls for improved methods of family
planning. For the next 12 years the Programme's research
remained almost exclusively focused on fertility
regulation technologies with a significant proportion of
the budget used to strengthen research capabilities in
developing countries to enable their participation in the
global research effort managed by the Programme.

By the mid-1980s, developing countries were
increasingly demanding the Programme's support in
addressing issues beyond fertility regulation and a limited
amount of such research was supported in the context of
capacity strengthening. By the time of the Programme's
20th anniversary in 1992, its Policy and Coordination
Committee (PCC) had started to discuss the Programme's
role in responding to a broad array of challenges in
reproductive health emerging from the build-up to the
International Conference on Population and Development
(ICPD) scheduled for 1994 in Cairo. The issue was
whether it was still appropriate for the Programme to have
a narrow focus in research on fertility regulation;
broadening the focus would enable research in several
areas of reproductive health, but might run the risk of the
Programme being unable to make a substantive impact in
any area.

To enable an informed decision to be made PCC
requested the preparation of a description of reproductive
health activities in WHO, and a review of reproductive
health activities in other programmes and agencies
throughout the world. In the course of reviewing
reproductive health activities in WHO the Programme
developed a working defmition of reproductive health
which, with minor modifications, was later adopted at the
ICPD itself in September 1994:

"Reproductive health is a state of complete physical,
mental and social well-being and not merely the
absence of disease or infirmity, in all matters
relating to the reproductive system and to its
functions and processes. Reproductive health
therefore implies that people are able to have a
satisfying and safe sex life and that they have the
capability to reproduce and the freedom to decide if,
when and how often to do so. Implicit in this last
condition are the right of men and women to be
informed and to have access to safe, effective,
affordable and acceptable methods of family
planning of their choice, as well as other methods of
their choice for regulation of fertility which art! not
against the law, and the right of access to
appropriate health-care services that will enable
women to go safely through pregnancy and
childbirth and provide couples with the best chance
of having a healthy infant. In line with the above
definition of reproductive health, reproductive
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Following ICPD, the World Health Assembly
'requested WHO in May 1995 to restructure its
programmes in reproductive health in order to permit a
more comprehensive response to countries' and people's
needs and, inparticular, to encourage a greater interaction
of the research and technical support components. That
year also ree agreed a broad mandate for the Programme
(see Box below), but requested the Programme to
maintain, within this broad mandate, its narrow focus on
fertility regulation research for the time being.

,The Programm'e,'s, mandate

"Witllin the fr~~~bJ:k, ofthe global strategy fo~
repro4u~tive health, andwithparticularreference to,'
the n~ed~ 'of indiyid\laf§ ~n:dcqupJes uf:deyeloping
'countries, the. ,uNDPIlLTNÊP:Al\VH0!Wotld Bailk
Special.Programme ofR~~'eai:ch,"Developmerttartcl'

, ,Reseárch!,Traming in 'HU:lrumR~production is the
•main. :in~tI)lmept withm the United, Natiol1s system"
for proIl1óHng, 'corid.9cting, evaluatlIlg and
coo:rdiná!f#g 'in,t~rdis,Ciplinary research', on

'. ,repro4uct~ve h~altli; for sonabm:ating wi!p:'counmes
, in, enhan~ÏIlg natiorial~;C:~paCiti~s.to, conduct such

, 'research; for prQtl1Qti~g tli~ use ofreséarch results
in policy-making' and plaiining for reproductive

, health ëare at national arid intemationallevels, and
forthe s~rtmg o'fsiand~rds a#4g\lideliIi~s, ,fucludirlg
éthical guidelines, in the field of reprodtlctive
health reseatéh.;', ' '

In June 1996, PCC agreed that the discussions about
the scope of WHO's and the Programme's future research
agenda in reproductive health should be brought to a close
and it requested the Secretariat to prepare a report on
"research priorities for (WHO's) broader reproductive
health programme that would take into account not only
scientific and gender perspectives but also developing
country needs, ethical issues, implications for staffing
and organizational change, and outcomes expected from
the research".

A wide process of consultation and discussion with '
scientists, institutions, developing country governments,
donors, collaborating agencies, non-governmental
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organizations (NGOs), and women's groups, identified
global research needs across the wide, spectrum of
reproductive health. A broad programme of work
appropriate for implementation by WHO was identified
through a qualitative process based on WHO's strengths
and limitations and the opportunities presented by new
areas of work. This draft programme was then subjected to
elaborate peer review. including intense discussion at a
consultation of developing country scientists convened
for that purpose. The programme of work identified for
WHO comprised thirty-seven research strategies
distributed among ten issues in reproductive health, the
main aims of which were as follows:

-Planning andprogramming for reproductive health. The
aim is to improve the delivery of reproductive health
services, and identify actions outside the health
sector which contribute to improvement in
reproductive health.

....:...Sexualdevelopment, maturation and health. The aim is
to establish or strengthen, through research, the
national capacity to develop, implement and evaluate
policies and programmes, including services, that
support healthy sexual development and maturation,
and sexual and reproductive behaviour for people of
all ages, with special attention to adolescents.

-Fertility regulation. The aim is to help people plan
pregnancies and prevent unwanted childbearing.

-Maternal health. The aim is to reduce maternal
morbidity and mortality.

-Unsafe abortion. The aim is to prevent unsafe
abortion, to ensure the effective management of
abortion complications and to promote the use of safe
abortion practices where abortion is legal.

-Infertility. The aim is to prevent infertility and
promote effective management, especially in
developing countries and to draw attention to the
negative social consequences of infertility for
individuals.

-Reproductive tract infections including cervical
cancer. The aim is to prevent reproductive tract
infections (RTIs) including sexually transmitted
diseases (STDs), HIV infection and cervical cancer
and to promote effective management especially in
developing countries.

-Violence and its consequences for sexual and
reproductive health. The aim is to decrease
reproductive morbidity and mortality related to
violence against women. and to identify
interventions for prevention and for care that are

appropriate for resource-poor settings.

-Female genital mutilation and other harmful practices.
The aims related to female genital mutilation are to:
improve understanding of the physical, mental,
sexual and reproductive health consequences of
female genital mutilation (FGM) in childhood and in
adulthood; enhance the knowledge and skills of
health care providers for the effective management of
the health complications of FGM; and improve the
understanding of the reasons for the perpetration of
FGM so as to promote technically sound policies and
programmes for its elimination. For other harmful
practices the aim is to review what is known about
practices related to Caesarian section, episiotomy,
and hysterectomy in order to develop standards and
guidelines for good clinical practice.

At its June 1997 meeting, pee reviewed. the draft
report and the research programme proposed byWHOand
.asked that the research strategies be subject to further
priority-setting using well defmed and explicit criteria.
An Ad hoc Working Group of pee was created to work
with the Secretariat in completing this process. Over a
period of sixmonths the Secretariat identified and defmed
a set of weighted criteria for the selection of research
priorities and developed methodologies for their
application. A priority-setting exercise was undertaken
and the outcome reviewed by the Ad hoc Working Group
inDecember 1997.TheWorking Group also reviewed and
discussed the organisational implications, including the
distribution of responsibilities among WHO programmes
and the staff and budgetary implications of an expanded
research agenda.in the Programme.

Identification of a priority research agenda for WHO

Priorities were determined at the level. of the 37
strategies. A three-step process was used to select those
strategies that should be given highest priority by WHO's
reproductive health programme. All strategies were
included in the reviews regardless of whether:or not they
were in the current research programme.

-The first review employed weighted criteria to select
those strategies that would be the most feasible while
offering the greatest impact on health and development.

-The second review identified the strategies in which
WHO could make best use of its comparative advantage
and eliminated strategies thatwould duplicate the work of
others.

-The third step included a critical analysis of the
outcome of the first two reviews and the fmal
identification of a priority agenda for WHO based on the
above principal criteria of impact, feasibility, and
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enable a significant contribution to the research strategy
'l.ltrl:=:!r" cr:nstEtat±:n. Position referred to the unique
status of WHO as an intergovernmental agency with
strong links to policy-makers and health care planners in
developing country Member .States. In applying this
criterion, the question was whether the research strategy
under consideration would benefit from the characteristics
'of WHO's unique position. Capacity building: WHO
involvement Was indicated if the implementation of the
research' strategy under consideration required and
enhanced strengthened national capacities for conducting
research in sexual and reproductive health.

comparative advantage, including avoidance of duplication.

The aim was to build on accumulated strengths and past
accomplishments while making the most of the
opportunities presented by the expanded concept of
sexual and reproductive health and the partnership and
complementary skills of the components of WHO's
reproductive health .programme. The resulting research
agenda would then allow a comprehensive investment of
effort in selected areas offering value for money and
where WHO could have a significant impact.

Each of the three principal criteria of impact on health
and development, feasibility and WHO's comparative
advantage was seen as comprising sub-criteria which were
weighted to reflect their importance in the priority-
setting process.

The impact on health and development of the research
referred to its potential to contribute new knowledge and
products that would lead to substantial and sustainable
improvements in sexual and reproductive health,
particularly of the poor, and thereby have a positive impact
also on social and economic development and quality of
life. A number of subcriteria contributed to the
assessment of impact: the public health significance of
the problem; the utility and sustainability, or the.extent
to which the results of the research could be translated
into sustainable practice and policy changes; and
reproductive rights and gender equity which included
the extent to which the research would contribute' to
people's ability to exercise their sexual and reproductive
rights.

Feasibility covered factors that assess the practicality
of the research and whether it could be completed in .a
reasonable time at a reasonable cost. Sub criteria
contributing to the assessment were: practicality, or the
existence of observational or experimental opportunities,
the complexity of the research and the availability of
necessary skills and facilities; and the cost and time to
completion.

WHO's comparative advantage comprised four sub-
criteria. Credibility and, neutrality referred to the
independence, integrity and objectivity that could be
achieved in WHO research programmes. The question
asked in applying this criterion was whether WHO's
credibility and neutrality would be important to the
research strategy under' consideration. Collective skills
and resource base described the resources available to
WHO for research in reproductive health through the
accumulated knowledge, skills and experience of its staff
and its collaborators in developing and developed
countries. The question asked in applying this criterion
was whether these skills and resources would be
sufficient, or could be developed rapidly enough, to
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Outcome of the priority-setting exercise

The outcome of the priority-setting exercise allowed a
rough classification of the ten issues in three groups: .,

First level: this group comprised issues where all, or
nearly all, of the constituent strategies were found in the
upper part of the overall priority ranking. Five issues fell
in this group:
-unsafe abortion;
-fertility regulation;
-reproductive tract infections/cervical cancer; ,
-female genital mutilationlharmful practices;
-violence and its consequences.

Second level: in this group, some of the strategies scored
high and others low. Three issues fell into this group:
-maternal health;
-sexual development, maturation and health;
-planning and programming' for reproductive health,

Third level: this group comprised two issues where none
of the constituent strategies was found in the upper part of
the priority ranking:
-perinatal health;
-infertility.

Further review and discussion led to proposals on the
division of responsibilities within WHO for the research
activities. Thus, it was proposed that the Adolescent
Health and Development Unit (ADH) would take primary
responsibility for the formulation and implementation of
research on adolescent sexual and reproductive health
while the Women's Health Unit (WHD) would have a
similar role in research on violence against women and
female genital mutilation. Remaining areas of priority
research would be the responsibility of the Programme.

Proposed areas for the Programme's research

Following review and discussion of the outcome of the
priority-setting 'exercise and proposed division of
responsibilities, the PCC, Ad hoc Working Group, in
December 1997, reached three conclusions. The' first of



ANNUAL TECHNICAL REPORT 1997

these was to endorse the proposal that the Programme's
research agenda should address, in a focused manner, an
expanded array of priorities in reproductive health.
Secondly, it concluded that this research agenda should
encompass, in addition to fertility regulation, high
priority research in unsafe abortion, maternal health,
reproductive tract infections (including cervical cancer)
and planning and programming in reproductive health.
Aspects of research on adolescent health, on harmful
practices and violence against women which were relevant
to the Programme's mandate should be included. The
development and implementation of the research
programme will be done in collaboration with the
Division of Reproductive Health (Technical Support),
ADHandWHD.

The research agenda identified for the Programme
~eeds to be viewed as a global-level response to countries'
and people's needs in reproductive health, while 0

incorporating sufficient flexibility to allow the
development of other research agendas with a different
balance of activities reflecting needs at the country or
regional level.

The recommendations from the Ad hoc Working
Group together with a revised Programme of Work and
Budget for the Biennium 1998-1999 and beyond
reflecting these recommendations will be submitted for
endorsement by PCC at its meeting in June 1998.
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Gender Advisory PanelOBJECTIVES

As endorsed by the Programme's Policy and Coordi-
nation Committee, and the Gender Advisory Panel in
January 1997, the objectives of this component of the
Programme are to:

1. ensure that a gender analysis be brought to bear across
the Programme;

2. ensure that women and women's perspectives are
brought into the Programme's overall structure and
decision-making processes including the establishment
of national and international research priorities in re-
productive health;

3. encourage a broader understanding of the Programme's
work among women's groups, and an exchange of
information between those groups' and the Programme;
and

4. integrate women's perspectives and gender issues into
the research and institution-strengthening activities of
the Programme.

ACTIVITIES IN 1997

Mode of operation

The Technical Officer for Women's Perspectives and
Gender Issues is placed under the Associate Director and
Director of the Programme in order to be able to work
across the Programme with the different Programme com-
ponents. Because of the advocacy role of this component,
the Technical Officer also works closely with other indi-
viduals and units within WHO on women's and gender
issues. She works particularly closely with the Women's
Health Unit (WHD) within the Family and Reproductive
Health (FRH) programme area. In 1997, the Technical
Officer acted for Chief, WHD for five months during the
latter's maternity leave. From the end of February 1997,
the Women's Desk has had the support of a short-term
professional. By virtue of its objectives, the Women's
Desk works extensively with nongovernmental organiza-
tions (NGOs), particularly women's health groups in dif-
ferent parts of the world.

The strategy being pursued by the women's perspec-
tives and gender issues component involves: (i) the con-
vening of the Gender Advisory Panel (GAP) and ensuring
that its recommendations are followed up; (ii) establish-
ing a dialogue between the scientific community and
women's health advocacy groups, mainly through "dia-
logue" meetings; (iii) supporting specific studies and
activities emanating from the "dialogue" meetings; (iv)
information dissemination; (v) collaboration with wom-
en's groups; and (vi) collaborative projects with WHD.
The report on activities is described under these group-
ings.
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Since 1996, the Women's Desk has been charged with
convening the GAP to the Programme, and for ensuring
that the suggestions and recommendations of the Panel
are taken up by the Secretariat to the extent possible.
During 1997, this work has focused particularly on the
elaboration of a framework for considering gender in
sexual and reproductive health research, which will be
discussed during the GAP meeting of January 1998.

"Dialogue" meetings

Following on the series of "dialogue" meetings
started in 1991 in Geneva, a meeting on "Women's and
gender perspectives in reproductive health in the East-
ern Mediterranean Region" was held in Casablanca,
Morocco, from 10-13 November 1997. Like the pre-
vious "dialogue" meetings, it brought together repre-
sentatives of women's groups, researchers, service
providers and policy-makers from selected countries
of the region (Bahrain, Egypt, Jordan, Lebanon, Mo-
rocco, Oman, Palestine, Sudan, Syria, Tunisia) but,
unlike previous meetings, it was organized together
with the WHO Regional Office. WHD also collabo-
rated closely in the planning of the meeting.

The objectives of the meeting were: (i) to provide a
forum for exchange of information among those working
on women's and reproductive health in the region, and an
opportunity to provide information exchange with other
regions; (ii) to create a common understanding of what is
meant by "women's perspectives" and "a gender ap-
proach" in reproductive health for the region; (iii) to
identify ways of incorporating women's perspectives in
defining priorities in research and programmes; and (iv)
to identify possible joint actions at regional and/or na-
tional level. After a mixture of plenary presentations and
discussions as well as group work, the participants made
a series of recommendations. One series related to mecha-
nisms for building partnerships for setting priorities in
reproductive health programming and research. It em-
phasized the need for establishing a national coordinat-
ing committee (in those countries where it does not exist)
involving all stakeholders, to establish research priorities
and to coordinate the conducting of research. The meet-
ing asked that WHO, among others, should facilitate the
convening of a regional workshop involving all stake-
holders, to exchange success stories on intersectoral co-
operation and partnership building in order to enhance
the incorporation of a gender perspective in the design,
planning, implementation and evaluation of reproductive
health programmes.

Ten topics for research were highlighted as needing
urgent attention, based on the outcome of the Programme-
sponsored research priorities meeting held in Beirut in
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November 1996. Two topics were particularly under-
lined: the need to review existing laws and regulations,
formal and customary, as well as traditional, harmful and
other practices related to reproductive health; and com-
parative regional research on women's and men's per-
ceptions of reproductive health and reproductive rights.
It should be noted that the specific articulation of repro-
ductive rights as an area needing research was a new
topic emerging from the "dialogue" meetings.

WHO was asked to coordinate its efforts with other
UN agencies at the regional and national levels to support
the conduct of reproductive health research on priority
topics discussed at the meeting. These recommendations
were taken to the meeting of the Regional Advisory
Panel for Africa and the- Eastern Mediterranean Region
at the beginning of February 1998. A detailed report of
the meeting, along the lines of the previous "Creating
Common Ground" reports, is being prepared and is ex-
pected to be finalized and disseminated during the course
of the year 1998.

At its 1997 meeting, GAP felt that, while the "dia-
logue" meetings were extremely important, it may not be
efficient to continue with the same model. They noted
that those who had already been involved in such meet-
ings were building on the process and that it was impor-
tant that the process become decentralized after the East-
ern Mediterranean meeting. A plan for discontinuing the
regional meetings was therefore discussed at the 1998
GAP -meeting, at which the Panel members revised their
opinion. Reconsidering the outcome of the Eastern Medi-
terranean Regional meeting, along with those of some of
the other regions, they felt that it was still extremely
important for the Programme to foster encounters be-
tween NGOs, ministries of health, researchers and serv-
ice providers in the field of reproductive health. In some
countries, women's rights and gender concerns were
mainly taken up by NGOs who did not necessarily have a
forum for sharing their views with governmental agen-
cies and researchers. WHO therefore had a key role to
play by providing a mechanism for ensuring that the
views and approaches ofNGOs were heard.

Studies and activities emanating from the "dialogue"
meetings

Two major themes have emerged from the regional
and international meetings that have been held to create
and establish dialogue between women's health advo-

. cates, researchers and policy-makers in reproductive
health: barrier methods for women, and ethical issues
related to research in reproductive health. The activities
that the Programme is supporting as a follow-up to these
meetings, therefore, are focused in these areas.

Diaphragm study

As a direct result of the Asian regional meeting on
women's perspectives held in Manila, the Philippines, in
October 1992, the Programme is overseeing a study to
assess the acceptability, service delivery requirements
and use-effectiveness of the diaphragm in Turkey. The
study is part of an interagency initiative with Family
Health International (overseeing the Philippine study)
and The Population Council (overseeing the study in
Colombia). The same protocol and instruments are being
used in the three studies to enable pooling of the data.

In Turkey, where four different clinics are involved in
the study, recruitment began during the latter half of
1995 and concluded in February 1997. Diaphragm us-
ers were followed up for 12 months, with the excep-
tion of those recruited between September 1996 and
February 1997, who were followed up for a minimum
of six months until the end of August 1997. In addi-
tion, seven focus group discussions and 19 in-depth
interviews were conducted. A total of 166 diaphragm
acceptors were enrolled in the study and
sociodemographic information was collected for 728
other method acceptors at the four clinics.

Initial results indicate that diaphragm acceptors tend
to be older than other method acceptors and that both the
diaphragm acceptors and their husbands tend to be better
educated. In focus group discussions.a number of women
said they chose the diaphragm because they "wanted to
have control". Diaphragm users gave "safety and free-
dom from side-effects" as their number one reason for
choosing the diaphragm, while the majority of other
method users gave "effectiveness" as their main reason.
On the other hand, a higher percentage of diaphragm
users reported having intercourse more than four times a
week, with more than one sexual partner during the past
six months. History of SIDs was similar in diaphragm
users and users of other methods.

Although these results are preliminary, the study prom-
ises some interesting findings, especially in the cross-
country comparison. The Programme coordinated a meet-
ing in February 1997 of the principal investigators from
the three countries as well as representatives from the
three agencies involved in overseeing activities, to dis-
cuss the status of each project, look.at initial results and
set out guidelines for analysis and publication of the data.
Individual country reports will be produced as well as a
combined analysis of the use-effectiveness and cross-
sectional data. The complete results of the Turkish study
are expected to be ready in early 1998, and as soon as full
data are available from the other countries, pooled analy-
sis will be carried out. .
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Dual protection

Following the meeting on "Women's and men's per-
spectives on fertility regulation methods and serv-
ices" in November 1995 and the recommendation of
the GAP in 1997, the Programme has continued to
work on activities that might contribute to the promo-
tion of the concept of "dual protection". Dual protec-
tion can be defined as an approach which enables women
to protect themselves against both STDs and preg-
nancy. In light of the HIV/AIDS pandemic and increas-
ing prevalence of some STDs, finding ways of helping
people to recognize whether they are at risk and how
they can protect themselves effectively is a major
challenge. Programmes and research tend to focus on
either STDs or contraception, but not on both at the
same time. And yet, women at risk of unwanted preg-
nancy may also be at risk of STD or HIV transmission.
They need two kinds of protection. Dual protection
means consistent and correct use of a male or female
condom alone or in combination with another contra-
ceptive method, or with emergency contraception, or
back-up abortion.

This approach reveals that there is a paucity of
knowledge both about people's perceptions of their
risk and about the most appropriate way to make bar-
rier methods more acceptable to people. There is also
a need for greater. choice of barrier methods. Cur-
rently, the Programme's activities are focused on: (i)
information about, and studies on, the female condom;
(ii) potential collaboration with groups developing
microbicides; and (iii) a research initiative on family
planning and sexual behaviour in the era of HIV/AIDS
and STDs coordinated by the Strategic Component on
Social Science Research. Most of these activities are
described elsewhere in the reports of rele-vant Strate-
gic Components. The Women's Desk has been respon-
sible for overseeing and coordinating the production
and distribution of the information pack on the female
condom. The English version was published in May
1997 and has been distributed to an extensive list of
organizations and international and national agencies.
French and Spanish versions have been prepared and are
being published in early 1998.

The Women's Desk, together with the Strategic Com-
ponent on Technology Introduction and Transfer, con-
venes the in-house Female Condom Working Group,
which consists of staff from the Programme, WHO's
Devision of Reproductive Health (Technical Support)
(RHT) and UNAIDS. This Group is currently preparing
guidelines for the development of information, educa-
tion and communication (1EC) materials and processes
that can support appropriate introduction of the female
condom in different countries.
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Research on informed consent

During the "Women's Perspectives" meeting in Latin
America (Santo Domingo, Dominican Republic, 1995),
the importance of ethical practices and procedures
emerged as a key issue. Informed consent was high-
lighted in particular and, as a result, the Programme
launched a research initiative on the subject. The aim was
to stimulate research into the process of informed con-
sent, and ultimately help in the design and implementa-
tion of timely and appropriate educational and other in-
terventions to improve people's understanding in this
area. Three proposals were approved for funding, one in
Brazil, one in Chile and one in Mexico.

In Brazil, the study aims to examine the Brazilian
experience with the process of informed consent as re-
quired for studies on fertility regulation involving human
subjects. In-depth interviews have been held with three
groups: health advocates, health professionals involved
in fertility regulation research, and individuals who have
taken part in studies on fertility regulation methods. The
project will evaluate how the concept of informed consent
is understood and applied and will look at the personal
experience of research subjects and whether consent forms
have fulfilled their purpose. Interview guidelines for all
three groups were developed and pretested. Thirty-seven
in-depth interviews have been carried out and the data
are currently being transcribed.

The objective of the study in Chile is to explore the
opinions, attitudes and needs regarding the process of
informed consent of Chilean women who participate in
clinical studies for the development of new. contraceptive
methods. Individual, semi-structured interviews will be
carried out with 35 women at different stages of the
-informed consent process. Work on the project com-
menced in August 1997. A discussion of the specific
objectives for the three groups of interviews has been
undertaken and initial interview guidelines have been
developed. Eight interviews have been completed and the
guidelines will be reviewed and revised where necessary
after preliminary analysis has been carried out.

The Mexico study will look at the process of informed
consent for men and women undergoing sterilization.
The study will examine differences in the informed con-
sent procedures used for clients undergoing interval steri-
lization and postpartum sterilization, and between fe-
male and male clients, which may have an impact on the
client's ability to make an informed choice. Informed
consent will be examined from the perspectives of the
client, service provider and administrator and will take
into consideration their understanding of the process and
meaning of informed consent, what men and women
undergoing sterilization understand about the surgical
procedure and their contraceptive options, and whether
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they are satisfied with the type of information they re-
ceive and the way in which it was given. Data will be
collected through focus group discussions, interviews,
and observation of the informed consent process, includ-
ing counselling and the signing of forms. This project
will commence in January 1998.

Regional workshops on ethical issues in reproductive
health research

Building on recommendations made by both the Pro-
gramme's Scientific and Ethical review Group (SERG)
and the "dialogue" meeting on ethical aspects of research
held in 1994, the Women's Desk is collaborating with
the convenor of SERG to organize a series of regional
workshops on ethical issues in reproductive health re-
search. The general purpose of the workshops is to stimu-
late discussion on, and encourage ethical practices in,
reproductive health research among a constituency of
people who are current or potential members of ethical
review committees.

The first workshop in the series was held in Bangkok
in April 1997. In 1998, the plan is to hold a similar
workshop in Latin America during the fourth quarter of
the year. Preparations are under way to work with people
from the region on the content and organization of this
workshop which will again be coordinated by the con-
venor of SERG with the Women's Desk.

Information dissemination

In 1997, the Spanish report of the Latin American
"dialogue" meeting was published and disseminated in
the region. Reports of all the "dialogue" meetings con-
tinue to be requested and disseminated.

Selected papers from the meeting on "Women's and
men's perspectives on fertility regulation methods and
services" (Geneva, November 1995) were published by
Reproductive health matters (RHM) for WHO, as a
special publication. Entitled Beyond acceptability: us-
ers' perspectives on contraception, this collection of
papers brings together the experience of researchers,
contraceptive service providers and women's health ad-
vocates, and includes original research carried out in
Chile, India, South Africa and the United Kingdom and in
two cross-country .studies, It also includes reviews and
analyses of the existing literature and proposals for fu-
ture directions. It has been distributed to the RHM net-
work and to the Programme's close constituency, and
requests for additional copies are coming in almost daily.

As a result of this publication, the Programme dedi-
cated a special issue of its newsletter Progress in hu-
man reproduction research to a summary of some of
the main papers in the "Beyond Acceptability" volume.

Collaborative projects with WHD

A considerable part of the work carried out by the
Women's Desk is done in collaboration with WHD, since
the focus on integrating gender issues into health re-
search, programmes and policies is a shared objective.
For instance, WHD staff contributed to the organizing of
the Eastern Mediterranean "dialogue" meeting in No-
vember 1997 and are involved in the production of the
report from that meeting. The Women's Desk contrib-
utes to various aspects ofWHD's work, particularly as it
relates to gender and reproductive health.

In addition, during five months of 1997, when the
Programme's Technical Officer was acting for the Chief
of WHD while the latter was on maternity leave, she
coordinated the production of an Information Pack on
Violence Against Women, convened the Gender Work-
ing Group, whose main task at that point was the produc-
tion of a technical paper on Gender and Health, and
oversaw the many different aspects ofWHD's work.

The Technical Officer is a member of the Coordinat-
ing Committee on the Initiative on Leadership Training
in Gender and Reproductive Health. This is a collabora-
tive project of WHO (with WHD as the coordinator), the
Harvard School of Public Health and the Women's Health
Project at Witwatersrand University in South Africa. A
number of staff members of the Programme and RHT
have also been involved in helping to shape the Initiative.
The project is designed to improve the quality and .scope
of gender and reproductive health training available to
health managers and policy-makers throughout the world.
The Initiative has developed a draft core curriculum in
gender and reproductive health which was piloted in
Johannesburg, South Africa, in September 1997. This
course was extremely well received by the 32 participants
from southern African countries, and a full evaluation
(including three-month post-course participant evalua-
tions) will be made at the beginning of 1998. The course
is now being offered to interested institutions (nongovern-
mental training institutions; schools of medicine, public
health or nursing), who are asked to submit a proposal.
Five to six training centres will be selected to participate
in a Regional Adaptation Workshop in May/June 1998,
and will be expected to implement the course within one
year. In 1999, there will be an international meeting to
review regional experiences with the course.

The Women's Desk continues to participate in the
Gender Working Group (GWG), an informal group of
individuals working on gender issues from programmes
in WHO. The Group is convened by WHD. This year, as a
result of conclusions adopted by the Economic and So-
cial Council of the United Nations (ECOSOC) in July
1997. on mainstreaming a gender perspective into all
policies and programmes of the United Nations system,
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policy level and service delivery level, are likely to be
carried out. The Programme will continue to monitor
developments in vaginal microbicides.

the GWG has been coordinating a proposal for the devel-
opment of an organization-wide policy on gender for
WHO, and the elaboration of a programme of compe-
tence-building in gender issues specifically for the staff of
FRH. These activities will start in 1998.

PLANNED ACTIVITIES

Gender Advisory Panel

The Women's Desk will continue to convene and
service the GAP and follow up recommendations and
advice emanating from the meetings.

"Dialogue" meetings

Based on the discussions at GAP during its meeting in
January 1998, the Programme will continue to organize
regional "dialogue" meetings, but with a focus on specific
themes that have either arisen from previous "dialogue"
meetings or have emerged recently. Some of the themes
suggested were: rights and laws affecting reproductive
health; ethical issues in reproductive health; violence
against women; and the integration of reproductive health
services. The Women's Desk will work closely on these
with other divisions and units of FRH.

Activities emanating from meetings

Diaphragm study

The results of the diaphragm study will be written up
and published, and pooling and analysis of data from the
three countries (Colombia, the Philippines and Turkey)
will be done in early 1998.

Research on informed consent

The three research projects on informed consent in
Latin America will be finalized in 1998, and a workshop
organized to present the results of the research to a
broader audience. Based on the findings of the studies,
the research initiative will probably be extended to coun-
tries in other regions, to be identified over the next few
months.

Dual protection

During 1998, the Women's Desk will continue to be
involved with other relevant parts of FRH and UNAIDS
in working on this approach to reproductive health. In the
first instance, this is likely to be continued work related
to the appropriate introduction of the female condom in
developing countries, but additional activities related to a
variety of questions on what dual protection implies at
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Follow-up of the Eastern Mediterranean meeting

The Women's Desk will work with the Programme's
Regional Manager for Africa and the Eastern Mediterra-
nean to ensure that the recommendations made at the
meeting are appropriately' followed up. In particular,
emphasis will be given to ensuring collaboration with
other groups and agencies that may be working on the
review of existing laws and regulations related to repro-
ductive health.

Information dissemination

During 1998, the Women's Desk will work with other
parts of the Programme and FRH to ensure that there is
an increased exchange of information between WHO and
the nongovernmental community, especially women's
groups. More regular inclusion of articles and informa-
tion from the Programme in women's health journals will
be emphasized. All the already existing dissemination
activities will be maintained.

Collaboration with women's groups

Since an essential part of the work of the Women's
Desk is to build up collaborative relationships with wom-
en's groups working in reproductive health, support to
such groups for their advice and input on other aspects of
the Programme's work is likely to be provided over the
next year. All the activities described above involve wom-
en's health groups in one way or another, and this is
likely to continue.

Collaborative projects with WHD

Over the next year, the Women's Desk will continue to
work closely with WHD on a number of projects. These
include: (i) the seeding of the Leadership Training Course
in Gender and Reproductive Health in other institutions
and regions; (ii) the development of an organizational
policy on staff competence-building in gender issues;
(iii) relevant activities in the area of violence against
women; and (iv) the organization of an expert group
meeting on gender, women and health. The latter is being
organized together with the United Nations Division for
the Advancement of Women, as part of WHO's contribu-
tion to a review of actions taken on the "Women and
Health" chapter of the Beijing Platform for Action, to be
considered at the United Nations Commission on the
Status of Women in March 1999. The expert group meet-
ing will take place in the third quarter of 1998.
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Annex 1

MEMBERS OF THE GENDER ADVISORY PANEL IN 1997

*M. Berer, Reproductive Health Matters, London, United Kingdom
A. Faundes, CEMICAMP, Sao Paulo, Brazil
*N. Huq, Naripokkho, Dhaka, Bangladesh
*W. Nowicka, Federation for Women and Family Planning, Warsaw, Poland
*M-I. Plata, PROFAMILlA, Bogota, Colombia
Qiu Ren-Zong, Chinese Academy of Social Sciences, Beijing, China
K. Rogo, Centre for the Study of Adolescence, Nairobi, Kenya
*R. Sanchez, Ateneo de Davao University, Davao City, Philippines
*R. Snow, Harvard School of Public Health, Boston, MA, USA
*K. Xaba, Women's Health Project, Johannesburg, South Africa
*B. Yoddumnem-Attig, Mahidol University, Bangkok, Thailand
*M. Zulficar, Shalakany Law Office, Cairo, Egypt

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % ofeotal

Members 9 75 8 2 H' 12
Women 6 50 8 2 .17 9

from:
AFRO 2 17 2
AMRO 2 17 8 3
EMRO 8 1
EURO 8 8 2
SEARO 2 17 2
WPRO 2 17 2

*Denotes woman
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Annex 2

PUBLICATIONS IN 1997

The female condom: an information pack. Geneva, World Health Organization and UNAI1;:>S(includes: The female
condom: a review. WHOIHRPIWOM/97.1).

Creando Espacios Comunes. Report of a meeting with women's health advocates, scientists and policy-makers,
Santo Domingo, June 1995. Geneva, World Health Organization (WHO/HRPIWOM/97.2).

Beyond acceptability: users' perspectives on contraception. London, Reproductive Health Matters (for the World
Health Organization), 1997.
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ability to address challenging and often sensitive issues
in sexual and reproductive health can be measured not
only by its impact on the scientific community and the
body of published literature, but also-and more impor-
tantly-by its impact on policy-making and programnie
planning. Another measure of the Programme's success
is the high response from developing countries to global
research initiatives on, for example, abortion, sexual
behaviour and reproductive health, the role of men in
reproductive health, and pregnancy prevention in the era
of HIV/STDs. The Programme's activities in research
and capacity development in the field of social science in
1997 are grouped, into different but closely interlinked
research lines, as described below.

OBJECTIVES

The main objective of the Programme in the area of
social science research on reproductive health is to ob-
tain scientifically sound, policy-relevant information on
sociocultural and service-related factors that influence
reproductive health in developing countries. It also seeks
to investigate people's reproductive health needs and
perspectives in order to design appropriate interventions
and guide the work on technology development and as-
sessment. By applying social science research methods,
working closely with developing country scientists from
different disciplines including biomedicine, and by
launching research initiatives on critical but sensitive
topics, the Programme seeks to fill gaps in knowledge
about barriers to improved and sustainable levels of re-
productive health in developing countries. To assist with
the achievement of the Programme's mission and goals,
the Strategic Component on Social Science Research:

-provides information of direct policy relevance to
improve reproductive health services in developing
countries;

-undertakes a systematic, comprehensive and continu-
ing analysis of people's needs and perspectives on
various aspects of reproductive health;

-supports research that identifies barriers to the em-
powerment of women and to the sharing of responsi-
bilities by men;

-endeavours to investigate sensitive but critical issues,
such as induced abortion, sexual behaviour, and risk
assessment of HIVand unplanned pregnancy;

-strengthens scientific capacity in developing coun-
tries to conduct reproductive health research;

-incorporates sociocultural perspectives into the work
of other Strategic Components of the Programme; and

-disseminates the results of studies which are rele-vant
to improving sexual and reproductive health services
and are of global relevance.

The Programme supports research conducted by de-
veloping country scientists working in the local context.
During 1998-1999, it plans to review its work in social
science research in line with the priorities identified
within the expanded research agenda. The Programme
will also aim to develop and evaluate interventions to
reduce the incidence of induced abortions, promote safe
sex, reduce the unmet need for family planning, and
promote the involvement of men in reproductive health.

ACTIVITIES IN 1997

The Programme's determination to reorganize all re-
search and action to better address people's expressed
needs and to understand their perspectives has given so-
cial science research a critical role. The Programme's
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Pregnancy prevention in the era of HIV IAIDS and
STDs

In past years, the Programme funded individual re-
search projects on issues related to the dual risk of
unplanned pregnancy and sexually transmitted diseases
(STDs) through the research initiatives on "Acceptability
of condoms", "Sexual behaviour and reproductive health",
and the "Role of men in reproductive health". In 1997,
however, the Programme developed an initiative that will
focus explicitly on dual protection, called "Pregnancy
prevention in the era of HIVISTDs". Two projects have
been approved so far under the new initiative. The first is
a regional multicountry study to be carried out in Kenya,
South Africa, Tanzania, Uganda, Zambia and Zimbabwe,
and possibly Botswana and Ethiopia. This study is enti-
tled "Family planning and sexual behaviour in the era of
HIV/AIDS and SIDs". A second project to be carried out
in Thailand has also been approved.

The multicountry study in Africa will focus on the
interface between family planning and HIV ISTD preven-
tion in eastern and southern Africa. There are good
grounds for believing that the region is on the brink of
fertility transition, with fertility decline well established
in a growing number of countries, driven by changes in
the desired number of children and rising levels of con-
traceptive prevalence. Hormonal methods are the most
popular contraceptive choice, while reported use of con-
doms or other barrier methods for family planning is low
throughout the region. The rising prevalence of contra-
ception is taking place in an environment with a heavy
burden of STDs and a high prevalence of HIV seroposi-
tivity in many countries (Table 1) of the region-a situa-
tion that has profound implications for individuals, serv-
ices, programmes and policies.

The multicountry study will investigate risk percep-
tions regarding prevention of unwanted pregnancy and
STDs/HIV infection and related factors. The specific
objectives of the study are to: (i) ascertain the perspec-
tives of sexually active individuals about the risks of
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Table 1. Prevalence of contraceptive use, HIVand STDs in selected African countries

Current family planning mv STD
% any method % modern method % condom Adult Prevalence Adult Prevalence

KENYA DHS 1992 National, adult Kenyatta Hospital found
33.0 '27.0 0.8 population (1993) 23% of female seeking

6%; rural 4-5% antenatal care to have
urban 11-12%1 STD (no reference)

SOUTH WHO 1994 National, pregnant -- -
AFRICA >50 <1 women (1993) 3%2

National, pregnant
women (1995) IOW

TANZANIA DHS 1992 Mwanza, rural adult Estimated > 10% of
10.0 7.0 0.7 population (1992) 4%4 sexually active

population have an
Dar, pregnant women STD (1995)5
(1991) 12W

UGANDA DHS 1995 Kampala, pregnant - --
16.0 5.0 0.8 women (1990) 27W

Estimated up to 18%
of national adult
population may be
infected (1996)6. - --

ZAMBIA DHS 1992 National, prisoner - --
15.0 9.0 1.8 population, (1987) 16%

Lusaka, pregnant -- -
women (1990) 24W

ZIMBABWE DHS 1994 National, blood donors
48.0 42.0 2.0 (1989) 5%' - --

Harare, pregnant
women (1990) 18%2

'NACP AIDS in Kenya, 1994;
'HIV/AIDS Surveillance Data Base,US Bureau of the Census, (Dec. 1994), females, all ages;
'Department of Health, South Africa, 6th National survey of women attending antenatal clinics, 1996;
4Grosskurth (1995); .
'NACPReportNo.IO,1995;
'Oleke (1996), A paper presented on the status of HIV/AIDS in Uganda, STD/ACP - MoH;
'HIV/AIDS Surveillance Data Base, US Bureau of the Census, (Dec. 1994), male and female population, all age-groups.
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many respondents reported the belief that the number of
children one should have either "should be as many as
God wills" or "as many as one's resources can cope
with". Based on these fmdings, the investigator made
recommendations for an information, education and com-
munication (IEC) programme which would emphasize
the desirability of using modern effective methods of
contraception in addition to traditional methods. In con-
texts where high fertility norms still persist along with
little interspousal communication on matters related to
childbearing, the needs for IEC and services are espe-
cially critical to bring about change.

STDs (including HIV/AIDS) and unwanted pregnancy;
(ii) investigate the strategies considered by' sexually ac-
tive individuals as appropriate, practical and effective to
cope with these risks; and (iii) explore the opportunities
for, and constraints on, changing behaviour, with particu-
lar emphasis on partner communication. The overall aim
of this research is to inform policy-makers and pro-
gramme managers by providing insights into the perspec-
tives and behaviours of sexually active men and women
with respect to STDs, HIV/AIDS and reproductive inten-
tions.

This research initiative was developed in 1996 by
preparing two background papers and organizing a re-
search workshop in Nairobi, Kenya where researchers
and policy-makers from the region discussed the situa-
tion in their countries with regard to contraceptive preva-
lence and HIV/STD prevalence, identified knowledge
gaps, and defined priority topics and questions for re-
search. The workshop was jointly organized with Africa
Population Policy Research Centre, The Population Coun-
cil and the Joint United Nations Programme on HIV/
AIDS (UNAIDS). Following the workshop, a draft proto-
col was prepared and reviewed with the participating
investigators in a workshop held in April 1997 in Durban,
South Africa. Both qualitative' and quantitative research
methods will be used in this multicountry study which is
expected to be completed by the end of 1999.

Perspectives on reproductive health

In order to better understand sexual and reproductive
health problems and needs, the Programme has devoted
much of its resources to gathering information on peo-
ple's perspectives and perceived needs. One ongoing line
of research has examined the perspectives of users and
potential users of fertility regulation methods and the
manner in which these methods are provided. Studies of
this kind were completed in China, Cuba, Malaysia,
Mexico, Nigeria, Peru, and Thailand, and new studies
have been approved for Benin, China, Nigeria, South
Africa and Thailand. Information on users' perspectives
is essential for prioritizing the contraceptive research
agenda, bringing about policy change, and improving pro-
grammes and services to best meet people's needs.

A study in Nigeria examined beliefs and attitudes re-
lated to sexual behaviour and contraceptive decision-
making among adults in Oyo State. The study included a
questionnaire administered to 4000 women and men aged
18-50 years and a series of 32 focus group discussions.
According to respondents, the decision about when or
whether a woman should get pregnant is not discussed at
all in about 30% of unions and is a joint decision in 47%
of unions. The man took the decision alone in 17% of
unions and the woman alone in 6% of unions. The study
found a low use of modern contraceptive methods, and
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Given the concern for STD prevention, research on
acceptability of barrier methods has gained special sig-
nificance and, in 1997, two research projects were ap-
proved on the acceptability of non-latex male condoms,
to be carried out in South Africa and Thailand. Accept-
ability of other specific fertility regulation methods has
included a study in Mexico on the factors that influence
men to choose male sterilization. Respondents included
50 men intending to undergo a vasectomy, 100 men who
had already had a vasectomy and 50 men with no inten-
tion of getting a vasectomy. The study found that men
choosing vasectomy had more experience with "natural"
and hormonal methods, including withdrawal, rhythm,
periodic abstinence and the pill; they also reported a
lower level of experience using barrier methods than
men who did not choose a vasectomy, as well as higher
levels of communication with their partners about sexu-
'ality and contraceptives. Men's perceptions about the
accessibility of vasectomy was one of the most impor-
tant factors in predetermining whether a man would
choose vasectomy, including the perception that vasec-
tomy is a simple procedure that does not cause unpleas-
ant feelings after the operation. One important finding of
the study was that some men who chose vasectomy re-
ported the belief that the procedure will protect them
against HIV/AIDS. Based on the study findings, the in-
vestigators made detailed recommendations for devel- .
oping an information campaign about the method, and the
need for HIV/AIDS prevention efforts among men who
have undergone a vasectomy.

The papers originally presented at the November 1995
consultation on Women's and Men's Perspectives on
Fertility Regulating Methods and Services were pub-
lished in a special issue of Reproductive health matters
under the title Beyond acceptability: users' perspec-
tives on contraception.

Providers' perspectives

The role of providers in contraceptive acceptability
and use continuation has received relatively little atten-
tion by the research community. Information on provid-
ers' perspectives on various contraceptive methods and
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reproductive health technologies can have important im-
plications for service delivery and policy change. Studies
from several research lines have looked at perspectives
of providers regarding sexual and reproductive health
issues, including a completed study in Nigeria and newly
approved research in China. A study in Argentina was
approved in 1997 that will investigate the attitudes and
opinions of health care providers in public hospitals about
fertility regulation, sexual health and abortion in Buenos
Aires. In the context of Argentina, the study is a pioneer-
ing effort to ascertain the views of providers who may
have the power to influence health policy and/or access
to reproductive health services.

A study in Nigeria involved semi-structured inter-
views with nearly 300 traditional and religious healers
(both Christian and Muslim) regarding attitudes towards
fertility and the family planning services. Most tradi-
tional and religious healers thought that traditional heal-
ers and Western-trained practitioners should work to-
gether in the field of family planning. At the same time,
26% of traditional healers and 30% of Christian healers
expressed the belief that there should be no "artificial"
forms of contraception, referring, for example, to mod-
em methods of contraception such as the pill. Regarding
the practice of the "fertile period" method, however,
many healers had a poor understanding of the actual time
of highest risk during the cycle.

This study highlighted the importance of involvement
and training of traditional and religious healers who play
an important role as service providers in many places
where modem health services are unavailable or out of
reach. Many couples in more traditional contexts rely on
traditional and religious leaders for advice and services.
The recommendation for periodic abstinence based on a
poor knowledge of the fertile period has obvious impli-
cations for couples who rely exclusively on this method.
Both traditional and religious healers and their clients
urgently need information on the fertile period and the
correct application of periodic abstinence to avoid un-
planned pregnancies.

Prevention of STDs

Research on the prevention of STDs has included
acceptability studies of male condoms, operations re-
search projects on STD prevention, and other social sci-
ence research on risk perception and related topics. Re-
search projects approved this year include a condom
promotion research project in STD clinics in China, a
study of high-risk sexual behaviour in Nigeria, and re-
search on male attitudes and behaviours related to trans-
mission of STDs in Brazil. Ongoing and completed
projects include research on knowledge, attitudes and
use of condoms among men in five border towns of
Nepal, an operations research project on the effective-

ness of condom promotion in China, research on the
acceptability of condoms in Zaire, and a study of the
cultural and psychosocial factors that affect knowledge,
beliefs and attitudes towards STDs in Argentina.

The study in Argentina was carried out in the low-
income district of San Fernando, in the province of Bue-
nos Aires. The district's population is slightly younger
than in other districts, and the rate of reported AIDS
cases is double that of the rest of the province. Using
qualitative research methods, the study explored the cul-
tural and psychosocial factors, including attitudes and
beliefs, that affect preventive and treatment-seeking be-
haviour related to STDs. The investigators incorporated a
gender perspective into their work and investigated wom-
en's ability to negotiate with their sexual partners. Nota- .
ble findings of the study were the following. First, im-
precise concepts and meanings are associated with STDs
among the population, and men reported more names for
STDs than women. In addition, it is more common for
men to talk about these problems than women. Second,
apart from AIDS, there is no clear concept about how
STDs are transmitted. Men are more aware than women
of symptoms of STDs and perceive women to hold more
responsibility for the spread of these diseases, because it
is more difficult to know whether they are infected.
Third, risk perception is associated with "wrong sexual
relations", and condom use is associated with infidelity,
so men and women do not attempt to use condoms with
their spouses for fear of raising suspicions.

These fmdings, though based on a small sample from
one area, have wider applications. Condom use among
married couples remains stigmatized despite major IEC
campaigns and counselling efforts. Perhaps strategies to
promote condom use for dual protection may have more
success than for prevention of STDs alone. There is also
a need for the dissemination of accurate information on
sexual and reproductive health, especially among people
in low-income areas.

Reproductive health of adolescents

Research into adolescents' sexual and reproductive
health has been an important part of the Programme's
work through the two initiatives on "Sexual behaviour and
reproductive health" and "Determinants and consequences
of induced abortion". Adolescent reproductive and sexual
health continues to be a high priority for the Programme.
In 1997, studies on adolescents were completed in Ar-
gentina, China, Indonesia, Peru, and the Phillippines. Nine
projects are ongoing in Brazil, Chile, China, India, Iran,
Kenya, Nepal, Nigeria and Turkey, and a multieentre
study on reproductive health needs of young adults in
China was approved. In 1998, the Programme plans to
review the findings from the completed research on ado-
lescent health, conduct a comprehensive literature re-
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A study on sexual behaviour and contraceptive use was
carried out in Shanghai, China among 2580 unmarried
couples visiting maternal and child health centres for
premarital physical examinations. The research fmdings
show that a high percentage (~9%) of these unmarried
women had ever had sexual intercourse. Contrary to study
findings from other countries and general assumptions
about China, the level of premarital sexual intercourse
was higher in rural counties than in urban Shanghai. In
Fengxian county, for example, one of the two rural coun-
ties studied, the percentage of premarital sexual inter-
course exceeded 93%. These findings suggest that, de-
spite greater exposure to mass media and rapid moderni-
. zation in the cities, city life does not lead to high levels
of sexual activity among unmarried individuals in China
compared to rural areas. The investigators suggest that
this rural/urban difference may reflect better living con-
ditions in rural areas and the result of unmarried rural
men and women being able to live with their partner after
becoming engaged.

view, consolidate work on adolescents done at WHO and
consider developing an initiative on adolescent sexual
and reproductive health.

In general, adolescents are at high risk of unintended
pregnancy and STDs because of their sexual behaviour,
their lack of information and lack of access to sexual and
reproductive health services. About 12 million babies
are born to adolescent mothers each year, which are
high-risk births in terms of the health of both the mother
and the child. Most sexual and reproductive health serv-
ices and sociocultural environments do not take into
account the special needs of adolescents. Research on
the extent of unmet need for sexual and reproductive
health information and services is critical for developing
appropriate programmes and policies to promote safer
sex and to prevent or lower unintended pregnancies and
STDIHIV transmission.

One study conducted in Lima, Peru sought to under-
stand the relationship between the demographic and psy-
chosocial factors of adolescents in low socioeconomic
groups and their risk of pregnancy and HIV/AIDS. The
sample population was drawn from state school students
and from adolescents who had dropped out of school and
were working in markets. The investigators held focus
group discussions, then administered a series of struc-
tured questionnaires and semi-structured interviews. The
study assessed adolescents' gender orientation, social
support and sexual attitudes on the one hand, and the risk
of pregnancy, abortion and HIV/AIDS on the other. The
researchers identified the existence ofa group of young
women with a medium level of "internal masculinity",
high "traditionalism" and scarce social support, who were
particularly vulnerable to the risk of STDs, violence and!
or unwanted pregnancy.

A study in Nigeria among 4000 women and men aged
18-50 years found that 5% of respondents reported hav-
ing had sexual intercourse between the ages of six and
10, and 2% reported having been sexually abused (de-
fined as forced to have intercourse) during that age range.
More than one-third of the respondents reported sexual
intercourse during adolescence (age 11-18), including
35% of men and 31% of women. Four per cent of all
male respondents and 7% of all female respondents re-
ported forced sex during adolescence. Adolescent sexu-
ality was a controversial topic in the focus group discus-
sions, however, and some participants expressed opposi-
tion to providing adolescents with sex education and
contraception, arguing that "it will make them more pro-
miscuous". These study findings suggest the need for
community education about the benefits of reproductive
health services for adolescents, including providing in-
formation on contraception. Such an education campaign
should also target community and opinion leaders.
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While sexual activity among this population is high,
contraceptive use at the time of first intercourse is low.
Overall, only about one in five sexually experienced
women used' a contraceptive method at the time of first
intercourse, and about 40% of those who used a contra-
ceptive method at first intercourse relied on less effec-
tive methods such as the rhythm method and withdrawal.
In view of the stringent limitations on childbearing and
the social stigma attached to a child born out of wedlock,
most (90%) premarital pregnancies were terminated by
induced abortion, and some women had to marry sooner
than planned because of a premarital pregnancy. While
levels of sexual activity were higher in rural areas, the
use of contraception at first intercourse was lower
among sexually experienced women in rural as com-
pared to those in urban areas (17.3% vs 24.4%).

There are no formal channels by which unmarried
people can obtain information and services on sexual
and reproductive health in China. Availability and ac-
cessibility of contraceptive services was one impor-
tant set of factors related to use of contraception at
first intercourse. Some unmarried women said they
did not use contraception at the time of first inter-
course because they did not know where to obtain a
method. Others were embarrassed to obtain contra-
ception from family planning outlets for fear of dis-
closure about their premarital sexual behaviour. Find-
ings from this study suggest that information and serv-
ices need to be made more accessible for unmarried
women and men in China, particularly couples who
have recently become engaged and are likely to begin
sexual activity.
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Abortion

A better understanding of the factors contributing to
the high incidence of unsafe abortion has continued to be
a high priority area of research for the Programme: The
projects funded under the initiative on the "Determinants
and consequences of induced abortion" are largely com-
plete, and a book describing the findings from the initia-
tive is in press. However, the Programme continues to
fund projects that fill research gaps not addressed by the
completed initiative. Newly approved projects will in-
vestigate issues related to induced abortion in Argentina,
Bangladesh, China and Sri Lanka.

A study on the resolution of premarital pregnancy in
Shanghai looked at individual characteristics of young
women who proceeded to marriage compared to young
women who sought an abortion. The sample included
1111 rural and urban women who became pregnant prior
to marriage. Investigators recruited respondents from
service stations of five districts or counties where they
came for either abortions or marital tests (all couples
planning to marry are encouraged to have a physical
examination before they register for marriage). The study
found that almost two-thirds of the women had never
used contraception, with no significant difference be-
tween women in the marriage and abortion groups. Most
reported reasons for not using contraception were re-
lated in some way to lack of knowledge about methods,
not knowing where to obtain contraception, or fear of
side-effects. The educational and occupational status of
the respondent was found to affect the outcome of a
premarital pregnancy. Women with higher education and
higher status occupations were more likely to choose
abortion than marriage. Also, migrant women, women in
uncommitted relationships and women with negative feel-
ings about pregnancy were more likely to resolve pre-
marital pregnancy with abortion. Women under 20 years
of age were much more likely to choose abortion, per-
haps because 20 years is the minimum legal age of mar-
riage for women in China.

These study findings reinforce other research that
demonstrates the need for greater access to information
and services related to family planning, regardless of age
and marital status. Evidence that many young people are
sexually active before marriage, often in uncommitted
relationships, has important implications for preventing
the spread of STDs and HIV/AIDS as well as for prevent-
ing unwanted pregnancy.

Gender, sexuality and reproduction, and the initiative
on "The role of men in reproductive health"

Many of the Programme's new, ongoing and recently
completed projects have examined gender roles with
regard to sexuality and reproduction. Gender roles and

status, empowerment of women and levels of communi-
cation on sexual and reproductive matters have direct
relevance to sexual and reproductive health of both men
and women. In 1995, the Programme launched a research
initiative on the "Role of men in reproductive health".
Many of these studies are still ongoing, and results are
awaited. Five new projects on men's roles were approved
in 1997 to be carried out in Brazil, China, Jamaica, Sen-
egal and Turkey.

Several studies have examined sex roles and spousal
communication with regard to the risk of STDs. For
example, a study in Thailand looked at attitudes and be-
haviours related to gender roles, in terms of extramarital
activity, husbands' use of prostitutes, sex roles within
marriage and prevention of STDs. The Thai investigators
carried out a survey, in-depth interviews and focus group
discussions among 408 married couples in Bangkok.
While the study found low acceptance of wives' extra-
marital sexual activity, the majority of respondents viewed
male visits to prostitutes as the norm. When questioned
if it was "strange" for married men to use prostitutes,
82% of men and 69% of women felt it was not. Seventy-
nine per cent of husbands reported having had sexual
intercourse with a prostitute at least once in their life,
although only 5% had visited a prostitute during the last
three months.

The investigators found differences between the per-
ceptions of husbands and wives concerning women's
sexual roles. Wives tended to see their role as more
passive than the husbands did. Ninety-one per cent of
husbands felt that it was not shameful for the wife to
initiate sexual intercourse whereas only 66% of the
women felt the same. On the other hand, while 62% of
women felt that they could give their husbands as much
sexual pleasure as a prostitute, only 31% of husbands felt
the same. Attitudes of couples varied according to occu-
pational status. For example, 64% and 40% of blue-
collar wives and husbands, respectively, felt that men
should get more pleasure from sexual intercourse than
females compared to 28% and 14% of white-collar re-
spondents.

The study also investigated spousal communication
and whether couples changed their behaviour after learn-
ing about HIV/AIDS. Only 21% of husbands and 17% of
wives stated that they had made changes in their behav-
iour or way of life after learning about HIV/AIDS. The
major change among the husbands was in no longer visit-
ing prostitutes (accounting for half of those men who
reported behavioural change). Eighteen per cent of the
wives reported having tried to stop their husbands from
visiting prostitutes, Although most couples report talk-
ing with their partner about sexual matters (70% of hus-
bands and 60% of wives), the study found that discussion
about extramarital activity, use of prostitutes and use of
condoms within marriage is difficult or impossible.
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The study fmdings documented obstacles to accessing
medical care, including fmanciallimitations and husbands'
decision-making powers. Although most respondents
expressed a preference for private sector medical care
and biomedicine enjoys great prestige, traditional
medicine remains the most often. used resource. The
investigators argue that women's explanatory model works
as a strategy to cope with illness when they cannot afford
the use of biomedicine to cure' their reproductive
morbidity.

Gender issues played a key role in many studies from
other initiatives as well. For example, the study in Mexico
on the acceptability of vasectomy paid careful attention
to the cultural construction of femininity and masculin-
ity in the configuration of behaviour and attitudes of men
towards sexuality and contraceptives. Although there is a
cultural belief that women should take primary responsi-
bility for contraception, there is also a belief that men
should be experts on sexuality and birth control, which
has implications for increasing men's knowledge of fer-
tility regulating methods. Men who chose not to have a
vasectomy often expressed the fear of criticism and re-
jection from friends and family, because of the belief
that vasectomy affects virility and diminishes sexual pleas-
ure. These fmdings have implications for the content of
services, counselling and IEC campaigns aimed at in-
creasing men's role in reproductive health and contra-
ceptive use.

Birth spacing and maternal health

In the past decade, increasing attention has been paid
to maternal reproductive health issues. Among different
indicators of maternal health, maternal mortality has re-
ceived the most attention, while maternal morbidity and
sociopsychological consequences of maternal ill-health
remain under-researched areas. In 1997, two studies were
completed on maternal health and breast-feeding, includ-
ing projects carried out in Morocco and Peru. One new
study was approved for China. This last study examines
the factors influencing the patterns of breast-feeding
among working women and investigates the opportuni-
ties to promote breast-feeding.

The study carried out in Morocco investigated the
sociocultural factors that might interfere with access to
care and communication between women and providers.
The main objectives of the study were to: explore wom-
en's perceptions of reproductive morbidity and the rela-
tionship between perceived morbidity and health-seek-
ing behaviour; and highlight the importance of women's
own explanatory models given that physicians rely on
what women report in order to diagnose reproductive
morbidity.

The study produced detailed ethnographic information
on women's explanatory models of morbidity. "Diseases
of the womb" are associated with shame and embarrass-
ment, and most women avoid talking about them in public
or even with their husbands. Women have explanatory
models of morbidity that often differ from the biomedical
model but, in many instances, women use both models
together to understand their own health: Health is often
seen as a matter of social, economic and psychological,
as well as physical, well-being, interlinked with social
status and their situation within their families.
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Operations research

Provider perspectives, quality of care, accessibility
of services and other aspects of the service delivery
context are important areas of research for the Pro-
gramme, and operations research type projects have been
carried out or approved throughout all the different re-
search lines discussed above. Projects have been com-
pleted in Benin and Peru; ongoing projects are being
carried out in China and Colombia; and, in 1997, a further
project has been approved in China. Such research has
included evaluating the impact of interventions (IEC and
training of providers in counselling skills) among STD
patients in China, developing and evaluating integrated
sexual education programmes for adolescents in Colom-
bia, and evaluating and improving maternity and family
planning services in Benin.

In 1998-1999, the Programme plans to further de-
velop its strategy for operations research as a cross-
cutting activity in all research lines. Projects with forma-
tive research followed by evaluation of interventions will
be sought on priority research topics.

Selecting and defining indicators for reproductive
health

The activity on selecting and defining indicators for
national and international monitoring of reproductive
health was launched jointly with RHT in 1996. In April
1997, a technical meeting was organized to: (i) achieve
consensus on a minimal list of reproductive health indi-
cators for global monitoring; (ii) agree on criteria for the
identification and selection of indicators at district and
national levels; (iii) define research needs in areas for
which indicatorshave not yet been identified or tested;
and (iv) share country experiences on identifying and
selecting indicators and generating needed data. The
"(minimal) list of reproductive health indicators for glo-
bal monitoring, identified by the meeting, includes:

1. Total fertility rate
2. Contraceptive prevalence rate (any method)
3. Maternal mortality ratio
4. Antenatal care coverage: Percentage of women at-
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tended, at least once during pregnancy, by skilled
health personnel (excluding trained or untrained tra-
ditional birth attendants) for reasons relating to preg-
nancy

5. Percentage of births attended by skilled health per-
sonnel (excluding trained or untrained traditional
birth attendants)

6. Number of facilities with functioning basic essential
obstetric care per 500 000 population

7. Number of facilities with functioning comprehen-
sive essential obstetric care per 500 000 population

8. Perinatal mortality rate
9. Low birth-weight prevalence: percentage of live

births that weigh less than 2500 g
10. Prevalence of positive syphilis serology in pregnant

women
11. Prevalence of anaemia in women
12. Percentage of obstetric and gynaecological admis-

sions owing to abortion
13. Reported prevalence of women with female genital

mutilation
14. Prevalence of infertility in women: percentage of

women of reproductive age (15-49 years of age) at
risk of pregnancy (not pregnant, sexually-active, non-
contracepting and non-lactating) who report trying
for a pregnancy for two years or more

15. Reported incidence of urethritis in men (15-49 years
of age)

The country case studies on collection and reporting
of data for reproductive health indicators were com-
pleted for Colombia, France, Iran, Senegal and Zimba-
bwe. In addition, the experience of WHO in collecting
information on indicators for Health-for-All was reviewed
and indicators recommended by various agencies were
compiled. In 1998, the Programme will synthesize the
information in a volume. Three documents will also be
published jointly with RHT on: (i) Monitoring repro-
ductive health: selecting a short list of national and
global indicators; (ii) Selecting reproductive health
indicators: a guide for district managers; and (iii) Re-
productive health indicators for global monitoring:
report of an interagency technical meeting (9-11 April
1997).

POLICY IMPLICATIONS AND IMP ACT

During 1997, the investigators of completed projects
reported the following policy implications and impact
attributable to their Programme-supported studies.

Nearly all studies identified service and/or informa-
tion interventions to improve sexual and reproductive
health. Programme and policy implications were dis-
cussed with officials of ministries of health and other
relevant government and nongovernmental agencies in

Brazil, Cameroon, China, Mexico, Panama and Viet Nam.
In Kenya, the results of the study on the knowledge,
attitude and practice of contraception and of sexual be-
haviour of students were reported ito the office of the
President for action.

In Nepal, Sri Lanka and Viet Nam, the findings of
studies were widely reported in the press and helped
increase the awareness of the health consequences of
unsafe abortion and of unsafe sexuallbehaviour,

In Argentina, the study on cultural and psychosocial
factors related to STD transmission was' instrumental in
establishing a sex education programme in communities
where the research was conducted.

The Chinese study on the use ofmale sterilization led
the officials to promote male involvement in family plan-
ning. Another study on breast-feeding and postpartum
contraceptive use in Shanghai led it0 the development of
education and counselling on breast-feeding and contra-
ceptive use. The study also facilitated implementation of
the policy to strengthen baby-friendly 'hospitals in Shang-
hai.

Other studies in Chile, China; Panama and Turkey had
even stronger impact. In Chile, research on 'know-ledge,
attitudes and behaviour related to SIDs has been used for
IEC and promotion of condom use among adolescents.
The National AIDS Commission has made use of the
study findings in developing its strategies to promote
safer sex.

A briefing note on the fmdings of.astudy in China was
prepared for a US Congressman for «liscussion in Janu-
ary 1997. The "note" summarized the 'results of the study
in Jiangsu Province and described the impact of im-
proved quality of family planning services on the inci-
dence of induced abortion. The results showed that women
who received better quality of care, .including counsel-
ling and expanded choice of methods, hadhigher contra-
ceptive continuation rates and lower method failure than
those receiving routine care. Women receiving better
quality of care had 50% fewer unintended pregnancies
and induced abortions than those who received routine
care.

Following a study on teenage pregnancy and its conse-
quences in Panama, changes were made in the school
system to allow pregnant girls to continue with their
school education. Impressed by the findingsof the study,
the Ministry of Education has started a .programme to
train teachers in providing sex education. The institution
that undertook the study is now responsible for conduct-
ing workshops on sex education· at high schools.

In Turkey, the results of the study on induced abortion
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COLLABORATIONhad a major impact. Concerned with the fmding that
nearly half of the women who had abortion had to pay a
significant amount of money, the Ministry of Health
initiated data collection on pregnancy termination and an
evaluation of services. The Ministry of Health also
strengthened its activities to provide information and
counselling for contraceptive use among women who had
abortion. Counselling before and after an induced abor-
tion has now been included in the in-service training
programmes of health personnel. Following the study, a
programme was also initiated to provide effective con-
traceptive methods immediately after pregnancy termi-
nation. The perspectives of couples were also incorpo-
rated in the strategic plan for women's health. The find-
ing that men had poor knowledge about family planning
and other aspects of reproductive health.1ed the Ministry
of Health to develop IEC activities for men.

DISSEMINAnON OF INFORMATION

National seminars/information dissemination activi-
ties were held in Argentina, Brazil, Cameroon, Chile,
China, India, Kenya, Republic of Korea, Panama, Para-
guay, Peru and Viet Nam. Information from studies in
Argentina, Cameroon, China, Colombia and Panama was
presented at several national and international meetings
and conferences. In addition, over 50 paperslbooks were
published (see Annex 3 for a list of publications).

WORKSHOPS AND MEETINGS

During 1997, the following workshops/meetings were
organized/supported:

1. "Social science research in sexual and reproductive
health needs of adolescents in China", Shanghai, China,
27-31 May 1997;

2. "Research on family planning and sexual behaviour in
the era of HIV/STDs", University of Natal, Durban,
South Africa, 10-13 June 1997;

3. "Social science research on the acceptability of a non-
latex condom", Johannesburg, South Africa, 14-17
July 1997; and

4. "Social science research and training workshop on
reproductive health in South Asia", Pune, India, 6-10
October 1997 (cosponsored with the Ford Foundation
and the Rockefeller Foundation).

The Programme also organized jointly with RHT a
technical consultation on ','Reproductive Health Indica-
tors for Global Monitoring", which was held in Geneva
from 9 to Il April 1997. The Secretariat also partici-
pated in an expert group meeting held at UNFPA (New
York, NY, USA) on reproductive health from 10-14
February 1997. .

44

Throughout 1997, close collaboration was maintained
with other major international programmes working in
reproductive health.

Collaboration with the Ford Foundation and the
Rockefeller Foundation continued on the research initia-
tive on "Reproductive health in South Asia", The Pro-
gramme also collaborated with UNAIDS, the Interna-
tional Union for the Scientific Study of Population
(lUSSP), and The Population Council in developing its
research initiative on "Pregnancy prevention in the era of
STDsIHIV". Discussions were held with the International
Forum for Social Sciences in Health (IFSSH) to eo-
organize an international conference on "Sexuality and
Reproductive Health".

The work on the selection and development of indica-
tors for reproductive health has been undertaken jointly
with RHT and in collaboration with the Unit on Strength-
ening Country Health Information (SCI) of WHO's Divi-
sion of Health Situation and Trend Assessment (HST).
The Programme also collaborated with RHT in prepara-
tions for a meeting on the prevention and management of
unsafe abortions.

Within the Programme, the Strategic Component on
Social Science Research collaborated with the Technol-
ogy Development and Assessment Component on stud-
ies examining the acceptability of various fertility regu-
lating methods and on a study that examines the "Inter-
face between breast-feeding and contraceptive use"
among women in Bangladesh, Colombia and Peru. It also
collaborated with the Strategic Component on National
Reproductive Health Research in organizing research
workshops and reviewing project proposals and reports.
The Component worked closely with the Asia and Pacific
Desk in preparing for the research workshops in Nepal
and Sri Lanka. It also worked with the Africa Desk in
developing a programme for a session at the 29th Con-
gress of the South African Society of Obstetricians and
Gynaecologists and provided inputs to the programme
for the International Conference on Reproductive Health,
scheduled to be held in Mumbai (India), from 15-19
March 1998. In response to a request from the Scientific
and Ethical Review Group (SERG), guidelines were de-
veloped on ethical considerations in social science re-
search which were used in three workshops.

FUTURE ACTIVITIES

During 1998, the Programme will re orient its re-
search activities in the social sciences to address the new
priority issues identified within the expanded research
agenda. It will strive to disseminate findings from its
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research which are of global relevance and develop a
research initiative on a priority issue. The Programme
will also summarize country experiences in collecting
information on reproductive health indicators.

The research initiative on "Pregnancy prevention in
the era of STDsIHIV" will be continued. A meeting of the
investigators will be organized when the first phase is
completed to review the findings from qualitative re-
search and its implications for the survey questionnaire.
Studies on the acceptability of the female condom will
be initiated and studies on the acceptability of a non-
latex male condom will be completed. The Programme
also plans to review the need to develop an operations
research programme that will deal with issues emerging
from the work of RHT or the country requests for scien-
tific information or from other studies supported by the
Programme or others.

In 1998; the Programme will develop a research ini-
tiative on one of the following priority issues: (i) assess-
ment of perspectives and needs of adolescents for sexual
and reproductive health; (ii) sexual and reproductive health
needs of women during the postpartum period; (iii) the
quality of reproductive health care services and its im-
pact on the utilization of these services; and (iv) sexual
coercion and reproductive health.

The Programme plans to organize an international
conference in late 1998 to disseminate research findings
on sexual behaviour and reproductive health. Itwill con-
solidate results from the completed studies and develop
a volume summarizing results from the studies in .Latin
America and publish the book on "Induced abortion in the
developing world".
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Annex 1

SCIENTIFIC REVIEW COMMITTEE ON SOCIAL SCIENCE RESEARCH IN 1997

Members

*W. Baldwin, National Institutes of Health, Bethesda, MD, USA
1. Boenna, TANESA Project, Mwanza, Tanzania (Netherlands)
1. Cleland, London School of Hygiene and Tropical Medicine, London, United Kingdom
A. Fort, CARE, Lima, Peru
*B. Garcia, College of Mexico, Mexico City, Mexico
*S. Jejeebhoy, Mumbai, India
*M. Mhloyi, University of Zimbabwe, Harare, Zimbabwe
N. Ogawa, Nihon University, Tokyo, Japan
M. Orellana, Ministry of Health, Santiago, Chile
C. Podhisita, Mahidol University, Bangkok, Thailand
*H. Zurayk, The Population Council, Giza, Egypt

*Denotes woman

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 7 64 4 36 11
Women 4 36 9 5

from:
AFRO 1 9
AMRO 3 27 9 4
EMRO 9 1
EURO 2 18 2
SEARO 2 18 2
WPRO 9

Collaborating agency scientists

*S. Harbison, US Agency for International Development, Washington, :DC, USA
*M. Weinberger, United Nations Population Division, New York, NY, USA
W. Zaman, United Nations Population Fund, New Delhi, India
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Annex 2

STRATEGIC COMPONENT SCIENTISTS IN 1997

Principal investigators

*B. Aksit, Hacettepe University School of Medicine, Ankara, Turkey
*L. Alvarez- Vazquez, Hospital "Cmdte. Fajardo", Havana, Cuba
P. Bakutuvwidi, Technical Information and Research Centre, Kinshasa, Zaire
*S. Barge, Centre for Operations Research & Training, Baroda, India
E. Bauni, African Population Policy Research Centre, Nairobi, Kenya
*N. Bhandari, Indian Council of Medical Research, New Delhi, India
*R. Bourqia, University Mohamed V, Rabat, Morocco
*S. Cali, Marmara University, Istanbul, Turkey
Cheng Yi Min, National Research Institute for Family Planning, Beijing, China
W. De Silva, University of Colombo Faculty of Medicine, Colombo, Sri Lanka
*G. Dominguez, Centre for Population Studies (CENEP), Buenos Aires, Argentina
*Fang Ke-juan, Shanghai Institute of Planned Parenthood Research, Shanghai, China
L. Fersurella, Meyrin, Switzerland
*F. Fikree, Aga Khan University, Karachi, Pakistan
*S. Ganapathy, BELAKU, Bangalore, India
T. Gandaho, Center of Research and Reproduction, Cotonou, Benin
M. Gandotra, University of Baroda, Baroda, India
Ersheng Gao, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Givaudan Moren, Mexican Institute of Family and Population Research, Mexico, DF, Mexico
M. Gomez-Alzugara, Hospital "Cmdte. Fajardo", Havana, Cuba
You-ning Guo, Shanghai Institute of Planned Parenthood Research, Shanghai, China
P. Hewage, University ofRuhuna, Matara, Sri Lanka
*S. Jivasak-Apim, Siriraj Hospital, Bangkok, Thailand
R. Kamau, University of Nairobi, Nairobi, Kenya
P. Katjiuanjo, Ministry of Health and Social Affairs, Windhoek, Namibia
*B, Kgosidintsi, National Institute of Development and Research and Documentation, Gaborone, Botswana
*Khin Thet Wai, Ministry of Health, Yangon, Myanmar
*M. Kleincsek-Mendez, Association of Education for the Improvement of the Quality of Life, Santiago, Chile
*A. Kornblit, University of Buenos Aires, Buenos Aires, Argentina
*Li Ving, Jiangsu Family Planning Research Institute, Nanjing, China
Liu Yunrong, National Research Institute for Family Planning, Beijing, China
Liu Zhifang, Tianjin Municipal Research Institute for Family Planning, Tianjin, China
1. Llovet, Centre for the Study of State and Society (CEDES), Buenos Aires, Argentina
R. Marindo-Ranganai, Population Studies Unit, Harare, Zimbabwe
*Maung/Maung-Toe, Ministry of Health, Yangon, Myanmar
A. Mehryar, Institute for Research in Planning & Development, Tehran, Iran
1. Mendez Rivas, Clinical Hospital, Buenos Aires, Argentina
1. Merino Escobar, University of Concepción, Concepción, Chile
M. Mugabe, University of Botswana, Gaborone, Botswana
S. Murugasampillay, Ministry of Health, Harare, Zimbabwe
A. Mushingeh, University of Zambia, Lusaka, Zambia
*M. Nations, Fundacao Culture Concepts Tropical Institute of Applied Social Medicine, Fortaleza, Brazil
*S. Ndiaye, Recherches-Sud (South-Research), Dakar, Senegal
*S. Neema, Makerere Institute of Social Science, Kampala, Uganda
C. Nzioka, University of Nairobi, Nairobi, Kenya
G. Ojeda, PROFAMILlA, Bogota, Colombia
"C. Okojie, University of Benin, Benin City, Nigeria
A. Olaoye, National Population Commission, Lagos, Nigeria

*Denotes woman
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*M. Oliveira, University of Campinas, Campinas, Brazil
A. Opiniano, PNP Clearing Hospital, Palo, Philippines
*A. Oyunbileg, State Research Centre on Human Reproduction and MCH, Ulaanbaatar, Mongolia
*E. Pantelides, Centre for Population Studies (CENEP), Buenos, Aires, Argentina
*V. Pazos-Rodrigues, National Centre for Sexual Education, Havana, Cuba
*E. Preston-Whyte, University of Natal, Durban, South Africa
*M. Raguz de Roman, Andino Institute of Population Studies, Lima, Peru
P. Riwa, National Family Planning Programme, Ministry of Health, Dar-es-Salaam, Tanzania
*G. Rodriguez Lay, Institute of Population Studies, Lima, Peru
H. Salcedo Fidalgo, Externado University of Colombia, Bogota, Colombia
V. Soto-Caceres, University of Chiclayo, Chiclayo, Peru
D. Srinivasa, Jawaharlal Institute of Postgraduate Medical Education and Research, Pondicherry, India
A. Sylla, Ministry of Public Health and Social Action, Dakar, Senegal
A. Tamang, Integrated Development Systems, Kathmandu, Nepal
*K. Tangchonlatip, Mahidol University, Bangkok, Thailand
*Than Than Tin, Ministry of Health, Yangon, Myanmar
*Than Tun Sein, Ministry of Health, Yangon, Myanmar
*V. Toledo-Dreves, Chilean Institute of Reproductive Medicine, Santiago, Chile
*H. Vandewalle, National Institute of Demographic Studies, Paris, France
*E. Vargas Trujill, Colombian Institute of Family and Population Research, Santa Fe de Bogota, Colombia
*J. Verrall, International Union for the Scientific Study for Population, Liege, Belgium
*G. Vincent-Osaghae, University of Benin, Benin City, Nigeria
A. Wadinga, National Planning Comrirission, Lagos, Nigeria
H. Wynter, University of the West Indies, Kingston, Jamaica
*Xiao Yu, Family Planning Research Institute of Sichuan, Chengdu, China
W. Yuan, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Zhang Li-ying, National Research Institute for Family Planning, Beijing, China
P. Zhao, Shanghai Institute of Planned Parenthood Research, Shanghai, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 73 96 3 4 76
Women 37 49 2 3 39

from:
AFRO 20 26 20
AMRO 21 28 21
EMRO 3 4 3
EURO 2 3 3 4 5
SEARO 14 18 14
WPRO 13 17 13

*Denotes woman
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these reviews, changes are made in the number of leads
being followed and in their respective priorities, as indi-
cated below.

INTRODUCTION AND BACKGROUND

Rationale for the development of new and improved
technologies

It is now generally accepted that the currently avail-
able methods of fertility regulation are inadequate to
meet the varied and changing personal needs of couples
at different times in their reproductive lives and in the
widely different geographical, cultural, religious and serv-
ice settings that exist around the world. The need for the
development of a wider range of fertility-regulating tech-
nologies is clear. The Programme, like others active in
this area, is involved in the development of both im-
proved versions of existing methods in order to make
them safer, more effective and more acceptable, as well as
new technologies that will fulfil an expressed but as yet
unmet need. In addition, the Programme is supporting
research on technologies which have been difficult for
other agencies to support or in which the Programme is
seen to have a special advantage in terms of its position as
a technical organization of the United Nations system
and the international environment within which it oper-
ates.

The need for selection and prioritization of research
activities

When the Programme was established in the early
1970s, its research and development efforts were broadly
based in order to optimize the chances of identifying
promising leads for development into new and improved
methods of fertility regulation for women and men. This
exploratory research yielded a large number of potential
product leads of which some 18 were being simultane-
ously investigated and assessed by the mid-1990s.

As this work progressed from laboratory-based re-
search to clinical testing, it became clear that the Pro-
gramme could not continue to support the increasingly
expensive and complex development of such a large
number of potential products with the limited financial
and personnel resources at its disposal. It was necessary,
therefore, to review the overall research activities of the
Programme and to select and prioritize various product
leads in order to produce a viable portfolio for future
support.

Review and prioritization of the Programme's re-
search portfolio

The research activities of the Programme's Strategic
Component on Technology Development and Assess-
ment are reviewed every two years by the corresponding
Scientific Review Committee and on a continuous basis
by Secretariat and by the Research Groups responsible for
individual or related product leads. As a consequence of
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1995

In December 1995, a meeting was convened with
biomedical scientists, social scientists, clinicians, health
service providers, and women's health advocates to re-
view the research activities of the Programme in the area
of technology development and assessment. The various
new and improved fertility-regulating technologies under
development and investigation at that time w~re ranked
into high-priority, medium-priority and low-priority cat-
egories as viewed by this broad-based constituency using
the main criteria of: (1) user needs and preferences;
(2) feasibility of development into a product; (3) feasibil-
ity of service delivery; and (4) commercial interest and
potential. Through this process, nine product leads were
assigned to the high-priority group, seven of which are
intended for use by women and two for use by men; four
product leads were assigned to the medium-priority group;
and five were assigned to the low-priority group, as
indicated in Table 1. The Committee recommended that
further clinical research on frameless IUDs for post-
placental insertion (either post-delivery or post-abortion)
should be postponed pending the outcome of studies to
assess the acceptability of this approach.

1996

During the course of 1996, work was either completed
or terminated on four of these 18 leads. One of these was
in the high-priority category (an anti progestogen-only
weekly pill using mifepristone), two in the medium-
priority category (an antiprogestogen-only monthly pill
using rnifepristone; and a progesterone-releasing vaginal
ring), and one in the low-priority category (a prototype
hCG immunocontraceptive).

1997

As the result of research carried out in 1997, no
further work is considered necessary on another of the
leads in the high-priority category (an antiprogestogen-
only daily pill using mifepristone). In addition, the five-
year comparative study to assess the performance of the
frameless IUD for interval insertion was completed in
1997. During the course of 1997 it was also decided not to
fund any more of the work in the area of STD diagnostic
kit development and on the development of an anti-
chlamydia vaccine that was being carried out as part of
the Programme's activities in the area of prevention and
management of infertility.

In November 1997, the Scientific Review Commit-
tee of the Programme's Strategic Component on Tech-



ANNUAL TECHNICAL REPORT 1997

Table 1. Prioritization of the Programme's Product
Leads by the Scientific Review Committee Meeting,
4-6 December 1995

High-priority leads

For women
An antiprogestogen-only daily pill (mifepristone)
An antiprogestogen-only weekly pill (mifepristone)
A three-monthly injectable (levonorgestrel butanoate)
A six/twelve-monthly injectable (advanced prototype
hCG immunocontraceptive)
Antiprogestogen-only emergency contraception
(mifepristone)
Progestogen-only emergency contraception
(levonorgestrel)
Non-surgical abortion regimen (mifepristone plus
misoprostol)

For men
A three-monthly injectable (levonorgestrel butanoate
plus testosterone buciclate)
Non-surgical vas occlusion (silicone plugs)

Medium-priority leads

For women
An antiprogestogen-only monthly pill (mifepristone)
Contraceptive vaginal ring (levonorgestrel-releasing)
Contraceptive vaginal ring (progesterone-releasing)
Natural family planning (calendar method) and post-
partum contraception (improved lactational amenor-
rhoea method)

Low-priority leads

For women
An estrogen-free daily pill (sequential mifepristone and
progestogen)
Frameless IUD (interval insertion)
Frameless IUD (postplacental insertion)
A six- or twelve-monthly injectable (prototype hCG
immunocontraceptive)

For men
A three-monthly injectable (testosterone buciclate alone)

nology Development and Assessment reviewed the re-
search and development portfolio of the Programme as
it existed at that time. The Committee recommended
that the three-monthly injectable for men (testosterone
buciclate alone), should be moved from the low-prior-
ity category to the high-priority category. However,

since the pharmacokinetics and pharmacodynamics of
testosterone buciclate alone will be evaluated as part of
the development and assessment of the combined three-
monthly injectable for men (levonorgestrel butanoate
and testosterone buciclate), it was decided to combine
these two approaches under one product lead. The
Committee also recommended that the'Programme put
together, for submission to a future meeting of STAG,
a plan of the research it felt needed to be carried out
with the improved lactational amenorrhoea method
and the calendar method of natural family planning.
This plan would include evaluation of the two methods
under field conditions, using defined. criteria, as well
as other investigations. These changes.are reflected in
the revised portfolio of product leads, on which further
research was recommended and which are listed in
Table 2.

Table 2. Reprioritization of the Programme's Product
Leads by the Scientific Review Committee Meeting,
27-28 November 1997

High-priority leads

For women
A three-monthly injectable (levonorgestrël butanoate)
A six/twelve-monthly injectable (hCG
immunocontraceptive)
Antiprogestogen-only emergency contraception
(mifepristone)
Progestogen-only emergency contraception
(levonorgestrel)
Non-surgical abortion regimen (mifepristone plus
misoprostol)

For men
A three-monthly injectable (levonorgestrel butanoate
plus testosterone buciclate; or testosterone buciclate
alone)
Non-surgical vas occlusion (silicone plugs)

Medium-priority leads

For women
Contraceptive vaginal ring (levonorgestrel-releasing)
Natural family planning (calendar method)
Postpartum contraception (improved lactational
amenorrhoea method)

Low-priority leads

For women
An estrogen-free daily pill (sequential mifepristone and
progestogen)
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tunities that could lead to the development of novel, safe,
effective and acceptable approaches to fertility regula-
tion and for investigating ways in which side-effects
associated with the use of existing methods of fertility
regulation can be ameliorated .. The Committee and in-
vited experts recommended that the Programme should
continue to focus its future activities in basic research
on spermatogenesis and spermiogenesis and on new ways
to prevent or disrupt implantation. Two areas of investi-
gation that were considered particularly important in terms
of the latter objective were: (a) the implantation window
in the primate; and (b) the development and demise of the
primate corpus luteum. The primary objective of this new
research initiative, which will be carried out as a joint
activity of the Programme and the Rockefeller Founda-
tion, will be to identify and develop novel anti-implanta-
tion or menses-inducing agents which are woman-cen-
tred, effective, safe and acceptable in their mode of ad-
ministration and mechanism of action and which can be
developed into products in collaboration with industry. It
is intended to carry out this research within a network of
collaborating institutions in developing and developed
countries. An important part of this initiative will be the
training of researchers from the Programme's network of
collaborating centres in developing countries.

Current status of ongoing and. planned research on
remaining product leads

This report contains information on the nature and
outcome of the research carried out during 1997 on each
of the remaining product leads, and provides summaries
of the planned activities in the 1998-1999 bienniurn. The
report also includes updates on ongoing comparative
studies to assess the performance of new IUDs for inter-
val insertion, as well as the outcome of data reviews and
proposed future activities in the assessment of lactational
amenorrhoea and the calendar method of natural family
planning, areas in which no new studies were funded by
the Programme during the past year. Also reported are
the data obtained in the now terminated or completed
projects on the development of an antiprogestogen-alone
daily pill using mifepristone, the development of STD
diagnostic kits and an anti-chlamydia vaccine, and the
comparative evaluation of the frameless IUD for interval
insertion. The planned evaluation of contraceptive effi-
cacy of the sequential antiprogestogen-progestogen regi-
men was not started in 1997 because of delays in receiv-
ing supplies of the 5 mg mifepristone tablets needed for
the study; the information contained in this particular
section of the report, therefore, is unchanged from last
year.

Goal-oriented basic research

Since its inception, the Programme has recognized the
importance of exploratory, goal-oriented basic research
in identifying possible new areas of intervention that
might lead to new and improved methods of fertility
regulation and other technologies for the improvement of
reproductive health. At its meeting in February 1997, the
Scientific and Technical Advisory Group (STAG) agreed
that approximately 10% of the budget for grants and
contracts in the area of Technology Development and
Assessment could be used to support basic research
projects. The research currently under way and proposed
in this area focuses on the mechanisms of implantation
and endometrial bleeding and on male reproductive physi-
ology with a view to identifying:
(i) novel approaches of interfering with endometrial func-
tion both as a new method of contraception and to reduce
bleeding-related side-effects of existing hormonal con-
traception, and (ii) new opportunities for intervening in
the production and maturation of spermatozoa. The na-
ture and outcome of the research carried out in these
areas in 1997 is summarized in this report.

InNovember 1997, in conjunction with the review of
the Programme's current product research and develop-
ment portfolio by the Scientific Review Committee, an-
other meeting was convened to review new opportunities
for basic research in fertility regulation and related is-
sues. Position papers were commissioned on new oppor-
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HIGH-PRIORITY PRODUCT LEADS

NEW AND IMPROVED METHODS
FOR USE BY WOMEN

AN ANTIPROGESTOGEN-ONL Y DAILY PILL
(MIFEPRISTONE)

Rationale for the product

Current hormonal contraceptives cause side-effects
that many women find unacceptable. The data from De-
mographic and Health Surveys suggest that about every
fifth woman who starts using oral contraceptive pills or
injectable contraceptives discontinues their use within
the first year because of unacceptable side-effects or health
concerns. Combined oral contraceptives are associated
with a somewhat increased risk of myocardial infarction,
stroke and venous thromboembolism and are, therefore,
contraindicated for a number of women. Although pro-
gestogen-only pills do not carry these risks, they are less
effective and often result in irregular bleeding.

Antiprogestogens induce inhibitory effects at the pitui-
tary, ovarian and endometrial levels and appear to have few,
ifany, side-effects. Also, in theory, anti-progestogens might
decrease the risk of endometrial and breast cancer through
an antiproliferative effect on target organs. Hence, it seems
appropriate to study the development of an antipro-
gestogen for use as a contraceptive pill.
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Current stage of development and assessment

It has been shown that the ovarian and endometrial
effects of antiprogestogens are dose-related and the en-
dometrium appears to be more sensitive to these drugs, It
should be possible, therefore, to identify a daily dose of an
antiprogestogen that would induce abnormal endometrial
development and function, thus preventing implantation,
in the presence of normal ovarian function and regular
bleeding patterns.

Two studies demonstrated that administration of the
antiprogestogen mifepristone in the early post-ovulatory
phase of the cycle had an antifertility effect in the rhesus
monkey and in women (Ghosh and Sengupta, Human
reproduction, 1993, 8:552-558; Gemzell-Danielsson et
al., Human reproduction, 1993, 8:870-873). These find-
ings suggested that the effect of mifepristone on the
endometrium may be sufficient to prevent pregnancy and
that antiprogestogens might be used for endometrial con-
traception and thus represent a new generation of minipill.

Phase I studies have been carried out to determine the
feasibility of using mifepristone as a minipill. Two ap-
proaches have been adopted: (i) to identify the dose of
mifepristone that disturbs endometrial development but
does not disrupt cycles and hence could be used for
endometrial contraception; and (ii) to evaluate the ef-
fects of doses of antiprogestogen which block ovulation
with: regard to their endometrial influence as well as their
possible effect on biochemical and haematological pa-
rameters and the pituitary-adrenal-glucocorticoid axis.

A two-centre study was carried out in Santiago (Chile)
and Szeged (Hungary) to assess the effects on the men-
strual cycle of continuous daily administration of 1 mg of
mifepristone for 150 consecutive days (five months)
(Croxatto et al., Human reproduction, in press). 'The
results suggested that, in many women, the daily dose of
1 mg induced various degrees of ovarian suppression
associated with prolonged interbleeding intervals. The
bleeding pattern was regular in most biphasic cycles
while prolonged intervals between vaginal bleeding epi-
sodes or no bleeding were associated with monophasic
cycles. Also, in the absence of luteal activity, endome-
trial thickness appeared to increase significantly through-
out treatment. Irrespective of the occurrence of luteal
activity, endometrial morphology was abnormal with ei-
ther delayed secretory phase or irregular appearance with
asynchronous development of glands and stroma. Over-
all, the results suggested that continuous low-dose treat-
ment with antiprogestogen can interfere with endome-
trial development while allowing the occurrence of
biphasic ovarian cycles in more than half of the treatment
months.

The Programme's Collaborating Centre in Stockholm

(Sweden) also looked at the effects on ovarian and en-
dometrial function of three months treatment with daily
doses of 0.1 mg and 0.5 mg of mifepristone. All cycles
studied were ovulatory with an LH peak and elevated
pregnanediol glucuronide levels. Follicular development
seemed normal as judged by ultrasound examination. No
statistical difference could be found in cycle length be-
tween control, treatment and follow-up cycles. The dura-
tion of menstrual bleeding was unaffected by treatment.
When assessed morphometrically, the endometrium had
a normal secretory appearance following treatment with
the daily dose of 0.1 mg of mifepristone. In the 0.5 mg
group, however, development appeared to be retarded
and the diameter of the glands was significantly reduced.
Furthermore, significant decreases in Dolichus biflorous
egglutinin (DBA)-lectin binding and endometrial expres-
sion of glycodelin were observed (Gemzell-Danielsson
et al., Human reproduction, 1997, 12:124-131).

Progress made during the past year

Whether these effects of daily administration of the
0.5 mg dose of mifepristone are sufficient to prevent
pregnancy was studied in a small efficacy study in Stock-
holm and Szeged in 1997. Both centres were planning to
recruit 20 women who would use the daily pill as their
only method of contraception for a period of six months.
The women would record bleeding patterns, the timing of
menstrual periods and side-effects during the treatment
period. The study was stopped in Stockholm, after 16
women had been enrolled, because of insufficient effi-
cacy. Three women had become pregnant (treatment
months one, two and three) when a total of 35 cycles had
been registered. On the other hand, the study is continu-
ing in Szeged where all 20 women are being followed.
Until now, one woman has become pregnant and the
others are continuing in the study.

To investigate the effects of daily doses that are likely
to block ovulation, a Phase I study was initiated on the
effects of continuous daily administration of 2 mg and
5mg of mifepristone on ovarian and endometrial func-
tion as well as on biochemical and haematological pa-
rameters and the glucocorticoid axis. This study is being
carried out in the Programme's Collaborating Centres in
Edinburgh (United Kingdom), Hong Kong SAR (China)
and Shanghai (China). Each centre is recruiting a total of
40 women who will take the drug continuously for four
months. The Programme is supplying the mifepristone
tablets for this study but is providing no funds. The study

. started in 1996 and is likely to be completed in 1999.

Planned studies

During 1998-1999

Although the final results of the small efficacy study
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impose a lower body burden of synthetic steroid than
DMPA, and may therefore result in less ovarian suppres-
sion, less amenorrhoea and more rapid return of fertility.
An added advantage is the fact that levonorgestrel has a
long' safety record as an oral .contraceptive and as the
active ingredient in Norplant devices. Because levonor-
gestrel butanoate is easy to synthesize, it is anticipated
that production costs will be low, and since WHO to-
gether with NICHD have generated a substantial amount
of data on the product which would be of value to il
commercial partner, a favourable public sector price
could be negotiated.

of a daily dose of 0.5rng of mifepristone for contracep-
tion will only be available in 1998, interim fmdings are
disappointing as the treatment appears to lack efficacy.
The reason may be that the endometrial effect of
mifepristone in such a low dose is insufficient to prevent
implantation. Also, absorption and bioavailability of the
drug from oral tablets containing very small amounts of
the drug may differ between women. A study using the
antiprogestogen onapristone, administered by injection
to bonnet monkeys, suggested that a low dose of the drug
that did not influence ovulation, did prevent pregnancy
(Katkam et al., American journal of obstetries and
gynecology, 1995, 173:770-787). Thus, another route
of administration of the drug may be more effective.
Also, an antiprogestogen that is more potent or specific
at the endometrial level may prove to have higher effi-
cacy.

However, because the Programme does not currently
have access to other antiprogestogens, there are no plans
to continue studies in this area. The results from the
studies carried out will be reviewed carefully and devel-
opments in the field will be monitored to determine
whether any further research is warranted in the future.

A THREE-MONTHL Y INJECTABLE
(LEVONORGESTREL BUTANOA TE)

Rationale.for the product

It is estimated that about 15 million women worldwide
use injectable contraceptives to regulate their fertility.
The most widely used injectable is depot-medroxypro-
gesterone acetate (DMPA), which is used by more than
12 million women. The high contraceptive efficacy of
DMPA is offset by the high prevalence of amenorrhoea
associated with its use, and the slow return of fertility
following its discontinuation. Thus, the Programme has
been investigating alternative injectable preparations
which might offer significant clinical improvements over
DMPA.

In collaboration with the Contraceptive and Repro-
ductive Evaluation Branch of the National Institute of
Child Health and Human Development (NICHD,
Bethesda, MD, USA), the Programme supported the syn-
thesis of derivatives of known progestogens as potential
injectable contraceptives. More than 230 esters, ester
oximes and ethers of norethisterone and levonorgestrel
were prepared. Levonorgestrel butanoate was the com-
pound selected for further development after screening,
and toxicological and clinical testing.

Research to date indicates that levonorgestrel butanoate
would provide contraceptive protection at a dose of 5 to
10 mg every three months. Such a preparation would
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Current stage of development and assessment

Based on the results of pharmacokinetic and pharma-
codynamic studies, a dose of 12.5mg of a micronized
formulation of levonorgestrel butanoate was tested in
comparison with 200 mg of norethisterone enantate (NET-
EN), each given on a two-monthly regimen. Both drugs
had the same high contraceptive efficacy. Both induced
steroid-related side-effects but, at one year, the average
weight gain was greater in users of NET-EN and the
vaginal bleeding patterns observed with NET-EN tended
to be more disturbed than with levonorgestrel butanoate.

Subsequently, studies were undertaken in cynomolgus
monkeys to test the effect of levonorgestrel butanoate
particle size on pharmacokinetics. They demonstrated
that with larger particles, peak blood levels are reduced,
the duration of action is increased, and the overall steroid
dosage required for three months of contraceptive cover-
age is reduced. An optimal particle size was determined
and a manufacturing process was established. Pharma-
cokinetic/pharmacodynamic studies in women suggested
that the final dosage required for the three months of
contraceptive coverage will be 10 mg or less. One-year
toxicology studies with the larger particle size prepara-
tion were completed in rats and monkeys and did not
reveal any unexpected side-effects. An Investigational
New Drug application was filed with the United States
Food and Drug Administration for this compound.

In addition to developing this product as a contracep-
tive for women, the Programme is also investigating its
potential, in combination with an androgen ester, as a
male method of contraception [see: A three-monthly in-
jectable (levonorgestrel butanoate plus testosterone
buciclate)].

Ongoing, long-term stability studies of levonorgestrel
butanoate, conducted in parallel with the clinical studies
mentioned above, showed good chemical stability of the
compound after several years of storage at different tem-
peratures. However, these studies also revealed that, with
prolonged storage, the crystal particles tended to aggre-
gate, to deposit out, and to adhere to the inner surface of
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the glass ampoule, making the preparation difficult to
re suspend and making it difficult to determine the exact
dose delivered.

Progress made during the past year

During 1997, work has remained focused on the inves-
tigation and resolution of the particle aggregation,
resuspension, and glass adhesion problems described
above. The Contraceptive Research and Development
Program (CONRAD, Arlington, VA, USA), has pro-
vided major technical input and advice to these studies
which have included identification of the deposits, as-
sessment of the solubility of the steroid in the suspending
vehicle, assessment of the effects of the different vehicle
components and of the container/closure system on the
compound, and evaluation of the formulation procedure.
Preliminary results indicated that improvements could be
achieved by changing from a glass-seal ampoule to a pre-
filled syringe, modifying the manufacturing process to
improve wetting of the steroid and modifying the formula
by adding a flocculating agent to alter the hydrophil-
lipophil balance thereby producing a well flocculated and
easily resuspended loose cake.

Characterization of levonorgestrel butanoate was also
performed to establish benchmark characteristics against
which future batches could be compared. These included
particle size, shape and crystal morphology, all of which
affect release rate, and purity at different stages of
processing. It was found that sterilization by gamma-
irradiation induced the formation of up to 4% impurities
corresponding to a dozen different entities. As this level
of degradation is undesirable and difficult to character-
ize, alternative sterilization methods need to be consid-
ered. In 1997, re crystallization experiments were initi-
ated as part of testing the feasibility of a sterile manufac-
turing process.

Planned studies

During 1998

The formulation studies undertaken in 1997 will con-
tinue during 1998. Issues to be investigated include opti-
mization of the vehicle composition, assessment of the
feasibility of sterile crystallization and micronization as
an alternative to gamma-irradiation, assessment of impu-
rities generated by this process, and continued stability
testing. It is anticipated that this work will require at least
12 months to complete.
During 1999

Once an acceptable formulation has been developed,
clinical testing will resume. A pharmacokinetic/pharma-
codynamic study will be undertaken in 1999 to confirm
the dose necessary to obtain three months of contracep-

tive coverage. This will be followed by a multieentre
study comparing the proposed regimen with DMPA, fo-
cusing on the side-effects and acceptability of both prepa-
rations.

Ancillary studies

Levonorgestrel butanoate could possibly be formu-
lated to have a duration of action of six months. In order
to investigate whether there is an unmet need for such a
method, the Programme plans to collaborate with the
Harvard School of Public Health (Boston, MA, USA) in
defining consumer preferences for contraceptive technol-
ogy. Surveys are currently under way in India and Mexico
on people's perceptions of known methods, misinforma-
tion about methods, and background data believed to
shape their preferences for different contraceptives. These
will be followed by focus group discussions with a subset
of the surveyed population to investigate people's reac-
tions to new and prototype contraceptive products.

A SIXITWEL VE-MONTHL Y INJECTABLE
(hCG IMMUNOCONTRACEPTIVE)

Rationale for the product

In theory, imrnunocontraceptives could be used at all
stages of reproductive life; that is, for postponing first
pregnancies, for spacing pregnancies at intervals benefi-
cial to the mother and her children, and for providing a
long-acting-and naturally reversing-method on attain-
ment of the desired family size. The hCG immuno-
contraceptive being developed by the Programme is de-
signed to provide protection against pregnancy for a
period of at least six months, and perhaps as long as 12
months, depending on its composition and formulation.
It is envisaged that this method of family planning will be
of interest to women seeking a systemic contraceptive
method that· is free of the side-effects and
contraindications associated with currently-available hor-
monal contraceptives (such as pills, injections and im-
plants), that does not require the insertion of a device
(such as the IUD), and that has a relatively long but not
permanent duration of action. In November 1997, the
Scientific Review Committee of the Programme's Stra-
tegic Component on Technology Development and As-
sessment, which reviewed the Programme's current and
planned research and development activities in fertility
regulation, recommended that research on the advanced
prototype hCG imrnuno-contraceptive should continue
as one of the high-priority research initiatives.

Current stage of development and assessment

The Programme has been supporting exploratory and
applied research on hCG imrnunocontraception since the

59



ANNUAL TECHNICAL REPORT 1997

tion with an industrial partner; and (vii) continuing inves-
tigation of the feasibility of developing a simple, rapid
and reliable test for measuring the level of antibodies to
heG elicited by the immunocontraceptive.

mid-1970s and has been instrumental in developing novel
techniques and procedures for immunogen design and
engineering. In the mid-1980s, this resulted in the devel-
opment, preclinical evaluation and clinical testing of the
first synthetic peptide-based immunogen in this area. It is
estimated that a further 5-7 years of clinical testing and
product improvement will be required before a first-
generation product will be available. A second-genera-
tion, totally-synthetic, bioengineered product is also un-
der development, in collaboration with industry, and
could become available within a similar, or slightly more
extended, time-frame.

Following successful completion of a Phase I clinical
trial with a prototype heG immunocontraceptive in 1986,
a Phase II trial with an improved version of this prepara-
tion was initiated in early 1994 but was interrupted when
unexpectedly high levels of injection-site pain and tissue
reactions were encountered in the first few volunteers to
receive the preparation. The research carried out since
then has involved a systematic evaluation of each of the
components of the preparation used in the interrupted
Phase II trial in order to determine the cause of these
unexpected side-effects. New formulations can then be
developed that do not produce these side-effects or that
produce them at a greatly reduced level. A successful
outcome of these studies is considered central to ensuring
that the composition and formulation of the advanced
prototype version of the heG immunocontraceptive to be
used in future clinical trials will be clinically acceptable.
Preclinical animal studies followed by Phase I and Phase
II clinical trials with the advanced prototype heG
immunocontraceptive are envisaged to start in 1998 and
continue through 2000.

Progress made during the past year

The research carried out during the past year has fo-
cused on the preparation of a number of different formu-
lations of the advanced prototype heG immuno-
contraceptive and their comparative evaluation in terms
of their ability to elicit the production of antibodies capa-
ble of neutralizing the biological activity of heG without
producing unacceptable local or systemic side-effects.
This research has included: (i) comparison of the
immunogenicities and tissue reactivities of the Phase II
formulation prepared with the materials used in the inter-
rupted trial and with new batches of these materials;
(ii) assessment of a number of different emulsion prepa-
rations containing various emulsion compo~f,4ts and sta-
bilizing ingredients; (iii) comparison of mariual and me-
chanical processes for producing the dosage form;
(iv) investigation of diphtheria toxoid as the cause of the
side-effects; (v) an examination of the correlation be-
tween antibody responses and the incidence and severity
of the side-effects; (vi) further work on an optimized
version of the heG immunocontraceptive in collabora-
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Prototype hCG immunocontraceptive-comparison of
old and new batches of components

A test preparation of the prototype heG immuno-
contraceptive was made up, using the old materials that
had been used in the Phase II clinical trial, and formu-
lated using the manual, dual-syringe, stopcock procedure
used in both the completed Phase I and the interrupted
Phase II trials. It was found that this test preparation not
only elicited high antibody levels but also caused moder-
ate to severe tissue reactions in all the animals into which
it was injected. Another preparation of the same compo-
sition, but using new batches of the various components,
was formulated and tested at the same dose and in the
same way. Although the level of antibodies elicited by
this new preparation was somewhat lower than that elic-
ited by the test preparation containing the old materials,
there was a marked reduction in its tissue reactivity in
that tissue reactions were either slight or undetectable
and observed in only some of the rabbits.

Substitution studies, using formulations contammg
combinations of old and new materials, have indicated
that the cause of the severe tissue reactions produced by
the old batches resides in the squalene/mannide mono-
oleate component. Although this material was analysed
at the time of the Phase II trial and was found to meet its
required specifications, it is possible that it had under-
gone subtle chemical changes on storage which could not
be detected but which were sufficient to induce the ad-
verse side-effects encountered in that trial. However, it
cannot be ruled out thatchanges causing the side-effects
observed in these studies may have occurred since the
Phase II trial was interrupted. Whatever the answer is,
these results clearly indicate the need for a systematic
evaluation of new formulations and have fully justified
the studies that have been carried out in this area over the
past year.

Advanced prototype hCG immunocontraceptive
development

The advanced prototype heG immunocontraceptive
contains two immunogen conjugates. One of these is the
original B-heG 109-145 carboxyterminal peptide conju-
gated to diphtheria toxoid (eTP conjugate) used in the
preclinical and clinical studies carried out by the Pro-
gramme since the late-1970s culminating in the Phase I
and Phase II trials; the other is a new substituted form of
the B-heG 38-57 peptide also conjugated to diphtheria
toxoid (the loop peptide conjugate). These two immuno-
gen conjugates have been shown to be equipotent in
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eliciting anti-hCG antibodies .in rabbits when adminis-
tered separately but to have enhanced immunogenicity
when eo-administered in a single formulation. Further-
more, the antisera elicited to the combination appear to
have increased hCG-bioneutralizing capacity compared
to antisera raised to either the CTP or the loop peptide
immunogen alone.

The same water-in-oil emulsion formulation that was
used in the Phase I trial in the 1980s and in the inter-
rupted Phase II trial was used as the basis for the various
preparations studied over the past year. This emulsion
consists of: (i) an oil phase containing squalene and the
emulsifying agent mannide monooleate in a ratio of 4: 1,
respectively; and (ii) an aqueous phase consisting of
phosphate-buffered saline containing the water-soluble
hCG peptide conjugate immunogens and the muramyl
dipeptide (MDP) adjuvant.

Evaluation of emulsion composition

A preparation formulated using the manual, dual-
syringe, stopcock procedure used in the Phase I and Phase
II trials, was made up using new materials. This control
preparation was administered to rabbits in a series of four
injections each of 0.6 mg of the dual immunogen conju-
gates, with or without Sug of MDP, in 0.8 ml of emul-
sion. In both cases, the preparations were adrn.inistered at
0, 4, 10 and 16 weeks to mimic the intended injection

.<: ~:si;heQuleof the Phase II clinical trial. Both preparations
::::::.!!:,.\:(:~ ..~t.,.< . .
,J.~'.\'.gave sustamed antibody levels for at least 22 weeks
, " i~..'\""'~'~,'.,.~:'

:~:~~2V:'~~Wi,oughthe MDP-containing formulation elicited and
. ""'\"."maintained higher levels of antibody than its non MDP-

containing counterpart. Only slight tissue reactions were
observed in some rabbits.

Evaluation of emulsion formulation processes

The same preparation described immediately above
was formulated using a Silverson homogenizer which
produces 'emulsions of greater homogeneity, in terms of
the size and distribution of the water droplets in the oil
phase of the emulsion, than the manual, dual-syringe,
stopcock procedure. It was hoped that this mechanical
process would lead to a more stable preparation for clini-
cal trials and might also form the basis of an eventual
process for future industrial production. Rabbits were
immunized with this preparation, this time containing
0.5 mg of the dual immunogen conjugate and 25 ug of
MDP in 0.5ml of emulsion, Three injections were given
atO, 5 and 17 weeks to mimic the regimen that might be
used with a three-monthly immunocontraceptive prod-
uct. Surprisingly, the antibody levels fell sharply be-
tween the second and third injections suggesting that
this particular formulation would not provide the re-
quired three months of protection. The tissue reac-
tions following these injections were minor and ap-

parent-in only some of the rabbits.

It was thought that the short-lived antibody response
obtained with the mechanically-prepared formulation was
due to a rapid coalescence of relatively large water drop-
lets leading to breakdown of the emulsion and release of
the immunogen and adjuvant over a correspondingly
short period of time. Another preparation of the same
composition was therefore prepared and subjected to more
prolonged processing in the Silverson homogenizer. This
resulted in the production of smaller water droplets more
fmely dispersed throughout the oil phase of the emulsion.
Rabbits were immunized with this preparation at two
dose levels, i.e. either containing 0.5 mg of the dual
immunogen conjugate and 25 ug of MDP in 0.5ml of
emulsion or 1 mg of the dual immunogen conjugate and
25 ug ofMDP in Iml of emulsion. Three injections were
given at 0, 4 and 16 weeks. The antibody levels did not
rise as high as with the previous preparation but they did
not decline as rapidly and remained elevated at 28 weeks.
No tissue reactions were found after the first two injec-
tions and only slight reactions were found after the third
injection.

Encouraged by the lack of significant tissue reaction at
this immunogen dose level, another experiment was car-
ried out with the same preparation but at twice the previ-
ous dose, namely 2 mg of the dual immunogen conjugate
and 25 ug of MDP in 2ml of emulsion. Although no
significant increase in antibody levels was observed at
this dose level, the degree of local tissue reactions was
increased, suggesting that the 1 mg dose of immunogens
was the maximum that should be considered for future
clinical use.

Stability studies

Studies have been carried out to assess the stability of
the emulsion formulation that has been found to elicit
putatively protective levels of immunity with little or no
tissue lesions. This work has involved comparison of the
stability of formulations prepared using different formu-
lation processes, and the inclusion of components known
to have stabilizing properties. Samples of the various
emulsions prepared using either the manual dual-syringe
method or the Silverson homogenizer, were set up and
stored at 4 °C and 22°C.

In an attempt to produce more stable emulsions that
might result in a more sustained immune response, an-
other preparation was formulated with the same compo-
nents and to which a small amount of a synthetic castor
oil derivative had been added which was known from
previous studies to stabilize water-in-oil emulsions. This
preparation was tested at three immunogen doses of 0.1,
0.25 and 0.5 mg in 0.5 ml of emulsion; no MDP was used
in these experiments. Two injections were given at 0 and
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data obtained in the above-described experiments. It was
found that, with some preparations, there was a wide
range of antibody levels with no detectable or significant
tissue reactions; in other cases there was some degree of
correlation between antibody levels and tissue reactions,
and in others severe tissue reactions were observed in the
presence of very low antibody levels. It was concluded,
therefore, that it is not possible to predict, on the basis of
immunogenicity, immunogen dose or injection volume,
the incidence or severity of any injection-site tissue reac-
tions that might be induced by the hCG immunocontra-
ceptive and that each formulation would need to be evalu-
ated fully and independently before a preparation could
be selected for preclinical safety evaluation and clinical
testing.

4 weeks for the two lower doses and at 0 and 5 weeks for
the highest dose. All three dose levels elicited high and
sustained antibody levels but the tissue reactions were too
severe for any of these preparations to be considered for
clinical use.

The overall conclusion from these experiments was
that preparations of the original hCG immunocontra-
ceptive formulated using the Silverson homogenizer are
immunogeneic and do not elicit unacceptable tissue reac-
tions at the injection site; however, the duration of the
elicited immune response is too short to provide the
required minimum of six-months' protection. The addi-
tion.of an emulsion stabilizer, such as synthetic castor oil,
results in a formulation with unacceptable side-effects.

Other formulations have been prepared contammg
non-ionic block copolymers which have been shown to
act as emulsion stabilizers and that have already been
shown to be, or are expected to prove, safe for use in
injectable preparations. These polymers also appear to
have adjuvant activity and some of these preparations are
capable of eliciting the production of antibodies for many
weeks following a single injection. Studies to determine
the feasibility of using advanced prototype hCG immuno-
contraceptive preparations containing such polymers will
be completed by the beginning of 1998.

Evaluation of diphtheria toxoid (Dr) as a cause of tissue
reactions observed with some formulations

The results obtained in the experiments described
above show that some DT -containing preparations elicit
little or no tissue reactions at the injection site. This
suggests that DT is not a. cause of the tissue lesions
encountered in the interrupted Phase II trial, as had been
suggested. To further investigate this, studies were car-
ried out with different emulsion formulations containing
immunogens consisting of the CTP and substituted loop
peptide conjugated to synthetic peptides representing
promiscuous T-cell stimulating epitopes on the DT mol-
ecule, rather than to DT itself. These studies showed the
same pattern of tissue reactions with either the T-cell
epitopes or the full DT molecule, indicating that the
cause of the injection-site pain and lesions is not the DT
but some other component of the preparation.

Relationship between antibody level and tissue reaction

It has long been claimed that, as antibody levels in-
crease with dose and immunogenicity of vaccine, so too
do local tissue reactions at the injection sites. In order to
deterrnirIe if there is a positive correlation between anti-
body levels and injection-site tissue reactions with the
various hCG immunocontraceptive formulations tested
during the past year, an analysis was carried out of the
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Optimized heG immunocontraceptive development

Collaboration between the Programme and the indus-
trial licensee of this novel technology has continued
during 1997. Research has been ongoing within the com-
pany to optimize the expression of two recombinant ver-
sions of the hCG immunocontraceptive, each of which
produces promiscuous T-cell epitopes derived from teta-
nus toxin and measles virus fusion proteins covalently
linked to either the CTP of hCG or the substituted loop
peptide. These minigene constructs have been modified
to express optimal quantities of hCG fusion proteins in
prokaryotic (E. coli) and eukaryotic (Baculovirus) ex-
pression systems. For the eukaryotic expression system,
the recombinant gene had to be modified for codon usage
differences in the baculoviral system, relative to that
encoding the E. coli. These redesigned constructs were
able to express recombinant proteins in substantial quan-
tities in both prokaryotic and eukaryotic systems. How-
ever, due to the hydrophobic nature of the T-cell epitopes
and the fusion proteins, the solubility and subsequent
purification of the expressed product required further
vector refinement. Thus, to enhance solubility of the T-
cell epitope-containing fusion proteins, it was necessary
to modify sequence codons to encode residues contain-
ing adjacent hydrophilic residues within the spaeer re-
gions.

Ancillary studies

Some progress has also been made in the development
of a rapid but reliable quantitative assay for measuring
antibodies to hCG. This assay system, based on the ability
of antiserum to neutralize the steroidogenic activity of
hCG in isolated mouse Leydig cells, will be needed for
determining when volunteers taking part in future Phase
IIclinical trials have reached the required level of immu-
nity for testing the efficacy of the immunocontraceptive
and for determinirIg when they need to be reprotected as
immunity wanes.
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Planned studies

During 1998

It is anticipated that, during the first quarter of 1998,
the optimal composition, formulation and immunization
regimen of the advanced prototype hCG immunocontra-
ceptive will have been determined. This will permit the
preparation of a GMP batch of material for preclinical
safety studies, involving an evaluation of local tolerance
and subacute toxicity of the selected formulation, to be
carried out during 1998 with a view to making a submis-
sion to the regulatory authorities to carry out a Phase I
clinical trial later in the year.

Further work will be carried out by the Programme's
industrial partner to develop an optimized hCG
immunocontraceptive. This work will focus on the pro-
duction of expression vectors producing fusion proteins
consisting of the CTP and loop peptides and promiscuous
T-cell epitopes. The modified expression systems, pro-
ducing constructs with substituted hydrophilic residues
for enhanced solubility, will be tested to optimize condi-
tions for maximal expression. The modified products will
be verified by sequencing and hCG-fusion proteins iden-
tified by specific immunological methods. Purification of
the promiscuous epitope-fused hCG polypeptides is ex-
pected to be facilitated by these redesigned vectors, and
the yield and quality of proteins to be tested in animal
models enhanced accordingly.

During 1999

The Phase I clinical trial and pre-Phase II teratology
study with the selected emulsion formulation of the ad-
vanced prototype hCG immunocontraceptive will be con-
tinued during 1999 and, assuming a satisfactory outcome
to these studies in terms of safety and performance char-
acteristics, a Phase II clinical trial with this preparation
will be initiated -in 1999.

Further studies will be carried out in 1999 to develop
a microsphere formulation of the advanced prototype
hCG immunocontraceptive with the objective of produc-
ing a preparation capable of providing protective immu-
nity lasting six to 12 months following a single injection.

Further collaborative research will be carried out in
1999 with the Programme's industrial partner to develop
optimized, totally synthetic, bioexpressed immunogens
by processes which could be scaled up for product manu-
facture.

ANTIPROGESTOGEN-ONL Y EMERGENCY
CONTRACEPTION
(MIFEPRISTONE)

Rationale for the product

Millions of unwanted pregnancies and abortions could
be averted by the use of effective emergency contracep-
tion. However, no fully satisfactory methods are currently
available for this purpose. The standard combined
estrogenlprogestogen regimen (100 ug ethinylestradiol
plus 500 ug levonorgestrel, repeated after 12 hours),
known as the Yuzpe regimen, fails to prevent about one
quarter of the pregnancies (Trussel and Ellertson, Fertil-
ity control reviews, 1995,4:8-11) and causes unpleasant
side-effects. Although insertion of an intrauterine device
(IUD) is more effective, it is not suitable for young,'
nulliparous women who constitute a sizable proportion of
the women requesting emergency contraception.

During the past ten years the Programme has been in
the forefront of research on new methods for emergency
contraception. The work in this area is a natural conse-
quence of the fact that the Programme has been the only
international body that has pursued development of post-
coital contraceptives. As the Programme has also been
very active in research on antiprogestogens, the experi-
ence from these two areas was combined to investigate
the feasibility of using mifepristone for emergency con-
traception. No other agencies are carrying out research
on mifepristone for this purpose.

Current stage of development and assessment

The Programme started to investigate the potential of
mifepristone for emergency contraception in 1989, fol-
lowing the observation that pre-ovulatory administration
of the compound blocks ovulation and, when adminis-
tered shortly after ovulation, retards endometrial devel-
opment. Two studies 'of emergency contraception were
supported by the Programme which compared the effi-
cacy and side-effects of a 600 mg dose of mifepristone
with those of the Yuzpe regimen (Glasier et al., New
England journal of medicine, 1992;327: 1041-1 044; Webb
et al., British medical journal, 1992, 305:927-931). In
these two trials, none .of the 597 women given a single
dose of mifepristone conceived, whereas nine pregnan-
cies occurred among the 589 subjects who were
randomized to the standard Yuzperegimen. In addition,
the women treated with mifepristone reported less nau-
sea and vomiting as well as lower: rates of other side-
effects, compared to the women given the Yuzpe regi-
men, but they were more likely to have a delay in the
onset of the next menstrual period.
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group, five in the 50 mg group and six in the 10 mg group
were regarded as method failures. It was estimated that
without treatment the number of pregnancies would have
been between 123 (Dixon estimates) and 112 (Wilcox
estimates). Thus, the results confirmed that mifepristone
was effective in emergency contraception, preventing
85-90% of the pregnancies that would have occurred if
no treatment had been given. The efficacy appeared to be
the same in all three dose groups and somewhat higher
among women receiving treatment within three days of
intercourse. Some of the failures observed could have
been due to subsequent acts of intercourse, in that the
overall failure rate in women abstaining from further acts
of intercourse until the onset of the next menstrual pe-
riod was 0.4% compared to 1.3% among all women.

These results clearly suggested that mifepristone had
potential for use in emergency contraception. However,
the dose of 600 mg employed in the two studies would
not be practical: this dose can be used to induce abortion
and thus-due to the political sensitivity surrounding
antiprogestogens-would not be acceptable in many coun-
tries; this high dose would also be too expensive for
routine use in emergency contraception. To be useful for
emergency contraception the dose should be inadequate
to induce abortion. Results from studies on different
aspects of mifepristone action suggested that, in fact,
much lower doses of mifepristone than 600 mg might be
effective (von Hertzen and Van Look, Internationalfam-
ily planning perspectives, 1996, 22:62-68).

To identify the optimal dose of mifepristone for emer-
gency contraception, the Programme carried out a single-
blind, randomized multieentre trial to: (i) confirm find-
ings from the two earlier studies that 600 mg of
mifepristone is an effective postcoital contraceptive for
emergency use; (ii) assess whether the same effectiveness
can be achieved by lowering the dose to 50 mg and 10 mg
and extending the postcoital treatment period up to 120
hours; and (iii) evaluate side-effects and influence on the
timing of the next menstrual period following use of these
three doses of antiprogestogen. This study was carried
out by 11 centres: Ashfield (Australia); Clayton (Aus-
tralia); Edinburgh (United Kingdom); Helsinki (Finland);
,Hong Kong SAR (China); Manchester (United King-
dom); Nanjing (China); San Francisco (USA); Shanghai
(China); Tbilisi (Georgia);' and Tianjin (China). The
recruitment for the study was completed by early 1996
and the results were analysed during 1996-1997 (manu-
script submitted).

Progress made during the past year

The original aim of the study was to include 2100
subjects (700 in each of the three dose groups), but of the
14 centres that had expressed interest in participation,
three were unable to do so, and one of the centres in
Australia and the centre in the USA could not reach the
recruitment target. Some additional subjects were re-
cruited in Edinburgh (United Kingdom), Hong Kong
SAR (China) and Nanjing (China) and the total number
of women eventually recruited to the study was 1717.

The number of subjects randomized to the three groups
was similar within all centres. Baseline cI{iiiilcteristics

',;.;;t.~~:.,..~t.~7·~~
(all centres combined) were also very similar fQJtJ~ethree
treatment groups. In most cases intercourse had taken
place during the fertile phase of the cycle and more than
80% of the women had been treated within 72 hours.

A total of 21 pregnancies occurred during the study,
seven of them in each dose group. Following a careful
review of these data, three pregnancies in the 600 mg
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About 20% of the women in all dose groups reported
some nausea; the incidence of headache, dizziness and
breast tenderness was less frequent, and vomiting was
rare. It was noted that drug-induced bleeding within five
days of mifepristone administration, delay of menses and,
possibly fatigue and weakness, were somewhat more com-
mon in the 600 mg mifepristone dose group.

The research carried out by the Programme has shown
that mifepristone is effective when used for emergency
contraception. In addition, it causes less side-effects than
the currentlyused Yuzpe regimen. The results also imply
that the 10 mg dose may have advantages over the exist-
ing Yuzpe method, although no direct randomized com-
parison has yet been made. The Programme, therefore,
had planned to carry out a multieentre study comparing
the efficacy and side-effects of 10 mg of mifepristone
with those of the Yuzpe regimen. However, in the mean-
time, another multieentre study by the Programme which
compared the Yuzpe regimen with the levonorgestrel-
only method demonstrated major advantages of the use
of levonorgestrel over the Yuzpe regimen in emergency
contraception (see: section on progestogen-only emer-
gency contraception-Ievonorgestrel). The Scientific Re-
view Committee, therefore, recommended at its meeting
in November 1997 that no further efficacy trials should
be undertaken with the Yuzpe regimen.

Ancillary studies

Mechanism of action studies

A study is ongoing, using the levonorgestrel regimen
and 10 mg dose of mifepristone, to investigate the mecha-
nisms of action of emergency contraception. A total of 30
women will be recruited for the mifepristone group and
the treatment will be given either just before, or soon
after, ovulation. Depending on the stage of the cycle,
follicular development, ovulation or corpus luteum func-
tion will be monitored. In addition to the conventional
morphological assessment of the endometrium, the ef-
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fects of the treatment will also be investigated on other
biological factors which are thought to be crucial for
implantation, such as endometrial expression of steroid
receptors, leukernia inhibitory factor (LIF), 24 kD pro-
tein, LeY antigen, integrins, etc. It is expected that this
study on the mechanism of action of emergency contra-
ception will yield information that can be used to improve
emergency contraception technology as well as clinical
counselling in this area.

Planned studies

During 1998

In view of the favourable results from the multieentre
study on. the levonorgestrel regimen it is planned to start
a large multieentre study in early 1998 to compare the
efficacy and side-effects of the 10 mg dose of rnifepristone
and those of two levonorgestrel regimens' to see what.
advantages, if any, mifepristone can offer over levo-
norgestrel for emergency contraception.

The Programme is participating, with the Bangkok-
based Concept Foundation, in an initiative entitled: "Col-
laborative research and development of rnifepristone to
reduce unwanted pregnancies and recourse to abortion".
This work is funded by the Rockefeller Foundation and
the Secretariat of the Programme is assisting the State
Family Planning Commission of China in the clinical

',," f!!search,Pfogramme which will, among other things, de-
,,(j:~~~/{~ê:tf~ristone manufactured in China for emergency

. ·:i~;~?~,~.;,,~~~Hon.

In collaboration with the Contraceptive and Repro-
ductive Evaluation Branch of the National Institute of
Child Health and Human Development (NICHD,
Bethesda, MD, USA), the Programme has carried out
preclinical research on a new antiprogestogen, CDB2914/
HRP2000. NICHD plans to test the compound for emer-
gency contraception in a Phase II study and the Pro-
gramme may collaborate in this multieentre study by
supporting the participation of one or two centres.

During 1999

It is expected that all of the above-described studies
will continue through part or all of 1999.

PROGESTOGEN-ONLY EMERGENCY
CONTRACEPTION (LEVONORGESTREL)

Rationale for the product

There is a need for effective back-up methods to pre-
vent unwanted pregnancy occurring after unprotected
intercourse or in the case of recognized failure of a

contraceptive method. The aim of the Programme in this
area is to identify alternative, effective agents for emer-
gency contraception that have fewer side-effects than the
currently used hormonal methods of administration of an
estrogenlprogestogen combination.

A suitable emergency contraception method could be
provided routinely to condom and other barrier method
users to increase efficacy of the use of such methods.
Although antiprogestogens seem promising in this re-
gard, they may not be easily available and it is, therefore,
necessary to also develop other improved methods of
emergency contraception.

Current stage of development and assessment

Progestogens-levonorgestrel in particular-have been
studied by the Programme since 1982 as potential post-
coital drugs for regular use. However, these studies indi-
cated that levonorgestrel was not suitable for regular
postcoital use because of menstrual cycle disturbances.
Therefore, since 1990, research has focused on its poten-
tial use in emergency contraception.

The Programme supported a randomized study in Hong
Kong SAR (China) to compare the treatment of a 0.75
mg dose of levonorgestrel, repeated 12 hours later, with
that of the Yuzpe regimen. In each case, the treatment
was started within 48 hours of unprotected intercourse.
The results of this study suggested that levonorgestrel
was as effective as the Yuzpe regimen but was associated
with fewer side-effects (Ho and Kwan, Human repro-
duction, 1993, 8:389-392).

In view of these encouraging data, a double-blind,
randomized, multieentre study was planned to be initi-
ated in 1992 to compare the Yuzpe regimen with
levonorgestrel in emergency postcoital contraception. The
start of the study was delayed because of shortage of funds
and the trial was eventually launched in 1995. The objec-
tives of the study were to: (i) confirm the findings from
the study carried out in Hong Kong SAR (China), that
two doses each of 0.75 mg of levonorgestrel given 12
hours apart was as effective as the Yuzpe regimen but
caused fewer side-effects; and (ii) assess whether the
same effectiveness could be achieved if the delay between
intercourse and start of treatment was extended to 72
hours.

A total of 21 centres in 14 countries (Australia,
Canada, China, Georgia, Hungary, India, Mongolia, New
Zealand, Nigeria, Panama, Slovenia, Sweden, the United
Kingdom and the USA) participated in the study. This
double-blind randomized trial included 1998 women who
had regular menses, did not use hormonal contraception
and had had a single unprotected coitus within the pre-
ceding 72 hours.
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The effectiveness, acceptability and side-effects of IUD
insertion

Progress made during the past year

The study was completed in 1997 and the results are
expected to be published in the second half of 1998.
Because of contractual obligations to the company pro-
viding levonorgestrel for the Programme's research, the
fmdings cannot be disclosed until then. Nevertheless, the
study already has had a major impact in the field. Based
on interim results in 1996, the interagency Consortium
for Emergency Contraception selected levonorgestrel as
the method of emergency contraception to be introduced
in family planning services through model introduction
programmes in Indonesia, Kenya, Mexico and Sri Lanka.

Ancillary studies

Mechanism of action studies

As mentioned in connection with the use of mifepristone
for emergency contraception (see: section on antiproge-
stagen-only emergency contraception-mifepristone), a
study is under way to investigate mechanisms of action
of different methods of emergency contraception. De-
spite the fact that these regimens may consist simply of
altered doses of widely available contraceptive pills,
women may hesitate to use them because of religious or
other reasons as they may think that the mode of action
of the regimen is abortifacient. It is therefore important
to clarify the mechanism of action so that women can
decide if this method is acceptable to them. It has been
shown, for example, that the components of the Yuzpe
regimen neither interfere with fertilization nor interrupt
an established implantation in the human. Depending on
the stage of the cycle when the treatment is given, ,
follicular development, ovulation or corpus luteum func-
tion may be affected whether or not hormonal emer-
gency contraception also has an endometrial site of ac-
tion in cases where the treatment is given after ovulation
remains unclear.

An earlier Programme-supported study suggested that
if the treatment was given after ovulation it did not in-
duce significant changes in hormone levels .and the dis-
crete effects on the endometrium were perhaps not im-
portant enough to prevent implantation (Swahn et al.,
Acta obstetrica et gynecologica scandinavica, 1996, 75:
738-744). This study, however, only used standard mor-
phological assessment of the endometrium, and it cannot
be excluded that the method did not in fact interfere with
some crucial events in endometrial maturation and prepa-
ration of receptivity for implantation. The ongoing study
will, therefore, examine the effects of the levonorgestrel
regimen on new biological factors which are thought to
be crucial to implantation. It is hoped that this study will
give some indication on the mechanisms that are impor-
tant for the effectiveness of emergency contraception.
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The copper IUD can, in certain cases, be used as an
alternative to hormonal methods of emergency contra-
ception. A meta-analysis of 19 studies of postcoital inser-
tion of the IUD revealed a failure rate of 0.1%, which
suggests that its efficacy is 15 times higher than that of
the Yuzpe regimen. It can be inserted up to the estimated
time of implantation, i.e. some 5 days after ovulation (or
5 days after unprotected intercourse if the day of ovula-
tion is difficult to estimate); thus, 48 hours later than
hormonal methods. When in place, it provides up to 10
years of subsequent contraceptive protection. The IUD is
effective as soon as it is inserted and therefore provides
immediate protection for subsequent acts of intercourse
in the same cycle.

No studies have reported side-effects or morbidity
after insertion of the IUD for emergency contraception.
In standard practice, IUDs are routinely inserted early in
the cycle, which is not usually the case when they are
used for emergency contraception. In terms of efficacy,
all previous studies except one, did not compare ob-
served and expected numbers of pregnancies. In coun-
tries where the prevalence of IUD use is high, and where
women who seek emergency contraception are already
parous, the IUD could be an excellent method for emer-
gency contraception for many women. Therefore, it is
important to look at efficacy, acceptability, side-effects
and possible complications of this method in a prospec-
tive study. The Programme has, therefore, launched a
study involving 20 Chinese centres which will recruit a
total of 2000 women. This study will also observe the
continuation rate at one year of use.

Planned studies

During 1998

Efficacy and side-effects of a single administration of
levonorgestrel

The current levonorgestrel regimen for emergency
contraception shares one disadvantage with the Yuzpe
regimen, namelythe 12-hour interval between the ad-
ministration of the two doses of drugs. Thus, if the
client seeks treatment, for example, in the afternoon,
the second dose needs to be taken in the middle of the
night. Some providers, therefore, propose that the start
of the treatment be delayed in order to take the second
dose at a more convenient time. However, the results
from the Programme's multieentre study on
1evonorgestrel and the Yuzpe regimen suggest that the
efficacy of the treatment decreases as the. interval since
intercourse increases.
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If the two tablets could be taken at the same 'time, it
would simplify the use of the levonorgestrel regimen. A
study will, therefore, be launched in early 1998 to deter-
mine the efficacy and side-effects of a single dose of 1.5
mg oflevonorgestrel when compared with the 250.75 mg
dose regimen and the 10mg dose of mifepristone. The
study will require a total of 4200 subjects and 17 centres in
different parts of the world will participate in it.

Another study will look at the efficacy of the
levonorgestrel regimen when the interval between the
two tablets is extended to 24 hours, an interval that would
be more practical than the l2-hour interval used in previ-
ous studies. In this study, the Programme will collaborate
with the centre in Hong Kong SAR (China) and the study
will involve a total of about 2100 women.

Three centres in Nigeria participated in the previous
multieentre study on levonorgestrel and the Yuzpe regi-
men and they continue to provide emergency contracep-
tion to their clients. As levonorgestrel tablets ofO.75 mg
are available in Nigeria, the Programme will provide
technical and financial assistance to the centres in their
effort to launch a multi centre study to investigate the
efficacy, side-effects and acceptability of the one-dose
regimen of 1.5 mg of levonorgestrel in their population.

Efficacy and side-effects of gestrinone

The Programme is also planning to evaluate the effi-
cacy and side-effects of gestrinone in emergency contra-
ception. Gestrinone is a registered product and is used in
more than 40 countries for the treatment of endometriosis
and, in addition to its antigonadotrophic activity, also has
some antiprogestogenic activity. It is anticipated that due
to its fairly long duration of action-gestrinone is admin-
istered twice-weekly in the management of endometriosis
-one dose of the drug might be sufficient for effective
emergency contraception ..

During 1999

It is anticipated that all of the above-mentioned studies
that are proposed to start in 1998 will continue through
part or all of 1999.

NON-SURGICAL ABORTION REGIMEN
(MIFEPRISTONE PLUS MISOPROSTOL)

Rationale for the product

Non-surgical methods of inducing early abortion would
have a number of advantages over surgical alternatives.
Although availability of surgical back-up is indispensa-
ble for their provision, fewer personnel are required to
deliver these services safely and effectively. Subject to
proper introduction, non-surgical methods can improve

abortion services in countries which have a shortage of
trained manpower. Furthermore, to many women, non-
surgical pregnancy termination appears to be more ac-
ceptable than a surgical approach. For a number of rea-
sons, the Programme is the only international organiza-
tion that has been able to consistently pursue the develop-
ment of non-surgical approaches to the termination of
pregnancy.

Current stage of development and assessment

The Programme has been involved with the clinical
testing of mifepristone for early termination of preg-
nancy since 1983 and its research effort in this area has
grown steadily over the intervening period. The combina-
tion regimen of mifepristone and a prostaglandin was
first tested by the Programme and this regimen is now
being used clinically for early pregnancy termination in
China, France, Sweden and the United Kingdom.

The Programme's research in this area over the years
has focused on four issues: (i) the minimum effective dose
ofmifepristone; (ii) the most appropriate dose and type of
prostaglandin; (iii) the maximum duration of pregnancy
for which the treatment remains effective and safe; and
(iv) the acceptability to users and the service facilities
that should be available to women choosing this non-
invasive method of abortion.

Clinical research carried out until now has yielded
information on the lowest effective dose of the
antiprogestogen. Amumber of questions still remain to be
answered concerning the prostaglandin component of
this regimen. Also to be resolved are questions relating to
the maximum stagerof gestation for which this combina-
tion regimen remains safe, effective and acceptable, and
on how to decrease .the duration 'of bleeding (which is
often rather long) .after this method of abortion. It is
anticipated that answers to these iremaining questions
will be obtained in-the next few years.

The minimum effective dose of mifepristone

In the three European countries where mifepristone
has been registered-France, Swe'den and the United
Kingdom-the recommended regimen consists of a sin-
gle oral dose of 600 mg of mifepristone followed by a
suitable prostaglandin preparation'336-48 hours later. In
France, this regimen is used in pregnancies of up to 49
days of amenorrhoea, while in Sweden and the United
Kingdom the time limit is extended up to 63 days.

Multieentre trials.conducted bytthe Programme have
demonstrated that the effectiveness.ofthe 600 mg dose of
mifepristone can be achieved also' by treatment with
either repeated small doses of mifepristone (5 doses of
25mg given at 12-hour intervals; World Health Organi-
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important respects. The complete abortion rate with the
lower dose of mifepristone was similar to that with the
higher dose, i.e. 89.3% vs 88.1%. After exclusion of
participants with unknown outcomes, the rates rose to
91.2% with the 200 mg dose and 90.8% with the 600 mg
dose. Gestational age strongly influenced the efficacy of
both regimens; with increasing delay in menses both
regimens became less effective: for both regimens com-
bined the complete abortion rate declined from 92.2% at
the earliest gestational ages to 80.3% at the latest. Stated
differently, the likelihood of failing to abort was 2.5 times
higher if the menstrual delay was four to five weeks than
after a delay of two weeks or less. This difference was
statistically significant (p<0.01). The results of the study
have been written up for publication.

zation, Fertility and sterility, 1991, 56:32-40) or by a
single dose of 200mg of mifepristone followed by a
suitable prostaglandin (World Health Organization Task
Force on Post-ovulatory Methods of Fertility Regulation,
British medicaljournal, 1993,307:532-537). These find-
ings have had an impact on clinical practice, for example,
in China. Chinese mifepristone tablets contain 25 mg of
the compound and the repeated dose regimen has become
the standard regimen in that country (Sang et al., Contra-
ception, 1994,50:501-510).

In order to determine if the .dose of mifepristone could
be reduced even further, a randomized multieentre trial
was carried out in which women with amenorrhoea of
less than 56 days were allocated .randomly to treatment
with 200 mg or 50 mg of the antiprogestogen plus either
a whole suppository (1 mg) or half a suppository (0.5
mg) of the prostaglandin gemeprost. The results from
this study suggested that a single dose of 200 mg of
mifepristone appears to be close to the minimum effective
dose for this combination regimen (WHO Research Group
on Post-ovulatory Methods for Fertility Regulation; manu-
script in preparation).

The most appropriate dose, and type of prostaglandin

Previous studies by the Programme demonstrated that
the dose of vaginal gemeprost in the combination regi-
men could be reduced from 1 mg to 0.5 mg, without a
reduction in effectiveness, in pregnancies of up to 56 days
of duration. Gemeprost, however, has several disadvan-
tages including its high cost, lack of stability and the
requirement for storage in a refrigerator. The Programme
was therefore searching for a prostaglandin derivative
that is cheap and stable under ambient conditions as it
would be better suited for use in developing countries.

The oral prostaglandin, misoprostol, registered for the
prevention and treatment of gastric ulcer in over 60
countries, seemed to fulfil these criteria. However, a trial
carried out at the WHO Collaborating Centre in Edin-
burgh (United Kingdom) strongly suggested that a regi-
men of 200 mg mifepristone plus oral misoprostol might
be less effective than vaginal gemeprost in more ad-
vanced pregnancies (amenorrhoea of eight to nine weeks)
(McKinley et al., Human reproduction, 1993, 8:1502-
1505). As the lower efficacy might also have resulted
from the use of a 200 mg dose of mifepristone, it seemed
important to compare the efficacy of 200 mg:~~9;;~9Jt,lJlg
of mifepristone followed by 0.4 mg of oral ~~QPi,9.St6l:

Consequently, a randomized, double-blind multieentre
trial was initiated in late 1993 involving 17 centres. A
total of 1589 participants enrolled for the study were
randomly assigned within gestational age strata to re-
ceive either of the two doses. Baseline characteristics of
participants in both treatment groups were similar in all
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All studies carried out by the Programme suggest that
the efficacy of the regimen cannot be increased by using
doses of mifepristone higher than 200 mg. Thus, the
prostaglandin component appears to be critical for im-
proved efficacy.

The insufficient efficacy of misoprostol in' the more
advanced pregnancies in the multi centre. study described
above was disappointing, and it was felt, therefore, that
the Programme should continue working with this pros-
taglandin to identify an effective regimen that can be
used for up to 63 days of gestation. If the regimen was
highly effective only within the first seven weeks of
amenorrhoea, it would not really provide a useful choice
in developing countries, as many women do not contact
services early enough to be eligible for this method of
medically induced abortion.

Clinical experience suggested that misoprostol would
be more effective if given vaginally, but no data were
available on the pharmacokinetics of misoprostol after
vaginal administration. The Programme, therefore, car-
ried out a study to compare plasma levels and the degree
and duration of uterine stimulation following oral and
vaginal administration of misoprostol in order to identify
a suitable dose schedule that might improve the efficacy
of the regimen in more advanced pregnancies. Plasma
levels were higher at 30 minutes after oral administration
than those'in the vaginal group whereas the opposite was
the case at one and two hours after administration. The
data on uterine contractions indicated that vaginal admin-
istration did induce far more powerful and regular con-
tractions than oral administration of the drug. Perhaps
not surprisingly, abdominal pain was also more pro-
nounced following vaginal treatment.

As repeated administration of a prostaglandin might
also increase efficacy and influence the duration of bleed-
ing, a small study was carried out to look at possible side-
effects of repeated administration of misoprostol after
pretreatment with mifepristone. The first dose of 0.4 mg
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of misoprostol was given vaginally and the treatment
continued with the same dose given orally twice a day for
two weeks. The study included 20 women, all of whom
completed the treatment. About half of the women re-
ported some degree of diarrhoea during the two-week
treatment period, but nobody stopped the treatment for
this reason. The incidence of other side-effects was low
and all women had a complete abortion.

The maximum duration of pregnancy for which
the treatment remains effective and safe

As mentioned above, the efficacy of the combination
regimen of mifepristone plus oral misoprostol (0.4 mg)
was strongly influenced by gestational age: complete
abortion rates declined from 92.2% at the earliest gesta-
tional ages (up to 49 days of pregnancy) to 80.3% at the
latest (between 56 and 63 days). From these results, it is
clear that the efficacy of the regimen has to be improved,
otherwise the non-surgical method will be a choice only
for a very limited group of women and it will have little
use in developing countries. In an earlier study, the
Programme has demonstrated that another prostaglan-
din, gemeprost, can be effectively used in combination
with mifepristone up to 63 days of pregnancy (WHO
Research Group on Post-ovulatory Methods for Fertility
Regulation; manuscript prepared for publication) and
gemeprost is part of the regimen in Sweden and the
United Kingdom where mifepristone is registered for use
up to this gestational age. Because of the disadvantages of

.s 'a need to develop a regimen of
«r isoprostol that can be used effectively

ges ational stages.

Acceptability of medically induced abortion

The duration and amount of vaginal bleeding tend to
be greater after medically induced abortion and this may
become a concern, particularly in countries where anae-
mia is prevalent. The majority of women describe the
amount of blood loss as being more or much more than
normal menstruation (World Health Organization Task
Force on Post-ovulatory Methods for Fertility Regulation,
British medical journal, 1993,307:532-537). The incon-
venience related to vaginal bleeding lasting for about two
weeks, as opposed to less than one week following vacuum
aspiration, also influences the acceptability of the method.
For example, in China, it is reported that the longer
bleeding time is a major obstacle, in terms of acceptabil-
ity of the method, as.compared to surgical abortion. It is
not unusual for women who select the medical method,
to return to the clinic requesting a curettage to stop the
bleeding, even if abortion has been complete.

It seems likely that the acceptability of medically in-
duced abortion would be improved if ways could be
devised to control or reduce the amount of blood loss after

the procedure. Researchers in China have investigated
the effects of various Chinese herbs and drugs on the
length of post-abortion bleeding but have not yet identi-
fied any treatment that could be beneficial in this regard.
In collaboration with investigators in Hong Kong SAR
(China) and Shanghai (China), the Programme has initi-
ated a study to investigate whether the practice of starting
the oral contraceptive pill as soon as abortion has been
confirmed to be complete, would be useful for controlling
the amount and duration of blood loss following the
procedure. This double-blind study is ongoing and it will
include a total of 200 women. Also, the next study on
medically induced abortion will look at, among other
issues, the influence of repeated administration of pros-
taglandin on the duration of bleeding.

Cervical priming with misoprostol

In spite of the advantages offered by medical, non-
invasive approaches, surgical termination of pregnancy
is likely to remain the choice of many women. In addi-
tion, surgical termination may continue to be the pre-
ferred method in certain situations, such as in late first
trimester and early second trimester pregnancies, be-
cause non-surgical abortion is likely to result in a high
proportion of incomplete abortions necessitating 'subse-
quent surgical intervention to avoid complications such
as excessive bleeding or infection.

It is generally agreed that surgical abortion, carried
out by trained personnel and under aseptic conditions, is
a very safe procedure. The morbidity and the frequency of
complications associated with pregnancy termination by
suction or mechanical curettage can be reduced even
further by preoperative treatment with a priming agent to
soften or dilate the cervix. The Scientific Group Meeting
on Medical Methods for Termination of Pregnancy con-
vened in April 1994, stated that: "There is a need for a
large randomized trial to investigate the cost-effective-
ness of cervical preparation". Now that misoprostol, a
cheap and stable prostaglandin analogue, is widely avail-
able, cervical priming with misoprostol could be carried
out as a routine practice before surgical abortion, as it
may make the procedure even safer, especially in devel-
oping countries.

Before a study can be launched to investigate whether
routine priming of the cervix with misoprostol will im-
prove surgical methods of abortion, it is necessary to
identify the lowest effective dose and the. shortest time
interval that is needed between administration of
misoprostol and surgery. To this end the Programme is
carrying out a double-blind study to investigate oral and
vaginal doses of 0.2 mg and 0.4 mg of misoprostol
administered three hours prior to suction evacuation in
pregnancies of 8-12 weeks' duration. About half of the
225 volunteers had been recruited by the end of 1997 and
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it is expected that the study will be completed by mid-
1998.

Termination of second trimester pregnancy

The Programme has not provided financial support for
research on the termination of second trimester
pregnancies. It has, however, provided technical advice
and has procured mifepristone (and placebo) tablets for
such studies.

In many countries, the use of prostaglandins has be-
come the preferred method for termination of second
trimester pregnancies. This procedure is, however, asso-
ciated with side-effects and the process of abortion in the
second trimester is usually long, distressing and painful.
The research has, therefore, examined ways of improving
the efficacy of the procedure by using mifepristone treat-
ment prior to induction of abortion with prostagl-andins,
as well as by testing different prostaglandin regimens.

In addition to its cervical priming effect, mifepristone
also sensitizes the myometrium to the uterotonic effect of
prostaglandins and its use is of clear benefit in the termi-
nation of second trimester pregnancy with prostaglandins.
Several studies have shown a marked reduction in the
induction-to-abortion interval and in the amount of pros-
taglandin needed to induce abortion in such procedures
(for review see, for example, Van Look and von Hertzen,
Human reproduction update, 1995, 1:19-34).

It is clear from the studies on mifepristone use in
second trimester abortions that' pretreatment with
antiprogestogen is superior to any of the currently used
alternatives such as natural or hydrophilic dilators or
local (vaginal or intracervical) prostaglandin prepara-
tions. The studies also suggest that the prostaglandin
analogue misoprostol is as effective as gemeprost in
inducing second trimester abortion (see Annual Techni-
cal Report, 1996). Comparative studies are currently
being undertaken comparing different doses and routes
of administration of misoprostol to determine the most
practical regimen.

A double-blind study was carried out among 98 women
to compare the efficacy and side-effects of oral and vagi-
nal misoprostol after pretreatment with a 200 mg dose of
mifepristone in termination of second trimester preg-
nancy. In one group, a dose ofO.2 mg ofmisoprostol was
given orally every three hours up to a maximum of five
doses. In the other group, the same dose was adminis-
tered vaginally every three hours up to a maximum of five
doses. The median induction-abortion interval in the
vaginal group (nine hours) was significantly shorter than
that in the oral group (13 hours). The percentage of
women aborting within 24 hours in the vaginal group
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(90%) was significantly higher than that in the oral group
(69%). The median amount of misoprostol used in the
vaginal group was 0.6 mg which was also significantly
less than the 1.0 mg used in the oral group (Ho et al.,
Obstetrics and gynecology, 1997,90:735-738). Although
the vaginal route was more effective, most women pre-
ferred the oral route. In the next study it is therefore
planned to evaluate whether increasing the oral dose
would improve efficacy.

Planned studies

During 1998

First trimester abortion

It is planned to start a double-blind randomized
multieentre study involving 2100 women in 14 centres to
test two vaginal' and one oral regimen of misoprostol
when administered after pretreatment with 200 mg of
mifepristone. The study will look at the effects of re-
peated use of the prostaglandin on the efficacy, side-
effects and duration of abortion-related bleeding in preg-
nancies of up to 63 days of duration. The investigators'
meeting will be held during the last week of January
1998 and the study is planned to start soon after.

Some recent studies suggest that the efficacy of re-
peated vaginal misoprostol regimens, even when used
alone without mifepristone pretreatment, can be over
90% (Carbonell et al., Contraception, 1997, 55: 165-
168).1t is therefore planned to evaluate, in a double-blind
randomized study, the advantages, if any, of mifepristone
pretreatment with these vaginal regimens.

In collaboration with the Programme's Strategic Com-
ponent on Technology Introduction and Transfer, it is
planned to undertake a study in Romania to investigate
the impact, on service delivery, of the introduction of
mifepristone and misoprostol for early termination of
pregnancy. This project will collect baseline data on
current abortion services and then introduce non-surgi-
cal technology for pregnancy termination. The study will
also assess acceptability of this new technology among
clients and providers.

Cervical priming

As suggested by the Scientific Group Meeting on
Medical Methods for the Termination of Pregnancy in
April 1994, the Programme is planning to launch a
double-blind multieentre study to look at the effects of
routine priming of the cervix prior to vacuum aspiration
on morbidity and its cost-effectiveness in developing
country settings.
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Second trimester abortion

A study will be undertaken among 100 women re-
questing termination of pregnancy between 14-20 weeks
of amenorrhoea to determine if higher oral doses of
misoprostol than the 0.2 mg dose repeated every three
hours up to a maximum of five times would increase the
efficacy of treatment. This prospective study will com-
pare vaginal administration of repeated doses of 0.2mg
of misoprostol and oral doses of 0.4 mg after pretreat-
ment with 200mg of mifepristone. The Programme will
provide technical assistance and procure mifepristone
tablets for this study.

Several centres using repeated vaginal regimens of
misoprostol to induce second trimester abortions with
high success rates have asked the Secretariat what real
advantage, if any, is provided by pretreatment with
mifepristone, which is expensive. Subject to availability
of funds, a double-blind second trimester abortion study
will be carried out to compare the efficacy and side-
effects of vaginal misoprostol with and without
mifepristone pretreatment.

During 1999

It is expected that all the studies initiated in 1998 will
be continued through all or part of 1999.

NEW AND IMPROVED METHODS
FOR USE BY MEN

A THREE-MONTHLY INJECTABLE
(LEVONORGESTREL BUTANOATE PLUS

TESTOSTERONE BUCICLATE)

Rationale for the product.

Although there are currently no systemic methods of
contraception for use by men, the development of male
counterparts of the oral, injectable and implantable fe-
male steroid hormone methods of contraception has been
the subject of research for the past 30 years or more.
Feasibility studies in animals and men have shown that
the administration of androgens alone, combinations of
gonadotrophin-releasing hormone analogues and andro-
gens, and progestogen and androgen combinations, can
suppress gonadotrophin secretion and spermatogenesis
either completely to azoospermia or to a sufficiently
low level of oligozoospermia to render the treated indi-
viduals infertile. Furthermore, discontinuation of the
treatment leads to full recovery of gonadotrophin secre-
tion and spermatogenesis and return of fertility.

The advent of a safe, effective and reversible systemic
method of contraception for men is expected to provide a

valuable addition to the range of methods available to
users of family planning and an attractive alternative to
the limited options of the condom,. vasectomy and with-
drawal that are the only methods currently available to
men. In fact, in two multi centre clinical trials investigat-
ing the contraceptive efficacy of azoospermia and oligo-
zoospermia induced by injections of an androgen ester,
testosterone enantate (TE), a high level of acceptability
was found among both the recipients and their partners,
in spite of the need for weekly injections with this par-
ticular, relatively short-acting, compound. Many of the
men who took part in the TE trials indicated that a longer-
acting preparation, such as testosterone buciclate (TB),
which could be taken at intervals ofi three months rather
than one week, would be more attractive and a distinct
improvement over TE. Furthermore, the use of a pro-
gestogen and androgen combination, in which the. pri-
mary suppression is achieved by the; progestogen and a
lower dose of the androgen is given primarily for replace-
ment purposes, is expected to reduce the potential for
physiological, psychological and pathological changes
that could arise from the continuedeexposure to higher
levels of exogenous androgen.

Current stage of development andaassessment

Clinical studies with TB in hypo gonadal men and
preliminary efficacy studies with TB in eugonadal men
have shown that this compound is capable of maintaining
serum testosterone levels within theonormal range for a
period of approximately 100 days. The pharmacokinetic
profile associated with TB is superior that of shorter-
acting testosterone derivatives, such as TE, that have
been in use for some: time for androgen supplementation
purposes and used.ias indicated above, as a test androgen
in clinical trials, in; that it more closely approximates a
zero-order release .rate. In addition.. the side chain is
metabolized to products that are normal body constituents.

Some preliminary data have been, obtained in a clini-
cal trial involving a small number of'normal men, on the
ability of TB to suppress gonadotrophin levels and reduce
spermatogenesis. Further studies of this type had to be
postponed because of the need to resolve questions about
the genotoxicity of TB and to investigate formulation
problems that had become apparent with the most recent
batch of material prepared for clinical testing. The. for-
mulation problems were manifested by clumping of the
steroid particles, making it difficult to resuspend the
material, and adhesion of the stereiduo the inner surface
of the glass container, raising concerns about the com-
position and dose of the delivered material. The
genotoxicity issue has been resolved satisfactorily and
encouraging progress has been made in the formulation
studies during the past year.

It is possible that an androgen-alone approach to male
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acteristics, a concentration higher than that previously
thought possible (500mg/ml) has been made, appears to
be stable, and can be readily expelled from the syringe. A
control preparation, consisting of the standard steroid
suspending medium and the maximum concentration of
400mg/rnl of TB used in the past, was also prepared for
comparison. This control preparation had settled into a
compacted cake at the bottom of the syringe after only a
few weeks of storage and, although it appeared to
resuspend partially and could be expelled through a 21-
gauge needle, a large amount of residual material could
be clearly seen in the syringe and adhered as a cake to the
face of the plunger.

contraception using TB may prove feasible, and this will
be investigated by the Programme; however, it is gener-
ally thought more likely that the eventual product will be
a progestogen-androgen combination. The Programme's
work in this area is, therefore, focusing on the develop-
ment of a combination preparation using TB and the long-
acting progestogen, levonorgestrel butanoate (LNg-B),
being developed by the Programme for use as a three-
monthly injectable for women [see: A three-monthly in-
jectable (levonorgestrel butanoate)]. Both compounds
appear to have similar pharmacokinetics and could, there-
fore, be eo-administered at three-monthly intervals, thus
making the treatment regimen much less complicated
than other progestogen-androgen combinations currently
under development for the same purpose. It is expected to
have clinically-acceptable formulations of both compounds
during. 1998 and to carry out the required preclinical
testing and initiate clinical trials with these reformulated
materials during the 1998-1999 biennium.

Progress made during the past year

During the past year a contract has been negotiated
with, and studies initiated by, a custom formulating facil-
ity to investigate the clumping and glass adhesion prob-
lems encountered with previous batches of TB, and to
provide a new batch of materials' for clinical trials pre-
pared according to Good Manufacturing Practices (GMP)
requirements. Approximately 800 g of TB was provided
to the company in early August 1997 with the brief to
prepare stable, easily-resuspendable preparations of the
highest possible steroid concentration and to undertake
some preliminary evaluations of container compatibility.
The company was requested to make minimal changes in
the composition of the reformulated material so that
previous preclinical and clinical studies were not invali-
dated and to minimize the need for additional toxicity
studies prior to renewed clinical evaluation. From previ-
ous studies, the maximal TB concentration was expected
to be 400 mg/ml, but higher (or, if necessary, lower)
concentrations would also be evaluated.

A total of 24 preparations of various TB concentra-
tions, types and levels of flocculating agents have been
made up and stored at differenttemperatures in Hypack
syringes which might represent a suitable combined con-
tainer and delivery system for the eventual product. The
main modification to the composition has been the addi-
tion of a flocculating agent to maintairi~t~~~ó~tl?1)Ri~
microcrystals in a semi-dispersed conditiótf~to~~~;;oid
clumping and facilitate subsequent resuspension. Pre-
liminary data indicate that all the test preparations are
readily resuspendedand easily expelled from the syringes
through a 21-gauge hypodermic needle, with the residual
material in the syringe having' the same visual appear-
ance as the expelled component. Although the least con-
centrated suspension (300mg/ml) had the best flow char-
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Other clinical studies on androgen-alone, progestogen-
androgen combinations and inhibitors of intra testicular
androgen action

As part of its ongoing collaboration with national
initiatives in developing countries, the Programme is
providing assistance to multieentre studies to evaluate
the potential for male contraception of androgen-alone
and progestogen-androgen combinations being carried
out, respectively, in China and to be initiated soon in
Indonesia. In addition, partial support is being provided
to a project in Australia to investigate the effect of a 5a-
reductase inhibitor on the suppression of spermatogen-
esis by testosterone.

Androgen-alone

Testosterone undecanoate

Testosterone undecanoate (TU) is a testosterone ester
which, in its injectable formulation, has a pharmacokinetic
profile that falls between the 2-3 weeks' duration of
activity provided by TE and the three months expected of
TB; if this offers the promise of a two-monthly inject-
able product for use alone or in combination with a
progestogen. A dose-finding study with TU was com-
pleted in China in 1997. The results obtained from this
study, which was eo funded by the Programme, have es-
tablished that there was no significant difference be-
tween the two doses of TU used, 500 mg and 1000mg, in
terms of the number of men achieving azoospermia and
the time taken to achieve azoospermia. No adverse be-
havioural or other side-effects were reported by the trial
participants and no unacceptable changes were observed
in any of the clinical chemistry parameters examined.
The planned multieentre contraceptive efficacy study with
TU that is scheduled to commence during 1998 will
probably use a 1000 mg dose during the suppression
phase and either 500 mg or 1000 mg doses to maintain
suppression of spermatogenesis during the efficacy phase
of the trial. Acceptability studies, involving both the trial
participants and their partners, will run concurrently with
the contraceptive efficacy study.
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Progestogen-androgen combinations

DMPAplus TE

A Phase II study of the contraceptive efficacy ofDMPA
plus TE was to have been carried out in Indonesia as a
continuation of an earlier Phase I pharmacokinetic/phar-
macodynamic study of this combination approach. How-
ever, because of the complexity of the treatment regimen,
which involves the injection of DMPA at six-week inter-
vals and of TE at three-week intervals, the protocol has
undergone a number of revisions during the past year
following discussions with the investigators and the sup-
pliers of the products. In an effort to simplify thetreat-
ment regimen, and also evaluate potentially more usable
combinations of materials, it was first proposed that TE
should be replaced with TU and, more recently, that
norethisterone enantate (NET-EN), which is marketed as
a two-monthly injectable contraceptive for women, should
replace the DMPA. The use of NET-EN and TU together,
therefore, offers the possibility of developing and testing
a combined progestogen-androgen preparation with a
two-month duration of action. The protocol for this study,
and that of the acceptability study which will run concur-
rently with it, will be finalized in 1998.

Contraceptive effect of finasteride and testosterone
implants

It has been suggested that the low level of sperma-
.'i',::i:;;: tog~p~~is,tM:f~p . ""'jp some men taking part in clinical
~ ....,'~,Tm ..._ ,~,_,)_,·l·"_·~'--t.~__~_·:".' ~,,c··:·l'!;jYJ.~II.:?~1in~L*g'e ne and ?rogestogen-androgen co.m-

Dmattons as male contraceptives, may be due to a persist-
ing, low level of production of dihydrotestosterone
(DHT). A study is being carried out in Australia to see if
the administration of a So-reductase inhibitor, finasteride,
which will prevent the conversion of testosterone to DHT,
will completely suppress the severe oligozoospermia in-
duced by exogenous testosterone to azoospermia. In this
study, finasteride is administered to men who have had
testosterone-releasing rods (pellets) inserted to suppress
gonadotrophin secretion and subsequent spermatogen-
esis. The levels ofDHT and residual sperm production in
these men are being assessed and compared to those in a
control group of men receiving the testosterone-releasing
rods only.

Acceptability and behavioural studies

The Programme considers it important to carry out
acceptability studies and assessments of behavioural
changes during the course of the clinical testing of male
hormonal contraceptive regimens. Therefore, a study is
being supported in the United Kingdom to develop and
test appropriate study instruments for detecting and meas-
uring behavioural and mood changes in men receiving
exogenous testosterone. In this study, male volunteers

and their partners use diary cards to record sexual activ-
ity, sexual feelings and moods following testosterone
administration. The participating couples are: (i) patients
who have low testosterone production and are starting
treatment with intramuscular injection of 200 mg TE; (ii)
couples undergoing counselling for psychosexual dys-
function; (iii) male partners previously excluded from
male contraceptive trials on minor medical or social
grounds; and (iv) healthy male volunteers. In each. case,
the female partner is also asked to keep a weekly confi-
dential record of sexual activity, sexual interest, general
mood states, quality of sleep and energy level of the male
partner. Physiological assessment of participating cou-
ples is made at baseline and at four-weekly intervals. In
the second stage of the study, the participating men will
be randomly assigned to either the treatment group which
will receive testosterone skin patches, or to the control
group which will receive placebo patches. In this double-
blind, placebo-controlled, cross-over trial, the treatment
is switched after eight weeks. Psychometric assessments
are made and serum testosterone levels measured through-
out the study.

Assistance has been provided during the past year to
investigators in China for the preparation of.appropriate
questionnaires and other study instruments to be used in
an acceptability study that will be carried out in connec-
tion with the TU contraceptive efficacy study. Both quali-
tative and quantitative approaches will be used to collect
information on contraceptive use acceptability, family
size preferences, decision-making regarding contracep-
tive use, and perceptions on male contraceptive injec-
tions. Interviews will be conducted with male study par-
ticipants and their partners, providers of contraceptives
and policy-makers. A similar protocol is being developed
in collaboration with the investigators in Indonesia who
will be involved in the evaluation of. the potential of
NET-EN and TU as a combined progestogen-androgen
contraceptive.

Planned studies

During 1998

It is planned to continue the TB formulation studies
during 1998. The focus of this work will be on assessing
the impact on dosage form stability of variations in the
concentration of the phosphate buffer and the use of
sterile re crystallization and aseptic processing. The latter
studies will be directed at the preparation of a sterile
formulation that does not require terminal sterilization
using gamma irradiation which is known to produce an .
unacceptably high level of breakdown products of un-
known composition and biological activity. It is expected
that these studies will yield a clinically-acceptable com-
position and formulation of TB during 1998 which can
then be evaluated by standard in vitro stability studies, in

73



ANNUAL TECHNICAL REPORT 1997

confirmatory pharmacokinetic studies, and in any addi-
tional toxicity studies that may be required by the regula-
tory authorities.

The mood and behaviour study funded by the Pro-
gramme in the United Kingdom will continue in 1998. In
addition, it is anticipated that the clinical and acceptabil-
ity studies on TU alone in China, and similar studies in
Indonesia to assess the feasibility and acceptability of
using NET-EN and TU as a combined progestogen-
androgen preparation, will be initiated in 1998.

During 1999

Subject to a satisfactory outcome of the preclinical
studies, dose-finding pharmacokinetic and pharmacody-
namic studies will be carried out with TB in hypogonadal
and eugonadal men. The objectives of these studies, which
will be carried out in collaboration with the Contracep-
tive and Reproductive Evaluation Branch of the National
Institute of Child Health and Human Development
(NICHD, Bethesda, MD, USA), are to determine: (i) the
dose of TB required to provide replacement levels of
androgen for men whose gonadotrophin secretion has
been suppressed by a progestogen such as LNg-B; (ii) if
TB alone and in combination with LNg-B can be used to
suppress spermatogenesis; and (iii) the effect of such
treatments on a variety of metabolic parameters in the
treated men. It is planned to initiate these studies in 1999.

The clinical and acceptability studies on TU alone and
with other androgen treatment regimens will be com-
pleted in 1999. The clinical trial of NET-EN and TU will
continue in 1999.

NON-SURGICAL VAS OCCLUSION
(SILICONE PLUGS)

Rationale for the product

Vasectomy is used by approximately 40 million cou-
ples worldwide as their preferred method of fertility regu-
lation. It is highly effective and has a low complication
rate but its more widespread acceptability is affected by
two main factors: (i) the need for a surgical intervention;
and (ii) the fact that the procedure needs to be consid-
ered permanent as reversal is difficult and its success
rate, as determined by subsequent fertility, is low. Al-
though the advent of no-scalpel vasectomy has gone a
long way in reducing the first of these concerns, and the
success rates of vasovasostomy are improving, an ap-
proach is needed to vas occlusion that is easier to per-
form and more predictably reversible, if a greater number
of men are to find this type of method attractive. One of
the most promising of the alternative methods of vas
occlusion is the percutaneous injection of liquid sili-
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cone into the lumen of the vas where it rapidly hardens to
form a plug which prevents the passage of spermatozoa.
This plug can be removed relatively easily later, through
a small incision in the scrotum and vas to ensure subse-
quent vas patency without the need for microsurgery.

Current stage of development and assessment

Programme-supported pilot studies, carried out earlier
in China and Indonesia, provided encouraging prelimi-
nary data to indicate that the percutaneous intravasal
injection of liquid silicone to form cured-in-place plugs
can result in effective vas occlusion. The results obtained
in these studies also indicated that there is a relatively
small difference between the volume of silicone injected
and the pressure used in its injection required to achieve
effective vas occlusion, and the silicone volume and
injection pressure that result in rupture of the vas. In
1996, AVSC International and the company manufactur-
ing the prototype method and associated instruments,
carried out a pilot study with male volunteers in The
Netherlands to assess the effectiveness of the procedure
and the incidence and nature of any complications arising
from the use of the cured-in-place silicone plug ap-
proach to vas occlusion. The results obtained in this pilot
study were analysed during 1997 and are being prepared
for publication.

Progress made during the past year

The Programme has not supported any research on the
silicone plug approach during 1997 but has maintained a
"watching brief' on the clinical study carried out in The
Netherlands with a view to taking part in the study if it
proved successful. The company has advised the Pro-
gramme that the study was terminated, because of poor
occlusion rates, after only 49 men had been recruited. An
initial evaluation of the data has revealed that only 5-
10% of the men became azoospermic, 80% became se-
verely oligozoospermic (i.e with a sperm count of3 5 106/

ml or less) and the remaining 10-15% had reduced sperm
counts but above 3 5 106/ml. The rupture rate, however,
was very low with only one obvious rupture being re-
ported.

Ancillary studies

The Programme has continued to fund the concluding
phases of two long-term follow-up studies in China on
the efficacy and reversibility of other vas occlusion ap-
proaches.

Recovery offertility after vasovasostomy or the removal
of medical-grade polyurethane (MPU) plugs

Assessment of return to fertility was carried out at 36
months post-reversal on 56 men who had had their vasec-
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tomies reversed by microsurgical vasovasostomy and a
further 75 men from whom vas-occluding MPU plugs
had been removed. Sperm reappeared in the semen of all
men in both groups during the three-year follow-up pe-
riod following recanalization. There was no significant
difference in the number of sperm in the ejaculate of the
MPU plug-removed group and the vasovasostomy group
at one month post-reversal. However, the sperm concen-
tration was significantly higher in the MPU plug-removed
group at three months and beyond. The level of antisperm
antibodies, as determined by four different tests, was
higher in the vasovasostomy group than in the MPU
plug-removed group. The pregnancy rate following re-
versal was 66.0% in the vasovasostomy group and 98.7%
in the MPU plug-removed group. These results have been
submitted for publication during the year.

Comparative reversal assessment following three
methods of male sterilization

The Programme continued to sponsor a prospective
lO-centre study in China involving: (i)no-scalpel vasec-
tomy; (ii) vas occlusion with methylcyanoacrylate (MCA);
and (iii)vas occlusion with medical-grade polyurethane
(MPU) plugs. Microsurgical vasovasostomy was used to
effect reversals in all cases. The reversal operation was
found easiest in the no-scalpel vasectomy cases and most
difficult in the MCA group because of the morphological
changes induced in the vas in the latter cases. Of all the
men who had been followed up, the vasectomy reversal
group showed the highest number of sperm in the ejacu-
late or pregnancies, followed by the MCA plug-removal
group, and lastly, the MPU plug-reversal group.

Planned studies

During 1998

It is planned to convene a small consultation during
the first half of 1998 to review, with the clinical investi-
gators and manufacturers of the method, the results ob-
tained in the various studies that have been carried out
with the silicone plug approach to vas occlusion. The
primary objective of this consultation will be to deter-
mine if further research on the efficacy, reversibility and
acceptability of this potential method is warranted and, if
so, the nature and extent of the Programme's involve-
ment in any future studies.

During 1999

The research, if any, to be conducted by the Pro-
gramme in this area in 1999 will depend on the outcome
of the consultation scheduled for the fust half of 1998.

MEDIUM-PRIORITY PRODUCT LEADS

NEW AND IMPROVED METHODS
FOR USE BY WOMEN

CONTRACEPTIVE VAGINAL RING
(LEVONORGESTREL-RELEASING)

Rationale for the product

Women's health advocates have argued that women
need methods which are long-acting and effective but
which remain under their control. The vaginal ring meets
these needs in that it can be easily inserted, checked,
removed and replaced by the woman herself. It also has
other advantages, namely, its use is not·coitally-related, it
provides a constant release rate of drug resulting in a
steady plasma level of the minimum dose required for
contraception, and in the case of accidental pregnancy or
if protection is no longer required, plasma levels fall
rapidly to zero following removal of the ring. Thus, it is
currently the only form.of long-acting contraception which
is user-controlled.

Current stage of development and assessment

The Programme first collaborated with industry in
1974 in testing a series of different progestogens released
from vaginal rings. On the basis of these tests,
levonorgestrel delivered at the rate of 20 Ilg/24 h was
selected as the product of choice. At that point, all activi-
ties were taken over by the Programme, including safety,
efficacy and acceptability testing, and development of
manufacturing equipment. Eventually, in 1990, a license
agreement was concluded with a company in the United
Kingdom for. the manufacture and distribution of this
product.

To fulfil the requirements of the licensing authorities
in the United Kingdom, the company undertook a Phase
III clinical trial of the ring. This study confirmed the
results obtained in previous Programme-supported clini-
cal trials, except that vaginal lesions were reported in a
proportion of the users. As it was hypothesized that these
lesions could be due to a combined effect of pressure from
the ring and thinning of the vaginal wall due to local
exposure to levonorgestrel, the ring was redesigned into
a thinner, more flexible device.

A multieentre clinical trial was initiated to test the
pressure effect of the redesigned ring by comparing the
vaginal effects of a placebo vaginal ring with correspond-
ing observations in a control group of women using a
non-vaginal, non-hormonal method of contraception. The
results suggested that the new ring design did not induce
lesions on the cervix or the vaginal wall and that the new
ring geometry could be considered suitable for future
development of the device.

7S
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centre. Women and men interviewed in Peru, the Philip-
pines and Sri Lanka had chosen the calendar method
because it was inexpensive, always available and free
from side-effects. Women had generally been taught about
the method by a relative or a friend and had limited
understanding of the basis for the method; some attempted
to increase its reliability by increasing the period of
abstinence, although sometimes inappropriately. Gener-
ally, there was a strong demand from these users for
information and counselling on the proper rules to be
followed for maximum efficacy of the method. By con-
trast, in Hungary, couples had selected the method be-
cause they had experienced side-effects with other con-
traceptive methods and found the calendar method
healthier and more natural. They appreciated the close-
ness that the method encouraged within a couple as well
as the freedom of sexual expression during the non-fertile
period. All subjects interviewed in this centre used a
combination of cervical mucus observations, basal body
temperature monitoring and/or calendar method and used
it appropriately.

Progress made during the past year

The Programme has not carried out any studies with
the ring during the past year. In 1997, the pharmaceutical
company decided to withdraw from the project, prefer-
ring to focus on the development of a combined contra-
ceptive ring releasing progestogen and estrogen, and
agreed to return the licence to WHO.

Planned studies

Because of concerns over the limited efficacy of the
ring releasing 20)lg/24 h of levonorgestrel, particularly
in heavier women, tbe Programme is planning to de-
velop, as a final product, a higher dose redesigned vaginal
ring releasing 35)lg/24 h of levonorgestrel. The first
requirement is to manufacture rings .according to Good
Manufacturing Practices, confmn their in vitro release
characteristics and test them in. a pharmacokinetic and
pharmacodynamic study in women. It is anticipated that
a successful outcome to these studies will greatly assist in
attracting a new commercial partner.

NATIJRAL FAMIL Y PLANNING

Rationale for the product

Survey data show· that the "rhythm" or "calendar"
method for determining the fertile period is the method
of natural family planning most commonly used world-
wide. However, there has been little or no scientific
evaluation of any of the suggested calendar-based rules
for determining the period of abstinence. Although this
method is already established and in wide use, its reli-
ability would be improved and its utilization increased by
the provision of simpler and more precise rules on the
timing and duration of the fertile period.

Current stage of development and assessment

A research strategy in this area has been agreed upon
between the Programme and the Institute for Reproduc-
tive Health (IRH) of Georgetown University (Washing-
ton, DC, USA). IRH has conducted studies on the optimi-
zation of calendar rules and the Programme, in collabora-
tion with IRH, conducted focus group discussions with
users in Hungary, Peru, the Philippines and . Lanka to
investigate how couples actually identify .
riod.

Progress made during the past year

The data obtained in these focus group discussions
were reviewed at an investigators' meeting held in Ge-
neva in April 1997. There was a marked contrast between
the three developing country centres and the Hungarian
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Planned studies

During 1998-1999

To respond to the needs of couples for a simple yet
reliable method, the Programme will collaborate with
IRH in supporting a multieentre clinical trial to assess
the efficacy and acceptability of a simplified calendar
method.

IMPROVED LACTA TlONAL
AMENORRHOEA METHOD

Rationale for the product

The Programme has carried out research on lactation
and its role in the natural suppression of fertility since
1984 with the aim of identifying: (i) the determinants of
the duration of lactational infertility; (ii) the neuro-
endocrinological mechanisms involved in ovarian sup-
pression during lactation; (iii) the indicators for the end
of lactational infertility; and (iv) ways for optimal link-
age of the contraceptive effect oflactational amenorrhoea
and the introduction of other methods of family planning.
It is expected that this research would produce informa-
tion on the conditions under which women could reliably
take advantage of the birth-spacing effect of breast- feed-
ing. This research would, therefore, benefit especially
those women who have no other means to regulate their
fertility as well as countries that have limited resources
for family planning methods and services.

This initiative is in line with the Programme of Action
adopted at the International Conference on Population
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and Development (ICPD) in Cairo in September 1994
which includes in its list of objectives in the area of
family planning: "to promote breast-feeding to enhance
birth spacing".

Current stage of development and assessment

In order to permit family planning and reproductive
health programmes to respond to the ICPD call, they
require scientifically valid information on the conditions
under which breast-feeding provides protection against
unplanned pregnancy. These conditions were defined at a
meeting held in August 1988 in Bellagio, Italy, during
which an international group of scientists reviewed the
scientific evidence related to the effect of breast-feeding
on fertility. They concluded that women who are not
using family planning, but who are fully or nearly fully
breast-feeding and amenorrhoeic, are likely to experi-
ence a risk of pregnancy of less than 2% in the first six
months after delivery (Consensus statement, Lancet,
1988, ii:1204-1205). This consensus carpe to be known
as the "Bellagio Consensus".

In 1989, the use of the Bellagio Consensus as a family.
planning method for individual women was defined and
called the Lactational Amenorrhoea Method (LAM), and
guidelines for its use were developed. These guidelines
include three criteria, all of which must be met to ensure
adequate protection from an unplanned, pregnancy: (i)
amenorrhoea, (ii) full or nearly full breast-feeding, and

six months postpartum. The
advice that women who no

anf of these three criteria,' or no longer wish
to use LAM, should immediately start the use of another
family planning method if they wish to avoid pregnancy.

Subsequent to the 1988 Bellagio Consensus meeting,
several studies-some of them designed expressly to test
this Consensus-were undertaken to collect additional
data on pregnancy risk among breast-feeding women in
relation to time postpartum and breast-feeding patterns.
The results obtained in these studies, as well as other
relevant research results, .were reviewed at a second
Bellagio conference in December 1995 which concluded
that the Bellagio Consensus has been clearly confirmed.
From analysis of the research carried out by that time, the
experts participating in the second Bellagio conference
also concluded that, whereas the amenorrhoea criterion is
an absolute requirement for ensuring a low risk of preg-
nancy, it may be possible to relax the requirement of full
or nearly full breast-feeding and to extend the duration of
use beyond six months without jeopardizing effectiveness
of the method.

Progress made during the past year

Additional research is now needed to establish the

conditions under which the above-mentioned modifica-
tions to the Bellagio Consensus can be made. Unfortu-
nately, funds for this area of research have declined and
international organizations are decreasing their activities
in the area of breast-feeding. These activities should, in
fact, be increasing now that the UNICEFIWHO baby
friendly hospital-initiative has revived the interest in
breast-feeding in many countries. Although no new re-
search has been initiated by the Programme in this area
during the 1996-1997 bienniurn, some supplementary
data have become available during the past year from
ongoing studies.

Physical activity and amenorrhoea

It is well-documented that strenuous physical activity
causes amenorrhoea among, for example, ballet dancers
and athletes, It has never been tested, however, whether
hard physical work and negative energy balance can influ-
ence the length of lactational amenorrhoea. A study is
ongoing to investigate this aspect among women working
in tea gardens in northern Bangladesh. In addition to the
funds from the Programme, the study is also supported
by UNICEF, the Universities of Cambridge (United King-
dom) and Paris (France), and by funds from Cambridge
College and the United Kingdom Government. The de-
sign of this three-year study is based on the Programme's
multicentre breast-feeding study, although more exten-
sive data are being collected. The mother-infant pairs
recruited for the study will be followed up to the return
of fecundity rather than retw;n of menses as was done in
the Programme's multieentre study.

According to interim data, chronic malnutrition seems
to be highly prevalent in the population studied. Further,
more than half of the 150 women recruited were still
amenorrhoeic at 12 months and about one-third still at 22
months after delivery.

Optimal linkage of lactational amenorrhoea and other
methods of family planning

Optimal linkage of the contraceptive effect of breast-
feeding and the introduction of other methods of family
planning is a major challenge for family planning pro-
grammes. The results of a Programme-supported second-
ary analysis of data from the Demographic and Health
Surveys (DHS), suggest that breast-feeding women may
be more interested in accepting contraception than women
who do not breast-feed. This seemed to be true particu-
larly in the month when women resumed menstruation
. (Becker and Saifuddin, in press). As lactational infertility
is closely related to the return of menstruation, LAM
could serve as an interim method of birth spacing in
women who select to use it. However, it is not known
how feasible LAM use would be in different settings and
whether women want to rely on it. Therefore, the Pro-
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monal side-effects, largely due to the estrogen compo-
nent of these pills, and concerns about long-term effects
such as the risk of cardiovascular complications or breast
cancer. The emergence of a group of new compounds,
namely the antiprogestogens, has created the possibility
of developing completely novel, estrogen-free contra-
ceptive pills. Antiprogestogens have inhibitory effects at
the pituitary and endometrial levels and could be substi-
tuted for estrogen in a new type of combined (sequential)
pill. These pills would not only be free of estrogen-
induced side-effects but, because of the antiproliferative
effect that antiprogestogens have on target organs, might
also decrease the risk of certain types of cancer.

gramme collaborated with IRH to investigate these is-
sues in a multieentre study.

The study was carried out in eleven centres; two in
Nigeria and one each in Egypt, Germany, Indonesia,
Italy, Mexico, the Philippines, Sweden, the United King-
dom and the USA. A total of 643 women who selected
LAM from among available methods of family planning
were recruited for the study. Acceptability of LAM in
different populations and its efficacy and feasibility as
well as timely acceptance of other methods of contra-
ception were evaluated. Two papers have been published
reporting the results, one on the efficacy of the method
and the other on its acceptability. The overall effective-
ness of LAM use was 98.5%. In all, 40% of the women
fulfilled the LAM criteria for up to six months, providing
more than 2700 women ..months of use (Labbok et al',
Contraception, 1997, 55:327-336). Most women
(83.6%) were satisfied with LAM and nearly 70% of the
women in the study had shifted to another method of
family planning at nine months postpartum (Hight-
Laukaran et al., Contraception, 1997, 55:337-346).

Planned studies

During 1998-1999

The Scientific Review Committee recommended, at
its meeting in November 1997, that there was a need to
evaluate the use-effectiveness of LAM under field con-
ditions in developing countries in order to see if it would
be an acceptable and effective method of postpartum
contraception. In addition, since it is known that there is
a strong association between the length of lactational
amenorrhoea in the same woman after different pregnan-
cies, it is possible that women with prolonged postpar-
tum amenorrhoea might successfully use LAM beyond
six months, but this requires investigation. Another area
where research is considered important is the interface
between LAM use and initiation of another method of
family planning. As proposed by the Scientific Review
Committee, an assessment of outstanding research needs
in this area will be undertaken by the Programme for
consideration by STAG at its meeting in 1999.

LOW-PRIORITY PRODUCT LEADS

AN ESTROGEN-FREE DAILY PILL
(SEQUENTIAL MIFEPRISTONE AND

MEDROXYPROGESTERONE ACETATE)

Rationale for the product

Some of the most common reasons for discontinua-
tion of the use of combined oral contraceptives are hor-
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Current stage of development and assessment

The Programme has investigated the feasibility of this
approach by studying the effects of administering the
antiprogestogen mifepristone in a sequential regimen
with a progestogen. This study has been carried out with
financial support from the Contraceptive Research and
Development Program (CONRAD, Arlington, VA, USA)
and with mifepristone tablets supplied by the Programme.

The study was undertaken with a total of ten sterilized
women volunteers and the treatment regimen consisted
0[-5 mg of mifepristone per day from Days 1-15 of the
menstrual cycle followed by 10 mg of medroxypro-
gesterone acetate (MPA) per day from Days 16-28 of
the cycle. A total of three treatment cycles were studied
in each woman. This treatment regimen resulted in fairly
regular withdrawal bleeding, although treatment cycles
tended to be slightly longer than baseline cycles in all
women (median increase = 2.5 days). Assessment of ovar-
ian function by twice-weekly hormone measurements
and regular ultrasound examinations indicated that five
of the 10 women did not ovulate during the three treat-
ment cycles. In all ovulatory treatment cycles, follicular
rupture occurred between Day 16 and 21 of the pill
cycle, i.e. one to six days after the start of MPA. En-
dometrial biopsies taken during the third cycle of treat-
ment-six to nine days after the start of MPA-invari-
ably showed either delayed or irregular development of
the epithelium (Croxatto et al., Contraception, 1996,
54:79-86).

Planned studies

During 1998

It has been proposed that the endometrial changes
caused by the 5 mg dose of mifepristone used in the
above study may be sufficient, in themselves, to prevent
pregnancy and that complete suppression of ovulation
may not be necessary to achieve good contraceptive effi-
cacy. Therefore, the Programme is planning to carry out
a small study with 40 fertile women volunteers to evalu-
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ate the efficacy of this sequential treatment regimen.
This study will be initiated as soon as further supplies of
the 5 mg rnifepristone tablets become available, prob-
ably some time in 1998.

During 1999

It is envisaged that the contraceptive efficacy study to
be initiated in 1998 will continue through part or all of
1999.

INTRAUTERINE DEVICES

Rationale for the product

Intrauterine devices (IUDs) are used by some 90
million women worldwide. They have the advantage of
being long-acting and also of being relatively easily
removed with a rapid return of fertility. An important
aspect of the acceptability and more widespread use
of the currently available IUDs for interval insertion
is the demonstration of their long-term safety and
efficacy, especially in developing countries. The ob-
jective of the Programme's ongoing research in this
area is to assess the performance characteristics of
new IUDs for interval insertion, in comparative stud-
ies using the CuT380A device, a well-established IUD
with a high level of acceptability.

Current stage of development and assessment

Levonorgestrel-releasing IUD

Previous studies have shown that the intrauterine
administration of progestational steroids is effective
in preventing pregnancy and reducing menstrual blood
loss (Gallegos et al., Contraception, 1978, 17: 153-
161). The drawback to intrauterine' progesterone ad-
ministration is that the effective life span of 12-18
months for the device is too short for most family
planning programmes. The Programme developed and
tested a 2 ug/day levonorgestrel-releasing device but
this was abandoned because of an unacceptably high
level of ectopic pregnancies. In parallel with this re-
search, The Population Council sponsored the devel-
opment and clinical testing of an IUD that releases 20
ug/day levonorgestrel. This device has been reported,
in a randomized study, as having a cumulative preg-
nancy rate at five years of 1.1 per 100 woman-years
but a removal rate for amenorrhoea of nearly 20%
(Sivin, Contraception, 1990, 42:361-378). To date,
there have been more than 70 publications on this
device but very few on its safety and efficacy in devel-
oping countries, where the side-effect of amenorrhoea
may not be as acceptable as it is in some developed
countries. '

The Programme initiated a study to compare the 20
ug/day levonorgestrel-releasing IUD with the TCu380A
device in four centres in late 1993, in another 14 centres
in 1994/1995, and a further two centres in 1997. The
interim results obtained in this study are summarized in
Table I below.

Table 1. Cumulative net discontinuation rates (standard
error) per 100 women at three years of use as of 28
November 1997

TCu380A Levonorgestrel

Total pregnancy 2.3 (1.1) 2.4 (1.4)

Expulsion 10.6 (2.1) 7.2 (1.5)

Total medical removals 13.5 (2.2) 42.9 (3.4)***

• pain and/or bleeding 11.0 (2.0) 17.2 (2.3)*

• amenorrhoea 0.2 (0.1) 27.1 (3.8)***

• hormonal reasons 0.0 (0.0) 3.9 (1.2)**

Loss to follow-up 0.5 (0.2) 2.4 (1.0)

Continuation rate 70.5 (2.9) 45.6 (3.3)***
Number of women

completing interval 39 33
Woman-years 2580.5 2439.1

p<O.05
.. p<O.OI
•• p<O.OOI

•

To date, 1693 subjects have been admitted to the
TCu380A group and 1691 to the levonorgestrel-releasing
IUD group. Interim analysis shows that, at three years of
use, there were significantly higher rates for total medi-
cal removals, removals for bleeding with or without pain,
amenorrhoea and hormone-related reasons for the
levonorgestrel-releasing device. The removals for bleed-
ing disturbances were mainly due to intermenstrual bleed-
ing or spotting and to prolonged duration of menses.
There were two removals for amenorrhoea by the third
year of use with the TCu380A compared to 146 with the
levonorgestrel-releasing IUD. Nine Chinese centres, which
inserted 768 (45%) of the levonorgestrel-releasing de-
vices had 87% of the removals for bleeding or amenorr-
hoea. Removals for hormonal reasons (acne, weight gain,
headache, etc.) were significantly greater than with the
copper device.

All four cases of pelvic inflammatory disease (PID)
that have occurred to date have been with the
levonorgestrel-releasing IUD in situ. These cases have
occurred in four different centres (two in China). All but
four of the IUDs removed because the subject wished to
become pregnant took place in non-Chinese centres. To
date, there has been one ectopic pregnancy reported and
that with the TCu380A in utero.
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Frameless IUD (FlexiGard)

Two of the major reasons for discontinuation of the
use of an IUD are the side-effects of pain and bleeding
and expulsion of the device. These are thought to be
related to the relative size of the frame or shape of the
IUD. Thus, it would be expected that if a "frameless" IUD
could be inserted, these reasons for discontinuation would
be minimized. Results from preliminary clinical trials
with such devices have been encouraging (Batar, Contra-
ception, 1992,46:307-312; Wildemeersch, British jour-
nal of family planning, 1994,20:2-5).

The frameless IUD-the FlexiGard--consists of six
copper sleeves with a surface area of 330 mm' crimped
onto nylon suture material. The device is inserted to a
maximal depth of one centimetre in the fundal myo-
metrium by means of a needle inserter rod and retained in
the myometrium by means of a knot in the suture mate-
rial.

In the ongoing study in which the FlexiGard device is
being compared to the TCu380A, 2104 women have been
recruited to the FlexiGard device and 2184 to the
TCu380A. The interim data obtained after five years are
provided below in Table II.

Compared to the TCu380A, the pregnancy rate for the
FlexiGard was significantly higher at one year of use but
not thereafter. The cumulative expulsion rate for the
FlexiGard was significantly higher at all intervals when
compared to the TCu380A but the second- to. fifth-year
annualized rates were similar.

Table l. Cumulative net discontinuation rates (stand-
arderror) per 100 women at five years of use

TCu380A FlexiGard

Total pregnancy 2.7 (0.4) 2.1 (0.4)
• intrauterine 2.3 (0.4) 2.1 (0.3)
• ectopic 0.5 (0.2) 0.1 (0.1)

Expulsions 4.7 (0.5) 8.0 (0.6)*
Continuation 64.9 (1.1) 63.0 (1.1)
Number of women

completing interval 763 778
Woman-years 7697.6 7465.7

*p<O.OOI

The TCu380A annual pregnancy rate remains constant
whereas the FlexiGard rate is highest in the first year-
principally due to pregnancy occurring after an unno-
ticed expulsion-but thereafter, in the third to fifth year
of use, the rates are comparable to those of the TCu380A.
The provisional conclusion from this study is that the
version of the FlexiGard tested by the Programme, whilst
a novel approach to the problems of expulsion and re-
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movals for pain and/or bleeding, does not fulfil the ex-
pectations of lower expulsion and removal rates because
of the less-than-optimal inserter and insertion technique.
This study was closed down in 1997.
Planned studies

During 1998-1999

The Programme's ongoing comparative study of the
20 ug/day levonorgestrel-releasing IUD and the TCu380A
device will continue throughout the 1998-1999 biennium.
No new studies to be supported by the Programme in this
area are envisaged during the 1998-1999 bienniurn.

INFERTILITY RESEARCH

STD DIAGNOSTIC KITS

Rationale for the product

Genital chlamydial infections are now more common
than those caused by Neisseria gonorrhoeae. In the USA,
chlamydial infection is the most common STD (Cates,
Infectious disease clinics of north America, 1987, 1:1-
23). A similar situation probably exists in developing
countries (Cates, In: Sachs, Beard, Papiernik, eds., Health
carefor women and babies: analysis of medical, ethical,
economic and political issues. New York, Oxford Uni-
versity Press, 1995:57-84). Chlamydial pelvic infection
is usually less symptomatic than. gonococcal infection
and persists for longer with the woman not seeking
medical attention until chronic pelvic pain, abscess for-
mation or, eventually, infertility manifest themselves
(Stamm, Holmes, In: Holmes et al., eds., Sexually trans-
mitted diseases, 2nd edition. New York, McGraw-Hill,
1990:181-184).

Effective screening and intervention for STDs require
close-to-care testing. Ideally, a suitable test would be
simple to perform and capable of detecting multiple
pathogens (e.g, gonococci, Chlamydia and Haemophilus
ducreyi) with high levels of specificity and sensitivity
and at a cost affordable in developing countries. Immuno-
diffusion assays, based upon a membrane format, might
meet these criteria.

Current stage of development and assessment

The work of the Research Group on Prevention and
Management of Infertility in this area originally con-
sisted of a series of stages with objectives which should
result, at a minimum, in the development of useful re-
search reagents for Programme-sponsored research
projects indeveloping countries and, at best, in a poly-
valent diagnostic dipstick for the detection and identifi-
cation of lower genital tract infection.
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At the investigators' meeting in September 1996, it
was agreed that, while the development of simplified
STD diagnostic kits remained a long-term goal, substan-
tial technical difficulties had been encountered. The thrust
of the research to date has been directed towards the
combination of chlamydial antigen detection and local
antibody detection in one kit. Commercial exploitation of
this approach may be challenged by the companies that
have obtained patents recently covering ELISA and mem-
brane formats for chlamydia I diagnosis. It was agreed
that, whilst contacts would continue with potential com-
mercial partners, the immediate priority would be to
produce immunological reagents to further the Pro-
gramme's needs, either for ongoing projects or to permit
retrospective analysis of selected sera from infertility
studies.

Progress made during the past year

Programme-supported investigators in Southarnp-:
ton (United Kingdom) continue to collaborate with
scientists in Cambridge (United Kingdom) where a
project aimed at the development of a chlamydial-
gonococcal lower genital tract diagnostic kit is under
way, funded by the STD Diagnostics Initiative compo-
nent of the Joint United Nations Programme on HIV/
AIDS (UNAIDS). This collaboration includes exchange
of antisera and reagents and training in the bulk culture
of Chlamydia.

Simple diagnostic tests for male urethritis

The rates of chlamydial isolation in men with re-
cent onset of non-gonococcal urethritis, men with no
symptoms or signs of urethritis, and men with gono-
coccal urethritis have been remarkably consistent from
study to study, despite differences in patient popula-
tion and methodology. Chlamydia trachomatis ure-
thral infection in men is more often asymptomatic
than gonococcal urethral infection and many men with
asymptomatic chlamydial urethral infection exhibit
persistent urethral leukocytosis on Gram stains of
urethral secretions, indicating ongoing inflammation.

A dipstick has been developed to detect leukocyte
esterase in urine samples as a screening procedure for
asymptomatic men. More commonly, especially in re-
source-poor settings, the urine sample is examined by
the two-glass test for turbidity. A study to compare the
sensitivity and specificity of the conventional two-glass
turbidity test with the leukocyte esterase dipstick in the
diagnosis of gonococcal and chlamydial urethritis in men
was launched in Thailand in early 1995 and completed in
late 1997. The analysis of the results obtained in this
study is currently under way and publication of these data
is expected in 1998.

Planned studies

During 1998

In Thailand, a study will be started in 1998 in which
an endocervical swab, first voided urine and a self-ad-
ministered tampon will be compared for the diagnosis of
lower genital tract infection in women. The study will be
undertaken in collaboration with scientists from Alice
Springs and Melbourne, Australia.

NEW NON-LATEX MALE CONDOMS AND
FEMALE CONDOMS

Rationale for the product

The male condom is the only method that is effective
in the prevention of STD transmission in a sexually
active population (North, Journal of reproductive medi-
cine, 1988, 33:307-311) but the condom may tear or
rupture during use and can deteriorate during storage.
Effective use of condoms depends upon the correct timing
of application, which in turn depends entirely upon the
active cooperation of the male partner. In addition, the
conventional male condom does not protect the female
external genitalia nor does it completely cover the base of
the penis. A vaginal sheath or female condom composed
of polyethylene has been designed to cover the female
external genitalia and to be under the female partner's
control and thus not dependent upon the male's coopera-
tion.

In some male condom acceptability studies, adverse
comments from users have been received concerning the
tightness and resistance to stretch found with the conven-
tionallatex condoms. These two characteristics may play
a part in the estimated breakage rates of 0.5-5% reported
with vaginal use of male condoms.

Current stage of development and assessment

The Programme is collaborating with the Contracep-
tive and Reproductive Evaluation Branch of the National
Institute of Child Health and Human Development
(NIC~D, Bethesda, MD, USA) and the Contraceptive
Research and Development Program (CONRAD,
Arlington, VA, USA) in the evaluation of a non-latex
male condom. This research is expected to be completed
at the beginning of 1999 when the studies initiated in
1997 and a further two studies to be initiated in 1998 will
have been carried out.

Progress made during the past year

A randomized, comparative contraceptive efficacy
study of two designs of the non-latex male condom and a
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conventional latex male condom, and another study fo-
cusing on acceptability of the non-latex male condom,
were started in four centres in 1997. Data collection is
under way and both studies are expected to be completed
in 1998.

Planned studies

During 1998

A randomized trial to study breakage and slippage
rates in a group of commercial sex workers is scheduled
to start in 1998 in Chiang Mai, Thailand. The women
volunteers are being randomly allocated to either stand-
ard 49 mm latex condoms or to one of two types of non-
latex male condom. After one month, the women will
cross-over to one of the other two types and cross-over
again one month later. The used· condoms will be col-
lected and inspected for their integrity.

In Chengdu (China) it is planned to recruit 60 women
attending an STD clinic to an acceptability study on the
female condom. The women will be provided with five
devices and followed up four to five weeks later.

It is proposed to initiate a study in which women
attending a family planning clinic in Tianjin (China) will
be randomly allocated to either the female condom or the
standard latex male condom. The 200 subjects will be
followed for up to 13 months and the acceptability of
both types of device will be monitored as well as com-
plaints, side-effects and reasons for discontinuation. It is
expected that this study will be completed in early 1999.

STD TREATMENT ALGORITHMS

Rationale for the product

Renewed interest in STDs and the inclusion of HIV
infection as an STD have focused' attention upon the
interaction between HIV infection and concurrent infec-
tion with Neisseria gonorrhoeae and Chlamydia
trachomatis as well as genital ulcer disease. This has
highlighted the need for simpler diagnostic procedures
including clinical examination of the patients. WHO has
suggested an algorithmic approach to the management of
urethral and vaginal discharge (WHO, Technical report
series, 1991, No. 810).

Current stage of development and assessment

The Programme has developed pro tocols for studies to
evaluate modifications of these algorithms using micro-
biological procedures to monitor their effectiveness. A
study was started in 1995 in Thailand to evaluate diagnos-
tic and treatment algorithms for vaginal discharge. One
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hundred and fifty women were recruited to the group who
were investigated using the WHO algorithm for vaginal
discharge as well as 150 women with similar symptoms
who underwent conventional microscopic and microbio-
logical testing.

Progress made during the past year

At initial assessment, both groups were similar and
there was no association between any demographic char-
acteristic and diagnosis. Both protocols resulted in clini-
cally and statistically significant improvements for women
with candidiasis, bacterial vaginosis, and trichomoniasis,
The sensitivities and specificities of various indicators
were: curd-like vaginal discharge for candidiasis 72%
and 100%; homogeneous vaginal discharge for bacterial
vaginosis or trichomoniasis 94% and 88%; absent or
scanty lactobacilli for bacterial vaginosis 99% and 68%;
clue cells for bacterial vaginosis 81% and 99%; visible
endocervical mucopus for Chlamydia or gonorrhoea 36%
and 86%; and microscopic endocervical mucopus for
Chlamydia or gonorrhoea 64% and 69%. It is concluded
that simple clinical indicators for candidiasis, bacterial
vaginosis or trichomoniasis are sufficiently sensitive
and specific for use in situations where there is no labo-
ratory support.

Planned studies

During 1998-1999

No further studies are planned or proposed in this area
during the 1998-1999 biennium.

ANTI-CHLAMYDIA VACCINE

Rationale for the product

Chlamydia trachomatis infection has been recog-
nized as a significant risk factor for the spread of HIV
infection (Wasserheit, In: Chen, Sepulveda, Segal, eds.,
AIDS and women's reproductive health; science for
policy and action. New York, Plenum Press, 1991:47-
72). It is difficult to control disease transmission by
modifying people's sexual behaviour through health edu-
cation' alone. Additional strategies include vaccine de-
velopment and simpler laboratory diagnostics which of-
fer the prospect of controlling the spread of chlamydial
infection.

Current stage of development and assessment

For some years, the Research Group on Prevention
and Management of Infertility has been funding a project
in Southampton (United Kingdom) to explore the feasi-
bility of developing a vaccine against chlamydial genital
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tract infections. Most of the substantial knowledge of
the immunochemistry of chlamydia I antigens has arisen
indirectly from the desire to develop chlamydia I vaccines.
This knowledge includes: the definition of the chlamydial
major outer membrane protein (MOMP) as the
immunodominant surface antigen of chlamydia I elemen-
tary bodies; understanding of the structural basis of
chlamydial serology; the high-resolution definition of
the target epitopes on MOMP against which neutralizing
antibodies are directed; and, more recently, delineation
of target T-helper cell epitopes on MOMP recognized by
the primary human immune response.

The main thrust of the Programme-supported vaccine
project was that, using peptide and recombinant vaccines
targeted against MOMP, it might be possible to elicit an
effective, chlamydia static local antibody response in the
female genital tract that protects against chlamydia I chal-
lenge and thus, indirectly, against pelvic inflammatory
disease.

Progress made during the past year

Recent studies of protective immunity against
chlamydial genital tract infection in knock-out mice, in
which the genes for y-interferon and the y-interferon
receptor have been deleted, suggest that it may not be
possible to elicit an effective chlamydiastatic immune
response in the female genital tract. Studies in an insti-
tute in Gothenburg (Sweden) in collaboration with the
Southampton group, together with work by others, con-
sistently iridicate that, in knock-out mice, antibodies
against chlamydial MOMP play a relatively marginal
role in immunity against chlamydial genital tract infec-
tion. However, these studies also suggest that T-helper 1
lymphocyte responses to chlamydial infection, mediated
in part by y-interferon and nitric oxide induction in
macrophages, play a significant role in protection. Fur-
thermore, workers in Canada have. recently shown that
DNA vaccines expressing chlamydial MOMP are capa-
ble of inducing protective immunity in the mouse against
a model lethal chlamydial respiratory infection.

Planned studies

During 1998-1999

Despite these new insights, it is clear that there is still
much basic work to be done on the immunology of the
female genital tract and to. understand the immunopa-
thology of chlamydial pelvic inflammatory disease before
a chlamydial vaccine can be considered a realistic or safe
option. Accordingly, it has been agreed to discontinue the
vaccine project and no further studies in this area are
planned or proposed for the 1998-1999 biennium. How-
ever, consideration will be given to the support of joint

projects involving partnerships between developed and
developing countries that further understanding of geni-
tal tract immunology in men and women, and the immu-

I

nopathology of pelvic inflammatory disease.

The absence of expenditure :during the 1996-1997
biennium was due to the discontinuation of research on
the development of an anti-chlamydial vaccine.

GOAL-ORIENTED BASIC RESEARCH

The rationale for basic research

The basic research supported by, the Programme in the
area of Technology Development and Assessment has
been directed at two main issues.ui) the alleviation of
side-effects associated with the use of existing methods
of fertility regulation and promising new ones that are
under development; and (ii) the ndentification of new
points of specific intervention in the. reproductive proc-
ess. This lion product-related basic .research supported
by the Programme during the past year has been focused
on gaining a clearer understanding of: (i) the mecha-
nisms of endometrial bleeding in order to work out strat-
egies to address the problems of'iirregular and heavy
bleeding that are often associated with the use of hormo-
nal methods of contraception by .women; and (ii) the
process of sperm production in the testis and subsequent
attainment of fertilizing ability by the mature spermato-
zoon, as a means of identifying newcopportunities for the
development of methods of fertilityregulation for use
by men.

Current stage of development and.assessment

Endometrial bleeding

Of the more than 15 million women using progestogen-
only methods of contraception, a highpercentage endure
the irregularities in vaginal bleeding; these methods in-
duce. This has significant implications for their sexual
life as well as impact on their sociocultural, economic
and, for some, religious status. The (qptions offered to
them are few. The addition of estrogens is only moder-
ately beneficial and negates some .of the benefits of a
progestogen-only method. Non-steroidal anti-inflamma-
tory drugs have positive effects but are often too expen-
sive or not available locally. Thes leaves counselling as
the main resource that women experiencing bleeding
irregularities can expect from providers. Clearly, there
is a need to better understand the mechanisms of men-
struation and how these are affected by contraceptive
steroids, particularly progestegens. This will provide the
necessary knowledge to formulate appropriate treatments
and develop new methods free of these side-effects.
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levels ofMMP-9, an enzyme capable of degrading base-
ment membrane components, were found in association
with the occurrence of abnormal bleeding. The elevated
MMP-9 levels were located particularly in the perivas-
cular stroma and at sites of tissue breakdown. Levels of
TIMPs were found to be low, suggesting that the tissue is
not protected from the degradative actions of even low
levels of active MMPs. These preliminary observations
require further investigation but they are particularly
relevant as TIMP analogues are becoming available for
therapeutic purposes.

Using the implantable contraceptive Norplant as a
model, research to date has identified a number of mecha-
nisms which contribute to endometrial bleeding andwhich
are strongly influenced by levonorgestrel. Some of the
major fmdings relate to the vasculature, the integrity of
the stroma and the products of migratory cells, as fol-
lows.

Endometrial vasculature

Hysteroscopic observations have confirmed increased
endometrial vascularity in Norplant users, a phenomenon
that occurs as early as one month after Norplant inser-
tion and may be associated with the recent fmding of
increased endometrial vascular endothelial growth factor
(VEGF) in these women. The degree of vascularity was
related to recent breakthrough bleeding and bleeding was
seen coming from a wide variety of vascular structures.
These included neovascular patterns suggestive of erratic
angiogenesis, dilated veins, and petechiae and ecchy-
moses, suggestive of fragility of the superficial endome-
trial vasculature and possibly of an inflammatory proc-
ess. These direct observations supported results from
previous studies which suggested abnormalities in en-
dometrial angiogenesis and an asynchrony between the
growth and regression of the endometrial microvascula-
ture and that of other endometrial tissues.

Endometrial stroma

New data have provided a greater understanding of the
mechanisms responsible for stromal integrity. It has been
shown that in the normal cycle, matrix metalloproteinases
(MMPs) play a pivotal role in the tissue degradation
which occurs at menstruation. Regulation of production
and activation of these MMPs is complex, but evidence
suggests that progesterone withdrawal, locally produced
cytokines and products of migratory cells, such as mast
cells and eosinophils, all play a role. While progesterone
withdrawal increases production of all MMPs, it sec::msto
have no effect on their inhibitors (tissue inhibitors of
metalloproteinases, TIMPs). Thus, this imbalance leads
to substantial degradation of the connective tissue ele-
ments in the endometrium, and to bleeding and slough-
ing which is characteristic of menstruation.

Migratory cells

Migratory or resident cells such as eosinophils or mast
cells produce substances which either attract or activate
other cells. They also produce MMPs themselves, provide
cytokines, some of which could upregulate MMP produc-
tion in adjacent cells, and synthesize other proteases
which could activate latent MMPs.' All these activities
combine to produce a cascade of MMP synthesis and .
activation. InNorplant-exposed endometrium, large num-
bers of activated mast cells have been seen, and elevated
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One study identified differences among Norplant us-
ers.with different bleeding patterns. Compared to those
with a normal bleeding pattern, the subjects who experi-
enced abnormal bleeding had a significantly increased
number of endometrial CD68 cells (macrophages)
whereas the number of CD3 cells (T cells and
macrophages) and CD43 cells (endometrial granulated
lymphocytes [EGL] and macrophages) was unchanged.
Since EGL and macrophages are known to release a
number of cytolytic and cytotoxic molecules which may
play a role in the initiation or acceleration of progesta-
tional endometrial necrosis, these observations may of-
fer hew perspectives for the treatment of progestin-in-
duced endometrial bleeding.

In 1997, a study was launched to investigate the fol-
lowing parameters in the endometrium of women ex-
posed toNorplant compared to non-contracepting women:

-the expression and distribution of cellular markers that
may contribute to vascular fragility,

-the binding capacity of progesterone receptors and the
expression of progesterone-regulated proteins, to ex-
plain the previous finding of an increased immuno-
staining of stromal progesterone receptor,

-the regulation of MMPs, •
-the epithelial integrity in the endometrium,
-the rates of endometrial and vascular apoptosis in
Norplant users with and without breakthrough bleed-
ing and the expression and distribution of factors known
to influence apoptosis, and

-the types of lymphomyeloid cells and their link with
the bleeding process.

In addition, a multieentre clinical trial is planned to
test the efficacy of new treatment modalities on pro-
gestogen-induced endometrial bleeding. This is based on
the observations that progestogen-induced bleeding is
initiated and/or maintained through an inflammatory
process which is characterized by endometrial stromal
infiltration of lymphomyeloid cells and mast cells, and
the knowledge that these cells can release cytokines (e.g.
tumour necrosis factor-a, interferon-y, etc.) with a range
of inflammatory actions, as well as free radicals which
cause direct cell damage. Thus, this study will test the
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effect of vitamin E as an anti-oxidant, and of low-dose
aspirin as an anti-inflammatory agent, alone and in com-
bination, on Norplant-induced prolonged bleeding.

Spermatogenesis and sperm maturation

Research has continued during the past year on a small
number of projects investigating molecular asects of
testicular and epididymal physiology relevant to the pro-
duction and post-testicular development of spermatozoa.
The first four of the eight projects summarized below
have been supported through a matched funding arrange-
ment with the Rockefeller Foundation.

The role of adenosine deaminase in male reproduction
and its histological localization

This study involves the screening of cDNA libraries
with the objective of isolating a testis-specific cDNA
coding for testicular adenosine deaminase (ADA).
Monoclonal antibodies specific for testicular ADA have
been prepared and their effects on fertility are being
evaluated in laboratory animals to determine the feasibil-
ity of developing an ADA irnmunocontraceptive.

The physiological significance in spermiogenesis of a
truncated form of the proto-oncogene c-kit specifically
expressed in mouse spermatids

This project is investigating the role of the c-kit prod-
uct in fertilization and pre-implantation development in
order to determine if the inhibition of the expression or
function of this product would have any effect on the
fertilizing capacity of sperm. The results obtained so far
are relevant for understanding egg activation following
sperm penetration. The ongoing research should further
define the functional significance of the c-kit product in
spermiogenesis as well as the fertilizing ability of sperm
produced in knock-out mice in which the gene for the c-
kit promoter has been deleted.

Biochemistry of sperm capacitation and the acrosome
reaction

In this project, which was supported until 1996, pro-
teins that cross-react with antibodies raised to bovine
serum protein (BSP)-A3 and similar antigens from semi-
nal fluid were isolated and purified and their effect on
phospholipase A2 (PLA2) activity on bovine serum pro-
teins was studied. The mechanism of inhibition of semi-
nal PLA2 activity by BSP has been further elucidated in
these studies, which have resulted in seven publications.

Infertility-related human monoc/onal antibody study

In this project, monoclonal antibodies have been raised
against sperm-specific and epididymis-specific proteins

using hybridomas formed from lymphocytes of infertile
men. The ongoing work will focus on establishing the
tissue-specificity of these proteins and on improving the
production of the anti-epididymis monoclonal antibod-
ies.

GABA-ergic neurotransmitter mechanisms involved in
the control of sperm function

This project, involving the use of GABA-A receptor-
binding antagonists and agonists, has suggested the pres-
ence of GABA-A receptors on human sperm membrane.
The effects of GABA-A on sperm motility including
hyperactivation, has also been demonstrated in capacitat-
ing medium. These results suggest that GABA appears to
be one of the factors that modulate sperm function and
motility and could play a role in male fertility.

Effects of triptolide on histopathology of the testis and
epididymis in adult rats

Previous studies carried out by Programme-sup-
ported and other investigators have shown that ex-
tracts of the roots of the Chinese medicinal plant
Tripterygium wilfordii cause infertility in male rats.
One of the most promising antifertility compounds-to
be isolated from these extracts, triptolide, is being
studied in this project for its structural and functional
effects on the testis of rats in order to determine if
clinical studies to investigate the antifertility effect
of this compound in man can be justified.

In vivo evaluation of the genotoxicity of triptolide

This project was carried out as part of the routine
preclinical safety evaluation of triptolide and in accord-
ance with standard protocols for mutagenicity evalua-
tions. No signs of clinical toxicity and no mortality were
observed in the treated animals and the treatment did not
induce a significant increase in structural or numerical
chromosome aberrations in bone marrow under test con-
ditions.

Evaluation of the effects of a high-potency androgen on
mouse testis and prostate

Although androgens are central to any hormonal regi-
men for male contraception, they have a major limitation
in that a large mass of steroid needs to be injected in order
to provide a long-acting depot preparation. More potent
androgens may provide the same level and duration of
contraceptive effect with a smaller dose of material. A
new study has been initiated, therefore, to assess the
effects of a synthetic high-potency androgen on the
mouse testis, prostate and liver, and to characterize its
relative potency in in vitro androgenic, progestogenic
and estrogenic bioassay systems.
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Annex 1

SCIENTIFIC REVIEW COMMITTEE TECHNOLOGY DEVELOPMENT AND ASSESSMENT IN 1997

Members

*M. Berer, Reproductive Health Matters, London, United Kingdom
G. Bialy, Center for Population Research, NICHD, Bethesda, MD, USA
J. Findlay (Chairman), Prince Henry's Institute of Medical Research, Clayton, Australia
M.l Free, Program for Appropriate Technology in Health, Seattle, WA, USA
M.lK. Harper, The Consortium for Industrial Collaboration in Contraceptive Research, Arlington, VA, USA
B.T. Nasah, Buea, South West Province, 'Cameroon
*N. Ortayli, Institute of Child Health, University of Istanbul, Istanbul, Turkey .
*A.F. Schrater, Smith College Foundation, Project on Women and Social Change, Northampton, MA, USA
*C.C.L. Wang, Harbor-UCLA Medical Center, Torrance, CA, USA
*Xiao Bilian, National Research Institute for Family Planning, Beijing, China

Developing countries Countries in transition

Number % of total Number % of total

Members 3 30
Women 2 20

from:
AFRO 10
AMRO
EMRO
EURO 1 10
SEARO
WPRO 10

Developed countries Totals

Number % of total

10

5
o
2
o
2

5 50

10

*Denotes woman
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Annex 1

RESEARCH GROUP ON LONG-ACTING SYSTEMIC AGENTS FOR FERTILITY REGULATION IN 1997

Members

1. Findlay (Chairman), Prince Henry's Institute of Medical Research, Clayton, Australia
S. Killick, The Princess Royal Hospital, Hull, United Kingdom
*M.R. Massai, Chilean Institute of Reproductive Medicine (lCMER), Santiago, Chile
*R. Snow, Harvard School of Public Health, Boston, MA, USA
Wisut Boonkasemsanti, Chulalongkorn University, Bangkok, Thailand

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 2 40 3 60 5
Women 1 20 20 2

from:
AFRO
AMRO 20 20 2
EMRO
EURO 20
SEARO 20
WPRO 20

Collaborating agency scientists

*N. Alexander, National Institute of Child Health and Human Development, Bethesda, MD, USA
*L. Dorflinger, Family Health International, Research Triangle Park, NC, USA
H. Gabelnick, Contraceptive Research and Development Program (CONRAD), Arlington, YA, USA
H. Nash, The Population Council, New York, NY, USA

*Denotes woman
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Annex 1

RESEARCH GROUP ON POST-OVULATORY METHODS FOR FERTILITY RE.GULATION IN 1997

Members

*Cheng Linan, Zhong Shan Hospital, Shanghai Medical University, Shanghai, China
D.A. Grimes, (Chairman) University of California, San Francisco, CA, USA
P.C. Ho, University of Hong Kong, China Hong Kong SAR
B. Resch, Albert Szent-Gyërgyi Medical School, Szeged, Hungary
*J. Sengupta, All India Institute of Medical Sciences, New Delhi, India
*M.-L. Swahn, Karolinska Institute, Stockholm, Sweden
*L. Tseng, State University of New York, Stony Brook, NY, USA
Wang Jie-dong, National Research Institute for Family Planning, Beijing, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 4 50 12 3 37 8
Women 2 25 2 25 4

from:
AFRO 0
AMRO 2 25 2
EMRO 0
EURO 12 12 2
SEARO 1 12 1
WPRO 3 37 3

Collaborating agency scientist

R. Spirtas, Contraceptive and Reproductive Health Branch, National Institute of Child Health and Human Develop-
ment, Rockville, MD, USA

*Denotes woman
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Annex 1

RESEARCH GROUP ON METHODS FOR THE REGULATION OF MALE FERTILITY IN 1997

Members

K.M. Arsyad, Sriwijaya University, Palembang, Indonesia
H. Behre, Institute of Reproductive Medicine of the University, Munster, Germany
W.J. Bremner, Population Center for Research in Reproduction, University of Washington, Seattle, WA, USA
I. Huhtaniemi, University of Turku, Turku, Finland
S. Roy, Reproductive Health Foundation, New Delhi, India
*C.C.L. Wang (Chairman), Harbor-UCLA Medical Center, Torrance, CA, USA
F.C.W. Wu, University of Manchester, Manchester, United Kingdom

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 2 29 5 71 7
Women 1 14

from:
AFRO 0
AMRO 2 29 2
EMRO 0
EURO 3 43 3
SEARO 2 29 2
WPRO 0

Collaborating agency scientists

*N. Alexander, National Institute of Child Health and Human Development, Bethesda, MD, USA
H. Gabelnick, Contraceptive Research and Development Program (CONRAD), Arlington, VA, USA
C. Carignan, AVSC International, New York, NY, USA
*K. Ringheim, Agency for International Development, Washington, DC, USA
J. Spieler, Agency for International Development, Washington, DC, USA

*Denotes woman
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Annex 1

RESEARCH GROUP ON IMMUNOCONTRACEPTIVES IN 1997

Members

A. Beale, Wellcome Biotechnology, Beckenham, United Kingdom (retired)
M. Bygdeman, Karolinska Hospital, Stockholm, Sweden
B. Cinader, University of Toronto, Toronto, Canada
R. Elton, Sandoz Research Institute, East Hanover, NJ, USA (retired)
W. Jones (Chairman), Flinders Medical Centre, Adelaide, Australia
R. Loblay, Clinical Immunology Research Centre, Sydney, Australia
*V. Odlind, University Hospital, Uppsala, Sweden
*S. Pierce, Northwestern University, Evanston, IL, USA
*A.F. Schrater, Smith College Foundation, Project on Women and Social Change, Northampton, MA, USA
*S. Sehgal, Postgraduate Institute of Medical Education and Research, Chandigarh, India
G. Sukhikh, International Institute of Biological Medicine, Moscow, Russian Federation

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 1 9 9 9 82 11
Women 9 3 27 4

from:
AFRO 0
AMRO 4 36 4
EMRO 0
EURO 9 3 27 4
SEARO 9
WPRO 2 18 2

Collaborating agency scientists

D. Colvard, Contraceptive Research and Development Program (CONRAD), Arlington, YA, USA
M. McClure, National Institute of Child Health and Human Development, Bethesda, MD, USA
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Annex 1

RESEARCH GROUP ON NATURAL REGULATION OF FERTILITY IN 1997

Members

*Cui Nian, Family Planning Research Institute of Sichuan, Chengdu, China
*P. Frank-Herrmann, Medical Clinics of the University of Diisseldorf, Diisseldorf, Germany
P. Howie (Chairman), University of Dundee, Dundee, United Kingdom
*K.H. Tennekoon, University of Colombo, Colombo, Sri Lanka
J.-C. Thalabard, ·University of Paris, Paris, France

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 2 40 3 60 5
Women 2 40 20 3

from:
AFRO 0
AMRO 0
EMRO 0
EURO 3 60 3·
SEARO 20 1
WPRO 20 1

Collaborating agency scientists

*M. Labbok, Institute for Reproductive Health, Washington, DC, USA
*V. Lamprecht, Institute for Reproductive Health, Washington, DC, USA

*Denotes woman
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Annex 1

RESEARCH GROUP ON INFERTILITY IN 1997

~embers

T. Chipato, University of Zimbabwe, Harare, Zimbabwe
G. Crosignani, University of Milan, Milan, Italy
A. Hinting, Airlangga University, Surabaya, Indonesia
O.A. Ladipo (Chairman), East Glamorgan General Hospital, Pontypridd, United Kingdom
*A. LIop, Pedro Kouri Institute, Havana, Cuba
*P. Orr, University of Manitoba, Winnipeg, Canada
*Xu Ling, Peking Union Medical College Hospital, Beijing, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 4 57 3 43 7
Women 2 29 14 3

from:
AFRO 14 1
AMRO 14 14 2
EMRO 0
EURO 2 29 2
SEARO 14
WPRO 14

Collaborating agency scientists

W. Cates, Family Health International, Research Triangle Park, NC, USA
A. Spira, National Institute of Health and Medical Research (lNSERM), Paris, France
*J. Wasserheit, Centers for Disease Control and Prevention, Atlanta, GA, USA

*Denotes woman
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Annex 1

RESEARCH GROUP ON IUDs IN 1997

Members

*Cao Xiaoming, Tianjin Municipal Research Institute of Family Planning, Tianjin, China
Darnrong Reinprayoon, Chulalongkorn Hospital, Bangkok, Thailand
*Luo Shi-yuan, Family Planning Research Institute of Sichuan, Chengdu, China
E. Pizarro, Hospital lose, Joaquin Aguirre, Santiago, Chile
*B. Rojnik (Chairman), Gynaecological Clinic, Ljubljana, Slovenia
B.L. Sheppard, St lames's Hospital, Dublin, Ireland
H.E. Van Kets, University Hospital, University of Ghent, Ghent, Belgium
*Wu Shangchun, National Research Institute for Family Planning, Beijing, China
*Zhuang Liu-qi, International Peace Maternity and Child Health Hospital, Shanghai, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 7 78 2 22 9
Women 5 56 5

from:
AFRO 0
AMRO 11 1
EMRO 0
EURO 11 2 22 3
SEARO 11 1
WPRO 4 44 4

*Denotes woman
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Annex 2

RESEARCH GROUP ON LONG-ACTING SYSTEMIC AGENTS FOR FERTILITY REGULATION

Scientists in 1997

Principal investigators

Biran Affandi, University of Indonesia, Jakarta, Indonesia
LW. Aitken, Harvard School of Public Health, Boston, MA, USA
F. Alvarez, PROFAMILIA, Santo Domingo, Dominican Republic
D.F. Archer, Jones Institute for Reproductive Medicine, Norfolk, VA, USA

. *V. Brache, PROFAMILIA, Santo Domingo, Dominican-Republic
D. Clark, McMaster University, Hamilton, Canada
A.L. Fites, Cook Imaging, Bloomington, IN, USA
l.S. Fraser, Queen Elizabeth II Research Institute for Mothers and Infants, Sydney, NSW, Australia
*Gu Sujuan, Beijing Municipal Research Institute for Family Planning, Beijing, China
*R. Hamzaoui, Research Centre for Human Reproduction, Tunis, Tunisia
S. Killick, The Princess Royal Hospital, Hull, United Kingdom
*B.-M. Landgren, Karolinska Hospital, Stockholm, Sweden
E. Marbaix, International Institute of Cellular and Molecular Pathology, Brussels, Belgium
*R. Massai, Chilean Institute of Reproductive Medicine (lCMER), Santiago, Chile
*Manee Piya-Anant, Siriraj Family Health Research Centre, Bangkok, Thailand
*A. Rodger, University of Warwick, Coventry, United Kingdom
P. Rogers, Monash Medical Centre, Clayton, Australia
J. Ruminjo, University of Nairobi, Nairobi, Kenya
*L. Salarnonsen, Prince Henry's Institute of Medical Research, Clayton, Australia
P. Smith, Palmer Research Laboratories, HolywelI, United Kingdom
*S.B. Subakir, University of Indonesia, Jakarta, Indonesia
*Khin Thet Wai, Department of Medical Research, Yangon, Myanmar
Julianto Witjaksono, University of Indonesia, Jakarta, Indonesia
S. Wonodirekso, University ofIndonesia, Jakarta, Indonesia

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 12 50 12 50 24
Women 7 29 3 13 10

from:
AFRO 1 4
AMRO 3 13 4 17 7
EMRO 4 1
EURO 5 21 5
SEARO 6 25 6
WPRO 4 3 13 4

*Denotes woman
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Other scientists

1. Baker, Jones Institute for Reproductive Medicine, Norfolk, YA, USA
*K. Ba-Thike, Institute of Medicine, Yangon, Myanmar
W. Hadisaputra, University of Indonesia, Jakarta, Indonesia
*K. Hammesley, Princess Royal Hospital, Hull, United Kingdom
T. Krausz, Hammersmith Hospital, London, United Kingdom
*B. Larsson, Karolinska Hospital, Stockholm, Sweden
Tseng Lau, Monash Medical Centre, Clayton, Australia
*M. Marsh, Prince Henry's Institute of Medical Research, Clayton, Australia
R. Robison, Cook Imaging, Bloomington, IN, USA
*K. Sanders, University of Warwick, Coventry, United Kingdom
P. Soutter, Hammersmith Hospital, London, United Kingdom
M. Vekemans, Saint-Pierre University Hospital, Brussels, Belgium
*E. Weisberg, Queen Elizabeth II Research Institute for Mothers and Infants, Sydney, NSW, Australia

Developing countries Countries in transition Developed countries
Totals

Number % of total Number % of total Number % of total

All 2 15 11 85 13
Women 1 8 5 38 6

from:
AFRO 0
AMRO 2 :15 2
EMRO 0
EURO 6 -46 6
SEARO 2 15 2
WPRO 3 23 3

*Denotes woman
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Annex 2

RESEARCH GROUP ON POST-OVULATORY METHODS FOR FERTILITY REGULATION

Scientists in 1997

Principal investigators

O. Adetoro, Ogun State University, Sagamu, Nigeria
S. Alexaniants, Armenian Research Centre of Maternal and Child Health Protection, Yerevan, Armenia
D. Apter, Finnish Student Health Service, Helsinki, Finland
K.L. Austin, Centre for Research in Human Reproduction, Panama, Panama
*S..N. Bagshaw, New Zealand Family Planning Association, Christchurch, New Zealand
G. Bártfai, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
M. Bygdeman, Karolinska Institute, Stockholm, Sweden
*Cao Yong-Qing, Institute of Zoology, Beijing, China
Chen Jun-kang, Shanghai Institute of Planned Parenthood Research, Shanghai, China
*Cheng Wei-yu, Tianjin Municipal Research Institute for Family Planning, Tianjin, China
M.D. Creinin, University of Pittsburgh, Pittsburgh, PA, USA
H. Croxatto, Chilean Institute of Reproductive Medicine (lCMER), Santiago, Chile
*Ding Ju-hong, Jiangsu Family Planning Research Institute, Nanjing, China
*A. Gebbie, Family Planning and Well Woman Services, Edinburgh, United Kingdom
D. Ghosh, All India Institute of Medical Sciences, New Delhi, India
M. Gómez-Alzugaray, National Institute of Endocrinology, Havana, Cuba
*E. Guilbert, The Central Hospital of the University of Laval, Quebec, Canada
*R. Harnzaoui, Research Centre for Human Reproduction, Tunis, Tunisia
*M. Haukkamaa, University of Helsinki, Helsinki, Finland
D.L. Healy, Monash University, Clayton, Victoria, Australia
1. Herczeg, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
P.C. Ho, University of Hong Kong, China Hong Kong SAR
A.G. Khomassuridze, Zhordania Institute of Human Reproduction, Tbilisi, Georgia
*R.J. Kirkman, University Hospital of South Manchester, Manchester, United Kingdom
*E.S. Kononova, D.O. Ott Institute of Obstetrics and Gynaecology, St Petersburg, Russian Federation
L. Kovacs, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
*G.M. Leavesley, Family Planning Association of Western Australia, Northbridge, Australia
Liu Chang-guan, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Liu Yi-xun, Institute of Zoology, Academia Sinica, Beijing, China
Y.W. Loke, Cambridge University, Cambridge, United Kingdom
*S. Mittal, All India Institute of Medical Sciences, New Delhi, India
C. Ngai, University of Hong Kong, China Hong Kong SAR
*Nguyen thi Nhu Ngoc, Hung Vuong Hospital, Ho Chi Minh City, Viet Nam
*O.K. Ogedengbe, University of Lagos, Lagos, Nigeria
1. Otubu, University of Jos, Jos, Nigeria
*A. Oyunbileg, State Research Centre on MCH for Human Reproduction, Ulaanbaatar, Mongolia
*N.G. Pavlova, D.O. Ott Institute of Obstetrics and Gynaecology, StPetersburg, Russian Federation
R.N.V. Prasad, National University of Singapore, Singapore
*A. Pretnar-Darovec, University Medical Centre, Ljubljana, Slovenia
*H.E. Roberts, New Zealand Family Planning Association, Auckland, New Zealand
D. Sakkas, University of Geneva, Geneva, Switzerland
Sang Guo-wei, Family Planning Research Institute of Zhejiang, Zhejiang, China
B.N. Saxena, Indian Council of Medical Research, New Delhi, India
*J. Sengupta, All India Institute of Medical Sciences, New Delhi, India
*R.S. Shah, Institute for Research in Reproduction, Mumbai, India
*Song Li-juan, Tianjin Municipal Research Institute for Family Planning, Tianjin, China

*Denotes woman
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*E. Sotnikova, Research Centre of Obstetrics, Gynaecology and Perinatology, Russian Academy of Medical Sciences,
Moscow, Russian Federation
*M.J. Sparrow, New Zealand Family Planning Association, Wellington, New Zealand
*Wang Hang-zheng, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Wang Jie-dong, National Research Institute for Family Planning, Beijing, China
*E. Weisberg, Family Planning Association of New South Wales, Sydney, NSW, Australia
*Wu Shang-chun, National Research Institute for Family Planning, Beijing, China
*Wu Yan-wan, National Research Institute for Family Planning, Beijing, China
*Wu Yu-ming, Peking Union Medical College Hospital, Beijing, China
S. Zalányi, Albert Szent-Gyërgyi Medical University, Szeged, Hungary

Developing countries . Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 31 56 9 16 15 27 55
Women 16 29 3 5 9 16 28

from:
AFRO 3 5 3
AMRO 3 5 2 4 5
EMRO 2 1
EURO 1 2 9 16 7 13 17
SEARO 5 9 5
WPRO 18 33 6 11 24

*Denotes woman
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Other scientists

D. Baird, University of Edinburgh, Edinburgh, United Kingdom
P. Bischof, University of Geneva, Geneva, Switzerland
*K. Gernzell-Danielsson, Karolinska Hospital, Stockholm, Sweden
M. Horga, Medical Research Centre, Targu-Mures, Romania
*A. King, University of Cambridge, Cambridge, United Kingdom
Jia Meng-chun, National Research Institute for Family Planning, Beijing, China
C.P. Puri, Institute for Research in Reproduction, Mumbai, India
*Qiao Gen-mei, National Research Institute for Family Planning, Beijing, China
*Song Si, Shanghai Institute of Planned Parenthood Research, Shanghai, China
*Wu Er-ruo, National Research Institute for Family Planning, Beijing, China
*Xiao Bilian, National Research Institute for Family Planning, Beijing, China
*Zhu Peng-di, National Research Institute for Family Planning, Beijing, China

1Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 7 58 8 4 33 12
Women 5 42 2 17 7

from:
AFRO 0
AMRO 0
EMRO 0
EURO 8 4 33 5
SEARO 1 8 1
WPRO 6 50 6

*Denotes woman
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Annex 2

RESEARCH GROUP ON METHODS FOR THE REGULATION OF MALE FERTILITY

Scientists in 1997

Principal investigators

Chen Zhen-wen, National Research Institute for Family Planning, Beijing, China
A. Fites, Cook Imaging Corporation, Bloomington, IN, USA
R. Gerernia, University of Rome, Rome, Italy
Yaqi Gong, Family Planning Research Institute of Sichuan, Chengdu, China
D.J. Handelsman, Royal Prince Alfred Hospital, Camperdown, Australia
A.P.S. Hikim, Harbor-UCLA Research & Education Institute, Harbor-UCLA Medical Center, Torrance, CA, USA
P. Manjunath, University of Montreal, Montreal, Canada
R.1. McLachlan, Prince Henry's Institute of Medical Research, Clayton, Australia
B.C. Myhr, Covance, Vienna, VA, USA
F.C.W. Wu, University of Manchester, Manchester, United Kingdom
Zhang Gui-Yuan, National Research Institute for Family Planning, Beijing, China

Developing countries Countries in transition Developed countries Totals

Number Number % of total% of total Number % of total

All
Women

27 8 73 11
o

3

from:
AFRO
AMRO
EMRO
EURO
SEARO
WPRO

4 3'6
o
4
o
2
o
5

2 1'8

27 2 183

Other scientists

R.l Aitken, MRC Reproductive Biology Unit, Edinburgh, United Kingdom
Anek Aribarg, Chulalongkorn Hospital Medical School, Bangkok, Thailand
K.M. Arsyad, Sriwijaya University, Palembang, Indonesia
H.W.G. Baker, Prince Henry's Institute of Medical Research, Clayton, Australia
C.L.R. Barratt, Birmingham Women's Hospital, Birmingham, United Kingdom
H.M. Behre, Institute for Reproductive Medicine of the University, Munster, Germany
W.J. Brernner, Population Center for Research in Reproduction, University of Washington, Seattle, WA, USA
T.G. Cooper, Institute for Reproductive Medicine of the University, Munster, Germany
C. De Jonge, University of Nebraska Medical Center, Omaha, NE, USA
N. Hecht, Center for Research on Reproduction and Women's Health, Philadelphia, PA, USA
P. Krause, Contraceptive Research and Development Program (CONRAD), Arlington, VA, USA
D. de Kretser, Monash University, Clayton, Australia
T.F. Kruger, Tygerberg Hospital, Tygerberg, South Africa

*Denotes woman
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E. Nieschlag, Institute for Reproductive Medicine of the University, Munster, Germany
1. Overstreet, University of California, Davis, CA, USA
A. Pacey, Jessop Hospital for Women, Sheffield, United Kingdom
*M. Rajalakshmi, All India Institute of Medical Sciences, New Delhi, India
D.M. Soebadi, Airlannga University, Surabaya, Indonesia
1. Suominen, University of Turku, Turku, Finland
R.S. Swerdloff, UCLA Medical Center, Torrance, CA, USA
W.C.1. van Noort, Advanced Medical Grade Silicones B.V., Rotterdam, The Netherlands
G.M.H. Waites, c/o University of Geneva, Geneva, Switzerland

Developing countries. Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All
Women

5 23
5

17 77

from:
AFRO
AMRO
EMRO
EURO
SEARO
WPRO

5
6 27

9 41
4 18

2 9

*Denotes woman

100

22

1
6
o
9
4
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Annex 2

RESEARCH GROUP ON IMMUNOCONTRACEPTIVES

Scientists in 1997

Principal investigators

R. Ascione, Aphton Corporation, Woodland, CA, USA
S; Cekan, Karolinska Institute, Stockholm, Sweden
B. Fong, Peninsula Laboratories, San Carlos, CA, USA
V. Stevens, Ohio State University, Columbus, OH, USA

Developing countries Developed countries Totals

Number % of total

4 100 4
0

0
3 75 3

0
1 25 1

0
0

Countries in transition

Number % of total Number % of total

All
Women

from:
AFRO
AMRO
EMRO
EURO
SEARO
WPRO

Other scientists

P. Broome, Aphton Corporation, Chorleywood, United Kingdom
*G. Bumphrey, Nova Laboratories Limited, Leicester, United Kingdom
V. Ganne, SEPPIC, Paris, France
M. Goodman, Scripps Institute, La Jolla, CA, USA
S. Grimes, Aphton Corporation, Woodland, CA, USA
P. Kaumaya, Ohio State University, Columbus, OH, USA
S. Karr, Aphton Corporation, Woodland, CA, USA
A. Lee, Ohio State University, Columbus, OH, USA
D. Michaeli, Aphton Corporation, Woodland, CA, USA
J. Powell, Ohio State University, Columbus, OH, USA
G. Trouvé, SEPPIC, Castres, France
P. White, Nova Laboratories Limited, Leicester, United Kingdom

*Denotes woman
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Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 12 100 12
Women 8

from:
AFRO 0
AMRO 7 58 7
EMRO 0
EURO 5 42 5
SEARO 0
WPRO 0

i' .._
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Annex 2

RESEARCH GROUP ON NATURAL REGULATION OF FERTILITY

Scientists in 1997

Principal investigators

S. Becker, Johns Hopkins University, Baltimore, MD, USA
*S. Bhatnagar, National Institute of Health and Family Welfare, New Delhi, India
L.F. BlackweIl, Massey University, Palmerston North, New Zealand
1. Brown, Royal Women's Hospital, Melbourne, Australia
*M. Chu Villanueva, Peru University, Cayetano Heredia, Lima, Peru
O.A. Dada, Ogun State University Teaching Hospital, Sagamu, Nigeria
H.L. Delgado, Institute of Nutrition of Central America and Panama, 'Guatemala City, Guatemala
*S. Diaz, Catholic University of Chile, Santiago, Chile
*A. Flynn, Birmingham Maternity Hospital, Birmingham, United Kingdom (deceased)
*B. Gross, Westmead Hospital, Westmead, Australia
1. Herczeg, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
Y. Hofvander, UppsalaUniversity, Uppsala, Sweden
P. Lavin, University of Chile, Santiago, Chile
A. Pérez, Catholic University of Chile, Santiago, Chile
*M. Serón-Ferré, Catholic University of Chile, Santiago, Chile
*C. Subasinghe, The Family Planning Association of Sri Lanka, Colombo, Sri Lanka
S. Sufi, Hammersmith Hospital, London, United Kingdom
*Tang Guang-hua, Sichuan Family Planning Research Institute, Chengdu, China
*K.H. Tennekoon, University of Colombo, Colombo, Sri Lanka

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All Il 58 5 7 37 19
Women 7 37 2 11 9

from:
AFRO 1 5
AMRO 6 32 5

..,
I

EMRO 0
EURO 5 3 16 4
SEARO 3 16 3
WPRO 5 3 16 4

"Denotes woman
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Other scientists

F.A. Akesode, Ogun State University, Sagamu, Nigeria
*M.E. Alliende, University of Chile, Santiago, Chile
*Kumkum Amin, John Snow Inc., Boston, MA, USA
*P. Arulambalam, University of Colombo, Colombo, Sri Lanka
H. Burger, Prince Henry's Institute of Medical Research, Melbourne, Australia
W. Collins, King's College Hospital Medical School, London, United Kingdom
*Cui Nian, Sichuan Family Planning Research Institute, Chengdu, China
*P. Frank-Herrmann, Medical Clinics of the University of Diisseldorf, Diisseldorf, Germany
*A. Glasier, Family Planning and Well Woman Services, Edinburgh, United Kingdom
*K. Kennedy, Denver, CO, USA
*E. Kylberg, Uppsala University, Uppsala, Sweden
*B. Osiberu, Ogun State University, Sagamu, Nigeria
*V. Pilar, Catholic University of Chile, Santiago, Chile
*A. Reeler, UNAIDS, Geneva, Switzerland
*M. de Rosas-Valera, Health & Management Information System, Manila, Philippines
P. Royston, Royal Postgraduate Medical School, London, United Kingdom.
*R. Snow, Harvard School of Public Health, Boston, MA, USA
*C. Zuleta, Institute of Nutrition of Central America and Panama, Guatemala City, Guatemala

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 8 44 10 56 18
Women 7 39 7 39 14

from:
AFRO 2 11 2
AMRO 3 17 3 17 6
EMRO 0
EURO 6 33 6
SEARO 6 1
WPRO 2 11 6 3

*Denotes woman
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Annex 2

RESEARCH GROUP ON INFERTILITY

Scientists in 1997

Principal investigators

Iadsada Anansuwanchai, Khon Kaen University, Khon Kaen, Thailand
Verapol Chandeying, Prince of Songkla University, Hat Yai, Thailand
P. Mason, University of Zimbabwe Medical School, Harare, Zimbabwe
A.A. Gde Muninjaya, Udayana University, Denpasar, Bali, Indonesia
Somchai Niruthisard, Chulalongkorn Hospital, Bangkok, Thailand
*Sungwal Rugpao, Chiang Mai University, Chiang Mai, Thailand
*Siriwan Siriboon, Chulalongkorn Hospital, Bangkok, Thailand
Stephen Skov, STDIHIV Program, Alice Springs, Australia
Pramote Thongkrajai, Khon Kaen University, Khon Kaen, Thailand
Hatern Tintara, Prince of Songkla University, Hat Yai, Thailand
Somchai Tungphaisal, Prince of Songkla University, Hat Yai, Thailand
M.E. Ward, Southampton University, Southampton, United Kingdom
Zhang Silin, Family Planning Research Institute of Sichuan, Chengdu, China
*Zhao Yuemin, Tianjin Municipal Research Institute for Family Planning, Tianjin, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 12 86 2 14 14
Women 3 21 3

from:
AFRO 7
AMRO 0
EMRO 0
EURO 7 1
SEARO 9 64 9
WPRO 2 14 7 3

*Denotes woman
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Annex 2

RESEARCH GROUP ON IUDs

Scientists in 1997

Principal investigators

*S.K. Abduzhamilova, Research Institute of Obstetrics and Gynaecology, Tashkent, Uzbekistan
S.A. Alexaniants, Armenian Centre of Maternal and Child Health Protection, Yerevan, Armenia
A.T.L. Andrade, Federal University of Juiz de Fora, Juiz de Fora, Brazil
G. Bártfai, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
*Cao Xiaoming, Tianjin Municipal Research Institute for Family Planning, Tianjin, China
Reinprayoon Damrong, Chulalongkorn Hospital, Bangkok, Thailand
*L. Dubnitskaya, Russian Research Centre of Perinatology, Obstetrics and Gynaecology, Moscow, Russian Federation
*Fan Hui-min, Beijing Obstetries and Gynaecology Hospital, Beijing, China
Feng Zhuan-chong, Shanghai Institute of Planned párenthood Research, Shanghai, China
M. Garcia-Dominguez, Hospital America Arias, Havana, Cuba
*Kang Hong, Xuan Wu Hospital, Beijing, China
Liu Qing-xi, Xin Hua Hospital, Shanghai, China
*M. Lozano-Balderas, Mexican Institute of Social Security, Mexico City, Mexico
*Luo Shi-yuan, Family Planning Research Institute of Sichuan, Chengdu, China
Orawan Kiriwat, Siriraj Hospital, Bangkok, Thailand
E. Pizarro, Hospital José Joaquin Aguirre, Santiago, Chile
R.N.V. Prasad, National University Hospital, Singapore
Qian Shao-zhen, Jiangsu Family Health Institute, Nanjing, China
*R. Ramos, Dr José Fabella Memorial Hospital, Manila, Philippines
S. Reyes-Fuentes, Hospital Ramos Gonzalez-Coro, Havana, Cuba
*B. Sajina, Gynaecological Clinic, Ljubljana, Slovenia
P. Valdes, University of Frontera, Temuco, Chile
*Wu Shangchun, National Research Institute for Family Planning, Beijing, China
Wu Xi-riu, Tong-ji Medical University, Wuhan, China
*Wu Vu-fen, Ren Ji Hospital, Shanghai, China
*Wu Yu-rning, Peking Union Medical College, Beijing, China
*Zhuang Liu-qi, International Peace Maternity and Child Health Hospital, Shanghai, China.

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 23 85 4 15 27
Women 11 41 2 7 13

from:
AFRO 0
AMRO 6 22 6
EMRO 0
EURO 4 4 15 5
SEARO 2 7 2
WPRO 14 52 14

*Denotes woman
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Other scientists

S. Arulkumaran, National University Hospital, Singapore
*B.H. Bueno, Mexican Institute of Social Security, Mexico City, Mexico
*Chen Gui-ying, National Research Institute for Family Planning, Beijing, China
*Chen Xiao qin, Family Planning Research Institute of Sichuan, Chengdu, China
Chen Yuan qing, Family Planning Research Institute of Sichuan, Chengdu, China
*Cui Nian, Family Planning Research Institute of Sichuan, Chengdu, China
*Ding Ju-hong, Jiangsu Family Health Institute, Nanjing, China
*Ding Qing, Ren Ji Hospital, Shanghai, China
*Ding Wang-hua, Jiangsu Family Health Institute, Nanjing, China
*Fang Hui lan, Tong-ji Medical University, Wuhan, China
Fan Guang-sheng, Peking Union Medical College, Beijing, China
Fan Xin lin, Family Planning Research Institute of Sichuan, Chengdu, China
*Gan Xian qin, International Peace Maternity and Child Health Hospital, Shanghai, China
Gao Ya jie, Tianjin Municipal Research Institute for Family Planning, Tianjin, China
Han Li hui, Beijing Obstetrics and Gynaecology Hospital, Beijing, China
Hu Jing, National Research Institute for Family Planning, Beijing, China
*Jiang Lin-lin, Ren Ji Hospital, Shanghai, China
Li Zhi fang, Family Planning Research Institute of Sichuan, Chengdu, China
Liu Zhong hua, Family Planning Research Institute of Sichuan, Chengdu, China
*R. Maldonaldo, Hospital Ramon Barros Luco- Trudeau, Santiago, Chile
1. Martinez-Flores, Mexican Institute of Social Security, Mexico City, Mexico
G. Meszaros, Albert Szent-Gyërgyi Medical Univerity, Szeged, Hungary
A. M'Hamdi, Ariana Centre for Human Reproductive Research, Tunis, Tunisia
G. Nemeth, Albert Szent-Gyërgyi Medical Univerity, Szeged, Hungary
*Pan Xin-Ian, Peking Union Medical College, Beijing, China
*M. Pirc, Gynaecological Clinic, Ljubljana, Slovenia
*A. Pretnar-Darovec, Gynaecological Clinic, Ljubljana, Slovenia
*M. Puksic, Gynaecological Clinic, Ljubljana, Slovenia
L. Reynoso, Mexican Institute of Social Security, Mexico City, Mexico
*A Silva, University of Frontera, Temuco, Chile
*Sun Hong-zhu, National Research Institute for Family Planning, Beijing, China
Tang Da-chun, Tong-ji Medical Univerity, Wuhan, China
Tao Jin-Zhang, Jiangsu Family Health Institute, Nanjing, China
*B. Tsedmaa, State Research Centre on Maternal and Child Health and Human Reproduction, Ulaanbaatar, Mongolia
J. Unnop, Chulalongkorn Hospital, Bangkok, Thailand
C. Vallejos, University ofFrontera, Temuco, Chile
Weng Li-Ju, Peking Union Medical College, Beijing, China
W. Wisawasukmongchol, Chulalongkorn Hospital, Bangkok, Thailand
Wong Hong, Xin Hua Hospital, Shanghai, China
*Wu Ming-hu, Beijing Obstetrics and Gynaecology Hospital, Beijing, China
*Wu Mu-zhen, Peking Union Medical College, Beijing, China
*Xiao ling, Family Planning Research Institute of Sichuan, Chengdu, China
Xie Li, Family Planning Research Institute of Sichuan, Chengdu, China
*Yang Bang yuan, International Peace Maternity and Child Health Hospital, Shanghai, China
Yun Ming-ming, Jiangsu Family Health Institute, Nanjing, China
Yun Ming rong, Family Planning Research Institute of Sichuan, Chengdu, China
*Zhu Xiao-ling, Beijing Obstetrics and Gynaecology Hospital, Beijing, China

*Denotes woman
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Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

All 45 96 2 4 47
Women 23 49 23

from:
AFRO 0
AMRO 6 13 6
EMRO 1 2 1
EURO 3 6 2 4 5
SEARO 2 4 2
WPRO 33 70 33.
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Annex 3

RESEARCH GROUP ON LONG-ACTING SYSTEMIC AGENTS FOR FERTILITY REGULATION

Publications in 1997

Lau TM, Affandi B, Rogers PAW. VEGF expression in normal and Norplant endometrium. Abstracts of the Fertility
Society of Australia (submitted).

Lau TM, Affandi B, Rogers PAW. VEGF expression in endometrium from Norplant users and the normal menstrual
cycle: correlation with microvascular density in Norplant endometrium. Human reproduction (submitted).

Lau TM, Witjaksono J, Affandi B, Rogers PAW. Expression of progesterone receptor mRNA in the endometrium
during the normal menstrual cycle and in Norplant users. Human reproduction, 1996, 11:2629-2634.

Manee Piya-Anant, Supom Koetsawang, Nuanchan Patrasupapong, Petcharat Dinchuen, d' Arcangues C, Piaggio G,
Pinol APY. Effectiveness of Cyclofem in the treatment of DMPA-induced amenorrhea ..Contraception (accepted).

Marsh MM, Malakooti N, Taylor NH, Findlay JK, Salamonsen LA. Endothelin and neutral endopeptidase in the
endometrium of women with menorrhagia. Human reproduction, 1997, 12 :2036-2040.

Nie GY, Wang J, Li Y, Salamonsen LA. Use of a multispecific competitor to quantify the gene expression of matrix
metalloproteinases and tissue inhibitors of metalloproteinases in small human biopsies and small numbers of cultured
cells. Biochemical journal (submitted).

Salamonsen LA. Matrix metalloproteinases and endometrial remodelling. Abstracts of the Matrix Biology Society of
Australia and New Zealand (submitted).

Salamonsen LA. Hormonal activity in the endometrium: tissue remodelling and uterine bleeding. In: BG Wren, ed.
Progress in the management of the menopause. Camforth, Parthenon Publishing, 1997,31:212-216.

Salamonsen LA, Butt AR, Hammond FR, Garcia S, Zhang J. Production of endometrial matrix metalloproteinases but
not their tissue inhibitors is modulated by progesterone withdrawal in an in vitro model for menstruation. Journal of
clinical endocrinology and metabolism, 1997, 82: 1409-1415.

Salamonsen LA, Woolley DE. Matrix metalloproteinases and their tissue inhibitors in endometrial remodelling and
menstruation. Reproductive medicine reviews, 1996,53:185-203.

Salamonsen LA, Young RJ, Garcia S, Findlay JK. Mitogenic actions of endothelin and other growth factors in ovine
endometrium. Journal of endocrinology, 1997, 152:283-290.

Salamonsen LA, Zhang J. Mast cells, matrix metalloproteinases and menstruation. Abstracts of the 3rd World Congress,
on Inflammation (submitted). .

Vincent AL, Malakooti N, Affandi B, Rogers PAW, Salamonsen LA. Matrix metalloproteinase-9 and migratory cells
are associated with abnormal uterine bleeding in women using Norplant®. Abstracts of the Australian Society of
Reproductive Biology (submitted).

Vincent AL, Malakooti N, Rogers PAW, Affandi B, Salamonsen LA. Endometrial breakdown in women using
Norplant® is associated with migratory cell expression of matrix metalloproteinase-9 (gelatinase B). Abstracts of the
Society of Gynaecological Investigation (submitted).

World Health Organization, Special Programme of Research, Development and Research Training in Human Repro-
duction, Task Force on Long-acting Systemic Agents for Fertility Regulation. Comparative study of the effects of two
once-a-month injectable steroidal contraceptives (Mesigyna and Cyclofem) on glucose metabolism and liver function.
Contraception (accepted).
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World Health Organization, Special Programme of Research, Development and Research Training in Human Repro-
duction, Task Force on Long-acting Systemic Agents for Fertility Regulation. Comparative study of the effects of two
once-a-month injectable steroidal contraceptives (Mesigyna and Cyclofem) on lipid and lipoprotein metabolism.
Contraception, 1997, 56:193-207.

Zhang J, Nie G, Salamonsen LA. Mast cell regulation of endometrial matrix metalloproteinases: a mechanism
underlying menstruation. Abstracts of the Australian Society of Reproductive Biology (submitted).

Zhang J, Nie G, Woolley DE, Salamonsen LA. Mast cell regulation of endometrial matrix
metalloproteinases: a mechanism underlying menstruation. Journal of clinical investigation (submitted).

Zhang J, Salamonsen LA. Tissue inhibitor of metalloproteinases (TIMP)-l, -2 and -3 in human endometrium during the
menstrual cycle. Molecular human reproduction (submitted).
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Annex 3

RESEARCH GROUP ON POST -OVULATORY METHODS FOR FERTILITY REGULATION

Publications in 1997

Burrows TD, King A, Loke YW. Trophoblast migration during human placental implantation. Human reproduction
update, 1996, 2:307-321.

Cao YQ, Chen VZ. The effect of interferons on protein synthesis in decidual tissue invitro. Reproduction and
contraception (in press).

Cao YQ, Chen VZ. The effect of human recombinant interferon gamma (hrIFN-K) on hCG secretionof trophoblast and
protein synthesis of decidual tissue in vitro. Reproduction and contraception, 1996, 7:73-80.

Croxatto HB, Kovacs L, Massai R, Resch BA, Fuentealba B, Salvatierra AM, Croxatto HD, Zalányi S, Viski S, Krenács
L. Effects of long-term low dose mifepristone on reproductive function in women. Human reproduction (in press).

Cheng W, Peng D. Two-year experience of providing emergency contraception service in Tianjin China. Journal of
reproductive medicine, 1996, 5:27-32.

Diehl M, Miinz C, Keilholz W, Stevanovic S, Loke YW, Holmes N, Rammensee H-G. Non-classical HLA-G molecules
are classical peptide presenters. Current biology, 1996, 6:305-314.

Feng Q, Liu K, Zou Rl, Liu YX. Studies on the expression of plasminogen activator and its inhibitor type-1 in the corpus
luteum of rhesus monkey. Journal of clinical endocrinology and metabolism (submitted).

Gemzell Danielsson K, Swahn ML, Bygdeman M. The effect of various doses ofmifepristone on endometrial leukaemia
inhibitory factor expression in the midluteal phase-an immunohistochemical study. Human reproduction, 1997,
12:1293-1297.

Gemzell Danielsson K, Swahn ML, Westlund P, Johannisson E, Seppála M, Bygdeman M. Effect of low daily doses of
mifepristone on ovarian function and endometrial development. Human reproduction, 1997, 12: 124-131:

Ghosh D, Kumar LLPG, Sengupta J. Early luteal phase administration ofmifepristone inhibits preimplantation embryo :
development and viability in the rhesus monkey. Human reproduction, 1997, 12:575-582.,

Ghosh D, Nayak NR, Kumar LLPG, Dhara S, Sengupta J. Hormonal requirement for blastocyst implantation and a new
approach for anti-implantation strategy. Indian journal of physiology and pharmacology, 1997,41:101-108.

Ghosh D, Nayak NR, Sengupta J. Effect of follicular phase administration of mifepristone (RU486) on blastocyst
implantation in the rhesus monkey. Contraception, 1997, 56:117-122.

Ghosh D, Stewart DR, Nayak NR, Lasley BL, Overstreet JW, Hendrickx AG, SenguptaJ. Serum concentrations of
oestradiol-17B, progesterone, relaxin and chorionic gonadotropin during blastocyst implantation in natural pregnancy
cycle and in embryo transfer cycle in the rhesus monkey. Human reproduction, 1997,5:914-920.

Healy DL. Mifepristone (RU486) and abortion. Medical journal of Australia, 1997, 167:292-293.

Hendry LB. Design of estrogens and antiestrogens. In: Greenstein B. ed. Receptor research methods. Amsterdam,
Harwood (in press).

von Hertzen H. Research on new methods of emergency contraception. Journal of reproductive medicine, 1996, 5: 12-
18.
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Hiby SE, King A, Sharkey AM, Loke YW. Human uterine NK cells have a similar repertoire of killer inhibitory and
activatory receptors to those found in blood, as demonstrated by RT-PCR and sequencing. Molecular immunology,
1997,34:419-430.

Ho PC, Ngai SW, Liu KI, Wong GCY, Lee SWH. Vaginal misoprostol compared to oral misoprostol in termination of
second-trimester pregnancy. Obstetrics and gynaecology, 1997,90:735-738.

Hu ZY, Liu YX, Liu K, Byrne S, Zou RI, Ny T, Ockleord CD. Expression of tissue and urokinase plasminogen
activators and plasminogen activator inhibitor 1 and 2 in human and rhesus monkey placentae. Journal of anatomy
(accepted).

Jokhi PP, King A, Loke YW. Cytokine production and cytokine receptor expression by cells of the human first trimester
placental-uterine interface. Cytokine, 1997, 9: 126-13 7. 0

King A, Boocock C, Sharkey A, Gardner L, Beretta A, Siccardi AG, Loke YW. Evidence for the expression ofHLA-C
class I rnRNA and protein by human first trimester trophoblast. Journal of immunology, 1996, 156:2068-2076.

King A, Burrows T, Loke YW. Human uterine natural killer cells. Natural immunity, 1996-97, 15:41-52.

King A, Gardner L, Loke YW. Evaluation of oestrogen and progesterone receptor expression in uterine mucosal
lymphocytes. Human reproduction, 1996, 11: 1079-1082.

King A, Gardner L, Loke YW. Human decidual leukocytes do not proliferate in response to either extravillous
trophoblast or to allogeneic peripheral blood lymphocytes. Journal of reproductive immunology, 1996,30:67-74.

King A, Hiby SE, Verma S, Burrows T, Gardner L, Loke YW. Uterine NK cells and trophoblast HLA class I molecules.
American journal of reproductive immunology, 1997, 37:459-462.

Liu K, Liu YX, Hu ZY, Zou RI, Mu XM, Ny T. Temporal expression of urokinase type plasminogen activator, tissue
type plasminogen activator, plasminogen activator inhibitor type-l in rhesus monkey corpus luteum during the luteal
maintenance and regression. Molecular and cellular endocrinology, 1997, 133:109-116.

Liu YX, Chen YJ, Feng Q, Hu ZY. Role of plasminogen activator and plasminogen activator inhibitor type-l in
luteolysis: a mini review. Chinese science bulletin, 1997,42:1994-1999.

Liu YX, Hu Z, Liu K, Byrne S, Zou RI, Ockleford CD. Localization and distribution of tissue type and urokinase type
plasminogen activators and their inhibitors type-l and type-Z in human and rhesus monkey fetal membranes. Placenta
(accepted).

Loke YW, King A, Burrows T, Gardner L, Bowen M, Hiby S, Howlett S, Holmes N, Jacobs D. Evaluation of trophoblast
HLA-G antigen with a specific monoclonal antibody. Tissue antigens, 1997,50:135-146.

Mamers PM, Lavelle AL, Evans AJ, Bell SM, Rusden JR, Healy DL. Women's satisfaction with medical abortion with
RU486. Medicaljournal of Australia, 1997,167:316-317.

Nayak NR, Ghosh D, Lasley BL, Sengupta 1. Anti-implantation activity of luteal phase mifepristone administration is
not mimicked by prostaglandin synthesis inhibitor or prostaglandin analogue in the rhesus monkey. Contraception,
1997,55:103-114. .

Ngai SW, Chan YM, Liu KL, Ho PC. Oral misoprostol for cervical priming in non-pregnant women. Human
reproduction, 1997, 12:2373-2375.

Sengupta, 1. Mifepristone as luteal phase endometrial contraceptive. Journal of reproductive medicine, 1996,5:33-36.

Swahn ML, Gemzell Danielsson K, Bygdeman M. Hormonal emergency contraception: mechanism of action. Journal
of reprpductive medicine, 1996, 5:63-67.
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Tao YX, Cao YQ. Interferon gamma in early pregnant trophoblast tissue. Chinese science bulletin (submitted).

Van Look PFA. Emergency contraception: history, efficacy, advantages and disadvantages. Journal ofreproductive
medicine, 1996, 5:7-11.

Van Look PFA. Making emergency contraception more widely known and available-the Consortium for Emergency
Contraception. Journal of reproductive medicine, 1996, 5:86-94.

Van Look PFA. Emergency contraception: a brighter future? In: Ottesen B, Tabor A,.eds. New insights in gynaecology
and obstetrics: research and practice. Carnforth, Parthenon Publishing (in press).

Van Look PFA. Induced abortion: a global perspective on a controversial issue. In: Ottesen B, Tabor A, eds. New
insights in gynaecology and obstetrics: research and practice. Carnforth, Parthenon Publishing (in press).

Van Look PFA. Emergency contraception: the Cinderella of family planning. In Rodriguez 0, Hedon B,Days S, eds.
Clinical infertility and contraception. Carnforth, Parthenon Publishing (in press)..

Van Look PFA, Stewart FH. Emergency contraception. In: Contraceptive technology, 17th edition. New York, NY,
Irvington Press (in press).

Verma S, King A, Loke YW. Expression of killer cell inhibitory receptors on human uterine natural killer cells.
European journal of immunology, 1997, 27:979-983.

Wang H, Sun Z, Sheng W, Zhang X. The potential relevance of interferon-gamma to human luteal regression. Journal
of reproductive medicine, 1996, 5:57-62.

Wang JD. Angiogenesis of uterus during menstrual cycle. Journal of reproductive medicine, 1996,5:37-41.
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OBJECTIVES

The Strategic Programme Component on Technology
Introduction and Transfer was established in 1991 as the
Task Force on Research on the Introduction and Transfer
of Technologies for Fertility Regulation and as a joint
activity with the WHO Division of Family Health (FHE).
It continues to work in close collaboration with the three
units of the Division of Reproductive Health (Technical
Support) (RHT).

The Programme's mission in this area is to undertake
research to help governments in broadening technology
and service options for fertility regulation and other
components of reproductive health, taking into account
the needs of individuals and couples and the capability of
health care services. This research is based upon a three-
stage strategy to introduce new or underutilized methods
of fertility regulation and other technologies into repro-
ductive health programmes, and has the following objec-
tives:

-to improve the range of appropriate methods of fertil-
ity regulation and other reproductive health technolo-
gies available to individuals and couples, through the
identification of user needs and service capabilities;

-to improve the quality of care in provision of repro-
ductive health services as part of the introductory proc-
ess;

-to create awareness of the need, and develop the ca-
pacity, for a systematic approach to introduction of
new or underused technologies;

-to ensure the quality of products being introduced and
facilitate their availability at the lowest cost; and

t
-to assist in the identification of the need for the devel-

opment of new fertility regulation technologies or the
improvement of existing technologies based on user
perspective and service delivery research.

INTRODUCTION

A review of WHO's strategic approach to contracep-
tive introduction was published in 1997 (Simmons et al.,
Studies in family planning, 1997, 28:79-94). It con-
tains a description of what has been achieved by the use
of the strategy in Bolivia, Brazil, Burkina Faso, Chile,
Myanmar, South Africa, Vi et Nam and Zambia. The paper
provides the background for an independent evaluation of
the strategy which will be undertaken in the first half of
1998 and presages the use of the strategic approach to
address questions relating to other reproductive health
issues and the introduction of technologies other than
those for fertility regulation into reproductive health
services.

This broadening of the focus of the strategic approach
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was begun in anticipation of the broadening of research
activities of the Programme. within reproductive health.
The issues to be addressed under this aspect of the Pro-
gramme's activities are:

-identification of a range of methods of fertility regu-
lation that are appropriate to users' needs and desires
as well as to the capability of the service delivery
system in different settings. This involves the devel-
opment of methodology for assessing appropriateness
of the existing method mix and the need for introduc-
tion of fertility regulating methods, and the subse-
quent adaptation of the. methodology for other repro-
ductive health issues and technologies;

-identification of, and the conduct of research on, new
approaches to providing a range of methods delivered
with appropriate quality of care in different service
settings, including the development and testing of strat-
egies for the introduction of fertility regulating meth-
ods in the context of improved quality of care of all
methods being provided; and

-documentation, and where necessary testing, of alter-
native approaches to the sustainable service delivery
of fertility regulating methods and other reproductive
health technologies, including product fmancing (so-
cial marketing, cost recovery, public-private sector
partnerships), human resources and training, institu-
tions and infrastructure.

In the strategy-setting exercise presented to the Ad
hoc Working Group of the Programme's Policy and Co-
ordination Committee at its meeting in December 1997,
the strategy line item containing these questions rated
number four out of 37 strategy line items and, as such,
was accepted by the Ad hoc Working Group as a high-
priority research area within future workplans of the
Programme.

STAGE I: ASSESSMENTS

Stage I of the introductory process constitutes a stra-
tegic assessment of family planning within the overall
context of reproductive health services in a country, the
contraceptive method mix, the extent of coverage and
capability of the service delivery system, as well as a
determination of the needs of current and potential users.
The assessments are designed to assist programmes in
deciding on the need for a new method, or the expansion
of use of underutilized methods, or the withdrawal of
inappropriate methods, and in evaluating the ability of the
service system to cope with the addition of another
method.

The principal focus of the assessments undertaken by
the end of 1996 was on contraceptive introduction, al-
though other reproductive health issues were addressed
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in several of them. In 1997, the assessments focused on
questions other than contraceptive introduction, such as
abortion-related issues in Viet Nam and broader repro-
ductive health issues in Ethiopia. In addition, the strategy
was used by AVSC International for assessments of the
service delivery of reproductive health in Kyrgyzstan and
Uzbekistan. The planned assessment in Papua New Guinea
is to be considered in 1998.

Completed and ongoing projects

Myanmar

The findings and conclusions from the assessment of
the contraceptive method mix and the need for contra-
ceptive introduction in Myanmar were presented and dis-
cussed at a national dissemination workshop held in Feb-
ruary 1997 in Yangon. This workshop included policy-
makers, programme managers, and providers from the
states and divisions, as well as representatives of
nongovernmental organizations (NGOs), donors, and
other interested parties. The participants provided input
to the finalization of the report, prioritized the recom-
mendations and discussed plans of action for the imple-
mentation of the recommendations.

The recommendations of the assessment covered a
wide range of issues related to contraception and repro-
ductive health and are included in the report of the as-
sessment. They addressed the following general themes:

-enhancing community and private sector capabilities
for providing contraceptive and reproductive health
services;

-improving access and availability of public sector re-·
productive health services;

-ensuring the quality of services and of contraceptive
commodities;

-abortion and the management of abortion-related com-
plications;

-broadening the scope of reproductive health services;
and

-implications for broadening the contraceptive method
mIX.

Prior to implementation of a Stage II activity the
assessment team considered it necessary to conduct fur-
ther qualitative research on community and provider per-
ceptions of reproductive morbidity, with a focus on re-
productive tract infections (RTIs) and unsafe abortion.
The data collection for this study has been completed and
analysis is ongoing. The report of this follow-up study is
expected to be completed in early 1998.

Ethiopia

The Ministry of Health requested the Programme to

assist it in identifying reproductive health needs in Ethio-
pia, both as a preparatory exercise for the UNFP A Pro-
gramme Review and Strategy Development to be under-
taken in July 1997 and to assist in the development of a
research agenda in reproductive health. The Stage I as-
sessment for identifying the need for contraceptive in-
troduction was adapted to identify broader reproductive
health needs. A background paper was written on the
status of reproductive health in Ethiopia and the ability
and organization of health services to address reproduc-
tive health issues. The background paper was discussed at
a national workshop and a series of questions were for-
mulated by working groups to address the key compo-
nents in reproductive health. These included:

-How can the integration and manag~ment of reproduc-
tive health services be operationalized?

-How can the quality of care of reproductive health
services be improved?

-What contraceptive methods can be introduced to ex-
pand choice?

-How can the diagnosis and management of sexually
transmitted diseases (STDs) be incorporated into re-
productive health services?

-What interventions can reduce unsafe abortion and its
sequelae?

-What interventions can be introduced to reduce mater-
nal and perinatal mortality and morbidity?

-What approaches can be used to improve the reproduc-
tive health of young people?

A 14-member assessment team was selected, com-
prising representatives of various departments of the
Ministry of Health, the Ministry of Labour and Social
Affairs, the National Office of Population, NGOs, serv-
ice providers and researchers. The assessment team de-
veloped study instruments to allow it to work with na-
tional and regional managers of health services, other
key government officials, service providers, and both
urban and rural communities, including men and young
people.

The assessment team split into two and, over a two-
week period, visited cities and villages in most regions
of the country. The team subsequently convened to agree
upon the major conclusions of the assessment and to
write its report. The main technical conclusions of the
team were:

-What contraceptive methods can be introduced to ex-
pand choice?
• Introduce emergency contraception at all service
delivery points and specifically to young people;
systematize the introduction of injectable contra-
ception; review the introduction of Norplant, ensur-
ing a phased, controlled approach; and provide ac-
cess to voluntary sterilization.
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-How can the diagnosis and management of STDs be
incorporated into reproductive health services?
• Review the activities of AIDSCAP-supported health
centres, particularly lessons for sustain ability and
how these centres have transferred expertise to their
own family planning and antenatal care clinics; and
introduce STD syndromic management to a larger
number of health centres, ensuring appropriate lo-
gistics and supplies of antibiotics.

-What interventions can reduce unsafe abortion and its
sequelae?
• Provide continuing health education and IEC materi-
als, particularly for young people; ensure access to
family planning with particular attention to post-
abortion care; introduce emergency contraception;
and introduce manual vacuum aspiration in all re-
gional and zonal hospitals and selected health cen-
tres.

-What could be done to reduce maternal and perinatal
mortality and morbidity?
• Review the conclusions of the safe motherhood needs
assessment and fmalize policy on maternal and new-
born care as part of the national reproductive health
plan; undertake operations research on whether tra-
ditional birth attendants (TBAs) can be trained to
provide basic antenatal care and referral services;
and establish a training programme for essential ob-
stetric care.

-What approaches can be used to improve the reproduc-
tive health of young people?
." Provide information and services on reproductive

health, together with the Ministry of Health, to school
children and expand the focus of AIDS clubs to
include reproductive health information; and, to-
gether with the Ministry of Labour and Social Af-
fairs, develop pilot projects to provide reproductive
health information and services to out-of-school teen-
agers.

The report is currently being fmalized and issues re-
lating to the organization and management of reproduc-
tive health services are being discussed. The findings will
be presented at a national workshop in early 1998, fol-
lowing which Stage II research projects will be devel-
oped.

Viel Nam

Following the success of the assessment of the con-
traceptive method mix and the need for introduction
conducted in Viet Nam in late 1994, the Ministry of
Health and UNFPA requested assistance to apply the
same strategic approach and participatory process to a
review of abortion-related issues in Viet Nam. Induced
abortion is legal in Viet Nam and the number of women
undergoing abortions has increased dramatically in re-
cent years; more than 1.3 million procedures were un-
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dertaken in 1996. The Ministry of Health wished to as-
sess abortion services, with the aims of understanding
how to reduce the need for abortion among Vietnamese
women, and improve the safety and quality of the abor-
tion services being provided. ne fmdings of this assess-
ment were intended to assist in developing recommenda-
tions for policy change and programme modification,
and to identify further research needs.

The assessment was undertaken by a team represent-
ing the Ministry of Health, the National Committee for
Population and Family Planning (NCPFP), the Viet Nam
Women's Union, and other national and international
experts. Team members interviewed policy-makers, pro-
gramme managers and providers at the national, provin-
cial, district and community health centre levels. Abor-
tion procedures were observed and interviews were con-
ducted with women coming for abortions at the service
delivery sites visited.

The findings of the assessment confirmed the need to
improve the quality of care provided by the national

. family planning programme. Weaknesses in the provi-
sion of information and counselling, as well as con-
straints in the range of available methods of family plan-
ning contribute to high levels of unwanted pregnancy.
Although abortions are carried out in family planning
clinics by the same providers who deliver contraceptive
services, counselling on family planning and services in
relation to abortion were poor or non-existent.

Several groups of women were noted to be at high risk
of contraceptive failure. Nearly 20% of women of repro-
ductive age rely on periodic abstinence or withdrawal,
often due to fears of side-effects or long-term health
impact of modem contraceptives. Currently, the family
planning programme provides little support for users of
these traditional methods. Condom use appears to be
rapidly increasing, but most couples use them inconsist-
ently, combining condoms with periodic abstinence. As
many women have little knowledge of their fertile peri-
ods, users of condoms and traditional methods are at
particularly high risk of unwanted pregnancy. Youth in
Viet Nam typically have little knowledge of reproductive
physiology, sexuality, or contraception; and they have
little access to contraceptives either through the national
family planning programme or through the private sec-
tor.

To reduce the recourse to abortion, the family plan-
ning programme needs to strengthen the information and
counselling given to clients, and the capability of provid-
ers to manage contraceptive side-effects. Counselling
for women wanting to use traditional methods will need
to be fully integrated into the family planning programme.
Increased access to information, counselling and serv-
ices for unmarried youths will need to be developed. It is
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critical to ensure that counselling on family planning
becomes an integral part of abortion services. It was
considered that the introduction of emergency contra-
,ception in both the national family planning programme
and the private sector would also contribute substantially
to a reduction of the recourse to abortion.

Previous studies have suggested that a significant per-
centage of Vietnamese women present for abortion early
after a missed period and are not actually pregnant. In
1996, the Ministry of Health and NCPFP adopted a new
policy requiring confirmation of all pregnancies with a
urine pregnancy test. However, insufficient quantities of
the tests are available to meet the needs. The team ree-
ommended that in order to reduce the number of unnec-
essary abortion procedures, providers should establish a
diagnosis of pregnancy through a pelvic examination
whenever possible. If the physical examination is nega-
tive or inconclusive, a pregnancy test should be carried
out before performing an abortion.

The team assessed the quality of care and safety of
abortions performed at the central, provincial, district
and community levels, and observed that, despite the
many efforts to improve the quality of services, existing
practices still need to be strengthened. Issues identified
include the technologies utilized at different periods of
gestation, infection prevention procedures, pre-proce-
dure laboratory tests and pelvic examinations, the utiliza-
tion of appropriate pain control, the inspection of pla-
cental tissue post-procedure, postabortion monitoring
and counselling, the identification and management of
immediate, delayed and late complications of abortion,
and the treatment of RTIs.

Manual vacuum aspiration with a single valve syringe
is typically used for inducing abortion in women up to six
weeks following the last menstrual period. After six
weeks, providers in many settings in Viet Nam use a
dilatation and curettage procedure until 12 weeks of
gestation. It was recommended that vacuum aspiration
using a double valve syringe be introduced to replace
dilatation and curettage for abortion up to 12 weeks
following the last monthly period. Currently, abortions
are not provided in Viet Nam to women who are between
12 and 16 weeks of gestation. A modified Kovac's pro-
cedure is employed for women who are between 16 and
20 weeks' gestation. Since the risk of complications of
abortion increases with increasing gestational age, it is
critical that appropriate abortion services be provided to
womenbetween 12 and 20 weeks. Further consideration
of the best methods for providing abortions after 12
weeks' gestation is necessary in Viet Nam.

Infection prevention practices observed in the field
varied, but need strengthening at most sites. In general,
infection prevention practices could readily be improved

with appropriate trammg and supervision, and do not
require additional expensive or difficult-to-obtain equip-
ment or solutions. Providers' skills in conducting pre-
procedure pelvic examinations need improvement. Fur-
ther consideration should be given to which laboratory
tests are necessary or most appropriate for abortion cli-
ents in Viet Nam. In nearly all settings with laboratory
facilities, clotting times _were taken, but nowhere were
haematocrit or haemoglobin levels determined.

Frequently, appropriate pain control is not provided to
women undergoing abortions in Viet Nam. Providers
require training in the assessment and provision of pain
control, with attention to the particular client's needs.
Oral analgesics, cervical blocks and anxiolytics should
be provided as required,' and the current routine use -of
atropine should be discouraged.

The aspirated placental tissue is rarely examined and
it is necessary to train providers to do this to reduce the
incidence of retained tissue and decrease the risk of
undetected ectopic pregnancy. Postabortion counselling
was noted to be inadequate in almost all settings and
needs to be improved. The current practices regarding
the management of RTIs among women presenting for
abortion and the choice of prophylactic antibiotics for
abortion clients need to be reviewed.

New national technical guidelines for providers of
abortion procedures are under review. Once fmalized,
the guidelines should be widely disseminated and sup-
ported with refresher training for providers on all as-
pects of service delivery for abortion. Routine supervi-
sion that reinforces these technical skills and practices
in the field will also be necessary. Given the growing
number of abortions being provided in the private sector,
there is a need to seek ways of ensuring quality of care of
these services.

The Ministry of Health has interest in the introduction
of the use of mifepristone and misoprostol for non-
surgical abortion. This is seen to expand options for
women, increase privacy and to potentially reduce the
incidence of postabortion infection and resulting infer-
tility associated with surgical abortion. The assessment
team concluded that the benefits of non-surgical abor-
tion when compared to surgical abortion are likely to
apply to a relatively small number of women in Viet
Nam, as the service delivery capabilities required to pro-
vide this method with appropriate quality and safety are
limited to national and provincial level hospitals. The
relatively high cost of mifepristone suggests that this
method is also likely to be limited to women with the
ability to pay for the drug. Given resource constraints
within the public sector programme, the team recom-
mended that priority should be given to improving the
quality of surgical abortion services which are accessi-
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have a significant impact on the acceptance and continua-
tion of various methods. The introduction of progestogen-
only oral contraceptives for breast-feeding women and
the introduction of emergency contraception would both
expand contraceptive options for women.

ble to all women at low cost. Further research to demon-
strate the feasibility of simpler home-based protocols,
as well as research to learn more about clients' perspec-
tives on the relative advantages and disadvantages of non-
surgical abortion should be conducted in a few select
settings.

The fmdings and recommendations of the assessment
were presented and discussed at a national workshop held
in September 1997. Participants included national level
policy-makers, programme managers from the Ministry
of Health, the National Committee for Population and
Family Planning, the Viet Nam Women's Union and the
Youth Union, technical experts and representatives of
NGOs, international organizations and others working in
the field of reproductive health. A national technical
working group on abortion was established to continue
the coordination of the implementation of the recom-
mendations of the assessment.

Bhutan

The Royal Government of Bhutan requested technical
assistance to review the current contraceptive method
mix in the national family planning programme in Bhu-
tan; to provide information on the WHO Strategy for
Contraceptive Introduction, with particular reference to
the assessment of the contraceptive method mix and the
need for contraceptive introduction; and to review and
provide technical input to a draft proposal for a feasibil-
ity trial of Norplant in Bhutan.

Discussions were held with staff of the Ministry of
Health and Education and representatives of international
organizations, and field visits were made to a variety of
service delivery sites. The existing mix of contraceptive
methods already represents a wide range of options for
women and men in Bhutan. Combined oral pills and de-
pot-medroxyprogesterone acetate (DMPA), IUDs, con-
doms, no-scalpel vasectomy and tubal ligation by mini-
laparotomy are all available in theory and should be pro-
vided free of charge to clients throughout the country.
However, access and availability to these methods re-
main limited and improvements in the quality of the IEC,
technical and managerial support components of family
planning services are necessary to increase contracep-
tive choice.

A number of issues related to both the improvement
of quality of care in service delivery of existing methods
and the potential introduction of new methods were iden-
tified. For example, increasing the availability of both
no-scalpel vasectomy and tubectomy by mini-laparotomy
under local anaesthesia could increase the utilization of
sterilization; while efforts to strengthen the quality of
IEC activities and counselling, and improve provider skills
in the management of contraceptive side-effects, could
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Although Norplant would offer an additional option as
a long-term, effective and reversible method, interna-
tional experience suggests that Norplant would likely be
used by a relatively small percentage of women. More-
over, there are major programmatic challenges to be
faced, including training and ensuring the availability of
skilled providers for both insertion and removal, the
strengthening of providers' capabilities to provide bal-
anced information and counselling on all available con-
traceptive methods, the strengthening of the logistics
system to deliver commodities and equipment, as well as
supplies necessary to maintain asepsis during insertions
and removals, and a client follow-up system to locate and
remind users about the need for removal at the end of
five years.

It was recommended .that prior to reaching any deci-
sions concerning the potential introduction of Norplant,
or of any other new methods, the Royal Government of
Bhutan should consider conducting a full assessment of
the contraceptive method mix and the need for contra-
ceptive introduction. Support for the implementation of
such an assessment will be requested as part of the UNFPA
Country Programme which commences in 1998.

Kyrgyzstan and Uzbekistan

One of the objectives of the Programme is to encour-
age other agencies and organizations working in repro-
ductive health to utilize the strategic approach to both
contraceptive introduction and other issues in reproduc-
tive health.

In the last quarter of 1997, AVSC International uti-
lized the approach to assess how reproductive health
services, particularly the provision of contraception, STD
diagnosis and management, and abortion, are currently
being provided in Kyrgyzstan and Uzbekistan. In both
countries, the approach was considered to have been
successful, building upon a participatory team approach
and determining how service delivery institutions could
improve the quality and scope of reproductive health
services being offered.

The assessments recommended, among others, the'
necessity to support training on contraceptive technol-
ogy, IUD insertion and removal, and the management of
side-effects and appropriate criteria for method use; de-
velopment of counselling skills, particularly postabortion
and on STD risk assessment; development ofIEC materi-
als; development of facilitative supervision systems; and
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updating of policies, guidelines and training curricula.

Planned projects

It is planned to undertake a second abortion-related
assessment in 1998 in Romania as part of a project
emanating from the Scientific Working Group on Repro-
ductive Health Research in Eastern Europe. In addition,
in collaboration with the WHO Western Pacific Re-
gional Office, requests for Stage I assessments from the
Governments of the Lao People's Democratic Republic,
Papua New Guinea and the Philippines will be pursued
and at least one will be undertaken in 1998. Depending
on a formal request and funding from UNFPA, an assess-
ment will also be conducted in Bhutan.

STAGE ll: INTRODUCTORY RESEARCH

Once the decision has been made to introduce a new,
or reintroduce an underutilized method, research projects
are designed to examine the system of supply (those
issues affecting the service delivery system's ability to
provide services) and the system of demand (users' per-
spectives on the service system and on the specific con-
traceptive technology). This is Stage II of the introduc-
tory process. A variety of research methodologies is
utilized to conduct such research, with a focus on service
delivery issues and particularly on the management of
services, the interaction between providers and cli-
ents, and the factors influencing the supply of the
method. Stage II research addresses the policy, or-
ganizational and managerial contexts of quality of care
and proposes changes necessary to introduce a chosen
method.

Stage II introductory research projects continued in
Brazil, Viet Nam and Zambia and began in Bolivia,
Myanmar and South Africa in 1997. It is expected that
the studies in Brazil and Viet Nam will be completed by
the end of 1998. Plans are being made to initiate studies
in Chile and Ethiopia in 1998.

Ongoing studies

Brazil

The project is being undertaken in the municipality of
Santa Barbara in the state ofSao Paulo. It has been shown
that the range of interventions undertaken to date have
already had an impact on service availability, access and
quality of care. The public sector services now accom-
modate more patients in gynaecology, provide reproduc-
tive health education, have systematized contraceptive
supplies, recruited additional medical personnel, changed
provider attitudes towards patients, and opened a referral
centre which gives consistent, high quality care in repro-

ductive health. These changes have been created in major
part within the resource and structural constraints of the
public sector system.

Services have been expanded: vasectomy and the in-
jectable contraceptive DMP A were previously not avail-
able and the provision of condoms was rare; services for
adolescents did not exist, nor did educational materials.
With the inclusion of the once-a-month injectable,
Cyclofem, into national norms in mid-1997, introduc-
tion of this injectable is now being initiated. However,
several important managerial functions still require fur-
ther modification.

The project has included a component on provision of
services for young people. It began with a workshop for
200 young people aimed at identifying their principal
needs and selecting those who could be trained as peer
educators. Fourteen peer educators have been trained.
They meet with project staff on a weekly basis and have
undertaken health promotion activities. They have been
active in organizing group talks about STD/AIDS and
contraception in schools, community-based scout groups
and for office boys. A series of radio programmes has
begun, covering such topics as young people's rights,
STDIAIDS, drugs, pregnancy and contraception. The peer
educators have been available for individual discussion in
person or over the telephone. They have scheduled con-
sultations for young people at the referral centre and
have sometimes accompanied them on the day of their
appointment. They also distribute condoms to young peo-
ple who prefer not to visit the referral centre and provide
instruction on their use.

Adolescent services are provided at the referral cen-
tre and consist of individual consultations with the gy-
naecologist as well as group educational sessions where
issues such as contraception and breast cancer preven-
tion are discussed. Sessions are also organized for
pregnant young women. So-far, 656 young people (611
female, 45 male) have used the clinic services for
contraceptive methods, pregnancy-related services, gy-
naecological problems, postpartum services, curative
care, sexual questions, and general information.

The project has also supported services for men. Va-
sectomy services have been organized through the refer-
ral centre and wide condom distribution instituted
throughout municipal health services. Vasectomy is cur-
rently performed once a week. There have been a total of
356 vasectomies requested since May 1996, 147 have
been undertaken and 103 are approved and awaiting op-
eration; the remainder did not return.

The project will continue through 1998, at the end of
which there will be a full evaluation.
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activities in the two provinces.Viet Nam

A study on the strengthening of family planning and
reproductive health service delivery, including the provi-
sion of DMPA, has been in progress in Viet Nam since
mid-1996. The project is being undertaken in two prov-
inces, Ninh Binh in the North and Song Be in the South.
In the first year of the study, DMPA was provided in the
provincial Maternal and Child Health/Family Planning
(MCHIFP) centres and two district health centres in each
province. In the second year, delivery has been expanded
to community health centres in the four study districts.

Training curricula and materials for providers, as well
as improved IEC materials for potential DMPA accep-
tors, were developed in the first year of the project. In
addition, more detailed information sheets for users, as
well as method-specific user cards for all methods,' were
developed to facilitate appropriate follow-up and conti-
nuity of care. Training for providers emphasized coun-
selling and provision of balanced information, in addi-
tion to technical information on all available contracep-
tive methods. Training was provided to provincial and
district level doctors, midwives, leaders of mass organi-
zations, including the Viet Nam Women's Union, com-
munity health care providers, community-level family
planning motivators, and members of community organi-
zations. The project has also worked on approaches to
strengthen supervision of family planning services, in-
cluding the development of supervision tools.

The research components of the project are examin-
ing the introduction of DMP A from multiple perspec-
tives. A quantitative study is investigating factors associ-
ated with women's initial choice of DMPA, their con-
tinuation rates, and their reasons for continuing or dis-
continuing the method. A study of users' perspectives on
family planning, with particular emphasis on their expe-
rience and satisfaction with DMPA as a method and with
the service delivery system, is being conducted utilizing
qualitative methodology. In addition, service delivery
research is investigating the .technical and managerial
adaptations necessary to provide improved quality of
care in the service delivery of DMP A and all other meth-
ods.

InMarch 1997, a mid-project workshop was held to
discuss progress and disseminate the preliminary results
of the first year of research, prior to expansion ofDMPA
delivery. to the commune level. This workshop was at-
tended by policy-makers, programme managers, service
providers, and members of mass organizations from the
central level as well as from the project sites. Following
this workshop, training curricula, IEC materials, and man-
agement support materials, such as recording and report-
ing forms and supervision checklists were revised, prior
to the implementation of training and refresher training
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The National Committee for Population and Family
Planning (NCPFP) has been eager to expand service
delivery ofDMP A more rapidlythan originally envisioned
by the Ministry of Health which has been utilizing the
WHO strategic approach. Following discussions during
the mid-project workshop, a compromise was reached
whereby it was agreed that NCPFP proceed with
implementation in selected districts in eight additional
provinces. However, implementation will build upon the
experience gained to date during the Stage II project and
will utilize, with minor adaptations, the training curricula,
IEC materials and other supporting materials developed
by the project. It is envisaged that a future Stage III
project would include components supporting the further
development of training and IEC materials to improve
the quality of care of family planning service delivery, as
well as research activities to facilitate a comparison of
experience between provinces involved in the project
and those introducing DMPA through the NCPFP
expansion programme. Stage II activities are expected to
be concluded in mid-1998 and will be followed with a
final dissemination workshop, and Stage III expansion
activities are expected to begin shortly thereafter.

South Africa

After some delay, the Stage II project began in the
second half of 1997 and is addressing issues raised in the
Stage I assessment, particularly those relating to the
widespread lack of information on family planning by
providers at all levels of the health system and the lim-
ited contraceptive choice ..available in many communi-
ties. The project activities are being undertaken in dis-
tricts in three provinces: Gauteng, Northern and North-
West Province. The project has begun with the develop-
ment of IEC materials, the training of study-site staff in
the provision of a broad range of family planning meth-
ods, including male and female condoms and emergency
contraception, and in COPE (a provider efficient process
for quality improvement in family planning services)
developed by AVSC International. Baseline studies have
been undertaken at the intervention sites and are cur-
rently being analysed.

Training is being provided through two-and-a-half-day
training workshops. Ithas been appreciated by the project
staff that this is insufficient time to provide adequate
training in technical skills and counselling but it has
become extremely difficult in South Africato obtain the
release of providers for longer periods. Hence, a COPE-
approach had been instituted to allow providers to ad-
dress their particular needs and to give particular support
to these needs. At one of the intervention sites, a distant
learning training package is being used as part of a na-
tional evaluation of this package. It has also been shown
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that it is necessary to expand training to other providers
using a broader "whole-site" training approach.

Research activities on users' and providers' perspec-
tives on family planning methods and services, as well as
service delivery research on the technical and managerial
adaptations of the health delivery system necessary to
provide services with appropriate quality of care, will
begin in the second half of 1998.

Bolivia

The study started at the beginning of 1997 in four
clinics in La Paz and three in Santa Cruz. A' situation
analysis has been undertaken in both districts using in-
struments similar to those used in Brazil, and data analy-
sis is ongoing. The baseline studies indicate that the
provision of health care in general is weak, although
health issues are not perceived by the community as a
major concern. The initial results have shown major prob-
lems in the provision of services, including, among oth-
ers: difficulty of access; extremely long waiting times;
records not being available; physicians arriving late; and
poor interpersonal relations between providers and cli-
ents. There is a major lack of training in family planning
and method choice is restricted, the latter being due to a
focus on the provision ofIUDs and lack of availability of
other methods.

A local "executive committee" was established at both
sites to ensure community participation. This has been
more successful than expected and significant enthusi-
asm has been shown on the part of both the local authori-
ties and service providers. Training curricula and IEC
materials were developed and the' training of service
providers was completed in both La Paz and Santa Cruz
by the end of 1997. Injectable contraception has been
included in the range of methods available to clients in
some of the La Paz clinics and will be provided in the
remaining clinics and in Santa Cruz early in 1998.

Research on users' and providers' perspectives on
methods and services being provided and on the service
delivery system, will be undertaken during 1998.

Zambia

The study 'began with a review of the experience of a
major NOO, CARE International, in the provision of
DMPA and other contraceptive methods in selected gov-
ernment clinics in Livingstone and Lusaka. The fmdings
from this review were used to finalize the training cur-
riculum for providers in the project. A baseline situation
analysis was undertaken at 11 health centres and hospi-
tals in three rural Copperbelt districts: Masaiti, Mpongwe
and Lufwanyama, the intervention sites of the study. Staff
at the 11 sites were then trained in the second quarter of

1997 in the provision of all available methods, including
combined oral contraceptives (COCs), male and female
condoms, DMPA and emergency contraception, with re-
ferral for IUD insertion and tuballigation. Service provi-
sion began shortly afterwards. A significant increase in
the number of family planning acceptors was seen in all
the project sites during the months following the avail-
ability of a broader choice of methods, with some 50%
of clients selecting DMPA. There were also several us-
ers of emergency contraceptive pills in the month fol-
lowing training of providers on their use.

The project is being undertaken in a broader reproduc-
tive health context with the training of staff in STD diag-
nosis and management early in 1998, linking it with
essential obstetric care/safe motherhood activities at the
principal centres in each district. It is also being under-
taken in the context of the health system reform process
ongoing in Zambia, and with the involvement of the Dis-
trict Health Management Teams with the objectives of
ensuring that the intervention strategy will be sustainable
at the end of the project.

The baseline studies provided information on quality
of care and used a truncated version of the Population
Council situation analysis methodology. Following re-
search on users' and providers' perspectives and other
health systems research during the course of the project,
a further situation analysis will be undertaken 'at the end
of the study.

Myanmar

The Stage II research project recently began' in
Myanmar. It is based on the recommendations of the
assessment and focuses on developing a township-level
model for improving the quality of care of family plan-
ning and other reproductive health services in Myanmar.
Major objectives of the project include: improving the
public as well as private sector provision of available
hormonal contraceptives, including COCs and injectable
contraceptives; discouraging the use of available hormo-
nal contraceptives which are of low efficacy or unproven
safety including monthly oral pills, high-dose COCs and
injectable preparations; undertaking a controlled reintro-
duction of the IUD; streamlining the process of carrying
out tubal ligation for women desiring sterilization; pro-
moting the concept of dual protection against pregnancy
and RTIs; strengthening the management ofRTls by both
public and private providers; increasing male involve-
ment in reproductive health; and increasing community
involvement and advocacy for birth spacing and repro-
ductive health more generally.

Major activities of the project will include the devel-
opment and improvement of IEC materials and IEC ac-
tivities. This includes a training component that, targets
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basic health staff in the public sector, private general
practitioners, drug shop staff, township and community
level members of a national NGO-the Myanmar Mater-
nal and Child Welfare Association (MCWA); a commu-
nity advocacy component with activities addressing com-
munity leaders and men's groups, in addition to local
MCW A members; efforts to strengthen township level
and health centre staffs management capabilities related
to planning, supervision and logistics; and the supply of
essential drugs for the treatment of RTIs to facilitate
appropriate case management.

Rapid qualitative assessments, supplemented by facil-
ity inventories and observations of service delivery will
be conducted at the beginning, middle and end of the
project. Qualitative user perspective research will ad-
dress reproductive health issues including client and com-
munity perspectives on various contraceptive methods,
knowledge and use of dual protection, men's awareness
and involvement in reproductive health issues, health
care seeking behaviour focusing on both contraception
and RTIs, and other related issues including abortion in
the community. This research will be complemented by
surveys of women of reproductive age at the beginning
and near the end of the project, which will collect data on
basic demographic information and reproductive inten-
tions, unmet need for contraception, contraceptive knowl-
edge including issues related to dual protection, the utili-
zation and perceived quality of reproductive health serv-
ices, and abortion in the community.

Planned studies

Chile and Ethiopia

It is planned that Stage II research projects, which will
address the findings from the assessments undertaken in
Chile and Ethiopia, will be fmalized and initiated in 1998.
It is also anticipated that projects emanating from the
assessments in Bhutan, Lao People's Democratic Re-
public and Romania will be developed and approved by
the end of 1998.

STAGE III: EXPANSION OF INTRODUCTION

The purpose of Stage III is to disseminate and apply
the research fmdings generated at Stage II to policy de-
velopment and planning. Based on an evaluation of the
Stage II research, decisions are made as to whether it is
appropriate to expand use of the method on a larger
scale. If expansion is recommended, a strategic plan for
providing the method throughout the family planning pro-
gramme is developed. This includes preparing training
plans, establishing the necessary infrastructure, provid-
ing IEC materials, upgrading logistics systems, and or-
ganizing supply sources and possible local production.
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One project in Brazil has continued in 1997 and one is
planned to begin in Viet Nam in 1998. During 1998, it is
intended to revisit the strategy for Stage III activities,
assessing the requirements arising from the Stage II
projects ongoing in Bolivia, Brazil, Myanmar, South Af-
rica, Viet Nam and Zambia and, if necessary, modifying
the approaches to Stage III activities in the future.

Ongoing and planned studies

Brazil

This project is addressing how the findings generated
from the Stage II project in the municipality of Santa
Barbara described above, can be utilized to improve con-
traceptive choice and other reproductive health services
in a group of other municipalities in Brazil.

One group of municipalities is receiving documenta-
tion and materials from Santa Barbara while a second
group is also receiving supportive technical assistance.
In both groups of municipalities, people have been moti-
vated by hearing about and seeing the results of the Santa
Barbara project, in particular the participatory approach
that was taken. Community representatives in the mu-
nicipalities in which the study is being undertaken have
told the project team that they have had difficulties in
activating the municipal councils to provide reproductive
health services but that this participatory approach al-
lowed joint community/council initiatives to be imple-
mented to improve services.

Viet Nam

Proposals for a Stage III study on making DMP A more
widely available in Viet Nam are presently being devel-
oped and it is expected that this study will be imple-
mented in the second half of 1998.

INTRODUCTION OF NEWLY AVAILABLE
METHODS OF FERTILITY REGULATION

INTO DEVELOPING COUNTRY PROGRAMMES

The strategic approach to contraceptive introduction
described above has been shown to be effective when
existing methods have been identified for introduction.
Work is ongoing to also use the approach when the
method is new and/or unknown to providers and potential
users and to see how awareness of the new method can be
created within the- context of the existing method mix.

The applicability of the strategy for introduction is
being tested with two newly available technologies, a
specific product for emergency contraception and the
female condom. Emergency contraception can only be
introduced in the context of a method mix approach and
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must not be promoted as a primary method of contracep-
tion. The female condom represents the only currently
available method which provides dual protection against
pregnancy and STDs, and is under the control of the
woman herself. Thus, it can provide an option to certain
individuals within the context of informed choice.

Emergency contraception

The Programme has continued to play a major role
within the Consortium on Emergency Contraception. The
Consortium has continued to disseminate a package of
informational materials which contains a framework for
introduction; medical and service delivery guidelines;
prototype IEC materials for clients; questions and an-
swers for decision-makers; key messages for spokesper-
sons; and suggestions for adapting materials according to
local needs. A model training curriculum is also avail-
able. The information package is now produced in Eng-
lish, French and Spanish.

The Consortium decided, based on data from research
supported by the Programme, to focus its activities on
the introduction and availability of Postinor-2, which
consists of two tablets of 750 ug of levonorgestrel,
packaged in a two-pill blister pack.

The Programme's primary role within the Consortium
is that of a technical resource in the provision and review
of data and other information required to ensure the
availability of a specific product for emergency contra-
ception in developing countries. It is also providing sup-
port to the Concept Foundation and the manufacturer in
relation to the manufacture and registration of the prod-
uct. The Programme and the Population Council are the
lead agencies for the research and evaluation compo-
nents of the introductory studies being undertaken by the
Consortium. The Programme has responsibility for the
studies in Indonesia and Sri Lanka, and the Population
Council for the studies in Kenya and Mexico.

Baseline studies (similar in scope to Stage I assess-
ments) were undertaken in the first half of 1997 in Indo-
nesia and Sri Lanka and showed little or no pre-existing
knowledge of the method, and many misconceptions of
what emergency contraception was, on the part of both
providers and potential clients. The results were used in
the design of the introductory studies, the adaptation of
IEC materials and the planning of training for providers.
Service provision of Postinor-2 in a limited context be-
gan in the second quarter of 1997 in both countries. In
Sri Lanka, the establishment of a hotline giving informa-
tion as to where emergency contraceptive pills could be
obtained has resulted in a significant demand for the
product. In Indonesia, the utilization to date has been
extremely small. An evaluation of the provision and up-
take of Postinor-2, as well as providers' and users' atti-

tudes to the product, will be undertaken in both countries
in the second half of 1998. Similar studies are expected
to begin in Pakistan and Tanzania in 1998. Emergency
contraceptive pills (Yuzpe regimen) are being introduced
as part of the Stage II projects in South Africa and Zam-
bia.

The female condom

In support of its work on the introduction of the fe-
male condom, the Programme is coordinating a female
condom working group in collaboration with RHT and
UNAIDS. Theworking group has undertaken the develop-
ment and dissemination of information; continued to
identify and initiate research; and assisted in making the
product available.

An information pack on the female condom for policy-
makers, programme managers and others involved in re-
productive health care has been published in English and
French, and a Spanish version is forthcoming. The pack
has been distributed extensively and contains descriptive
sheets discussing "What is it?", "Why is it important?",
"Questions and answers" and "How can it be made avail-
able?" In addition, the pack contains an extensive review
of research undertaken till the end of 1996.

As a follow-up to this pack, the working group is
continuing to review all available information on the use
of the female condom and the results of research studies.
In addition, guidelines arebeing developed forprogramme
managers on the key issues to be addressed in the intro-
duction of the female condom and, in particular, on the
development of appropriate IEC materials.

With regard to Programme-supported research, ac-
ceptability studies are ongoing and studies on contracep-
tive efficacy are being planned. Because of the relatively
high cost of the product and because people will reuse it,
the Programme is also funding the Reproductive Health
Research Unit, Baragwanath Hospital in South Africa to
undertake a series of studies on reuse of the female
condom. If it is shown to be a safe and viable option,
guidelines will be developed for safe reuse. The studies
being undertaken include:

-assessment of the attitudes of women to possible re-
use of the female condom;

-assessment of the structural integrity of the female
condom after washing in common household deter-
gents;

-testing microbial retention after washing female con-
doms inoculated with lactobacilli in vitro;

-testing of viral permeability of the female condom
after washing in vitro;

-testing of microbial retention of the female condom
after use in vivo and washing and drying; and
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-testing the structural integrity of the female condom
after use in vivo and washing and drying.

The in vivo studies will only begin if satisfactory data
are obtained from the in vitro studies which are expected
to be completed in the first quarter of 1998.

The female condom is included in Stage II introduc-
tory research studies in South Africa and Zambia dis-
cussed above. With regard to making the product more
widely available, UNAIDS and WHO have negotiated a
public sector price of around US$ 0.60 and are continu-
ing to monitor cost-related issues. National introductory
strategies are being developed and a close linkage is
being maintained with respect to the social marketing of
the female condom in several southern African coun-
tries.

EVALUATION OF THE STRATEGIC APPROACH
FOR THE INTRODUCTION OF METHODS OF

FERTILITY REGULATION

There has been ongoing monitoring of the application
of the three-stage strategy for contraceptive introduc-
tion. In addition, the 'attributes of, and lessons learned
from, the application of the approach have been described
by Sirnmons et al., Studies in family planning, 1997,
28:79-94. However, it was proposed' by the Scientific
Review Committee that an independent evaluation be
undertaken in the first half of 1998.

The objectives of the evaluation are to:

-assess the strategy in terms of its impact, its utility in
improving quality of care in the delivery of all meth-
ods being provided, and its feasibility in terms of the
time, costs and human resources required;

-refme the design and implementation of the strategy
to enhance its utility, feasibility and impact and its
application to other reproductive health products; and

-provide guidance for future activities of the Programme
in the area of Technology Introduction and Transfer.

Case-studies will be undertaken in six countries,
namely Bolivia, Brazil, Myanmar, South Africa, Viet Nam
and Zambia by the national team and consultants who
provided technical assistance. Collectively, the case-stud-
ies will be used to illustrate and learn from the variety of
approaches to implementation that have been used in
different countries; to illustrate how the core principles
and process of the strategic approach were applied in
different regions and programme settings; to highlight
the central lessons that have emerged with regard to the
three stages of work, emphasizing accomplishments as
well as the obstacles that have constrained success; to
provide a basis from which to explore relevant approaches
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to Stage III, appropriate dissemination of the approach
and relevance of the approach to other areas of reproduc-
tive health; and to make recommendations on the future
scope of work for the Programme in the area ofTechnol-
ogy Introduction and Transfer. .

An evaluation team, comprising two independent ex-
ternal consultants and a member of the Scientific Review
Committee, will review the case-studies and visit Brazil,
Viet Nam and Zambia. In addition to focusing on country
comparisons and lessons learned regarding issues or ques-
tions addressed in the individual country case-studies,
the team will also address more general issues concern-
ing the strategy. It will also seek inputfrom national and
regional representatives of international and donor agen-
cies who are acquainted with, or have been involved in the
activities.

A meeting of the Scientific Review Committee will
be held in June 1998, with representatives of country
teams, the evaluation team and technical consultants, to
review and discuss the fmdings from the country case-
studies and the report of the evaluation team, and to make
recommendations for the future.

REGIONAL CENTRES

CEMICAMP in Campinas, Brazil has continued its
role of supporting country activities in Latin America
and, with the assistance of the University of Michigan,
Ann Arbor, MI, USA, is providing support for service
delivery research within the region. The group has as-
sisted in the development of Stage II research proposals

. in Bolivia and Chile and in the implementation of the
Bolivian study. CEMICAMP is continuing to manage the
Stage II research project being conducted in Santa Barbara
d'Oeste, Brazil, as well as the Stage III dissemination
activities in Brazil. The Centre has now completed its
assistance to the Cyclofem introductory trials in Brazil,
Chile, Colombia and Peru, and to studies on the use of
Uniject as a non-reuseable delivery system for Cyclofem.
Papers on findings from this work in the region have
been published during 1997.

In Africa, assistance with the implementation of the
introductory strategy is being provided by the Population
Council's Regional Office for Eastern and Southern
Africa in Nairobi, Kenya. Staff are providing technical
assistance to the Stage II research in Zambia. They have
also provided assistance to investigators in Ethiopia in
the Stage I assessment and its follow-up.

In Asia, assistance is being provided by the Interna-
tional Council on Management of Population Pro-
grammes (ICOMP), Kuala Lumpur, Malaysia. ICOMP
has assisted in the follow-up to the Stage I assessment in
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Myanmar, and is providing continuing technical support
for Stage II research activities in Viet Nam, as well as the
development of Stage III. It is also involved in the coordi-
nation of introductory activities on emergency contra-
ceptive pills in Indonesia and Sri Lanka. Additional tech-
nical support for Stage II activities in Myanmar is being
provided by the Population Council's office in Bangkok,
Thailand.

PRODUCT MANAGEMENT

The Programme has continued to work on some as-
pects of product management that are essential for en-
suring appropriate quality of contraceptive products within
the overall concept of quality of care.

Work has continued on making once-a-month
injectables available to developing countries. With re-
gard to Cyclofem, the Concept Foundation has closely
monitored quality of the product manufactured in Indo-
nesia and Mexico and has now obtained registration in 15
countries. It is continuing to support registration appli-
cations in other Latin American and Caribbean countries.
The production of Cyclofem by Aplicaciones Farma-
ceuticas in Mexico in the non-reuseable injection unit,
Uniject, will begin in the second half of 1998, following
production delays of the Uniject units by Becton-
Dickinson. In Asia, P.T. Tunggal is extremely active in
the provision of Cyclofem in Indonesia, while a second
Indonesian company is awaiting final approval to distrib-
ute. Pharmacia & Upjohn in the USA has submitted a
dossier for registration with the United States Food and
Drug Administration (USFDA), which will allow distri-
bution by the United States Agency for International
Development (USAID), and will shortly file for registra-
tion in the European Union.

With regard to the second once-a-month injectable,
Mesigyna, Schering AG has continued to sell the product
in the private sector in Latin America and is planning to
make it available in Pakistan.

In recent years, quality-related problems have been
reported with several contraceptive products available in
the public sector in Bangladesh. These have included:
combined oral contraceptives-sticky and crumbling pills;
injectable contraceptives-clumping and tampering with
contents of vials; IUDs-tarnishing and missing strings;
and condoms-not meeting procurement specifications.
The Programme is currently undertaking activities to

determine the extent of and reasons behind quality prob-
lems with contraceptive products and develop proce-
dures and guidelines for assessing and maintaining the
quality of contraceptive commodities from the port of
entry through the distribution system to service delivery
points and their use by family planning clients.

COLLABORA TING PROGRAMMES

The Programme has continued to work closely with
several WHO divisions, in. particular RHT and Drug
Management and Policies (DMP) and the Drug Action
Programme (DAP). It has strengthened its relationship
with RHT, on which it depends to ensure the application
of results of research undertaken, as well as for technical
inputs to the Programme Component's work. It has
collaborated directly with -RHT on various aspects of
family planning and with RHT's Unit on Maternal and
Newborn Health/Safe Motherhood (MSM) on the
development of a national reproductive health plan in
Zambia, as well as on the development of approaches to
consensus building on the concept of reproductive health
at the national level. DMP and DAP continued to provide
technical support to the activities on product management.

Four collaborating agencies participate in the Scien-
tific Review Committee meetings, namely the Council
on Health Research and Development (COHRED),
ICOMP, the Program for Appropriate Technology in
Health (PATH) and the Population Council. PATH has
continued to play a major- role 'in activities regarding
product management. There is close collaboration with
the Population Council on the implementation of the
introductory strategy through its --offices in Bangkok,
Campinas and Nairobi.

DISSEMINATION OF INFORMATION

Workshops were held in 1997 to disseminate the
findings of the Stage I assessment undertaken in Myanmar
and the assessment of abortion-related issues in Viet
Nam. The workshops were attended by representatives of
the various constituencies involved in the provision and
receipt of reproductive health services. A workshop was
held in Indonesia during the second quarter of 1997 with
programme managers, representatives of professional
bodies and of religious, women's and young people's
groups to disseminate the findings of the baseline study
undertaken prior to the introduction of emergency con-
traceptive pills.
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Annex 1

STRATEGIC REVIEW COMMITTEE IN 1997

Members

*K. Beattie, AVSC International, New York, NY, USA
*R. Karim, National Population and Family Development Board, Kuala Lumpur, Malaysia
R. Marn (Chairman), Indian Insitute of Health Management Research, Jaipur, India
*H. Randera-Rees, Baragwanath Hospital, Soweto, South Africa
*S. Ray, South Staffordshire Health Authority, Stafford, United Kingdom (On leave from Harare, Zimbabwe)
*M. Whittaker, University of Queensland, Brisbane, Australia
D.N. Wirawan, Udayana University, Denpasar, Indonesia

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 5 71 2 29 7.
Women 3 43 2 29 5'

from:
AFRO 2 29 2
AMRO 14 1
EMRO 0
EURO 0
SEARO 2 29 2
WPRO 14 14 2

Collaborating agency scientists

1. Diaz, The Population Council, Campinas, Brazil
*S. Djuarini, International Council on Management of Population Programmes, Jakarta, Indonesia
C. Elias, ThePopulation Council, Bangkok, Thailand
*M. Morrow, Program for Appropriate Technology in Health, Seattle, WA, USA
Y. Nuyens, Council on Health Research for Development, Geneva, Switzerland
1. Skibiak, The Population Council, Nairobi, Kenya

*Denotes woman
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Annex 2

STRATEGIC COMPONENT SCIENTISTS IN 1997

Principal investigators

A. Ajayi, The Population Council, Nairobi, Kenya
L. Bahamondes, CEMICAMP, Campinas, Brazil
R. Castro, Ministry of Health, Santiago, Chile
*C. Cornejo, Ministry of Health, La Paz, Bolivia
*M. Diaz, CEMICAMP, Campinas, Brazil
C. Elias, The Population Council, Bangkok, Thailand
Do Trong Hieu, Ministry of Health, Hanoi, Viet Nam
*J. Hutchings, Program for Appropriate Technology in Health, Seattle, WA, USA
J. Mclntyre, Baragwanath Hospital, Soweto, South Africa
D. Phiri, Ministry of Health, Lusaka, Zambia
J. Prihartono, Yayasan Kusuma Buana, Jakarta, Indonesia
*H. Randera-Rees, Baragwanath Hospital, Soweto, South Africa
*A. Rodger, Warwick University, Coventry, United Kingdom
J. Satia, International Council on Management of Population Programmes, Kuala Lumpur, Malaysia
*R. Simmons, University of Michigan, Ann Arbor, MI, USA
*Thein Thein Htay, Department of Health, Yangon, Myanmar
Vu Quy Nhan, The Population Council, Hanoi, Viet Nam

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 14 82 3 18 17
Women 4 24 3 18 7

from:
AFRO 4 24 4
AMRO 4 24 2 12 6
EMRO 0
EURO 6 1
SEARO 3 18 3
WPRO 3 18 3

*Denotes woman
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Other scientists

A.T. Abera, Ministry of Health, Addis Ababa:, Ethiopia
*K. Ba Thike, Central Women's Hospital, Yangon, Myanmar
*V. Baez Pollier, National Service fór Women (SERNAM), Santiago, Chile
T. Belay, Ministry of Health, Addis Ababa, Ethiopia
*M.D. Castro, University of San Andres, San Andres, Bolivia
*E. Cravey, Baragwanath Hospital, Soweto, South Africa
*Dao Khanh Hoa, National Committee for Population and Family Planning, Hanoi, Viet Nam
*Sri Djuarini, PROFIT, Jakarta, Indonesia
A. Faundes. CEMICAMP, Campinas, Brazil
*T. Fetters, CARE International, Lusaka, Zambia
A. de la Galvez Murillo, Ministry of Health, La Paz, Bolivia
*S. Girvin, AVSC International, New York, NY, USA
*Hua Thanh Son, Ministry of Health, Hanoi, Viet Nam
*J. Jacobi, Ministry of Health, Lusaka, Zambia
*Khin Myint Wai, Department of Health, Yangon, Myanmar
*Khin Thet Wai, Department of Medical Research, Yangon, Myanmar
*Khin Win Kyu, Welfare Association, Yangon, Myanmar
*M. de Lourdes Cristofolete, CEMICAMP, Campinas, Brazil
*X. Machicao Barbery, Centre for Information and Research for Women, La Paz, Bolivia
*M. Makuch, CEMICAMP, Campinas, Brazil
*G. Mengistu, National Office of Population, Addis Ababa, Ethiopia
*F. Mrisho, Ministry of Health, Addis Ababa, Ethiopia
*Nguyen Hoa Binh, Viet Nam Women's Union, Hanoi, Viet Nam
Nguyen Kim Tong, Ministry of Health, Hanoi; Viet Nam
*Nguyen Quoc Chinh, Ministry of Health, Hanoi, Viet Nam
*Nguyen Thi Thorn, National Committee for Population and Family Planning, Hanoi, Viet Nam
*Nhan Do Thi Thanh, Viet Nam Women's Union, Hanoi, Viet Nam
*Nu Aye Khin, Welfare Association, Yangon, Myanmar
M. Paz Ballivian, Ministry of Health, La Paz, Bolivia
*Pham Thuy Nga, Ministry of Health, Hanoi, Viet Nam
*G. Ross, London School of Hygiene and Tropical Medicine, London, United Kingdom
*V. Schiappacasse, Chilean Institute of Reproductive Medicine, Santiago, Chile
*J..da Silva, CEMICAMP, Campinas, Brazil
Y. Tadess, Ministry of Health, Addis Ababa, Ethiopia
A. Teferi, Regional Health Bureau, Addis Ababa, Ethiopia
1. Telleria, Ministry of Health, La Paz, Bolivia
*M. Whittaker, University of Queensland, Australia
Y. Yacouba, University ofOuagadougou, Ouagadougou, Burkina Faso
*M. Zama, Ministry of Health, Lusaka, Zambia

Members
Women

Developing countries Countries in transition

Number % of total Number % of total

36 92
26 67

11 28
11 28

6 15
8 21

Developed countries Totals

Number % of total

3 8 39
3 8 29

11
3 12

0
3 1

6
3 9

from:
AFRO
AMRO
EMRO
EURO
SEARO
WPRO

*Denotes woman
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Annex 3

PUBLICATIONS DURING 1997

Baharnondes L, Lavin P, Ojeda G, Petta C, Diaz J, Maradiegue E, Monteiro I.Return of fertility after discontinuation of
the once-a-month injectable contraceptive Cyclofem. Contraception, 1997, 55:307-310.

Baharnondes L, Marchi NM, Nakagava HM, de Melo Maria-Lourdes R, Cristofoletti Maria de Lourdes, Pellini E,
Scozzafave RH, Petta C. Self administration with UniJect of the once-a-month injectable contraceptive Cyclofem.
Contraception, 1997, 56:301-304.

Diaz M, Simmons R. The Santa Barbara Project-Is it, or is it not participatory research? Paper presented at a
workshop entitled "Methods and Measures: Emerging Strategies in Women's Health". Michigan Initiative for Women's
Health, University of Michigan, July 1997.

Hall P, Baharnondes L, Diaz J, Petta C. Introductory study of the once-a-month injectable contraceptive Cyclofem in
Brazil, Chile, Colombia and Peru. Contraception (in press).

Simmons R, Fajan R. A new methodology for contraceptive introduction. Paper presented at .a workshop entitled
"Methods and Measures: Emerging Strategies in Women's Health". Michigan Initiative for Women'slflealth, University
of Michigan, July 1997.

Simmons R, Hall P, Diaz J, Diaz M, Fajans P, Satia J. A strategic approach to the introduction oftfertility regulation
technologies and lessons from eight countries. Studies in family planning, 1997,28:79-94.

Simmons R, Diaz M, Diaz 1. Expanding contraceptive choice: Findings from action research in Brazil. Studies in family
planning (in press). '

An assessment of the contraceptive method mix in Myanmar. WHO, Geneva, 1997 (Document No.· WHOIHRP/ITT/
97.1).
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After feasibility studies, the field work started in 1989
and was largely completed in 1993, although recruitment
of cases and controls for the myocardial infarction com-
ponent of the study continued untill 1995. Altogether,
3792 women of less than 45 years of age with myocar-
dial infarction, stroke, or venous thromboembolic dis-
ease (cases) and 11 207 women without these conditions
(controls) were examined and interviewed in the course
of the study.

OBJECTIVES

The Programme's Strategic Component on Surveil-
lance and Evaluation conducts epidemiological research
in reproductive health, research on intrauterine devices
(IUDs) and on the prevention and management of infer-
tility, as well as research on global issues related to
maternal health. The activities include identification and
incidence of adverse and non-contraceptive beneficial
side-effects of currently available fertility regulating
methods; evaluation of contraceptive efficacy of these
methods when this is not well known, and the quality of
care in their provision and how this care affects their
efficacy and safety; evaluation of incidence and preva-
lence of infertility and sexually transmitted diseases
(SIDs); and relationship between STDs and infertility.

With the new structure of reproductive health activi-
ties in WHO, including the creation of strategic research
components in the Programme, the Surveillance and
Evaluation Component is encouraged to continue to widen
the scope of research and embrace evaluation of safety
and efficacy of commonly used devices, drugs and proce-
dures in reproductive health. Thus, the research activi-
ties, while focusing on fertility regulation and infertility ,
also include selected aspects of maternal health.

PROGRESS

Fertility regulation

Steroid hormone contraception and cardiovascular
disease

The WHO Collaborative Study of Cardiovascular Dis-
ease and Steroid Hormone Contraception was initiated by
the Programme in the mid-1980s to evaluate the associa-
tion of cardiovascular diseases (acute myocardial infarc-
tion, stroke and venous thromboembolism), and modem
hormonal contraception. Most of the information avail-
able in the 1980s on adverse cardiovascular effects of
hormonal contraception referred to pills containing higher
levels of estrogens and progestogens than those cur-
rently available, and to a period when knowledge about
contrain-dications for the use of hormonal contracep-
tives was not widely disseminated or known. There was
virtually no knowledge about adverse cardiovascular ef-
fects from developing countries where the use of hor-
monal contraception is largest.

The WHO Collaborative Study of Cardiovascular Dis-
ease and Steroid Hormone Contraception was conducted
in 21 centres in 17 countries in Africa, Asia, Europe, and
Latin America. The study was coordinated by the Depart-
ment of Epidemiology and Public Health, University Col-
lege London Medical School, London, United Kingdom.
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The fmdings from the study on the association be-
tween venous thromboembolic disease and use of com-
bined oral contraceptives were published in 1~95 (WHO
.Collaborative Study. of Cardiovascular Disease and Ster-
oid'Hormone' Contraception. Lancet, 1995, 346:1575-
1582; WHO Collaborative. Study of Cardiovascular Dis-
ease and Steroid Hormone Contraception. Lancet, 1995,
346:1582-1588) and described in the Programme's An-
nual technical report 1995. The results pertaining to
ischaemic stroke, haemorrhagic stroke and overall stroke
risk, and use of combined oral contraceptives were pub-
lished in 1996 (WHO Collaborative Study of Cardiovas-
cular Disease and Steroid Hormone Contraception. Lan-
cet, 1996, 348:498-505; WHO Collaborative Study of
Cardiovascular Disease and Steroid Hormone Contracep-
tion. Lancet, 1996, 348:505-510), and described in the
Annual technical report 1996.

A paper describing the results on risk of acute myocar-
dial infarction (AMI) and use of combined oral contra-
ceptives was published in 1997 (WHO Collaborative Study
of Cardiovascular Disease and Steroid Hormone Contra-
ception. Lancet, 1997,349: 1202-1209). The relative risk
of AMI was assessed in relation to use of combined oral
contraceptives among women aged 20-44 years. Cases
were women who had definite or possible AMI (classified
by history, electrocardiographic and cardiac-enzyme cri-
teria), who were admitted to hospital, and who survived
for at least 24 hours. Up to three hospital controls matched
within a five-year age-band were recruited for each of the
368 cases (941 controls). All participants were inter-
viewed while in hospital with the same questionnaire,
which included information on medical, family and per-
sonal history, lifetime contraceptive use, and blood pres-
sure screening before the most recent episode of oral
contraceptive (OC) use. Odds ratios compared the risk of
AMI in current OC users and in non-users (past users and
never-users combined).

The overall odds ratio for AMI was 5.01 (95% Cl
2.54-9.90) in Europe and 4.78 (2.52-9.07) in the non-
European (developing) countries; however, these risk
estimates reflect the frequent coexistence of other risk
factors among OC users who have AMI. Very few AMIs
were identified among women who had no cardiovascu-
lar risk factors and who reported that their blood pressure
had been checked before OC use; odds ratios associated
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with OC use in such women were not increased in either
Europe or the developing countries. Among OC users
who smoked 10 or more cigarettes per day, the odds ratios
in Europe and in the developing countries were over 20.
Similarly, among OC users with a history of hypertension
(during pregnancy or at any other time), odds ratios were
at least 10 in both groups of countries. No consistent
association between odds ratios for AMI and age of OC
users or estrogen dose was apparent in either group of
countries. No significant increase in odds ratios was
apparent with increasing duration of OC use among
current users, and odds ratios were not significantly in-
creased in women who had stopped using OCs, even after
long exposure. The study had insufficient power to exam-
ine whether progestogen dose or type had any effect on
AMI risk.

Current use of combined OCs is associated with an
increased risk 'of AMI among women with known cardio-
vascular risk factors and among those who have not been
effectively screened, particularly for blood pressure. AMI
is extremely rare in younger «35 years) 'non-smoking
women who use OCs, and the estimated excess risk of
AMI in such women in the European centres is about 106,

or one for million woman-years. The risk is likely to be
even lower if blood pressure is' screened before, and
presumably during, OC use. Only among older women
who smoke is the degree of excess risk associated with
OCs substantial (about 400 per million woman-years).

A paper on findings from the study on cardiovascular
risks and use of other hormonal contraceptives, such as
progestogen-only pills, progestogen-only injectables, and
combined injectables, has been accepted for publication
in the journal Contraception.

The large WHO Collaborative Study of Cardiovascu-
lar Disease and Steroid Hormone Contraception has col-
lected a wealth of data on risk factors for cardiovascular
disease among young women and, as is the case for the
WHO Collaborative Study on Neoplasia and Steroid Hor-
mone Contraception, a number of secondary analyses are
planned over the next few years. Data will also be made
available to the investigators for national and regional
analyses.

On 3-7 November 1997, WHO convened in Geneva a
Scientific Group Meeting on Cardiovascular Disease and
Steroid Hormone Contraception. The overall objective of
the Scientific Group was to review current scientific data
on use of steroid hormone contraception as they relate to
risk of myocardial infarction, ischaemic and haemorrhagic
stroke, and venous thromboembolic disease. The Scien-
tific Group also reviewed the incidence of cardiovascular
. disease among women of reproductive age in general,
how the effect of risk factors for cardiovascular disease
might be modified by use of hormonal contraceptives,

and whether different compositions .of combined oral
contraceptives have different cardiovascular risk profiles.

The Scientific Group consisted of the authors of back-
ground papers which had been prepared for the Meeting,
and invited experts from different regions of the world,
including researchers who had participated in recent
large studies of cardiovascular disease and hormonal
contraception. During its deliberations, the Scientific
Group relied mainly on published data although it also
considered unpublished information from several. new
studies. Acknowledging' the major changes that have
taken place in the hormonal content of combined oral
contraceptives and prescribing patterns of providers, the
Scientific Group paid particular attention to studies which
included data collected after 1980.

For the first two days of the 'five-day meeting, the
Scientific Group was joined by principal investigators of
several of the recent studies and by.researchers with new
data; by representatives of the United Nations Population
Fund (UNFPA) and of the International Planned Parent-
hood Federation (IPPF); and by representatives of the
drug regulatory authorities of the European Union, Ger-
many, the United Kingdom, and theiUSA, and of the main
pharmaceutical firms marketing steroid contraceptives.
These first two days were spent reviewing the back-
ground papers; assessing unpublished data from other
researchers which could have been -importanr to the Sci-
entific Group when formulating its .conclusions and rec-
ommendations; and hearing genenil comments about the
issue of cardiovascular disease 'ana steroid contracep-
tion that interested parties wished to make.

Some of the main conclusions of the Scientific Group
were:

-The incidence and mortality rates-of all cardiovascular
diseases (stroke, myocardial infarction, and venous
thromboembolism) in women of reproductive age are
very low. Any additional incidence of cardiovascular
disease or mortality attributable to .oral contraceptives
is very small if the users do not smoke and do not have
other cardiovascular risk factors.

-'In women who do not smoke, havetheir blood pressure
checked, and do not have hypertension or diabetes, the
relative risk of myocardial infarction in users of com-
bined oral contraceptives is not increased, regardless
of age. There is no increase in the risk of myocardial
infarction in past users of combined oral contracep-
tives. These conclusions appear to apply equally in
developed and developing countries.

-From the available data, it cannot be concluded that
the risk of myocardial infarction in users of low-dose
combined oral contraceptives is related to progestogen
type. The suggestion that gestodene- or desogestrel-
containing low-dose combined oral contraceptives may
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Although the focus of the Scientific Group delibera-
tions was on the cardiovascular effects of steroid contra-
ceptives, other considerations also influence women and
couples when they make their choice of contraceptive
method. These factors include. real and perceived risks
and benefits associated with each method of contracep-
tion. Social, economic, psychological and cultural factors
are also important. The conclusions and recommenda-
tions of the Scientific Group should not, therefore, be
taken in isolation. Instead, they should. form part of the
detailed information needed when making informed
choices in this important area of preventive health care.
The background papers prepared for the meeting have
been accepted for publication in the journal Contracep-
tion. The final report of the Scientific Group Meeting will
be published in the WHO technical report series in the
second quarter of 1998.

carry a lower risk of myocardial infarction compared
with low-dose formulations containing levonorgestrel
remains to be substantiated.

-In women who do not smoke, have their blood pressure
checked, and do not have hypertension, the relative
risk of ischaemic stroke is increased by about 1.5-fold
in current users of combined oral contraceptives in
comparison with non-current users. There is no in-
crease in the relative risk of ischaemic stroke with
increasing duration of use of combined oral contracep-
tives. There is no increase in the relative risk of ischae-
mic stroke in women who have ceased use of oral
contraceptives. These conclusions appear to apply
equally in developed and developing countries.

-There are insufficient data to allow a conclusion about
whether the risk of ischaemic stroke is related to pro-
gestogen type in combined oral contraceptives.

-In women less than 35 years of age, who do not smoke
and do not have hypertension, the relative risk of
haemorrhagic stroke associated with oral contracep-
tive use is not increased. There is no increase in the
risk of haemorrhagic stroke with increasing duration
of use. There is no increase in the relative risk of
haemorrhagic stroke in women who have previously
used oral contraceptives. These conclusions appear to
apply equally in developed and developing countries.

-The incidence of haemorrhagic stroke increases with
age, and current use of combined oral contraceptives
appears to magnify this effect of ageing.

The Scientific Group noted that the already elevated
risks of myocardial infarction and stroke among women
who smoke or have high blood pressure, are further
increased if such women use combined oral contracep-
tives.

Recently there has been much publicity about the risk
of venous thromboembolic disease associated with the
use of oral contraceptives, and in particular, about a
possible excess risk associated with use of the more
recently introduced pills containing new progestogens
(desogestrel, gestodene, or norgestimate). In this respect,
the Scientific Group concluded that:

-Current users of combined oral contraceptives have a
low absolute risk of venous thromboembolism which is
nonetheless three- to six-fold higher than that in non-
users. The risk is probably highest in the first year of
use and declines thereafter, but persists until discon-
tinuation.

-Combined oral contraceptive preparations containing
desogestrel or gestodene probably carry a small risk
of venous thromboembolism beyond that attributable
to combined oral contraceptives containing levonor-
gestrel. There are insufficient data to draw conclusions
with regard to combined oral contraceptives contain-
ing norgestimate.

140

Human papilloma virus (HPV) and cervical cancer

The Programme collaborates with the Unit for Field
and Intervention Studies at the International Agency for
Research on Cancer (IARC), Lyon, France, in a study on
the possible interaction between oncogenic strains of the
human papilloma virus (HPV) and combined oral contra-
ceptives in respect to invasive cervical cancer. The study,
which is community-based, is ongoing in Bogota, Co-
lombia, and involves repeat cervical cytology and assess-
ment of samples for the presence of HPV and strain-
specific evaluation. The study is largely monitored by
staff at lARe.

Oral contraception and gestational diabetes

Oral contraceptive use is associated with some altera-
tions in carbohydrate metabolism. Increases in blood
glucose as well as in the circulating levels of insulin and
glucagon have been reported in women using oral contra-
ceptives (Runnebaum et al., American journal of obstet-
rics and gynecology, 1987, 157:1059-1063; Spellacy et
al., Fertility and sterility, 1989, 51:71-74; Peterson et
al., Obstetrics and gynecology, 1991, 78:666-672). There
is little information on whether the effects of oral contra-
ceptive use on carbohydrate metabolism are different in
women with a history of gestational glucose intolerance.
The Programme is supporting a study in Venezuela to
address this issue.

The study, which is ongoing, aims to evaluate carbo-
hydrate metabolism during use of a standard oral contra-
ceptives preparation containing ethinylestradiol (30 ).lg)
and levonorgestrel (150 ug) as compared to use of non-
hormonal contraceptive methods among women with
documented gestational diabetes mellitus in their most
recent pregnancy. Subjects enrolled in the study are be-
ing monitored to evaluate possible clinical effects and
alterations in carbohydrate and lipid metabolism during a
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period of one year of method use. The enrolment of
women into the study has been much slower than antici-
pated and altogether eight hospitals in Caracas are now
participating in the project in order to enhance recruit-
ment. Of 172 initially recruited subjects, 79 were ex-
cluded for the following reasons: aged over 40 years
(18), had diabetes mellitus type 2 (20), had given the
wrong home address (18), did not comply with follow-up
(12), was newly pregnant (6), or was not followed for
other reasons (5). Of the 93 subjects being followed, 39
use oral contraceptives and 54 non-hormonal methods.
Preliminary findings from the study were reported at a
meeting of the Latin American Association of Human
Reproduction in Cusco, Peru, in 1997. Data collection is
expected to be completed by the end of 1998.

Bone density and contraception

Osteoporosis is a disease characterized by low bone
mass and micro-architectural deterioration of bone tissue
leading to enhanced bone fragility and consequent in-
crease in fracture risk (WHO Technical report series,
1994, No. 843). Osteoporosis and associated fractures are
a major cause of mortality, morbidity and medical ex-
pense worldwide. For example, osteoporosis affects an
estimated 75 million people in Europe, Japan and the
USA, including one in three postmenopausal women,
and most elderly people. The prevalence of both osteo-
porosis and associated fractures varies by country and by
population group within countries. Osteoporosis is rare
in African countries, frequent in India and most common
in Europe and North America.

The probability of developing osteoporosis in later life
is dependent on both the peak bone mass achieved at
maturity and the rate of bone loss over the subsequent
years. Previous cross-sectional studies had suggested that
peak bone mass in women is achieved at about 30 years of
age; more recent cross-sectional and longitudinal data
indicate that bone accretion is essentially complete by the
late teenage years. Although bone mass in women is less
than in men at all ages and at all body sites, after correc-
tion is made for body size, the peak bone density achieved
by women at maturity is equivalent to that in men. In
subsequent years, bone density is lost at a rate of about
0.5-1 % per year at most sites in both sexes. In women,
the rate of bone loss increases in the 5-10 years after the
menopause, resulting in an average total loss of approxi-
mately 15% in the first few postmenopausal years. There-
after, the rate of loss decreases to a much slower pace
(WHO Technical report series, 1996, No. 866).

To further evaluate the effect of the use of hormonal
contraceptives on bone mass, a cross-sectional study was
undertaken in women aged 30-34 years from diverse
sociocultural and geographical areas. The rationale for
selecting the age group 30-34 years was derived from

data indicating that accumulation of bone mass appears
to continue through the third decade and end at a point
close to 30 years, and age-related loss starts a few years
later (Mazess, Clinical orthopedics, 1982, 165:239-
252; Recker et al., Journal of the American Medical
Association, 1992,268:2403-2410). The study was con-
ducted in seven centres in Bangladesh, Brazil, China,
Egypt, Mexico, Thailand, and Zimbabwe. Each centre
enrolled an equal number of subjects who were free of
conditions known to affect bone mass and who had had at
least 24 months of lifetime use of selected hormonal
methods [combined oral contraceptives, depot
medroxyprogesterone acetate (DMPA), an~ Norplant].
Bone mass values among users of different hormonal
methods were compared with a control group comprising
subjects who had had no or less than six months lifetime
exposure to steroid hormone contraception. After a pilot
study to test the forms and logistics, the main phase
commenced in all centres in November 1994. By mid-
December 1997, a total of 2595 women using, or having
used, combined oral contraceptives, DMPA, Norplant,
or progestogen-only pills, had been interviewed and ex-
amined for the study. Analyses of data are ongoing and a
report will be submitted for publication in 1998.

Hepatitis B and steroid hormone contraception

. Many family planning programmes do not recom-
mend use of steroid hormone contraceptives by women
with a history of jaundice unless liver function is proved
to be normal, since such contraceptives affect liver func-
tion in some women. This recommendation is based on
findings involving mainly high-dose combined oral con-
traceptives (Dickerson et al., Contraception, 1980,
22:597-603; Shaaban et al., Contraception, 1982,26:65-
74). In developing countries, where hepatitisB infection
is prevalent, the recommendation to test liver function
involves large costs to clients and programmes and may
unnecessarily disqualify some women from using steroidal
contraceptives. The rationale for this recommendation is
being investigated further by the Programme.

Studies were initiated in Tianjin (China) and Bangkok
(Thailand) on liver function during use of combined oral
contraceptives or IUDs by women with chronic asympto-
matic hepatitis B virus (HBV) infection: Liver function in
such women is potentially impaired and they are most
likely to be at risk, should hormonal contraceptives ad-
verselyaffect liver function. Apart from liver function
tests, the replication rate of HBV will also be analysed
since there is some circumstantial evidence that this may
be influenced by contraceptive steroid hormones. The
study involved women who were HBV surface antigen
(HBsAg) positive and who chose to use low-dose com-
bined oral contraceptives or IUDs. The women have been
followed for six months with regular blood sampling and
clinical assessment. Data collection is complete in both
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In 1997, the study was completed in all participating
countries. The overall follow-up rate of the 16 000
women was 96.4%, much higher than anticipated at the
outset of the study. Some countries were more success-
ful than others in achieving low rates of loss to follow-
up; in China, for example, the overall rate of follow-up
was 99.9%, whereas in Sri Lanka and Thailand the rates
were 89.0% and 89.3%; respectively.

countries. Most of the data have been analysed and one
paper has been submitted for publication. Other papers
are under review. A similar study, although without quan-
titative measurements of HBV, is ongoing in Yaoundé,
Cameroon.

Post-Marketing Surveillance of Norplant

Post-Marketing Surveillance of Norplant was a multi-
centre study involving 32 family planning clinics in eight
developing countries. Three international agencies work-
ing in contraceptive research [Family Health Interna-
tional (FHI), The Population Council, and the Programme]
participated in launching, funding and monitoring the
project. .

The main objective of the study was to discover possi-
ble major short- to medium-term side-effects ofNorplant
use that may not have been identified in clinical trials.
The design was a concurrent cohort study. Rates of com-
plications and diseases among women accepting Norplant
were compared to those of control subjects choosing the
IUD or sterilization. The Norplant acceptors and control
subjects were followed up for five years, irrespective of
change of contraceptive method. The focus was on side-
effects of public health importance; for example, those
that would represent a doubling of a background inci-
dence of one per lOOO woman-years. Based on these
considerations it was calculated that it would be neces-
sary to obtain a database comprising observations in
25 000 woman-years of Norplant use for the study. Itwas
further estimated that 8000 Norplant acceptors would
have to be recruited for follow-up, taking into account
discontinuation of the method during the course of the
study. The Programme was the principal coordinator of
the project. Centres in Chile, Egypt, Indonesia, Sri Lanka
and Thailand have been monitored and financially sup-
ported by the Programme. FHI has monitored and sup-
ported clinics in Bangladesh, while the Population Coun-
cil has had the primary monitoring and funding responsi-
bilities for China and Colombia.

As reported in previous Annual technical reports, the
one-year pilot phase of the project was completed in
1988. The main phase started in January-February 1989
in Bangladesh, Chile, China, Sri Lanka and Thailand,
but was delayed in Indonesia until December 1989. In
Colombia, the main phase was launched in January 1990,
while enrolment in Egypt commenced in October 1990.
By the end of 1991, 7978 Norplant acceptors and 8044
control subjects (6625 IUD and 1419 sterilization accep-
tors) had been admitted to the study. The aim ofaccumu-
lating 25 000 woman-years of observation of current
Norplant users has been achieved since the continuation
rates for Norplant acceptors in this project are higher
than those reported in earlier trials upon which the origi-
nal sample size estimation was based.
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Findings from the study were reported at a meeting
arranged by the Institute of Medicine, Washington, DC,
USA, and atthe XV FIGO World Congress ofGynecology
and Obstetrics in Copenhagen, Denmark. Further analy-
ses and writing of a first comprehensive research paper
are ongoing.

Impact of family planning services on the safety and
efficacy of contraceptives

Research undertaken by the Programme and others
has documented the generic safety of currently available
contraceptives. This research has also, however, uncov-
ered an interaction between specific contraceptives and
medical conditions, certain individual characteristics of
women, and lifestyle factors, which, in combination, sub-
stantially increase the risk of severe adverse effects of
contraceptive methods. It has therefore been considered
essential to better evaluate and define the impact of
family planning services on the safety of methods of
fertility regulation, and possibly to enhance the quality of
family planning service delivery in order to make contra-
ceptive use safer.

At a meeting on Research Needs and Priorities in
January 1997, one theme relating to safety and efficacy of
fertility regulating methods repeatedly occurred. The par-
ticipants unanimously agreed that the technology to al-
low planning of pregnancies exists; the challenge is to
improve dramatically the delivery of the methods to those
who need them and thereby increase use and continuation
rates of available methods. The meeting further com-
mented that severe adverse medical events during contra-
ceptive use appear largely to be associated with pre-
existing medical conditions, or behavioural characteris-
tics, and that the outstanding issues relate to how the
methods are provided. It was proposed that proposals
should be developed to allow evaluation of service condi-
tions that optimize safety and efficacy of contraceptive
methods.

A literature review has therefore been commissioned
to assess better current knowledge about the potential
impact that family planning services may have on safety
and efficacy, and also on method-specific continuation
rates, and on continuation of contraceptive use in general.
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Research on intrauterine devices

The objective of this line of research is the long-term
evaluation of the safety and efficacy of the copper IUDs
that are most commonly used in national family planning
programmes in developing countries.

Between 1978 and 1982, the Programme initiated
three large-scale, randomized multieentre studies on three
IUDs that, at that time, were being introduced into family
planning programmes. The objectives were to evaluate
their safety and efficacy in large studies, primarily in
developing countries, and to establish their efficacy be-
yond the two years that was the life span of the devices
then approved by regulatory authorities.

The long-term safety and efficacy of the TCu380A and
TCu220C devices

The results of the ninth, 11th and 13th years of use
were presented in the Annual technical report-1996. The
manuscript describing these results has been accepted for
publication.

The long-term safety and efficacy of the Multiload 375
and TCu380A devices

The randomized, multieentre comparative trial of the
TCu380A and Multiload 375 started in 1989 and 19
centres in eight countries (10 in China) are participating.
A total of 3684 subjects have been recruited.

The summary results from the interim analysis of the
seven-year data are shown in Table 1.

Table 1. Cumulative net probabilities of discontinua-
tion and standard error per 100 women at seven years
of use

TCu380A ML375

Total pregnancy 3.31 (0.52)
Ectopic 0.78 (0.26)
Intrauterine 2.55 (0.46)

Expulsions 8.12 (0.82)
Total medical removals 22.02 (1.27)
Pelvic inflammatory diseaseO.20 (0.12)
Loss to follow-up 8.21 (0.77)
Continuation rate 51.10 (1.34)
Woman-years 7944.2
Number of women 343
completing interval

4.58 (0.60)
0.08 (0.08)
4.50 (0.59)*
11.41 (0.96)*
19.53 (1.30)
0.31 (0.16)
7.29 (0.76)

51.15 (1.36)
7854.2

317

*p<O.OI

The Multiload 375 had significantly higher intrauter-
ine pregnancy and expulsion rates than the TCu380A at
seven years of use.

The difference in pregnancy rate is seen from the
second year of use but the difference in expulsion only
becomes statistically significant from the fourth year of
use. In the 10 Chinese centres in the study there have
been 997 insertions of the TCu380A and 998 insertions
of the Multiload 375. At seven yearsof use, there were
5055.9 woman-years experience with the TCu380A and
5041.5 woman-years with the Multiload 375. The intrau-
terine pregnancy rate with the TCu380A (2.96) is signifi-
cantly lower than that of the Multiload_375 (5.71). The
expulsion rate with the Multiload 375. at seven years was
12.15 (1.21) which is significantly higher than the rate of
8.19 (1.02) seen with the TCu380A. No.differences were
seen in event rates in the non-Chinese centres.

Condoms and contraceptive efficacy

The concern about transmission óf the human immu-
nodeficiency virus (HIV) through sexuál intercourse led
the former WHO Global Programme on AIDS (GPA) to
recommend that condoms should be-used whenever there
is a risk of transmission of an STD including HIV. Stud-
ies have confirmed that use of the condom reduces the
risk of sexual HIV transmission (Ngugi et al., Lancet,
1988, ii:887-890; Reitrneijer, Joumalrof the American
medical association, 1988, 259:185il....!1853; Feldblum
et al., Family Health International, 1994) ..However, find-
ings on the efficacy of the condornin preventing un-
wanted pregnancies have varied; reported failure rates
have ranged from <2 to >50 per JOO woman-years
(Vessey et al., British journal of family, planning, 1988,
14:40-43; Feldblum et al., Family Health International,
1994) and appear to a large extent to 'be determined by
characteristics of the users of the method.

Contraceptive efficacy of a combinedregimen of condom
and emergency contraception

The Programme is supporting a study.in Shanghai and
Tianjin, China, to determine the contraceptive use and
method-effectiveness of tlie condom and of the condom
plus emergency contraception. This randomized trial com-
pares a combined regimen (condom 'with back-up of
emergency contraception using levonorgestrel, 750 !lg 5

2) vs condom only. The study uses .cluster (clinic)
randomization. The field work is well under way and is
expected to be completed in the second.half of 1998.

Non-latex and standard latex condoms

New non-latex condoms have been developed which
not only offer advantages in terms of a 'longer shelf-life
even when stored under unfavourable.conditions, but may
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also be better in terms of acceptability and physical
properties. Acceptability has only been evaluated among
couples using other forms of contraception and there is
scant information on the comparative efficacy of the new
non-latex condoms compared to standard latex condoms
for the prevention of pregnancy. This information is
necessary to permit such new condoms to be promoted
and more widely used by family planning programmes.

A research proposal was developed to determine the
efficacy of non-latex compared to latex condoms for the
prevention of pregnancy. The proposed research is a
multinational, randomized comparative trial of two types
of non-latex condoms and standard latex condoms among
couples using condoms as their method of fertility regula-
tion. Up to 3000 volunteers will be randomized to one of
the three study groups (1000 per group) and followed up
at three-monthly intervals for six months (or 12 months
for a subset of volunteers). A diary will be used to record
acts of intercourse and details of condom usage. The
main end-point will be the occurrence of pregnancy, and
the diary information will allow use-effectiveness to be
distinguished from method-effectiveness. The study also
has a component to determine breakage and slippage
rates of the different condoms so as to evaluate if such
information can be used to infer their contraceptive effi-
cacy which would simplify pre-marketing testing of new
condoms for approval by national drug and device regula-
tory authorities. A subsidiary end-point will be the con-
tinuation rates of the three condom types used. A feasi-
bility study was completed in 1997 but the main phase
has had to be postponed because one manufacturer of
non-latex condoms cannot provide a sufficient number
of condoms for the study, and another is reformulating
the non-latex product.

Prostate cancer and vasectomy

The relationship between occlusion of the vas defer-
ens by surgical means (vasectomy) for contraceptive
purposes and long-term morbidity and mortality has been
extensively examined and was described in the Annual
technical report 1993. Overall, vasectomy has been dem-
onstrated to be a safe contraceptive method and epide-
miological studies of its possible consequences on health
have been reassuring.

In 1993, two studies from the USA suggested that 20
years after vasectomy, risk of prostate cancer may be
elevated (Giovannuchi et al., Journal of the American
Medical Association, 1993, 269:873-877; Giovannuchi
et al., Journal of the American Medical Association,
1993, 269:878-882) corresponding to a relative risk
estimate of about 1.9. Another USA-based study also
suggested a weak association between prostate cancer
and vasectomy (Hayes et al., American journal of epide-
miology, 1993, 137:263-269), while other studies from
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the United Kingdom and the USA did not demonstrate
any association (Nienhui et al., British medical journal,
·1992, 304:743-746; Coulson et al., Journal of clinical
epidemiology, 1992, 8:897-920). Recently published
studies from China and India also reported an increased
relative risk of prostate cancer after vasectomy (Hsing et
al., Cancer epidemiology, biomarkers and prevention,
1994, 3:285-288; Platz et al., International journal of
epidemiology, 1997, 26:933-938).

The initial conflicting findings, which mainly came
from the USA, led the Programme to undertake a hospi-
tal-based case-control study in China (Chengdu), Nepal
(Kathmandu), and the Republic of Korea (Seoul). These
are countries where vasectomy has been widely used. The
data collection of the study started in 1994 and was
completed in the Republic of Korea in August 1996 and
in China and Nepal in 1997. A total of 407 men with
prostate cancer (cases) and 1221 men without the disease
(controls) were interviewed and examined. The histologi-
cal specimens from the study are currently being assessed
by the study's reference pathologist. Analysis of data is
due to start in February 1998. During the preparation of
this study the Programme provided technical assistance
to the Indian Council of Medical Research, New Delhi,
India, to carry out a similar multieentre case-control
study in India.

With FHI, the Programme is jointly funding a national
multieentre case-control study of stage T2- T4 prostate
cancer and vasectomy, coordinated by the Department of
Preventive and Social Medicine, University of Otago,
Dunedin, New Zealand. The main phase of this study was
launched in 1997 following a feasibility study in 1996.

The Danish cohort of men with past history of vasec-
tomy, which was established to evaluate the association
between vasectomy and testicular cancer (Annual techni-
cal report 1994) has matured, and further analysis of the
incidence of prostate cancer in this cohort will be carried
out in 1998.

Abortion

Induced abortion and subsequent pregnancy outcome

In China, about 10 million legally induced abortions
are performed annually, but there are no national data on
possible effects of induced abortion on the subsequent
pregnancy. Many obstetricians believe, based on clinical
impressions, that Chinese abortion practices lead to an
increased risk of spontaneous abortion, preterm deliv-
ery, low birth-weight infants, and other complications in
later pregnancies. The Programme is supporting a study
in Shanghai addressing these issues. The project involves
a cohort of women enrolled in the study before the
eighth week of pregnancy with and without a history of
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induced abortion, and follow-up until the end of the preg-
nancy to examine the course of pregnancy and its out-
come in terms of maternal morbidity, spontaneous abor-
tion, preterm delivery, low birth-weight and perinatal
morbidity and mortality.

The study started in 1994 and was initially confined to
eight hospitals. However, the requirement that women be
recruited to the study before the end of the eighth week of
pregnancy has made enrolment much slower than origi-
nally anticipated and the study was extended to involve
13 hospitals. Data collection is almost complete and
findings from the study are expected to be published in
1998 or early 1999.

Mifepristone-induced abortion

In China, termination of early pregnancy by means of
mifepristone and prostaglandins has become prevalent
and early pregnancy termination is increasing among
young, nulliparous women. There is currently no scien-
tific information on the effect of mifepristone-induced
abortion on subsequent reproductive outcome. To assess
the feasibility of undertaking a study of the possible
obstetric sequelae of mifepristone-induced abortion, cen-
tres in Beijing, Chengdu and Shanghai carried out a
survey on the prevalence of a history of non-surgically-
induced abortion among women attending antenatal care.
The prevalence was found to be 9.4% in Beijing, 17.4%
in Chengdu, and 3.1% in Shanghai. The main study will
begin in 1998 in these cities and will involve 4500 women
with a history of mifepristone-induced abortion, 4500
women with a history of previous surgically-induced first
trimester abortion, and 4500 women with no history of
induced abortion. The women will be enrolled at their
first antenatal care visit and followed up until one month
after delivery.

Contraception and HIV

Steroid hormone contraception and natural history of
HIV infection

The vast majority of HIV-infected women worldwide
are of reproductive age. Since their fertility appears to be
unaffected by their serological status, their need for
reliable contraception continues. Many highly effective
contraceptive methods (oral contraception, DMPA and
Norplant) exert their effect through steroid hormones
and hence may have an effect on the progression of HIV
disease, either directly through an interaction with the
virus itself or indirectly. through effects on the immune
system. There is no firm empirical information on the
effect of contraceptive steroids on the progression of
HIV infection.

A prospective cohort epidemiological study is under

way to determine the effect of steroid hormone contra-
ceptives on the progression of HIV disease by comparing
the course of HIV infection among HIV-infected women
taking steroid hormone contraceptives (oral contracep-
tives, Norplant, DMP A) with that among HIV -infected
women not using hormonal contraception (sterilization,
barrier methods or no contraception). HIV -infected women
without AIDS-defming conditions will be recruited from
four centres in three countries.

A total of 220 women for each of the following
groups will be enrolled: current users of Norplant,
DMP A, or oral contraceptives. A total of 340 women
using non-hormonal methods will be enrolled as a com-
parison group. Baseline information will be collected
through interview, physical examination and blood sam-
ple collection for CD4 count, HIV quantification and
subtyping. The women will be followed up every six
months for four years. The CD4 counts and HIV quanti-
fication will be repeated at each follow-up visit. Out-
come measures include death, AIDS (CDC case defini-
tion, 1993 revision), clinical markers of severity of HIV
infection using the WHO clinical staging system, and
surrogate markers such as CD4 counts and viral load.
Centres in Brazil, Thailand, Zambia and Zimbabwe are
participating in this project.

This is the first epidemiological study designed to
examine the association between hormonal contraception
and progression of HIV -infection in humans. Findings
from this study will have direct and important implica-
tions for care and family planning practices of HIV -'
positive women.

Steroid hormone contraception and cervical/vaginal
shedding of HIV

The Programme has initiated a study on the effect of
steroid hormone contraceptives on the shedding of HIV
in the cervical-vaginal secretions of'Hlv=infected women
without AIDS-defming conditions. Few studies of genital
tract shedding of HIV among women have been con-
ducted to date. and factors associated with the variability
observed have been incompletely described. Cross-sec-
tional studies (Clemetson et al., Journal of the Ameri-
can Medical Association, 1993,269:2860--2864; Mostad

. et al., Lancet, 1997, 350:922-927) have reported large
increases in genital tract shedding of cell-bound HIV
(viral DNA) in women using oral and other hormonal
contraceptives. Although the magnitude of these ;tSSO-

ciations may be due in part to failure to correct com-
pletely for bias, and to the method used for statistical
analysis, these findings may have important implications
for HIV transmission to men (or to infants in the event of
contraceptive failure). The vast majority of HIV-infected
women worldwide are of reproductive age; the infectiv-
ity of these women may potentially be modified should
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Obstetrics and Gynaecology, and of Immunology, Uni-
versity Hospital, Umeá, Sweden, will facilitate assess-
ment and interpretation of findings from epidemiologi-
cal and clinical studies of heterosexual transmission of
HIVand possibly of other STD.s.

they use hormonal contraceptives without concomitant
consistent use of condoms.

The working hypothesis under investigation is that
oral contraceptives and other steroid hormone contracep-
tives increase the shedding of HIV in the lower genital
tract of women. A total of 115 women will be enrolled
into each of four groups: current users ofNorplant, DMPA,
oral contraceptives, and non-hormonal methods. End-
points to be assessed include prevalence of HIV shedding
and the quantification of the amount of virus shed using
molecular biology techniques which measure viral RNA.
Although HIV has been found in genital tract secretions
during each phase of the menstrual cycle, the probability
of isolating the virus appears highest during the first ten
days of the cycle. Therefore, for women who use non-
hormonal contraceptives and have regular menstruation,
cervicovaginal specimens will be collected in the follicular
and luteal phases of the cycle. Blood samples will be
collected for assessment of CD4 count and plasma virae-
mia and measurement of hormone levels. These data will
determine whether use of steroid hormone contraception
affects the prevalence of HIV shedding and the amount of
virus in the lower genital tract, adjusting for disease stage
(assessed by CD4 counts) and peripheral viral load, as
well as other factors.

The vaginal epithelium and steroid hormone
contraception

Recent data from animal studies show that simian
immunodeficiency virus (SlY) can be transmitted through
the vaginal epithelium, and that progesterone adminis-
tration in monkeys leads to thinning of the vaginal
epithelium and increased susceptibility to SIV infection
(Marx et al., Nature medicine, 1996,2: 1084-1089). These
findings led to a review of available data on the effects of
steroid hormone contraceptives on vaginal epithelium,
which revealed that virtually no information is available.
In view of this lack of data and the potential of steroid
hormone contraceptives to modify the vaginal epithelium
and women's susceptibility to HIVand perhaps other
sexually transmitted agents, such as HPV, it is proposed
to study the effect of commonly used steroid contraceptives
on vaginal thickness, number of cell layers, progesterone
and estrogen receptors, and immunological markers.

For this study, it is intended to enrol women using
combined oral contraceptives, DMP A and Norplant. The
analysis of vaginal biopsy specimens will include com-
parison between thickness, number of cell layers, and
amount of progesterone and estrogen receptors and of
immunological markers of the vaginal epithelium, among
women not using hormonal contraceptives and those in
each of the three steroid hormone contraceptives groups.

The study, which is under way at the Departments of
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Maternal health

The WHO randomized controlled trial for the
evaluation of a new antenatal care programme

In collaboration with four institutions in developing
countries and WHO's Division of Reproductive Health
(Technical Support) (RHT), ~the Programme is conduct-
ing the first multieentre randomized controlled trial to
evaluate the impact of a new antenatal care programme
on the health of mothers and newborns. This new pro-
gramme limits the antenatal tests, clinical procedures
and follow-up actions to those scientifically demonstrated
to be effective in improving maternal and newborn out-
comes. The selected antenatal care activities are distrib-
uted over four visits during the course of pregnancy.

The study, which is taking place in three cities (Rosario,
Argentina; Havana, Cuba; Jeddah, Saudi Arabia) and the
province of Khon Kaen in Thailand, is completing re-
cruitment. It was conducted in 53 antenatal care units
randomly allocated to provide either the new programme
of antenatal care or the standard programme presently in
use. An approximate total of 25 000 women presenting
for antenatal care at the clinics over an average period of
18 months will be recruited. Since the start in May 1996
in Thailand, 21 871 women have been enrolled up to
November 1997. Recruitment was completed in Cuba,
Saudi Arabia and Thailand at the end of 1997, and will end
in Argentina in April 1998. Women at a given site are
expected to be similar with respect to race, socioeco-
nomic status, general health conditions and baseline lev-
els of perinatal outcomes. Since women attending the
control clinics receive the "best standard treatment" as
presently offered in these clinics, individual informed
consent was requested only from women attending the
intervention clinics. Authorities of the corresponding
health districts and all participating clinics provided
written institutional informed consent before randomi-

. zation.

The primary outcome of the trial in relation to mater-
nal conditions is the rate of a morbidity indicator index,
defined as the presence of at least one of the following
severe conditions for which antenatal care is relevant: (i)
proteinuric pre-eclampsia or eclampsia during pregnancy
or within 24 hours of delivery; (ii) postpartum anaemia
«90 gil of haemoglobin); or (iii) severe urinary tract
infection/pyelonephritis, defined as an episode requiring
antibiotic treatment and/or hospitalization. The primary
fetal outcome is the rate of low birth-weight «2500 g).
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Both outcomes are expected to be approximately 10%.
Several secondary maternal and perinatal outcomes are
also considered. Before the randomization, a compre-
hensive baseline survey of 3000 women was conducted
which described in detail the antenatal care services avail-
able in the participating clinics. A similar survey was
conducted during the implementation of the trial. A com-
prehensive cost-effectiveness analysis and patient satis-
faction evaluation are also performed within the trial. A
series of methodological papers discussing the study and
its design and trial characteristics will be published in
1998.

The WHO multieentre randomized trial of misoprostol
in the management of the third stage of labour

Postpartum haemorrhage (PPH) is a leading cause of
maternal death, in both developing and industrialized
countries. The use of oxytocics in the management of the
third stage of labour reduces the amount of bleeding and
the need for blood transfusion, but is associated with side-
effects. Furthermore, these agents (oxytocin and ergot
preparations) are administered by injection, and'
syntometrine requires refrigeration to preserve its effec-
tiveness. Some prostaglandin preparations have been found
to be potentially effective during the third stage in the
prevention of PPH but they are expensive and need to be
administered by injection. There is a need for a cheap,
effective oral agent which could be used during the rou-
tine management of the third stage of labour, at a popula-
tion level in places where refrigeration and personnel are
not easily available.

Misoprostol, a prostaglandin El analogue registered
for the treatment of peptic ulcer disease, has attracted
widespread attention because of its uterotonic effects.
Clinical trials have found it effective for priming the
cervix prior to surgical abortion and for non-surgical
induction of abortion in combination with mifepristone.
There have also been promising reports for its use in
cervical ripening and induction of labour. Misoprostol
maintains its activity for long periods when stored at
room temperature and is absorbed rapidly after oral in-
gestion, making it a promising agent for the management
of the third stage of labour.

A multi centre, double-blind, randomized controlled
trial was launched by the Programme in 1997. The objec-
tive is to evaluate the overall efficacy of oral misoprostol
when used for management of the third stage of labour.
The primary question is how effective oral misoprostol is
in reducing blood loss and the need for additional treat-
ment in the third stage when compared with intramuscu-
lar (IM) or intravenous (IV) oxytocics.

The sample size is 20 000 women and is based on
comparable rates of severe PPH with misoprostol and

other oxytocics. Women delivering vaginally will be ran-
domly allocated to receive misoprostol orally or oxytocics
(IM or IV). The trial is being conducted in a double-blind
fashion with each woman receiving a placebo and active
treatment. The primary outcome is PPH (blood loss of ~

1000 ml) which will be assessed by measurement of
blood loss after delivery. Data on adverse events will
also be collected. Patient recruitment started in Novem-
ber 1997.

Overall trial coordination is done by the Programme
with collaborating centres in Argentina, China, Egypt,
Ireland, Nigeria, South Africa, Switzerland, Thailand,
and Viet Nam. Analysis will be on an intention-to-treat
basis and results will be expressed as comparison of
misoprostol vs oxytocics. If misoprostol is found to be
effective, it is anticipated that this finding would lead to a
population-based trial of misoprostol to prevent maternal
deaths due to PPH in rural areas where medically trained
staff are not available.

Vertical HIV transmission and health of HIV-infected
mothers

The Annual technical reports 1990 through 1994 de-
scribed the mechanisms used in setting priorities among
relevant research topics related to reproductive health
and HIV infection, and the rationale for the implementa-
tion and conduct of pregnancy cohort studies in Kam-
pala, Uganda, and Harare, Zimbabwe. This research was
undertaken jointly by the Programme and GPA and was
funded by donations from the World Bank.

The cohort studies in Uganda and Zimbabwe aimed to
examine maternal health through pregnancy, childbirth,
and the postpartum period up to two years after delivery,
and to determine the rate of vertical transmission. The
study' also provided information on the health of HIV-
infected infants as compared to HIV-negative infants of
infected and non-infected mothers. The two study sites at
the Medical School, University of Zimbabwe, Harare,
and Mulago Hospital, Makerere University, Kampala,
recruited 750 and 829 women, respectively, of whom
approximately half were HIV -seropositive. The two-year
follow-up of mothers and infants has been completed in
both centres and data are currently being analysed and
draft papers reviewed for publication.

Research on sexually transmitted diseases

Prevalence of sexually transmitted disease

Both Chlamydia trachomatis and Neisseria gonorr-
hoeae cause salpingitis and pelvic infection resulting in
tubal occlusion, pelvic adhesions, infertility and chronic
pelvic pain (Rowe, In: Templeton, ed. Theprevention of
pelvic infection. London, RCOG Press, 1996: 14...:.32)but
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Chlamydia apparently causes more severe subclinical
inflammation and subsequent tubal damage than other
agents (Cates, American journal of obstetrics and
gynecology, 1991, 164:1771-1781). There have only
been about 12 studies in developing countries on
chlamydial antibody detection and these suggest that the
relative contributions of chlamydial and gonococcal in-
fection to tubal disease are possibly different from de-
veloped countries, with a higher proportion of past gono-
coccal disease (Wasserheit, International journal of
gynaecology and obstetrics, 1989, Supplement 3:145-
168). There is a need to collect further data on the
prevalence of chlamydial lower genital tract infection in
women, with particular emphasis on developing coun-
tries in Asia and Latin America. The Programme is plan-
ning to conduct such studies in selected populations and
through gynaecological health surveys.

Chlamydia trachomatis and Neisseria gonorrhoeae
are not the sole causative organisms of acute salpingitis.
In a study involving 50 women with acute PID, Neisseria
gonorrhoeae was isolated in 12%, Chlamydia trachomatis
in 4%, and other pathogens in 20% (Brunham et al.,
Journal of infectious diseases, 1988, 158:510-517). Of
these other pathogens, many are also implicated in bacte-
rial vaginosis but to' date there is very little information
available on the prevalence of bacterial vaginosis in de-
veloping countries. Further research is needed to estab-
lish its role in upper genital tract infection as well as the
risk markers for lower genital tract infection.

The objectives of this research line include studies on
the prevalence of genital tract infection in selected
populations, epidemiological studies on lower genital
tract infection, and the effect of male' chlamydial infec-
tion on sperm function.

Chlamydial lower genital tract infection in selected
populations

Information on the epidemiology of STDs in develop-
ing countries is practically non-existent. Most hypotheses
depend upon few observations from small samples in
differing population groups in geographically disparate
regions (Brunham and Ronald, In: Wasserheit et al., eds.
Research issues in human behaviour and STDs in the
AIDS era. Washington, DC, American Society for Micro-
biology, 1991:61-80). Despite these caveats, prevalence
studies on active chlamydial and gonococcal lower geni-
tal tract infections in selected populations-both high-
risk and low-risk-can point towards epidemiological
patterns.

Although S'Ffrs are not as common in China as in
other Asian countries, it is believed that the prevalence is
increasing. A survey in an STD clinic in Beijing in 1989
showed 23% of men with non-gonococcal urethritis to
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have chlamydial infection and 63% of women attending
the STD clinic to have chlamydial cervicitis (Ni An-ping
et al., Genitourinary medicine, 1990, 66:125-127). In
Guangzhou, 13% of men and 38% of women attending an
STD clinic had chlamydial genital infection (Hua et al.,
Sexually transmitted diseases, 1995, 22:383-384).

A project is under way in Jiangsu, Shanghai and
Zhejiang Provinces, China, in which 872 women having
an induced abortion are matched with women attending a
family planning clinic. All subjects have endocervical
specimens examined by culture for Neisseria gonorrhoeae
and micro immunofluorescence for chlamydial infection.

In Shanghai and Zhejiang Province, the positive cul-
ture rates for Neisseria gonorrhoeae were 0.96% and
0.4%, respectively. The prevalence rates for Chlamydia
trachomatis were 6.6% and 9.5% as detected by
micro immunofluorescence. Mycoplasma hominis was iso-
lated by culture in 29.6% and 36.9%, respectively, in the
two study sites. The centre in Jiangsu will recruit up to
200 subjects and the study will be completed in 1998.

In Kuala Lumpur, Malaysia, a study has been com-
pleted on the detection of Chlamydia trachomatis in
urine samples from subjects attending an STD clinic by
polymerase chain reaction (PCR) and enzyme immu-
noassay (EIA). For 231 men (chlamydial prevalence
20.4%), the sensitivity, specificity, positive and negative
predictive values were 59.6%, 99.5%, 96.6% and 90.6%
for urine EIA, 68.1%, 99.5%, 97%, 92.4% for urethral
swab EIA, and 97.9%, 99.5%, 97.9% and 99.5% for
urine PCR. It is concluded from this study that, in a high
prevalence population, the urine EIA is a suitable alter-
native to' the male urethral swab EIA. The urine PCR
was, however, much more sensitive than urine EIA.
There is also evidence from this study that female urine
EIA could replace endocervical swab EIA.

In Indonesia, a centre in Ujung Pandang will investi-
gate the prevalence of Neisseria gonorrhoeae and Chlamy-
dia trachomatis in both partners of infertile couples,
patients with ectopic pregnancy, antenatal women, men
and women attending an sm clinic and a group of 300
female commercial sex workers. This study, which was
initiated by the Programme but is being funded by AusAID,
will be completed by late 1998.

A cross-panel multieentre study of genital tract Chlamy-
dia trachomatis and gonococcal infection in Han and two
minority groups in China has been completed. Eight hun-
dred women from each of the Han, Naxi and Dai ethnic
groups were recruited. The results showed that 3.2% of
Han, 4.5% ofDai and 12.8% ofNaxi women were positive
for gonococcal endocervicitis. Enzyme immunoassay for
chlamydia in endocervical swabs was positive in 9.1% of
Han, 16.7% of Naxi and 27.5% ofDai women. The sm
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prevalence in the groups was related to non-use of con-
doms, the number of induced abortions, multiple sexual
partners and low socioeconomic conditions.

A study in Zimbabwe was started in 1997 in which the
sensitivity and specificity of EIA detection of chlamydial
antigen in urine was compared with EIA of urethral
swabs from 250 men presenting with urethral discharge.
In addition, the second phase of this study is designed to
provide information on die prevalence of carriage of
Chlamydia trachomatis and any association between
asymptomatic carriage and serological evidence of HIV
infection in male factory workers.

Two hundred and fifty-seven suitable specimens were
collected and Neisseria gonorrhoeae was cultured in
54%, of which 49% were penicillin-resistant strains.
Trichomonas vagina lis was found in 4% of specimens
and chlamydial antigen in 15%. In the remaining 28%,
no causative organism was found. Compared to urethral
swab EIA, the sensitivity and specificity of urinary EIA
were 87% and 95%, respectively. The second phase of the
study on asymptomatic chlamydial carriage will be com-
pleted in rnid-1998.

A study is planned to start in 1998 in Beijing, China in
which the prevalence of present and past infection due to
Chlamydia trachomatis and other genital tract pathogens
in women in the first and second trimester of pregnancy
will be studied and pregnancy outcome will be observed.
A total of 1290 women will be recruited.

OTHER RELEVANT PROGRAMME-
SUPPORTED RESEARCH

In 1997, the National Reproductive Health Research
component of the Programme supported research on in-
fertility and STDs through Long-term Institutional De-
velopment (LID) Grants and other types of support to 14
institutes in Alexandria, Benin City, Cairo, Campinas,
Cotonou, Havana, Kampala, Khartoum, Lima, Maputo,
Panama City, Santiago de Chile, Ulaanbaatar and Yangon.

The Strategic Component on Surveillance and Evalu-
ation works with the Strategic Component on National
Reproductive Health Research to identify institutions in-
terested in epidemiological research in reproductive health
with a view to involving these institutions in the
multieentre studies this Component undertakes. The area
of Surveillance and Evaluation provides technical assist-
ance to these institutions and to the Strategic Component
on National Reproductive Health Research through re-
view of research proposals to improve project design, and
the provision of financial support if the proposal is rel-
evant. As in previous years, a number of such proposals
were submitted for review to the Surveillance and Evalu-

ation Component.

The Strategic Component on Surveillance and Evalu-
ation also works jointly with the National Reproductive
Health Research Component and with WHO's Women's
Health Unit (WHD) on clinical epidemiological issues
related to female genital mutilation, in particular obstet-
rical complications attributable to it.

COLLABORA TING PROGRAMMES

UNAlDS

The Programme has actively collaborated with
UNAIDS and this includes participation in meetings on
male condoms and female barrier methods, the distribu-
tion of female condoms and formal acceptability studies
on the device, and the planning of studies on new vaginal
bactericidal and virucidal agents.

Family Health International

Family Health International (FHI) shares the Pro-
gramme's interest in research on contraceptive safety. It
participated both technically and financially in the Post-
Marketing Surveillance of Norplant and in the ongoing
study in New Zealand on the relationship between pros-
tate cancer and vasectomy.

National Institutes of Health

The National Institute of Child Health and Human
Development (NICHD) of the National Institutes of Health
(NIH) in Bethesda, MD, USA, has contraceptive safety as
one of its main research areas. Currently, NICHD is
involved in several activities that are relevant to the
Programme's interests such as vasectomy and cancer,
cardiovascular disease and hormonal contraceptives, and
HIV infection and contraceptive safety. NICHD partly
funded both the coordinating centre for the study on
cardiovascular disease and steroidal contraceptive use as
well as the participating centre in Oxford, United King-
dom. NICHD is also supporting studies in the USA on the
relationship between cardiovascular disease and hormo-
nal contraceptives, and is making important contribu-
tions to the implementation of the Programme's Antena-
tal Care trial, in particular by supporting a study site in
Argentina,

The Population Council

The project on Post-Marketing Surveillance of
Norplant, as noted earlier in this report, was undertaken
as a joint research effort by FHI, the Programme, and The
Population Council. The project was implemented with
the assistance of The Population Council staff who also
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shared the responsibility of monitoring the project with
the Programme and FH!. The Population Council is also
actively participating in the implementation of the Ante-
natal Care trial, specifically in the evaluation of satisfac-
tion among women and providers.

Centers for Disease Control and Prevention

The Programme, together with the Centers for Disease
Control and Prevention (CDC) and FHI, has contributed
to the development of a manual for use in courses on
reproductive epidemiology, which was reprinted in 1996
(WHO/HRP/EPI/1994). The Spanish version of the
manual was published in 1996 (WHO/HRP/EPID/96.1).
The manual has been translated into Chinese and the
translation is currently being reviewed before going to
print The Division of Reproductive Health of CDC is
collaborating with the Programme in the preparation and
conduct of the studies on hormonal contraception and
HIV infection, described earlier in this report ..

Programmes involved in STD research

The following programmes and agencies have research
activities in the area of infertility, its prevention and its
relationship, to STDs, with particular reference to the
needs of developing countries:

(i) Contraceptive Research and Development Program
(CONRAD) (USA)

(ii) Family Health International (FHI) (USA)
(iii) Contraceptive and Reproductive Health Branch,

National Institute of Child Health and Human De-
velopment (NICHD) (USA)

(iv) Population Council (USA)
(v) AusAID (Indonesia)
(vi) Centers for Disease Control and Prevention (CDC)

(USA)
(vii) The Johns Hopkins Program for International Edu-

cation in Reproductive Health (JHPIEGO) (USA)

. CONRAD research is focused upon the development
and testing of new chemical entities that are spermicidal
and/or microbicidal when administered vaginally, me-
chanical barrier methods including cervical caps, female
plastic and male plastic condoms, and cellular and viral
mechanisms that affect HIV transmission.

FHI has a plastic male condom in the fmal stages of
development and a slippage and breakage study has been
completed. A contraceptive efficacy study is expected to
be completed in 1998.

NICHD is involved in the development of new vaginal
microbial agents and a thermoplastic male condom con-
traceptive efficacy study. The Reproductive Sciences
Branch has set up the Americas Reproductive Sciences
Network (ARSN), which is active in Argentina, Brazil,
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Canada, Chile, Mexico and the USA. The research pro-
gramme includes studies on infertility.

The Population Council has a screening programme
for potential microbicides and AusAID has a bilateral aid
programme with Indonesia aimed at the development of
centres for the microbiological and epidemiological in-
vestigation of STDs.

Collaboration with these programmes and agencies is
taking place in the following ways:

(i) Collaborating Agencies represented at Programme
meetings. include Centers for Disease Control and
Prevention (CDC), USA; National Institute of Health
and Medical Research (INSERM), France; and Fam-
ily Health International (FHI), USA;

(ii) Secretariat attendance at relevant workshops/sym-
posia/technical advisory committees (CDC,
CONRAD);

(iii) discussion On the design and implementation of
research protocols (CONRAD, FHI, INSERM,
UNFP A and the International Working Group on
Intravaginal Microbicides).

DISSEMINATION OF INFORMATION

The main way in which information on the Programme's
activities in the area of Surveillance and Evaluation is
disseminated is through publication of scientific papers
(see Annex 3) and presentations at scientific meetings.

The WHO Standardized Investigation of the Infertile
Couple has now been translated into five languages, the
latest being Russian in 1997, and the Arabic and Portu-
guese versions are expected to be available in early 1998.

The joint work with the Cochrane Collaboration is
described separately in this report. Staff of the Strategic
Component on Surveillance and Evaluation is involved
in the Fertilty Regulation Review Group of the Cochrane
Collaboration by proposing specific reviews, identifying
reviewers and carrying out editorial work.

Staff participated with oral presentations and written
summaries in the following meetings and workshops:
FIGO/WHO Workshop, 2-3 March 1997, in Campinas,
Brazil, on "Abortion: A professional responsibility for
obstetricians and gynaecologists", Institute of Medicine,
National Academy of Sciences, Washington, DC, USA,
Workshop, 7-8 April 1997, on "Implantable contracep-
tives: An illuminating case study in current dilemmas and
possibilities", Third International Conference on Repro-
ductive Endocrinology, Beijing, China, 9-12 June 1997.
Presentations on the safety of combined oral contracep-
tives and on the safety and efficacy of Norplant were
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given at the XV FIGO World Congress of Gynecology
and Obstetrics, 3-8 August 1997, in Copenhagen, Den-
mark. Staff also participated at a review, in Rockville,
MD, USA, 23-25 June 1997, of research proposals sub-
mitted to FHI and the Institute of Allergy and Infectious
Diseases (NIAID) ofNIH for "Clinical trials ofvaccines
and non-vaccine interventions for HIV prevention in de-
veloping countries through the HIVNET".

A workshop on the epidemiology of STDs took place
in 1997 in Fiji and two workshops on infection and
reproductive health were held in Vientiane, Lao People's
Democratic Republic, and Hanoi, Viet Nam.

In 1996, the Programme convened a meeting-in col-
laboration with the Wellcome Trust and the Rockefeller
Foundation-to develop guidelines for the preclinical
and clinical evaluation of non-latex male condoms. The
meeting was attended by agencies involved in the devel-
opment of these products, commercial companies and
drug regulatory authorities. The guidelines were pub-
lished in early 1997.

The emphasis on the provision of high-quality family
planning services resulted in a joint effort by the Pro-
gramme and RHT to develop the document Improving
access to quality care in family planning. Medical eli-
gibility criteria for contraceptive use (WHO/FRH/FPP/
96.9) which was published in 1996. As additional infor-
mation on beneficial and adverse effects of contracep-
tive methods becomes available, it is intended to update
these clinically-oriented guidelines to improve quality
of family planning provision.

FUTURE ACTIVITIES

During the biennium 1996-199il .several large projects
in the area of Surveillance and Evaluation were com-
pleted. These include the Post-Marketing Surveillance of
'Norplant and the WHO Collaborative Study of Cardio-
vascular Disease and Steroid Hormone Contraception. A
meeting convened in 1997 to review and prioritize out-
standing research in reproductive .health identified the
potential impact of family planning 'services on safety,
efficacy, and continuation of contraception; as one area
where firm knowledge appears sparse. As m~ntioned
previously, a literature review has'been commissioned to
establish existing information and assess the research
needs in. this field. The review will be presented to the
Scientific Review Committee at its next meeting. Other
outstanding research issues identified were the relation-
ship between bone density in women using certain pro-
gestogen-only contraceptives duning the years immedi-
ately preceding menopause, or in.adolescence, as well as
the efficacy of pregnancy and BID prevention through
the use of a combination of methods such as barrier and
hormonal methods. The meeting (on research priorities
also identified research needs in .maternal health and
service-related research for contraceptive delivery to ado-
lescents, which are also outlined.inuhe Sexual and repro-
ductive health research priorities;for WHO for the period
1998-2003. Studies will proceed .on .the contraceptive
efficacy of new non-latex condoms and the assessment of
contraceptive efficacy of the female.condom, either alone
or when used alternatively with the male condom.
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AnnexI
-,

STRATEGIC REVIEW COMMITTEE SURVEILLANCE AND EVALUATION IN 1997

Committee members

*V. Beral, Radcliffe Infirmary, Oxford, United Kingdom
T. Chipato, University of Zimbabwe, Harare, Zimbabwe
Pisake Lumbiganon, University ofKhon Kaen, Khon Kaen, Thailand
1. Olsen, Aarhus University, Aarhus, Denmark
*D. Pettiti, Kaiser Permanente, Pasadena, CA, USA
1. Schlesselman, University of Miami School of Medicine, Miami, FL, USA
D. Skegg (Chairman), University ofOtago, Dunedin, New Zealand

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total .

Members 2 29 5 71 7
Women 2 29 2

from:
AFRO 14
AMRO 2 29 2
EMRO
EURO 2 29 2
SEARO 14
WPRO 14

Collaborating agency scientists

H. Peterson, Centers for Disease Control and Prevention, Atlanta, GA, USA
1. Shelton, US Agency for International Development, Washington, DC, USA
R. Spirtas, National Institute of Child Health and Human Development, Bethesda, MD, USA

*Denotes woman
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Annex 1

RESEARCH GROUP ON IUDs IN 1997

Committee members

*Cao Xiaoming, Tianjin Municipal Research Institute of Family Planning, Tianjin, China
R. Darnrong, Chulalongkorn Hospital, Bangkok, Thailand
*Luo Shi-yuan, Family Planning Research Institute of Sichuan, Chengdu, China
E. Pizarro, Hospital José Joaquin Aguirre, Santiago, Chile
*B. Rojnik (Chairman), University of Ljubljana Medical Centre, Ljubljana, Slovenia
B.L. Sheppard, St James's Hospital, Dublin, Ireland
H.E. Van Kets, University Hospital, Ghent, Belgium
*Wu Shangchun, National Research Institute for Family Planning, Beijing, China
*Zhuang Liu-qi, International Peace Maternity and Child Health Hospital, Shanghai, China.

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 7 78 2 22 9
Women 5 56 5

from:
AFRO 0
AMRO Il
EMRO 0
EURO 1 Il 2 22 3
SEARO 1 11"
WPRO 4 44 4

*Denotes woman
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Annex 2

STRATEGIC COMPONENT ON SURVEILLANCE AND EVALUATION

Scientists in 1997

Principal investigators

*E. Amaral, UNICAMP, Campinas, Brazil
Cheng Yimin, National Research Institute of Family Planning, Beijing, China
T. Chipato, University of Zimbabwe, Harare, Zimbabwe
B. Cox, University of Otago, Dunedin, New Zealand
*M. Craviotti, National Institute of Nutrition, Mexico City, Mexico
O. Dada, Ogun State University, Sagarnu, Nigeria
A. Faundes, CEMICAMP, Campinas, Brazil
F. Febres-Balestrini, Foundation for the Study of Mother and Child (Funda Matin), Caracas, Venezuela
Gao Ersheng, Shanghai Institute of Planned Parenthood Research, Shanghai, China
*M.-L. Hammarstrëm, University Hospital, Umeá, Sweden
H. Jick, Boston Collaborative Drug Surveillance Program, Lexington, MA, USA
B.R. Joshi, Tribhuvan University Institute of Medicine, Kathmandu, Nepal
*R. Kirkman, University of Manchester, Manchester, United Kingdom
*Luo Lin, Family Planning Research Institute of Sichuan, Chengdu, China
*E. Lynge, Danish Cancer Society, Copenhagen, Denmark
M. Marmot, University College London, London, United Kingdom
E. Osman Hassan, Egyptian Fertility Care Society, Cairo, Egypt
H. Posso, National Institute of Cancer, Bogota, Colombia
Ronachai Atisook, Siriraj Family Health Research Center, Bangkok, Thailand
"Tang Guanghua, Family Planning Research Institute of Sichuan, Chengdu, China
*M. Thorogood, London School of Hygiene and Tropical Medicine, London, United Kingdom
Unnop Jaisarnram, Chulalongkom University, Bangkok, Thailand
Zhao Yuemin, Tianjin Municipal Research Institute of Family Planning, Tianjin, China
Zhou Wei-jin, Shanghai Institute of Planned Parenthood Research, Shanghai, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Investigators 17 71 7 29 24
Women 4 17 4 17 8

from:
AFRO 2 8 2
AMRO 5 21 1 4 6
EMRO 1 4
EURO 5 21 5
SEARO 3 12 3
WPRO 6 25 4 7

*Denotes woman
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Annex 1

STRATEGIC COMPONENT ON SURVEILLANCE AND EVALUATION

Other scientists

Y. Ahmed, University Teaching Hospital, Lusaka, Zambia
*H. Akhter, Bangladesh Institute of Research for Promotion of Essential and Reproductive Health, Dhaka, Bangladesh
1. Beckman, Federal Institute for Drugs and Medical Devices, Berlin, Germany
*X. Berrios, Catholic University of Chile, Santiago, Chile
1. Cecatti, CEMICAMP, Campinas, Brazil
*L. Chang, Imperial College School of Medicine, London, United Kingdom
1. Collins, Faculty of Health Sciences, Hamilton, Ontario, Canada
D. Crook, St. Bartholomew's Hospital Medical College, London, United Kingdom
W. De Laat, NV Organon, Oss, The Netherlands
*A. Duerr, Centers for Disease Control and Prevention, Atlanta, GA, USA
R. Farmer, Charing Cross and Westminster Medical School, London, United Kingdom
K. Fotherby, Royal Postgraduate Medical School, Hammersmith Hospital, London, United Kingdom
J. Garza-Flores, National Institute of Nutrition, Mexico City, Mexico
*L. Green, Family Planning and Well Woman Services, Edinburgh, United Kingdom,
*K. Hagenfeldt, Karolinska Hospital, Stockholm, Sweden
P..Hannaford, University of Aberdeen, Aberdeen, United Kingdom
Lo. Heinemann, Centre for Epidemiology and Health Research, Zepernick, Germany
F. Helrnerhorst, University Hospital, Leiden, The Netherlands
M. Horga, Institute of Public Health and Medical Research, Targu-Mures, Romania
*J. Howard, University of Manchester, Manchester, United Kingdom
C. Huezo, International Planned Parenthood Federation, London, United Kingdom
*B. Hulka, University of North Carolina at Chapel Hill, Chapel Hill, NC, USA
M. Kafrissen, Ortho-McNeil, Raritan, NJ, USA
*Khin San Tint, University of the Witwatersrand, Johannesburg, South Africa
1. Kisjanto, University of Indonesia, Jakarta, Indonesia
*A. Langer, The Population Council, Mexico City, Mexico
R. Leke, University of Yaoundé, Yaoundé, Cameroon
O. Lidegaard, Herlev Hospital, Herlev, Denmark
*E. Ljunger, University Hospital, Uppsala, Sweden
*M-P. Lung- Yut-Fong, United Nations Population Fund, Liaison Office, Geneva, Switzerland
A. Macdonald, United Nations Population Fund, Liaison Office, Geneva, Switzerland
*C. Mauck, US Food and Drug Administration, Rockville, MD, USA
A. Michaels, Wyeth-Ayerst International, St. Davids, PA, USA
*Indira Murali, National Institute of Health and Family Welfare, New Delhi, India
H. Ory, Atlanta, GA, USA
*L. Perl, Centers for Disease Control and Prevention, Atlanta, GA, USA
N. Poulter, Imperial College School of Medicine, London, United Kingdom
W. Raff, Schering AG, Berlin, Germany
1. Rosing, Maastricht University, Maastricht, The Netherlands
*P. Schwingl, Family Health International, Research Triangle Park, NC, USA
M. Shaaban, University of Assiut, Assiut, Egypt
*1. Sjëberg, University Hospital, Umeá, Sweden
W. Spitzer, Stanford University, Stanford, CA, USA
K. Srinath Reddy, All India Institute of Medical Sciences, New Delhi, India
S. Suissa, Royal Victoria Hospital, Montreal, Quebec, Canada
M. Vessey, Radcliffe Infirmary, University of Oxford, Oxford, United Kingdom
Takashi Wagatsuma, Japan International Corporation of Welfare, Tokyo, Japan

"Denotes woman
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A. Walker, Harvard School of Public Health, Boston, MA, USA
P. Waller, Medicines Control Agency, London, United Kingdom
*K. Wellings, London School of Hygiene and Tropical Medicine, London, United Kingdom
B. Wiholm, Committee for Proprietary Medicinal Products, Stockholm, Sweden
U. Winkler, University Hospital Essen, Essen, Germany
Wu Zhaousu, Beijing Heart, Lung and Blood Vessel Medical Centre, Beijing, China
*F. Zawaira, Ministry of Health and Child Welfare, Harare, Zimbabwe

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 14 26 2 39 72 54
Women 6 11 13 24 19

from:
AFRO 4 7 4
AMRO 4 7 12 22 16
EMRO 2 1
EURO 1 2 26 48 27
SEARO 4 7 4
WPRO 2 2 2

*Denotes woman
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Annex 2

RESEARCH GROUP ON IUDs IN 1997

Principal investigators

*S.K. Abduzhamilova, Research Institute of Obstetrics and Gynaecology, Tashkent, Uzbekistan
E. Alihonou, National University Hospital, Cotonou, Benin
*K. Aroustamian, Armenian Centre of Maternal and Child Health Protection, Yerevan, Armenia
G. Bártfai, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
I.Batar, University Medical School, Debrecen, Hungary
*L. Dubnitskaya, Russian Research Centre ofPerinatology, Obstetrics and Gynaecology, Moscow, Russian Federation
Feng Zuan-chong, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Ho Jia-liang, Guangzhou Family Planning Research Institute, Guangdong, China
Liu Qing-xi, Xin Hua Hospital, Shanghai, China
*Orawan Kiriwat, Siriraj Hospital, Bangkok, Thailand
Peng Dunren, Tianjin Municipal Research Institute for Family Planning, Tianjin, China
E. Pizarro, Hospital José Joaquin Aguirre, Santiago, Chile
*M. Puksic, University of Ljubljana Medical Centre, Ljubljana, Slovenia
Qian Shao-zhen, Jiangsu, Family Health Institute, Nanjing, China
Tang Dachun, Tong-ji Medical University, Wuhan, China
*Wu Shangchun, National Research Institute for Family Planning, Beijing, China
*Wu Vu-fen, Ren Ji Hospital, Shanghai, China
Xie Lu, Family Planning Research Institute of Sichuan, Chengdu, China
*Zhuang Liu-qi, International Peace Maternity and Child Health Hospital, Shanghai, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 14 74 5 26 19
Women 5 26 3 16 8

from:
AFRO 5 1
AMRO 1 5
EMRO 0 0 0
EURO 5 5 26 6
SEARO 5 1
WPRO 10 53 10

*Denotes woman
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Annex 2

RESEARCH GROUP ON IUDs IN 1997

Other scientists

*E. Bokal, University of Ljubljana Medical Centre, Ljubljana, Slovenia
*Cheng Wei-yu, Tianjin Municipal Research Institute for Family Planning, Tianjin, China
Ni Xue-man, Jiangsu Family Health Institute, Nanjing, China
*Pan Jia Xiang, Ren Ji Hospial, Shanghai, China
N.C. Sikazwe, University of Zambia, Lusaka, Zambia

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 5 100 5
Women 3 60 3

from:
AFRO 20
AMRO
EMRO
EURO 20
SEARO
WPRO 3 60 3

*Denotes woman
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Annex 2

RESEARCH GROUP ON INFERTILITY/STDS

Scientists in 1997

Principal investigators

*Phan Thi Kim Anh, Institute for the Protection of the Mother and Newborn, Hanoi, Viet Nam
*M. Ballario, Rosario National University, Rosario, Argentina
Verapol Chandeying, Prince of Songkla University, Hat Yai, Thailand
*Chen Jue-sheng Sichuan, Family Planning Research Institute, Chengdu, China
*M.C. Cravioto, National Institute of Nutrition, Mexico City, Mexico
L. Devoto, Paula Jaraquemada Hospital, Santiago, Chile
Feng Zuanchong, Shanghai Institute of Planned Parenthood Research, Shanghai, China
A. Ladjimi, Human Reproduction Research Centre, Tunis, Tunisia
Li Ving Jiangsu, .Family Planning Research Institute, Nanjing, China
*B. Madjid, Hasanuddin University, Ujung Pandang, Indonesia
*M. Martinez, Autonomous University of San Luis Potosi, San Luis Potosi, Mexico
*Ngeow Yun Fong, University of Malaya, Kuala Lumpur, Malaysia
*Nguyen Thi Nhu Ngoc, Hung Vuong Hospital, Ho Chi Minh City, Viet Nam
*Ni An-ping, Peking Union Medical College Hospital, Beijing, China
Somchai Niruthisard, Chulalongkorn Hospital, Bangkok, Thailand
H. Paraton, Airlangga University, Surabaya, Indonesia
*Manee Piya-Anant, Siriraj Family Planning Research Center, Bangkok, Thailand
Qian Hanzhu, Shanghai Institute of Planned Parenthood Research, Shanghai, China
*Sungwal Rugpao, Chiang Mai University, Chiang Mai, Thailand
Pramote Thongkrajai, Khon Kaen University, Khon Kaen, Thailand
Somchai Tungphaisal, Prince of Songkla University, Hat Yai, Thailand
Wang Yi-xin, Ren Ji Hospital, Shanghai, China
Zhao-Wen Dong, National Research Institute for Family Planning, Beijing, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 23 100 23
Women 11 48 11

from:
AFRO
AMRO 4 17 4
EMRO 4
EURO
SEARO 8 35 8
WPRO 10 43 10

*Denotes woman
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Annex 2

RESEARCH GROUP ON INFERTILITY/STDs

Other scientists

A. Hinting, Airlangga University, Surabaya, Indonesia
*Uraiwan Kositanont, Siriraj Hospital, Bangkok, Thailand
Pisake Lumbiganon, Khon Kaen University, Khon Kaen, Thailand
*Luo Lin, Sichuan Family Planning Research Institute, Chengdu, China
Mao Yuan-lin, Sichuan Family Planning Research Institute, Chengdu, China
*Maitree Pakarasang, Khon Kaen University, Khon Kaen, Thailand
*V. Prado, Hospital José Joaquin Aguirre, Santiago, Chile
Wu Shi-zhong, Sichuan Family Planning Research Institute, Chengdu, China
Yu Jing-hua, Sichuan Family Planning Research Institute, Chengdu, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 9 100 9
Women 4 44 4

from:
AFRO
AMRO 1 11
EMRO
EURO
SEARO 4 44 4
WPRO 4 44 4

*Denotes woman
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Annex 2

RESEARCH GROUP ON MATERNAL HEAL TH

Principal investigators

*H. Abdel-Aleem, Assiut University Hospital, Assiut, Egypt
O. Adetoro, Ogun State University, Sagarnu, Nigeria
Y. Al-Mazrou, Ministry of Health, Riyadh, Saudi Arabia
L. Bakketeig, National Institute of Public Health, Oslo, Norway
H. Ba'aqeel, National Guard King Khalid Hospital, Jeddah, Saudi Arabia
H. Berendes, National Institute of Child Health and Human Development, Bethesda, MD, USA
P. Bergsja, University of Bergen, Bergen, Norway
M. Bygdeman, Karolinska Hospital, Stockholm, Sweden
G. Carroli, Centro Rosarino de Estudios Perinatales (CREP), Rosario, Argentina
*L. Cheng, Peace Maternity and Child Health Hospital, Shanghai, China
A. Donner, University of Western Ontario, London, Ontario, Canada
*D. Elbourne, Radcliffe Infirmary, Oxford, United Kingdom
H. El-Refaey, University College London, London, United Kingdom
U. Farnot, Hospital Gineco-Obserico "America Arias", Havana, Cuba
M. Giilmezoglu, The Cochrane Centre, Oxford, United Kingdom
J. Hofmeyr, University of Wit waters rand, Johannesburg, South Africa
G. Hutton, London School of Hygiene and Tropical Medicine, London, United Kingdom
*A. Langer, The Population Council, Mexico DF, Mexico
*G. Lindmark, University of Upps ala, Uppsala, Sweden
Pisake Lumbiganon, Khon Kaen University, Khon Kaen, Thailand
*M. Mugford, University of East Anglia, Norwich, United Kingdom
*Nguyen Thi Nhu Ngoc, Hung Vuong Hospital, Ho Chi Minh City, Viet Nam
W. Prendiville, Coombe Women's Hospital, Dublin, Ireland
K. Schultz, Centers for Disease Control and Prevention, Atlanta, GA, USA
C. Unger, University Hospital, Zurich, Switzerland
*V. Wong, Queen Mary Hospital, China Hong Kong SAR

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 12 46 14 54 26
Women 5 19 3 11 8

from:
AFRO 2 8 2
AMRO 3 11 3 11 6
EMRO 3 11 3
EURO 11 43 11
SEARO 1 4 1
WPRO 3 12 3

*Denotes woman

161



ANNUAL TECHNICAL REPORT 1997

Annex 3

STRATEGIC COMPONENT ON SURVEILLANCE AND EVALUATION

Publications in 1997

WHO Scientific Group Meeting on Cardiovascular Disease and Steroid Hormone Contraceptives. Summary of
Conclusions. Weekly epidemiological record, 1997, 72:361-363.

Aribarg A, Sukeharoen N. Effects of occupational lead exposure on spermatogenesis. Journal of Medical Association of
Thailand, 1996, 79:91-97.

Bergsjë P, Villar J. Scientific basis for the content of routine antenatal care. II. Power to eliminate or alleviate newborn
outcomes; some special conditions and examinations. Acta obstetrica et gynecologia Scandinavica, 1997, 76: 15-25.

Collaborative Group on Hormonal Factors in Breast Cancer. Breast cancer and hormone' replacement therapy:
collaborative reanalysis of data from 51 epidemiological studies of 52 705 women with breast cancer and 108 411
women without breast cancer. Lancet, 1997,350:1047-1059.

Crook D, Godsland I. The safety evaluation of modem oral contraceptives: effects on lipoprotein and carbohydrate
metabolism. Contraception (accepted for publication).

Duerr A, Curtis K, Shelton JD, Meirik O. Hormonal contraception and genital tract shedding of HIV-infected cells.
(Letter) Lancet, 1998, 351:294-295.

Farley TMM, Collins J, Schlesselman JJ. Hormonal contraception and risk of cardiovascular disease: an international
perspective. Contraception (submitted for publication).

Farley TMM, Meirik 0, Marmot MG, Chang CL, Poulter NR. Oral contraceptives and risk of venous thromboembo-
lism: impact of duration of use. (Letter.) Contraception (accepted for publication).

Fonseca W, Misago C, Freitas P, Santos E, Fernandes L, Correia L. Sociodemographic, reproductive and medical
characteristics of abortion cases admitted to hospital in South Brazil. Reports in public health (in press).

Fotherby K. Metabolic interrelationships, cardiovascular disease and sex steroids. Contraception (accepted for
publication).

Hannaford PC. The collection and interpretation of epidemiological data about the cardiovascular risks associated with
the use of steroid contraceptives. Contraception (accepted for publication).

Meirik O. Risks of oral contraceptives. (Letter.) Lancet (accepted for publication).

Meirik O. Induced abortion and risk of breast cancer. (Letter.) Journal of epidemiology and community health (accepted
for publication).

Meirik O. Cardiovascular safety of combined oral contraceptives. Contraception (accepted for publication).

Meirik O. Cardiovascular disease and steroid hormone contraception. Abstract for the 3rd International Conference on
Reproductive Endocrinology, 1997, Beijing, China.

Meirik O. Safety of oral contraceptives. Abstract for XV FIGO World Congress of Gynaecology and Obstetrics, 1997,
Copenhagen, Denmark.

Misago C, Fonseca W, Correia L, Fernandes LM, Campbell O. Determinants of abortion among 4,359 women
admitted to hospitals in Fortaleza, North Eastern Brazil. International journal of epidemiology (in press).

Ngeow YF, Path FRC, Hema V, Zakaria M. Detection of Chlamydia trachomatis in urine samples by polymerase chain

162



ANNUAL TECHNICAL REPORT 1997

reaction and enzyme immunoassay. Malaysian journal of pathology (accepted for publication).

Ni Anping. Diagnosis of genital Chlamydia trachomatis infection in various studied populations by micro-tissue
culture. Journal of genitourinary medicine (accepted for publication).

Paul C, Skegg DCG, Williams S. Depot medroxyprogesterone acetate. Patterns of use and reasons for
discontinuation. Contraception, 1997, 56:209-214.

Petitti DB, Sidney S, Quesenberry CP. Oral contraceptive use and myocardial infarction. Contraception (submitted for
publication)

Poulter NR, Chang CL, Marmot M, Farley TMM, Meirik O. Third-generation oral contraceptives and venous thrombo-
sis. (Letter) Lancet, 1997, 349:732.

Skegg, D. Mission-oriented research: a case study. Lancet (accepted for publication).

The Collaborative MIL TS Project Team. Oral contraceptives and liver cancer. Results of the multieentre international
liver tumor study (MILTS). Contraception, 1997,56:275-284.

Thongkrajai P, Pengsaa P, Lulitanond V. The prevalence of gynaecological and sexually transmitted diseases in rural
women, Thailand. Journal of genitourinary medicine (submitted for publication).

Thorogood M. Stroke and steroid hormonal contraception. Contraception (accepted for publication».

Villar J, Bergsjë P. Scientific basis for the content ofroutine antenatal care. I.Philosophy, recent studies and power to
eliminate or alleviate adverse maternal outcomes. Acta obstetrica et gynecologia Scandinavica, 1997, 76:1-14.

Walker AM. Newer oral contraceptives and the risk of venous thromboembolism. Contraception (submitted for
publication).

WH0 Collaborative Study of Cardiovascular Disease and Steroid Hormone Contraception. Acute myocardial infarction
and combined oral contraceptives: results of an international multieentre case-control study. Lancet, 1997,349:1202-
1209.

WHO Collaborative Study of Cardiovascular Disease and Steroid Hormone Contraception. Cardiovascular disease and
use of oral and injectable progestogen-only contraceptives and combined injectable contraceptives: results of an
international multieentre case-control study. Contraception (accepted for publication).

Winkier KH. Blood coagulation and oral contraceptives: a review. Contraception (accepted for publication).
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to participate in the global research addressing reproduc-
tive health problems.

BACKGROUND AND RATIONALE

The ultimate aim of the Programme's research activi-
ties is to contribute to the narrowing of the socioeconomic
development gap between countries. In the decade lead-
ing to the establishment of the Programme, a world
consensus had emerged on the control of population
growth as a development strategy and the development of
family planning technologies as a paramount objective
within that strategy, with a focus on the needs of develop-
ing countries. It was self-evident then, and is even more
obvious today, that the participation of developing coun-
try governments, scientists and communities in the re-
search programme was an essential ingredient if the
development objective was to be achieved: much of the
global research work would need to be done in these
countries; local scientists would need to carry out re-
search relevant to local problems; and the communities
(especially women)-as the target of-the development
effort-would need to be involved at all stages.

The expression of this fundamental principle hastaken
different forms during the 25-year history of the Pro-
gramme. In the early days the emphasis was on involving
developing country scientists in the multicentre studies
initiated by Programme staff, and institution strengthen-
ing was related to the needs of the Programme's research
initiatives. In the second phase, corresponding roughly to
the second decade, emphasis shifted to capacity building
for research of national relevance and priority. This latter
research was also less focused on fertility regulation
because it was responding to the broader needs perceived
by the countries.

The third phase of this evolution, dating back to 1994,
saw a convergence of the interests of global and national
research which was influenced by two factors. First, the
post-ICPD environment recognized the need to address
research questions across the breadth of reproductive
health, thus bringing the global and national research
agendas closer in their focus. Secondly, the network of
research centres collaborating with the Programme, con-
sisting of over 100 institutions built up with the support
of the Programme or designated as WHO Collaborating
Centres, had established a capacity to initiate research of
national and global relevance which was complementary
to the initiatives of the Programme. The effect of this
convergence in the capacities and focus of research has
been to unify the research which is centrally designed
with research initiatives originating from collaborating
institutions, and to make more distinct the small amount
of investment that goes into the building up of infrastruc-
ture in developing countries. The strategies described
below must be seen in this light. The objective of re-
search capability strengthening remains that of enabling
developing countries to carry out research aimed at pro-
moting the reproductive health of their populations and
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STRATEGIES

Development of human resources

Five approaches have been used to develop. human
resources: (i) Research Training Grants have been awarded
to scientists identified by institutions receiving support;
(ii) Career Development Grants have been awarded on a
competitive basis (with the support of funds from the
Rockefeller Foundation); (iii) Re-entry Grants have been
awarded to successful trainees returning to their home
institutions to enable them to implement research projects;
(iv) support has been given to institutions setting up
courses such as Master's Degree programmes; and (v)
research training workshops have been organized where
appropriate.

Development of non-human resources

The Long-term Institutional Development (LID) Grant
is awarded on the basis of an agreed programme of
research and provides an institution with funds for the
acquisition of equipment, data processing facilities and
other supplies that may be required for the conduct of
research over a period of up to five years. For a single
purchase a Capital Grant may be awarded, while a Small
Grant may be given for subscription to scientific journals.
A Resource Maintenance Grant is available for a transi-
tion period of -three after which LID Grant support has
been phased out.

DEVELOPMENT OF HUMAN RESOURCES

Research Training Grants

During 1997, Research Training Grants were awarded
to 24 scientists, of whom 10 were women. This was a
significant drop from 46 in 1996. The areas of training
are summarized below.

AFR AMR ASIP Total

Clinical trials I I
Epidemiology 3 5 8
Laboratory techniques I
Microbiology I
Molecular biology I
Public health 2
Reproductive endocrinology 1
Reproductive medicine
Research management 2 2
Sexually transmitted diseases 1
Social science 2 1 3
Statistics 2 2

TOTAL 2 6 16 24
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Re-entry Grants

Thirteen research projects were ongoing following
the award of Re-entry Grants to trainees returning to
their home institutions. A summary of the projects is
annexed.

Career Development Grants

One Career Development Grant was awarded to a sci-
entist in Nairobi, Kenya, as part of the Rockefeller-
funded initiative. Two other awards had been made in the
Americas and Asia/Pacific, respectively, in 1996 and
were being implemented in 1997.

Master's Degree Courses

Four Master's Degree courses received Programme
support in the year. The National Institute of Public
Health in Cuernavaca, Mexico received support to offer
the degree in epidemiology, while the University of Nai-
robi, Kenya held courses in reproductive biology. In
China, the Institute of Population Studies, Beijing con-
tinued its Master's Degree course; and at Mahidol Uni-
versity in Bangkok, Thailand a similar course was of-
fered. The Institute of Population and Social Research at
Mahidol University was selected by a USAID-awarded
project, MEASURE II, for collaboration in social sci-
ence research training.

Workshops

Workshops were conducted to assist scientists in de-
veloping research protocols: seven in AfricalEastern Medi-
terranean, one in the Americas and lOin Asia/Pacific. In
addition, one Scientific Writing Workshop was held in
Harare, Zimbabwe fo.r scientists in the region.

INSTITUTION STRENGTHENING

Long-term Institutional Development Grants

In 1997, LID Grants were awarded to 22 institutions
in Africa/Eastern Mediterranean (5), the Americas (6)
and AsialPacific (Il). Emphasis in allotting grants was
placed on the conduct of research with infrastructure
support being based on the research programmes pro-
posed.

Resource Maintenance Grants

Three institutions received support through Resource
Maintenance Grants in AfricalEastern Mediterranean, while
similar support was given to eight institutions in Latin
America and six centres in AsialPacific-a total of 17.

Small Grants

Support to the purchase' of scientific journals was
appreciated by centres in regions where foreign exchange
is difficult to secure. The largest number of institutions
benefiting from this support was in Africa/Eastern Medi-
terranean where 17 Small Grants were awarded. The
Americas and AsialPacific received seven and three, re-
spectively; a grand total of 27 ..

AFR AMR ASIP Total

LID
RMG
.SMA

TOTAL

5
J
17

25

6
8
7

21

Il
6
3

20

22
17
27

66

REGIONAL ADVISORY PANELS

In June 1997, the Policy and Coordination Committee
approved the membership criteriaand terms of reference
of Regional Advisory Panels, which will replace the
Committee on Resources for Research and its three sub-
committees. The functions of the 'Panels are to acquire a
thorough understanding of reproductive health issues,
problems and priorities of the relevant region so as to
provide a basis for strategic planning, research, research
capability strengthening and the dissemination of re-
search results. The first two meetings of these Panels took
place in Cuba and Thailand, for the Americas and Asia/
Pacific, respectively.

COLLABORATING CENTRES

The 54 designated WHO Collaborating Centres (in 32
countries) were reviewed in the light of plans to ensure
that only those in active collaboration with the Pro-
gramme remained so designated. A revised list of Col-
laborating Centres will be issued iin 1998. Before this
revision; the distribution of the 54 WHO Collaborating
Centres was as follows:

AFRO 3
AMRO 7
EMRO 2
EURO 20
SEARO 8
WPRO 14

The 54 other institutions collaborating with the Pro-
gramme were located in 34 countries in the following
WHO Regions:
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FUTURE PLANSAFRO 9
AMRO 20
EMRO 4
EURO 1
SEARO 16
WPRO 4

TECHNICAL COOPERATION AMONG
DEVELOPING COUNTRIES

Funding support for TCDC from the Rockefeller Foun-
dation came to an end in 1997. During its five-year
period, 23 projects had been supported. The main activity
in 1997 was a workshop to develop research projects on
the theme "Appropriate use of reproductive health tech-
nologies". A number of areas for research were identified
and research projects are expected to be developed in
1998.
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Research capability strengthening will continue to be
a major activity of the Programme. The network of insti-
tutions that have been developed with the support of the
Programme, together with those designated as WHO
Collaborating Centres without direct support, has be-
come an important resource for carrying out priority
reproductive health research. Future capacity building
efforts will be directed at further integrating the contribu-
tion of this network with that of the Programme-initiated
studies, both addressing the priority research questions
identified in a consultative process over the last biennium.
The challenge is great.
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Annex 1

RE-ENTRY GRANT PROJECTS

Africa

96327 Studies on monkey fertilin B, a protein active in sperm-egg recognition, Institute of Primate Research,
Nairobi, Kenya

96313 Effects of local immunity on vertical transmission of human immunodeficiency virus (HIV) using African
Green Monkey model for AIDS, Institute of Primate Research, Nairobi, Kenya

95041 Sociocultural perspective and prevalence of female circumcision among the Yorubas in Oyo State: implication
for the control ofFemale Genital Mutilation (FGM) and HIV transmission to children in Nigeria, Ministry of
Health, Department of Planning, Research and Statistics, Ibadan, Nigeria

96315 A further molecular characterization of cDNA clones coding for candidate sperm antigens, Institute of Primate
Research, Nairobi, Kenya

96324 Acceptability ofCyclofem and Depo-provera in Kenya, Department of Obstetrics and Gynaecology, University
of Nairobi, Kenya

96371 Influence de l'attitude du mari et de la discussion entre conjoints li propos de la planification familiale sur
l'utilisation des méthodes contraceptives modernes par la femme li Cotonou, Reseau de Recherche en Santé
Reproductive, Cotonou, Benin

Americas

96340 Regulation of expression of 17-beta hydroxy steroid hydrogenase type 1 and estradiol production in granulosa
cells, University of Rosario, Rosario, Argentina

94066 The impact of high caesarean section rates on the fertility of a population: a retrospective study in Campinas,
Brazil, CEMICAMP, Campinas, Brazil

96387 Quality of prenatal care: a neglected reproductive right of women, CEDES, Buenos Aires, Argentina

Asia/Pacific

~6809 Case-control study of tubal infertility and induced abortion, Family Planning Research Institute of Sichuan,
Chengdu, China

96814 Study of the effects of long-term androgen administration on the prostate, Family Planning Research Institute
of Sichuan, Chengdu, China

95014 Molecular mechanism regulating steroidogenic enzymes in ovarian androgen producing cells, Institute for
Research in Reproduction, Mumbai, India

96325 Creation and evaluation of a model system for predicting comparable in vivo breast-milk/plasma ratios of
therapeutic drugs, Institute for Research in Reproduction, Mumbai, India
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Clinical researchREGIONAL STRATEGIES

The strategy for strengthening research capacity in
reproductive health in the African and Eastern Mediter-
,ranean Regions, which was revised in the previous
biennium, continues to focus on the strengthening of
selected institutions and stimulation of interest in repro-
ductive health in various countries.

The main elements of the strategy are as follows:

(i) development of sub regional "Centres of Excellence"
which are capable of assisting weaker centres, espe-
cially those in least developed countries (LDCs);

(ii) promotion of networks through "South-to-South"
and "South-to-North" links;

(iii) improvement of research protocol development, re-
search management and scientific writing;

(iv) promotion of intraregional training;
(v) stimulating interest in the LDCs, francophone Af-

rica and the Eastern Mediterranean Region;
(vi) promoting resource mobilization for research capa-

bility strengthening activities in the region;
(vii) strengthening research skills in the social sciences;

and
(viii) promoting "targeted" research on major reproduc-

tive health problems and the needs of LDCs.

For francophone Africa, additional strategies for in-
creasing research capacity include: stimulating interest
in research on reproductive health at country level; dis-
seminating research fmdings in French; creating or rein-
forcing research networks among francophone African
scientists and institutions; organizing regional confer-
ences for francophone African countries; and improving
the infrastructure for research by developing the human
resources, strengthening libraries and promoting good
management practices.

These strategies for francophone countries are being
pursued in collaboration with other agencies, groups and
institutions, such as the French National Institute of
Health and Medical Research (INSERM) and the Univer-
sity of Geneva.

REGIONAL ACTIVITIES

Research

Research on female genital mutilation

Following a Protocol Design Workshop on Female
Genital Mutilation (FGM) organized by the Programme
and WHO's Women's Health Unit (WHD) in Abidjan,
C6ted'Ivoire in December1996, work commenced on
the development of protocols for research on FGM in a
number of areas as follows:
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Clinical research is badly needed to fill existing in-
formation gaps on FGM and data in this area will assist
WHO and countries to provide the necessary scientific
evidence to support informed decision-making. In col-
laboration with WHD and the University of Manchester,
Manchester, UnitedKingdom, the Programme undertook
a systematic review of the sequelae of F9M measurable
at childbirth, and prepared protocols for research on the
obstetrical and sexual health consequences ofFGM. Dur-
ing 1998, these protocols will be reviewed and refmed at
an investigators' meeting of researchers from high preva-
lence areas ofFGM. They will subsequently be submitted
to the Programme's Scientific and Ethical Review Group
(SERG) for approval and it is hoped that a multicountry
clinical study will commence in the second half of 1998
in selected countries, subject to availability of funds.

Sociocultural and behavioural research

A protocol for collecting and analysing data on the
sociocultural aspects of FGM was prepared by the De-
partment of Sociology/Anthropology, the University of
Douala, Douala, Cameroon, with WHD. This protocol
was reviewed internally by social scientists from the
Programme's Strategic Component on Social Science
Research and other relevant programme areas in WHO.
The protocol was also reviewed externally by research-
ers from the Karolinska Institute in Sweden and subse-
quently revised; it is currently being field tested in
Cameroon. The protocol will be refined further in an
investigators' meeting of social scientists from high
prevalence areas of FGM and will be submitted to SERG
for approval during 1998. It is expected that the study
will be ready for implementation in selected communi-
ties practising FGM towards the end of 1998. Such data
will help WHO and others gain a sound understanding of
the sociocultural, gender, economic and other factors
perpetuating the practice of FGM in selected contexts.
The results will also provide information on FGM that
can be used to develop future prevention/intervention
trials to prevent and eliminate FGM.

Operations research on improving reproductive health
services for adolescents

During 1997, work with the francophone African coun-
tries included several events that were follow-up activi-
ties to the workshop held in December 1996 in Abidjan,
Cote d'Ivoire, to develop a protocol on operations re-
search to evaluate and improve reproductive health serv-
ices for adolescents. The project will take place in seven
francophone sub-Saharan countries: Benin, Burkina Faso,
Cameroon, CótedIvoire, Guinea, Madagascar and Sen-
egal. The proposed research will include a baseline sur-
vey to define the profile of the adolescent users of health
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services and the quality of services offered. It is ex-
pected that subsequently an intervention strategy will be
developed for each country depending on the results of
the baseline survey. This will address either the need for
increasing information to adolescents or the modification
of existing services to make them more youth-friendly.
The intervention will be evaluated through a second
survey. Although it is envisaged that the funding for each
country project will be raised locally, the Programme is
facilitating and coordinating this regional initiative. A
special feature of the project is the active participation
of youth representatives.

The following intercountry activities were held to
develop various aspects of the protocol and to reach a
consensus on the study methodology:

(i) A three-day workshop was held in Apri11997 in
Dakar, Senegal, with the coordinators of the project
and the youth representatives of each country team to
review the progress of the study preparations in each
country; to further develop the study instruments; to
define the role of the youth representatives in the
teams; and to discuss strategies for raising funds for
the study.

(ii) Two courses on epidemiological research methodol-
ogy were organized in Conakry, Guinea, in Septem-
ber 1997. They lasted for one week and had several
common sessions. The participants were principal
investigators and coordinators or youth representa-
tives of the study. The objectives of these courses
were to strengthen the participants' knowledge of the
theory of research methodology and to agree on the
research methodologies to be used in the study.

(iii) A one-week workshop on statistics and data process-
ing was organized in November 1997 in Pahou,
Benin. The participants were statisticians, data pro-
grammers or principal investigators of the study
from Benin, Burkina Faso, Cameroon, Cote d'lvoire,
Guinea, Madagascar and Senegal. The objective of
this workshop was to discuss and introduce a com-
mon system of data management and decide about a
statistical strategy for the multicountry study. A de-
'tailed plan for the baseline survey of the study was
developed during the workshop.

Research on reinforcement of the liaison between
antenatal care and delivery care

Following the recommendation of the meeting held in
1994 with representatives of 13francophone African coun-
tries in Yaoundé, Cameroon, to initiate a multicountry
study on the quality of antenatal care, the Programme has
facilitated a review of the current status of antenatal care
in five francophone African countries: Benin, Burkina
Faso, Cameroon, Cote d'lvoire and Senegal. This assess-
ment was done in 1996 through site visits, review of

existing documentation and discussions with government
officials, representatives of various international. agen-
cies and nongovernmental organizations (NGOs) in each
country.

In 1997, the process was continued with the collabora-
tion of a researcher from INSERM, Paris, France. It
included first a survey of health professionals, decision-
makers and community. representatives in the same coun-
tries to understand which issues relating to antenatal care
were considered by them the most important to carry out
research on. Responses were received from about 100per-
sons and they indicated that most of the important prob-
lems related, at the community level, to the lack of
information, education and communication concerning
antenatal care and, at the service level, to the quality of
services (content of care, interpersonal relationships be-
tween health personnel and clients).

A brainstorming workshop was held in April in Dakar,
Senegal, where 13 participants (sociologists, gynaecolo-
gists, researchers, a nurse, a midwife, paediatricians and
government representatives) developed the ideas further
in order to proceed to protocol writing. The workshop
was held in connection with the above-mentioned work-
shop for the study dealing with reproductive health serv-
ices for adolescents, since in both cases the proposal is to
carry out operations research and, thus, the researchers of
one study could share their experiences with those of the
other study.

Subsequent to this workshop, a thorough literature
review was carried out in collaboration with the Afri-
can Network for Reproductive Health Research in
Benin, Burkina Faso, Cameroon and Cote d'lvoire.
This revealed discrepancies between the percentages
of pregnant women attending antenatal care and those
having skilled assistance at delivery. This finding led
to the suggestion that the new study should look at the
possibilities óf using antenatal care visits to prepare
birth plans with women and explore the ways to assure
skilled attendance at delivery. The current understand-
ing on best strategies for reducing maternal mortality
was also taken into consideration while preparing the
protocol. In the light of the recent review of the success
of various "safe motherhood" programmes within the
past 10 years, the role of classical antenatal care is de-
emphasized. It is difficult through antenatal care clinic
visits to prevent or predict complications which lead to
severe maternal morbidity or mortality, but a proper
management of complications, when they arise, would
be more effective. This understanding has led to the

• suggestion that the new study should look at the ways
pregnant women, the community and health personnel
perceive the complications and react to them and sub-
sequently attempt to improve their methods of dealing
with them appropriately.
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in May-June in Brussels for 10persons from seven
francophone countries (Algeria, Benin, Djibouti,
Mali, Morocco, Senegal and Tunisia). The partici-
pants were people holding high-level posts relating
to reproductive health (in.ministries of health, or in
university or other institutions training health pro-
fessionals) and were selected by their governments.
The faculty included ULB professors, WHO staff
and one resource person each from Benin and
Cameroon. The objectives were to plan the
operationalization of the reproductive health con-
cept at country level and to advocate for the neces-
sity of reproductive health research. Since it was
realized during the workshop that the time was too
short to meet both objectives, the participants were
asked to decide which objective they were most
interested in achieving. In the end, all wanted to
learn more about research. Consequently, two
groups wanting to do a multicountry study were
formed and outlines for three studies were devel-
oped related to the efficacy of the use of the
partogram, to infertility and STDs in Maghrebian
countries, and to the management of postpartum
haemorrhage.

(iii) As a follow-up to the basic courses on statistics and
management of reproductive health research data
which had been conducted in 13African countries
between 1988 and 1994, the Clinical Trials and
Informatics Support Unit of the Programme organ-
ized and conducted a regional training course on
advanced statistical methods in Arusha, Tanzania.
The course, which was jointly sponsored with the
Commonwealth Health Secretariat, was attended
by participants from 15collaborating centres in
Africa.

(iv) A Semenology Workshop was held in April 1997 at
the Department of Obstetrics and Gynaecology,
Tygerberg Hospital, Stellenbosch University, Cape
Town, South Africa, with the support of a grant
from the Programme. There were l lparticipants
from six sub-Saharan countries (Benin, Kenya,
SouthAfrica, Uganda, Zambia and Zimbabwe). The
Faculty included scientists from the Universities of
Nairobi and Zimbabwe as well as the Stellenbosch
University.

The draft protocol developed so far suggests an ap-
proach where first a baseline survey will be carried out at
community level to understand perceptions and experi-
ences of both women and so-called key persons relating
to pregnancy, antenatal care and obstetrical complica-
tions. At service level the survey will collect information
about the current use of antenatal care, its content relat-
ing to how it prepares women for birth and its complica-
tions, its links with delivery care, and service providers'
perceptions on women's needs.

. The results of this first survey would then be dis-
cussed with all those involved at community and service
levels in order to reach a consensus about the interven-
tions to be implemented. Although the exact interven-
tions will probably vary between countries, it has been
agreed that some of them will address the content of care
with the aim of assuring that, even if the woman has a
limited number of antenatal visits, she will be able to
benefit to the maximum from the procedures shown to
be beneficial for pregnant women. The main emphasis in
the interventions will be to strengthen the link between
antenatal and delivery care and to use the antenatal care
visits for making birth plans and providing skills and
information on how to react to complications.

The interventions would be followed by another sur-
vey to evaluate their impact on variables such as fre-
quency of use of services, satisfaction with services, rate
of complications, rate of referrals, and pregnancy out-
come.

Research training

Workshops and short courses

(i) A course on epidemiological research methodol-
ogy was organized in Conakry, Guinea, in Septem-
ber 1997, for participants from seven countries
(Benin, Burkina Faso, Cameroon, Cote d'lvoire,
Guinea, Madagascar and Senegal). The faculty in-
cluded scientists from Benin, Cameroon, Cote
d'lvoire and France. The objective of the course,
which lasted for three weeks, was to help thepar-
ticipants to develop research protocols which would
be scientifically sound and would address issues
determined to be priorities for research in the
subregion. Nine research protocols were devel-
oped on themes relating to men's perception of
contraception; adolescent reproductive health;
medical and sociocultural aspects of female geni-
tal mutilation; antenatal care; "down-staging"
method for diagnosis of cervical cancer.

(ii) The Programme collaborated with the Belgian
Agency for Cooperation and Development and the
School of Public Health of the Free University of
Brussels (ULB) in holding a three-week workshop
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Research training grants (RTGs)

During the year, two persons were studying outside
their countries with Research Training Grants (RTGs)
from the Programme. Their fields of study were biostatis-
tics and reproductive endocrinology, respectively. In ad-
dition, five students from Tanzania, Uganda, Zambia and
Zimbabwe were undertaking the Master's Degree course
(M.Sc.) in Reproductive Biology at the University of
Nairobi, with University of Nairobi scholarships pro-
vided from grants by the Programme under the terms of a
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Memorandum of Understanding between the University
of Nairobi and WHO (see below). Two new RTGs were
approved in 1997: one to train in molecular biology and
the second to study for a Diploma in Reproductive Biol-
ogy and Medicine.

M.Se. Course in Reproductive Biology, University of
Nairobi

A Master's Degree course (M.Sc.) in Reproductive
Biology was commenced in October 1993 at the Univer-
sity of Nairobi with the assistance of the Programme. The
initial intake into the course was seven students, of whom
five were Kenyans and two non-Kenyans (one each from
Cameroon and Uganda). A second set of six students
(twokenyans, two Tanzanians and two Ugandans) com-
menced the course in January1996 and were completing
their research work in 1997. A third set of five students
have been admitted in 1997. They include two Kenyans
and one student each from Tanzania, Zambia and Zimba-
bwe. Most of the students received University of Nairobi
scholarships from grants provided by the Programme
under the terms of a Memorandum of Understanding
between the University of Nairobi and WHO. The results
of two research projects by the students have already been
presented in an international conference. They were on
"Schistosoma mansoni-NewZealand rabbit model: ef-
fects on plasma testosterone" and' "The effects of dieldrin
on the reproductive system of the neonatal male rat".

Evaluation of research training

In collaboration with the WHO Regional Office for
Africa, the Programme has since 1993, annually organ-
ized a regional course for francophone countries on epi-
demiological methods for reproductive health research.
One national course was also organized in 1996. This
year, an evaluation of the courses was done by mailing a
questionnaire to the 78persons who had been trained
through these courses. A response rate of 77% was ob-
tained. Since one of the main emphases of the course has
been to develop a research protocol, the interest in the
evaluation was to find out if this protocol had been
finalized and implemented. Only one of the 58individu-
als who responded had- already completed the project
developed during the course; in nine instances the project
had been incorporated into another project; 13 had final-
ized the' protocol and were waiting to receive funds; 23
were still working to improve the protocol; and five
persons had'never worked on their project after finishing
the course. However, 95% of the respondents answered to
have used the knowledge and skills acquired during the
course in writing other research protocols, writing scien-
tific articles, teaching students or in their clinical work.
The results confirm the importance of continuing the

training courses, but indicate the need to reorient the
emphasis. The Programme has subsequently been in touch
with other organizations and institutions providing simi-
lar types of training in the region to learn about their
courses and their interest in collaboration to provide
improved courses in research methodology. This proc-
ess will continue in 1998.

During 1997, a follow-up study was commenced of
those who had received an RTG from the Programme
between 1987 and 1996 in order to evaluate the impact of
the Programme's efforts to build up a critical mass of
scientists involved in reproductive health research in the
region. Seventy-five questionnaires were mailed to these
grantees. It is expected that the responses will be proc-
essed and analysed during 1998.

Other intercountry activities

In the Eastern Mediterranean Region, an intercountry
meeting on "Women's and gender perspectives in repro-
ductive health in the Eastern Mediterranean Region" was
held in Casablanca, Morocco, from 10-13 November
1997, bringing together representatives of women's
groups, researchers, service providers and policy-makers
from 10 countries of the region (Bahrain, Egypt, Jordan,
Lebanon, Morocco, Oman, Palestine, Sudan, Syria, Tu-
nisia). The meeting, which was held in collaboration
with the WHO Regional Office, provided a forum for
exchange of information and an opportunity to create a
common understanding of what is meant by "Women's
perspectives" and "Gender approach", in reproductive
health for the region. It also enabled the participants to
identify ways of incorporating women's perspectives in
defining priorities in research and programmes and to
identify possible joint actions at regional and/or national
level. Further details of this activity are provided in the
report on Women's perspectives and gender issues.

COUNTRY ACTIVITIES

During 1997, collaboration with the Programme oc-
curred in the following 16countries of the African Re-
gion: Benin, Botswana, Burkina Faso, Cameroon,
Cêted'Ivoire, Ethiopia, Ghana, Kenya, Mozambique,
Nigeria, Senegal, South Africa, Tanzania, Uganda, Zam-
bia and Zimbabwe. Collaboration also occurred in the
following eight countries of the Eastern Mediterranean
Region: Algeria, Egypt, Iran, Morocco, Pakistan,
SaudiArabia, Sudan and Tunisia. A total of 25institu-
tional grants and two RTGs were awarded. Five of the
institutional grants were Long-term Institutional Devel-
opment (LID) Grants.
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contraception, one on infertility and one on STDs.Funding
for 120f the projects came from national sources, for five
projects from the LID Grant and for the remaining six
projects from other. international groups. The research
themes included a rationalized approach to anaesthetic
care in reproductive health, the cost of taking care of
premature babies, effects of steroid contraception on
liver function tests of hepatitisB carriers, and a
comparative study of misoprostol and oxytocin in the
.induction of labour.

AFRICAN REGION
BENIN

The Centre for Research in Human Reproduction and
Demography (CERRHUD) of the Department of Obstet-
rics and Gynaecology, University of Benin, Cotonou,
received LID Grant support between 1987 and 1996. A
large part of the grant was used for training a team of
scientists including demographers, a documentalist, a
social scientist, a microbiologist, a statistician, and an
endocrinologist. In 1997, the Centre benefited from a
Resource Maintenance Grant (RMG).

Research

In 1997, the Centre had six ongoing research projects.
Four of these projects were supported by international
funding sources other than WHO. This is in continuation
of the trend observed in 1995 and 1996. Three of the
research projects related to fertility regulation, one to
abortion and one to STDs. The Centre contributed to the
conduct of the Demographic and Health Survey in Benin.

Capacity building

The staff served as faculty in the Programme-spon-
sored training activities at regional level during the year.
Together with the Programme, the Centre organized a
workshop on statistics and data management in French in
Pahou, Benin, in November 1997.

Other

In October, the Centre organized a special event for
the traditional chiefs and kings of one geographical re-
gion of Benin to offer them an occasion to hear about the

. research results and reflect upon them with their
populations for making decisions relating to reproductive
health programming in their area. This innovative event
was extremely well received and covered by the media.
The conclusions and recommendations included, for in-
stance, providing family life education to young people
through schools.

CAMEROON

The Centre for Human Reproduction Research at the
Faculty of Medical and Biological Sciences of the Univer-
sity of Yaoundé has received LID Grant support between
1987 and 1996. In 1997, the Centre benefited from a
Resource Maintenance Grant.

Research

In 1997, the Centre had 23research projects. Eight of
them were in the field of reproductive biology and eight
on maternal and infant health, one on abortion, four on
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Capacity building

One member of the Centre served. as faculty in the
regional activities organized by the Programme.

COTE D'IVOIRE

Since 1995, the National Institute of Public Health in
Abidjan has hosted the National Research Cellule on
Reproductive Health, which was established in 1989 as
part of The African Network on Research on Reproductive
Health. There are 48members of the Cellule, the majority
of them representing clinical sciences, but they also
include 16social scientists. Anapplication by the Cellule
for a LID Grant is pending approval until the financial
situation of the Programme improves. A pre-LIDGrant
in 1996 allowed the Cellule to prepare a document
reviewing the research activities in reproductive health
in Cóte dIvoire. In 1997, the Cellule continued
collaboration with the Programme by initiating a process
to determine reproductive health research priorities.

Research

Four research projects were under way in 1997. Two
of them dealt with maternal and infant health, one with
abortion and one with reproductive health services.

Capacity building

During 1997, six members of the Research Cellule
benefited from training workshops and courses offered by
the Programme.

ETHIOPIA

The Department of Obstetrics and Gynaecology, Uni-
versity of Addis Ababa, was awarded a LID Grant from
1990 to 1994, a Resource Maintenance Grant in 1995
and a Small Grant since 1996 for library support.

Research

In 1997, a Reproductive Health Research Unit was
established and a number of clinical studies initiated
mostly in the field of maternal and infant health. Two of
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them are funded by the Ethiopian Science and Technol-
ogy Commission.

Capacity building

No activity was reported in 1997.

KENYA

The four units collaborating with the Programme in
Kenya constitute the National Centre for Research in
Reproduction (NCRR). The units are: the Institute of
Primate Research of the National Museums of Kenya; the
Reproductive Biology Unit in the Department of Animal
Physiology, also at the University of Nairobi; the Depart-
ment of Obstetrics and Gynaecology, University of Nai-
robi; and the Reproductive Health Research Unit (RHRU)
of the Kenya Medical Research Institute (KEMRI), which
was the last to become a part of the NCRR.

The various units of the NCRR have continued to
collaborate with the Programme after LID Grants to the
original three units came to an end in 1989. The NCRR
has proved to be a unique association which has provided
opportunities for a comprehensive human reproduction
training and research programme that has been of benefit
not only to Kenyans but also to scientists from other parts
of Africa. Within the various units involved in NCRR
research, there are well-trained scientists in various dis-
ciplines, who are producing a steady flow of research
results and are actively involved in human reproduction
research training activities. The establishment of a Mas-
ter's Degree programme during 1993 in the University of
Nairobi, under the auspices of the NCRR and with the
financial support of the Programme, has undoubtedly
widened the NCRR's role as a regional training centre.

Institute of Primate Research of the National Museums
of Kenya

The Programme's institutional development support
to the Institute dates back to 1979 when the Institute
received its first LID Grant. Since then, it has received a
grant every year. In 1997, it was a Small Grant to support
animal and library facilities. The Institute has continued
to collaborate actively with close to 100 international
institutions in research and research training in 1997.

Research

During 1997, 20 research projects were ongoing; 11
of these were in the area of reproductive biology, five in
contraception, one on maternal and infant health, one on
infertility and two on STDs.

The reproductive biology projects included work on
DNA typing of primate major histocompatibility com-
plex (Mhc)-DQAI locus by PCR and dot blot hybridiza-
tion; cloning, sequencing and characterization of baboon
sperm protein Sp 17; and studies on monkey fertilin 13.
Other studies include those on the development of a
primate IVF model for endangered primate species.

Capacity building

The Institute is currently offering research training to
postgraduate students undertaking the M.Sc. course in
Reproductive Biology which is supported by the Pro-
gramme at the University of Nairobi. The Institute also
conducted two training courses; one of them was on
research supervision and the other on validation of hor-
monal assays for detection of early pregnancy in the
baboon. In addition, 49persons received individual train-
ing at the Institute during the year.

Reproductive Biology Unit, University of Nairobi

The Reproductive Biology Unit (RBU) of the Depart-
ment of Animal Physiology, University of Nairobi, was
established in 1979 by a group of collaborating scientists
from various disciplines with a common interest in repro-
ductive biology. The Programme supported the Unit from
its inception because of its potential to identify animal
models for research in reproduction. Institutional strength-
ening support ceased at the end of 1989, but since then
the Unit has received an annual Small Grant for the
purchase of journals and consumable laboratory supplies.

Research

. Eight research projects were ongoing during 1997.
They were all basic science research relating to issues
such as the effects of heptachlor on reproduction in
female and male rats, development of goat embryos, and
non-genomic actions of steroid hormones.

Capacity building

The RBU is the focal point for the M.Sc. Degree
course in Reproductive Biology which was developed by
the NCRR and is supported by the Programme.

Department of Obstetrics and Gynaecology, University
of Nairobi .

The Programme's institutional support to the Depart-
ment of Obstetrics and Gynaecology commenced in 1979
and was phased out in 1989 at the expiration of the
second LID Grant. Since then, Small Grants have been
given to maintain library resources and purchase labora-
tory supplies. This Department is a good example of how
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Developing Countries (SAREC), Stockholm, Sweden; The
Population Council, New York, NY, USA, and the
Gulbenkian Foundation, Lisbon, Portugal.

the Programme's long-term support has enabled an insti-
tution to develop to a stage where it is now capable of.
attracting funds from elsewhere to continue its research
efforts successfully.

Research

There were 16 ongoing research projects, six of which
were supported by the Programme.

Capacity building

An epidemiology workshop for participants from Ethio-
pia, Kenya, SouthAfrica, Uganda, Zambia and Zimbab-
we was held with a grant from the Programme. A few
staff members attended an andrology workshop in South
Africa.

Kenya Medical Research Institute (KEMRI)

During 1997, the Institute received a Small Grant for
laboratory supplies and journal subscriptions.

Research

The main research focus of the Reproductive Health
Research Unit (RHRU) of KEMRI is on the adaptation
and introduction, as well as long-term surveillance, of
contraceptive technology in Kenya. There were four
projects under way in 1997: one on early diagnosis and
treatment of cervical cancer, one on vertical transmission
of HIV -1 infection, one on prevention and management
of STDIHIV among street children in Nairobi, and one on
semen quality.

Capacity building

No activities were reported in 1997.

MOZAMBIQUE

The Department of Obstetrics and Gynaecology, Na-
tional University of Maputo, Maputo, has received a LID
Grant since 1989.

Research

During 1997, the Centre's published work relating to
induction of labour by misopristol was quoted in some
well known textbooks. The ongoing projects dealt with
neonatal morbidity, intrauterine adhesions, psychologi-
cal aspects of adolescent pregnancies, and the role of men
in the decision to use contraception.

The Department has continued to collaborate with a
number of international institutions and agencies, nota-
bly the Swedish Agency for Research Cooperation with
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Capacity building

A research methodology course has been introduced
in 1997 as a mandatory part of the specialization training
in the Department. 'The Centre reports that results from
the research carried out in the Department have had a
strong impact on the way obstetrics and gynaecology is
practiced in the country.

NIGERIA

The Programme's collaboration with Nigeria com-
menced in 19.72 with the joint designation of the Depart-
ments of Chemical Pathology and of Obstetrics and Gy-
naecology at the University oflbadan as a WHO Collabo-
rating Centre for Research in Human Reproduction. Since
then, collaboration has been extended to other institu-
tions in the country.

Department of Obstetrics and Gynaecology, University
of Ibadan, Ibadan

The Programme's long-term support to the Depart-
ment ceased in 1986 but Small Grants for library facili-
ties and laboratory support continue to be given.

Research

The majority of research projects are clinical and
epidemiological with increasing input from social sci-
ence methodologies. There were four projects ongoing:
one on introduction of the emergency contraceptive pill,
one on contraceptive efficacy of two oral dosage regimens
of gossypol acetate, one on contraceptive method switch
and one on abortion in urban areas.

Capacity building

The Centre organized three courses on reproductive
endocrinology, on reproductive biology and on family
planning training for nurses.

University of Benin, Benin City

The Department of Obstetrics and Gynaecology of the
University of Benin, Benin City, was awarded a LID
Grant from 1989 to 1993, during which period the labo-
ratory and other research facilities of the Department
were strengthened and a number of staff trained in labo-
ratory, clinical and nursing research. In 1997, the De-
partment received a Small Grant for laboratory supplies
and journal subscriptions ..
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Research

During 1997, the main research theme was a commu-
nity-based study on determinants of infertility in rural
and urban areas in Nigeria.

Capacity building

During 1997, one scientist from the Department was
undertaking an M.Sc. course in Reproductive Epidemiol-
ogy at the London School of Hygiene and Tropical Medi-.
cine, with an RTG awarded by the Programme.

Ogun State University, Saga mu

In 1997, the Centre received a Small Grant for labora-
tory supplies and journal subscriptions.

Research

There were four ongoing studies, all of them supported
by Strategic Programme Components. The prospective
randomized, multieentre study to compare the Yuzpe
regimen with levonorgestrel in emergency contraception
continued in 1997. The other studies were on compara-
tive effectiveness of non-latex and standard latex con-
doms in preventing pregnancy, on determination of refer-
ence ranges of reproductive hormones, and the randomized
trial of misoprostol and oxytocics in the management of
the third stage of labour.

Capacity building

A workshop was organized on reducing postpartum
haemorrhage in maternity services.

SENEGAL

The Department of Obstetrics and Gynaecology at
LeDantecHospital, University of Dakar, Dakar, has col-
laborated with the Programme in various projects since
1981. In November 1996, the International Centre for
Training and Research in Reproductive Health
(CEFOREP), which is attached to the Department, started
to function as an NGO at national level.

Due to its financial difficulties, the Programme was
not able to approve a LID Grant to the Department for the
period 1996-2000, but a Small Grant was awarded to
support its documentation centre and journal subscrip-
tions for 1996 and 1997.

In April 1997, the Department hosted regional work-
shops on protocol development for the studies on repro-
ductive health services for adolescents and on improving
antenatal care (see p. 182)

SOUTH AFRICA

Since 1992, there have been a number of initiatives
within the field of reproductive health which have
brought South African researchers and policy-makers
together with their counterparts from other African
countries. In 1993, a report was produced for the Pro-
gramme by a consultant from Baragwanath Hospital,
Johannesburg, detailing research interests and projects
of the major university departments and other research
institutions. This was presented to the Programme and
discussed with staff of the different Strategic Pro-
gramme Components. Following the readmission of
South Africa to WHO in May 1994, the Programme has
started to expand its links with South African research-
ers and institutions. In 1997, the Programme's Strate-
gic Component of Social Science Research organized a
research training workshop in Durban to. finalize the
protocol for a multicountry study on "Family planning
and sexual behaviour in the era ofHIV/STDs".

Reproductive Health Research Unit, Baragwanath
Hospital, Soweto

Collaboration between the Programme and the Repro-
ductive Health Research Unit (RHRU), Baragwanath
Hospital, Soweto, has steadily increased since 1993.

Research

In 1997, there were nine research projects under way;
three of them were supported by the Programme. Most of
them were in the field of contraception including accept-
ability of non-latex condoms, reasons for discontinuation
of depot medroxyprogesterone acetate and norethisterone
enantate, and female condom reuse. The Unit continued
research projects with a focus on men and their involve-
ment in reproductive health.

Capacity building

In July 1997, the Unit held a course on Reproductive
Health Research Methods which was attended by partici-
pants from the entire southern African region. It was
such a success that it will now be run annually. Staff
development and research training have been a high
priority for the Unit, and almost all the staff have re-
ceived training either internally or elsewhere.

Other

The Unit continued to provide major support to the
National Department of Health, Directorate of Mater-
nal, Child and Woman's Health and the AIDS Directo-
rate. It also supported the provincial health depart-·
ments.
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UGANDA

The Department of Obstetrics and Gynaecology of
Makerere University, which is based in the Mulago Hos-
pital at Kampala, has a LID Grant since 1989.

Research

There were six projects ongoing in 1997: one on
reproductive biology (testicular function in HIV -infected
men) and five on maternal and infant health, including
various trials of determining efficacy of certain drugs
(zidovudine and 3TC or Nevirapine) for prevention of
HIV infection. The project on infertility had three com-
ponents: "Etiological factors of infertility in Uganda",
"Hormonal profiles of infertile women" and "Contribu-
tion of male infertility". The data analysis of this project
was started in 1997.

Capacity building

A course on research methodology, clinical epidemi-
ology and elementary statistics was organized for post-
graduate students in obstetrics and gynaecology. Twelve
of them were from Uganda and four from other countries.
In April, the Department organized, with funding from
Sida/SAREC, the Reproductive Health Conference for
East, Central and Southern Africa, with about 145par-
ticipants. Individual training in laboratory techniques was
provided to two persons.

ZAMBIA

The Department of Obstetrics and Gynaecology of the
University of Zambia, based in the Teaching Hospital in
Lusaka, was designated as a WHO Collaborating Centre
for Research in Human Reproduction in 1973. Institution
strengthening support included a LID Grant in 1987 which
ceased in 1991. Since then, the Department has received
Small Grants to support library facilities and the pur-
chase of consumable laboratory supplies.

Research

There were about 20 ongoing projects including sev-
eral theses in the Departments of Post Basic Nursing and
Community Medicine. In partnership with the University
of Alabama, Birmingham, AL, USA, the Department of
Obstetrics and Gynaecology, together with the Depart-
ment of Paediatrics, received a HIVNET contract for
studies on perinatal transmission of HIV infection. The
Strategic Component of Surveillance and Evaluation has
selected the Centre to participate in a multicountry study
on hormonal effects in HIV -positive women. Prepara-
tions for the study started in 1997.

180

Capacity building

No activities were reported for 1997.

ZIMBABWE

The Department of Obstetrics and Gynaecology of the
University of Zimbabwe in Harare has received a LID
Grant since 1988.

Research

There were 13 ongoing projects in the fields of repro-
ductive biology, contraception, infertility, abortion and
STDs. Two of them were supported by the LID Grant.

Capacity building

The Department hosted a Programme-supported course
on strengthening communication skills of scientists and
policy-makers.

OTHER COUNTRIES IN AFRICA

During 1997, the Programme's Strategic Component
on Social Science Research supported research projects
in Botswana, Ghana and Togo. The project in Botswana
addresses sexual behaviour and risk of HIV infection
among adolescent females. The main objective of the
study is to identify the relationship between sexual be-
haviour and risk of STDIHIV infection among adolescent
females in different settings of Botswana, to make related
policy recommendations and design information pro-
grammes for the prevention of STDs and unwanted preg-
nancy. In Ghana, an exploratory study into the sexual
behaviour of Ghanaian prostitutes with their clients and
partners and "free women" and their partners was under-
taken at the Institute of African Studies at the-University
of Ghana, Legon. At the University of Benin, Lome,
Togo, the Strategic Component supported a research
project on "Fertility transition in rural Africa: the exam-
ple of south-east Togo."

EASTERN MEDITERRANEAN REGION

EGYPT

Department of Obstetrics and Gynaecology, University
of Alexandria, Alexandria

The Department of Obstetrics and Gynaecology, Uni-
versity of Alexandria, Alexandria, was one of the earliest
institutions which collaborated with the Programme. It
was designated a WHO Collaborating Centre for Re-
search in Human Reproduction in 1972. The Programme's
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core institutional support to the Centre ceased in 1980
when it was considered to have gone through the "strength-
ening" phase, but other forms of support continue to be
given to maintain library and laboratory facilities.

The Centre continues to collaborate actively with dif-
ferent organizations within the country. In particular, it
interacts closely with the National Family Planning Pro-
gramme including participation in planning and supervi-
sion of activities of governmental committees on family
planning. The Centre also interacts closely with the Egyp-
tian Fertility Care Society and the Egyptian Society of
Clinical Chemists.

Research

A total of 77 research projects were ongoing in 1997.
Twenty-four of them related to infertility, 42 to mate mal
and infant health and 11 to contraception.

Capacity building

The Centre organized 24 training courses, workshops
and seminars which were attended by about 1900 persons
who were researchers, clinicians and nurses from Egypt,
other Arab countries and some African countries.

The Egyptian Fertility Care Society

The Egyptian Fertility Care Society (EFCS) was
founded in 1974 as an affiliate of the Egyptian Medical
Association with a mandate to promote maternal and
child health through the promotion of fertility manage-
ment and family health care. The EFCS research network
includes all University and Ministry of Health teaching
hospitals which carry out multicentric research that ad-
dresses the needs of the National Family Planning Pro-
gramme. Priorities for research undertaken by the EFCS
are set in consultation with the national research and
service-delivery institutions and are revised on a five-
yearly basis.

The EFCS has been in receipt of a LID Grant since
1992. The Grant was renewed for a period of five years
from 1997.

Research

.During 1997, the Society completed several large-
scale research projects, including "Unmet needs in con-
traception and reproductive health care in Egypt", and
"Clinic-based investigations of the typology and self-
reporting of female genital mutilation in Egypt". The
Society was awarded grants to do secondary analysis of
the DHS data on "Fertility patterns in migrant populations
in Egypt" and "Determinants of maternal service utiliza-
tion by pregnant women in Egypt".

Capacity building

With the support of the Programme, the Society or-
ganized a workshop on scientific writing, which was at-
tended by members of Departments of Obstetrics and
Gynaecology from all medical schools in Egypt.

ISLAMIC REPUBLIC OF IRAN

The National Research Centre for Reproductive Health,
which is under the Deputy Minister of Health and Medi-
cal Education, has the following objectives:

(i) to conduct research to assess the acceptability,
effectiveness, and side-effects of different meth-
ods of contraception;

(ii) to conduct research on mother and child health care
and reproductive health of teenage girls;

(iii) to conduct research on sexually transmitted dis-
eases (STDs);

(iv) to conduct research on infertility;
(v) to develop research guidelines on genital and breast

cancers;
(vi) to conduct research on the knowledge, attitudes and

practices (KAP) of both men and women relating to
various contraceptive methods;

(vii) to undertake reproductive health training pro-
grammes for health personnel.

In 1997, the Centre received a Small Grant for library
support.

Research

There were eight projects, all of them funded from
international sources other than WHO. Three of them
were on contraception (KAP of health personnel on con-
traceptive methods, efficacy of Norplant, comparison of
tubal ligation with a Filshie clip and bipolar electroco-
agulation of Fallopian tubes), two on maternal and infant
health, and one each on unwanted pregnancy, postrneno-·
pausal complications, and on prevalence of primary in-
fertility.

Capacity building

A report writing workshop was held for 30 members of
six provincial research committees .

PAKISTAN

The National Research Institute of Fertility Control
(NRIFC) in Karachi was established in 1962 to carry out
research that would be useful to the Government in
deciding on the introduction of contraceptive methods in
Pakistan. The Institute was designated a WHO Collabo-
rating Centre for Research in Human Reproduction in
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1976 and has since participated in a number of multieentre
studies. It received a Small Grant in 1997 for library
resources and laboratory supplies.

Research

The ongoing research projects were in the areas of
contraception, maternal/infant health and contraceptive
quality control.

Capacity building

No activity was reported in 1997.

SUDAN

The Department of Obstetrics and Gynaecology, Uni-
versity of Khartoum, Khartoum, has received a LID Grant
since 1989.

Research

There were four research projects ongoing during 1997.
One of these was in the area of maternal/child health, two
on contraception and one on reproductive biology. The
titles were, respectively: "Screening of Rubella antibodies
among pregnant Sudanese women", "Effect of Marvelon
on lipid metabolism in Sudanese women", "Contraceptive
awareness and usage among educated women", and "Age
at menarche and relation to physical growth".

Capacity building

One computer course and two research methodology
courses were organized; altogether 74 persons attended.
Four seminars and symposia were held on assisted repro-
duction, hypertensive disorders of pregnancy, infertility
and on the menopause. There were 281 participants in
these events.

TUNISIA

The Centre for Research in Human Reproduction, Tunis

The Centre is a large government clinic providing
services for family planning and the management of
infertility. It is a national reference centre for the scien-
tific evaluation of contraceptive methods in use in the
country, as well as new methods prior to them being
introduced in the country. Over a period of some 20 years,
the Centre has received substantial support from the
Programme for capacity building in endocrinological re-
search.lt was in receipt ofa LID Grant from 1987 to 1991
and has, since 1994, received annually a Small Grant to
support library and laboratory services. In 1997, a Re-
source Maintenance Grant was awarded to the Centre.
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Research

There were four research projects ongoing in 1997.
One of them was on reproductive biology, one on abor-
tion, one on SIDs and one on contraception. The funding
for half the projects came from national sources. One of
the major interests of the Centre is to continue the ongo-
ing study on cervical cancer screening on a nationwide
scale.

Capacity building

A national research methodology course was held in
November-December for 24participants. Other semi-
nars on reproductive health were held for 78 persons and
a workshop to initiate a Maghrebian research network
had 19 participants from Algeria, Morocco and Tunisia.

Other

In 1997, the Centre reoriented its activities to re-
search on all aspects of reproductive health and initiated
a process to evaluate reproductive health needs in Tuni-
sia. A national seminar on reproductive health priorities
with 71 participants representing the Government, re-
productive health service providers, NGOs and the media
was held in February 1997.

Tunisian Endocrine Society, Tunis

The journal Revue Maghrébine d'endocrinologie-
diabete et de reproduction, launched in 1995 with a
financial contribution from the Programme and edited by
the Tunisian Endocrine Society, was published twice
during 1997. The purpose of the journal is to disseminate
important research results relevant to the African region,
in French. French translation of articles from the Pro-
gramme's newsletter Progress in reproductive health
research has been incorporated.

OTHER COUNTRIES IN THE EASTERN
MEDITERRANEAN REGION

The Programme is actively exploring mechanisms of
expanding its collaboration to other countries in the
Eastern Mediterranean Region. In this regard, one col-
laborative research project on evaluation of a new model
of antenatal care is currently ongoing in the Kingdom of
Saudi Arabia (Jeddah and Riyadh). Moreover, Algerian
and Moroccan researchers are part of the network being
initiated by the Tunisian centre (see above).

It is hoped that a framework will soon be in place
enabling more countries of the Region to collaborate with
the Programme through the establishment of a reproduc-
tive health research network.
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FUTURE ACTMTIES

Future activities will be concentrated on the imple-
mentation of the regional research initiatives which were
commenced during 1996 and continued in 1997. Na-
tional and subregional reproductive health research net-
works would be developed and existing ones strength-

ened. Emphasis would be placed on strengthening re-
search skills in the social sciences and epidemiology. In
addition, more intraregional training programmes would
be promoted to make research training cost-effective
and the development of regional "Centres of Excellence",
capable of assisting Centres in the least developed coun-
tries (LDCs) would be encouraged.
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Annex 1

REGIONAL ADVISORY PANEL FOR AFRICA AND THE EASTERN MEDITERRANEAN IN 1997

Members

H. Ba'aqel, King Khalid National Guard Hospital, Jeddah, SaudiArabia
S. Bergstrëm, Karolinska Institute, Stockholm, Sweden
R. Boukhris, Centre for Studies and Research in Human Reproduction, Tunis, Tunisia
*C. Effiom, Ministry of Social Affairs, Yaoundé, Cameroon
P. Hiza (Chairman), Muhimbili Medical Centre, Dar-es-Salaam,Tanzania
*G. Lindmark, University of Up ps ala, Uppsala, Sweden
J. Mclntyre, University of Witwatersrand, Soweto, South Africa
1. Moodley, University of Natal, Congella, South Africa
B. Nasah, P.O. Box 360, Buea, Cameroon
H. Okoth-Ogendo, University of Nairobi, Nairobi, Kenya
B. Osotimehin, University College Hospital, Ibadan, Nigeria
M. Shaaban, University of Assiut, Assiut, Egypt
M. Djuhari Wirakartakusumah, University of Indonesia, Jakarta, Indonesia

Developing countries Countries in transition

Number % of total Number % of total

Members 11 85
Women 8

from:
AFRO 7 54
AMRO
EMRO 3 23
EURO
SEARO
WPRO 8

Developed countries Totals

Number % of total

2
1

15
8

2 15

Collaborating agencies

Family Health International
The Population Council
INSERM
Commonwealth Regional Health Community Secretariat for East, Central and Southern Africa

*Denotes woman
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2

7

3
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Annex 2

SCIENTISTS COLLABORATING WITH THE PROGRAMME IN THE REGIONS IN 1997

African Region

Y. Ahmed, Department of Obstetries and Gynaecology, University of Zambia, Lusaka, Zambia
E. Alihonou, Centre of Research in Human Reproduction and Demography, National University of Benin, Cotonou,

Benin
O.A. Ashiru, College. of Medicine, University of Lagos, Lagos, Nigeria
*M. Ba, Faculty of Medicine and Pharmacy, University of Dakar, Dakar, Senegal
M.D. Balde, University Hospital of Donka, Conakry, Guinea
C.S. Bambra, Institute of Primate Research, National Museums of Kenya, Nairobi, Kenya
A.M. Bugalho, Department of Obstetries and Gynaecology, Maputo Central Hospital, Maputo, Mozambique
T. Chipato, Department of Obstetrics and Gynaecology, University of Zimbabwe, Harare, Zimbabwe
O.A. Dada, College of Health Sciences, Ogun State University, Sagamu, Nigeria
F. Diadhiou, Faculty of Medicine and Pharmacy, University of Dakar, Dakar, Senegal
F. Giwa-Osagie, College of Medicine, University of Lagos, Lagos, Nigeria
D. Gondo, Department of Obstetrics and Gynaecology, University Hospital ofCocody, Abidjan, Cote d'lvoire
A. Gossa, University of Addis Ababa, Addis Ababa, Ethiopia
*L. Kanhonou, Centre of Research in Human Reproduction and Demography, National University of Benin, Cotonou,

Benin
1.G. Karanja, Department of Obstetrics and Gynaecology, University of Nairobi, Nairobi, Kenya
1. Kasule, Department of Obstetries and Gynaecology, University of Zimbabwe, Harare, Zimbabwe
*C. Kigondu, Department of Obstetrics and Gynaecology, University of Nairobi, Nairobi, Kenya
K.A. Kouame, University of Cocody, Abidjan, Cote d'Ivoire
R. Leke, Department of Obstetrics and Gynaecology, Faculty of Medicine and Biological Sciences, Yaoundé, Cameroon
M. Mbivzo, Department of Obstetrics.and Gynaecology, University of Zimbabwe, Harare, Zimbabwe
R. Mbu, Department of Obstetrics and Gynaecology, Faculty of Medicine and Biological Sciences, Yaoundé, Cameroon
*F. Mirembe, Department of Obstetrics and Gynaecology, Makerere University, Kampala, Uganda
F.A. Mmiro, Department of Obstetrics and Gynaecology, Makerere University, Kampala, Uganda
D. Oduor-Okelo, Reproductive Biology Unit, University of Nairobi, Nairobi, Kenya
A.O. Ojengbede, Department of Obstetrics and Gynaecology, University oflbadan, Ibadan, Nigeria
A.A.E. Orhue, Department of Obstetries and Gynaecology, University of Benin, Benin City, Nigeria
D. Rasaon, Department of Gynaecology and Obstetries, University of Antananarivo, Antananarivo, Madagascar
*A. Sangare, National Research Cellule of Reproductive Health, National Institute of Public Health, Abidjan,

Cote d'lvoire
N.C. Sikazwe, Department of Obstetrics and Gynaecology, University of Zambia, Lusaka, Zambia
G.S. Traore, Ministry of Health, Ouagadougou, Burkina Faso
E.O. Wango, Reproductive Biology Unit, University of Nairobi, Nairobi, Kenya
*C. Welffens-Ekra, University Hospital Centre ofYopugan, Abidjan, Cote d'lvoire

Eastern Mediterranean Region

*R.K. Ali, National Research Institute of Fertility Control, Karachi, Pakistan
*E. Barouti, National Research Centre in Family Planning, Ministry of Health and Medical Education, Teheran, Iran
A.S. Gerais, Department of Obstetrics and Gynaecology, University of Khartoum, Khartoum, Sudan
*R. Hamzaoui, Research Centre for Human Reproduction, Tunis, Tunisia
E.O. Hassan, The Egyptian Fertility Care Society, Cairo, Egypt
W. Sadek, Department of Obstetrics and Gynaecology, Shatby Maternity Hospital, Alexandria, Egypt
S. Said, Department of Obstetrics and Gynaecology, Shatby Maternity Hospital, Alexandria, Egypt
M. Shaaban, Department of Obstetrics and Gynaecology, Assiut University, Assiut, Egypt
M. Shahab, Department of Biological Sciences, Quaid-i-Azam, Islamabad, Pakistan

*Denotes woman
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project which made possible preliminary activities such
as meetings and communication between die investiga-
tors to elaborate the research proposal. The study is
planned to be supported with TCDC funds, jointly awarded
by the Programme and the Rockefeller Foundation. Sev-
eral hospitals from Argentina, Brazil, Cuba, Guatemala
and Mexico will take part in a multieentre study devel-
oped by the centres that will address the problem of the
increasing rate of caesarean sections in Latin America.
This proposal was approved and will be funded with a
grant from the European Community. Women's percep-
tions on the quality of antenatal care will be evaluated in
a multieentre trial that will include two centres from
Argentina and Cuba as well as two centres from other
regions (Saudi Arabia and Thailand). Funds for this
project have been secured from the Programme, The
Population Council and the National Institutes of Health,
USA.

INTRODUCTION

One of the main goals established by the Regional
Subcommittee (the predecessor of the Regional Advisory

\
Panel) for the 1996-1997 biennium was to further pro-
mote and support, in the Programme-supported collabo-
rating institutions from the Region of the Americas, the
implementation of well-designed research projects in top-
ics relevant to national and regional reproductive health
problems.

The following strategies were selected for attaining
this goal:

-Implementation of regional and national plans for
reproductive health research and participation in the
global research effort;

-Strengthening of regional and national research net-
works in basic reproductive biology, clinical/epide-
miological investigations and social sciences research
relevant to reproductive health;

-Increased linkage between institutional strengthening
support and implementation of specific research initia-
tives, be they regional or national; and

-Establishment of a strict scientific and ethical peer-
review process to further enhance the quality of re-
search being undertaken.

The main activities implemented under these strate-
gies are described in the following section.

REGIONAL STRATEGIES AND ACTIVITIES

Implementation of regional and national plans for
reproductive health research and participation in the
global research effort

Launching research initiatives in topics of relevance
to regional needs in reproductive health was one of the
main goals of the present bienniurn. During 1997, several
important activities were carried out within this context.

Three centres from Brazil, Chile and Mexico are im-
plementing the multieentred research project "Accept-
ability of emergency contraception in Latin America"
which is funded by the Mellon Foundation; data collec-
tion is expected to be completed by June 1998. Institu-
tions from Argentina, Bolivia, Cuba and Peru elaborated
a multieentre social science research proposal on "Reality
and beliefs in the sexual and reproductive decision-mak-
ing process: men's perceptions and behaviour". This
proposal was approved in principle by the Regional Advi-
sory Panel for the Americas in October 1997 and is
expected to complete the scientific and ethical review
process by mid-1998. The proposal resulted from a Tech-
nical Cooperation among Developing Countries (TCDC)
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Four centres involved in basic reproductive biology
research have recently identified a common topic for a
regional research initiative-the study of the mecha-
nisms of action of hormonal methods used for emergency
contraception (EC). Preliminary work was undertaken in
1997 to prepare a detailed plan of activities to be initiated
in 1998.

All these projects are based on the concept of regional
networking and are focused on topics which are relevant
to regional research needs in reproductive health. It is
important to highlight that the vast majority of funds
required for these studies have been raised from external
sources.

In addition to these regional research initiatives, the
centres are involved in projects which address national
priorities. During 1996, from the overall number of 216
reported studies, 33 projects (15%) were implemented
with support from capacity building grants (Long-term
Institutional Development, Resource Maintenance and
Re-entry Grants). Eighty-two projects (38%) were car-
ried out at the centres with support from national sources.
These projects employ methodologies ranging from mo-
lecular biology techniques to focus group discussions
and cover the full spectrum of reproductive health is-
sues. The participation of the regional centres in the
global research effort is exemplified by the 25 projects
(12%) conducted in our collaborating institutions with
support from other Strategic Programme Components.
Likewise, the institutional strengthening efforts deployed
by the Programme in our regional centres have contrib-
uted to facilitate their capacities for fund-raising from
other international agencies to address topics of global
or local relevance. During 1996, 76 projects (35%) were
carried out in our regiorial centres with support from
international agencies other than WHO.
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Table 1. Research projects in reproductive health by field and funding source

RESEARCH PROJECTS SUPPORTED BY

Capacity Other HRP National International
building strategic sources agencies other
grants components than WHO

Fertility regulation 5 12 15 34
Reproductive biology 11 3 32 19
Maternal/Infant health 6 2 13 10
Infertility 5 8
Abortion 1 5 7
STDs 1 3 1 5
Women's health 3 2 2
Adolescent health 2
Male reproductive health
Child health

TOTAL 33 25 78 80

Table 1 summarizes the research activities of the cen-
tres in 1996 and illustrates the holistic coverage of re-
productive health issues.

A more detailed discussion of the linkages between
institutional strengthening grants and specific research
projects will be given in another section of this report.

Strengthening of regional and national research net-
works in basic reproductive biology, clinical/epide-
miological investigations, and social sciences research
relevant to reproductive health

In the Region, there are three research networks in
operation: basic reproductive biology, clinical/epidemi-
ology research and social sciences research. The regional
network of clinical/epidemiological research is made up
of centres from Argentina, Brazil, Cuba, Guatemala and
Mexico, and activities include both research and training
programmes in reproductive epidemiology. The network
is instrumental in the implementation of the multi centre
studies on caesarean section and/or quality of antenatal
care. Twelve students from various countries have suc-
cessfully completed the Master's Degree course in Repro-
ductive Epidemiology that began in Mexico in March
1991 at the National Institute of Public Health in
Cuernavaca. This institute continues to attract foreign.
students to its course; it is expected that the 1998 course
will be taken by eight students, three of whom will be
supported by WHO Research Training Grants (RTGs).

The Programme provides support to the Centre for
Population Studies (CENEP) in Buenos Aires, Argentina
to establish and coordinate the regional social sciences
network. Its purpose is two-fold. Firstly, the Centre dis-
seminates .information on social sciences research rel-

evant to reproductive health, on training opportunities,
scientific meetings, etc. The network has already pub-
lished .six bulletins and 12 newsletters; the latter are
circulated via e-mail to more than 250 scientists from the
Americas and other parts of the world. The second main
task of the Centre is to coordinate the regional, multieentre
research project which includes social scientists from
Argentina, Bolivia, Cuba and Peru. As mentioned before,
the elaboration of the proposal ("Reality and beliefs in the
sexual and reproductive decision-making process: men's
perceptions and behaviour") was completed in June 1997
and project implementation is expected to begin in mid-
1998.

With respect to the basic sciences network, centres
from Argentina, Chile and Mexico have identified, as
mentioned in the previous section, a topic for a new
regional research initiative focused on the study of the
mechanisms of action of hormonal preparations used for
emergency contraception. Given the expertise and spe-
cial facilities available in these centres, studies at the
cellular and molecular levels of the effects of hormonal
steroids (both naturally occurring and synthetic) in target
organs are quite feasible. In addition, the availability of
non-human primates would make possible the implemen-
tation of studies that for ethical reasons cannot be done in
humans. The combination of studies in women and in a
subhuman primate model, and the expertise at the cellu-
lar and molecular levels, provide a unique opportunity to
explore the mechanisms of action of hormonal, emer-
gency contraception preparations.

In coordination with the Programme's Laboratory
Methods Group (LMG), the regional reagent programmes
from Argentina, Cuba and Mexico are integrated in the
overall plan of activities of Programme-supported

Total

66
65
31
14
13
10
8
4
4

216
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tenance Grants. Given that both these types of grants are
for five-year periods, most of these centres initiated their
activities during the previous bienniurn.

immuno- assay reagent production and quality control.
During 1997, these institutions continued to carry out
activities related to the development and testing of pri-
mary reagents for enzymeirnmunoassay (EIA) technol-
ogy, mainly focused on the testosterone EIA. This work
complements that undertaken at the central laboratory in
London and facilitates technology transfer from a devel-
oped centre (London) to institutions from the region.
The network of regional centres involved in this activity
was instrumental in the organization of the Symposium
held in Cusco, Peru in April 1997 to celebrate the 20th
Anniversary of the Matched Reagents Programme.

The Programme continued to support the Latin Ameri-
can Programme of Cooperation and Research in Human
Reproduction (PLACIRH), a unique regional research
and research training organization active in the field of
reproductive health. During the 1996-1997 biennium,
PLACIRH evaluated 77 research projects, nine of which
have been approved and funded. Ninety per cent of these
dealt with general aspects of reproductive biology and
basic sciences; sixteen short-term fellowships were also
granted-most of these were for the transfer of laboratory
methodology. The Rockefeller Foundation (PLACIRH's
main sponsor) approved US$ 500 000 for up to three
years to allow PLACIRH to support research projects in
molecular and cellular biology, reproductive biology,
contraceptive biology and STDs. Steps are being taken by
PLACIRH to improve its links with industry and also to
form links with developed countries.

PLACIRH is also participating in the Americas Re-
productive Sciences Network which is a collaborative
effort to identify priority areas for research. Argentina,
Brazil, Canada, Chile, Mexico, and the USA are in-
volved, as well as the NIH and the Fogarty Fellowship
Fund.

Increased linkage between institutional strengthening
support and implementation of specific research ini-
tiatives, regional or national

At its 1995 meeting held in Atlanta (GA, USA), the
Regional Subcommittee recommended that "resources
for new Long-term Institutional Development (LID) and
Resource Maintenance Grants (RMG) should be linked to
specific research projects and all budget lines such as
salaries, equipment, reagents, etc., should correspond to
contributions to well defined research activities". En-
forcement of this strategy began with the review of new
applications for institutional strengthening submitted
during the 1996-1997 bienniurn.

Six institutions from Argentina, Brazil, Chile, Guate-
mala and Panama had LID Grant support during this pe-
riod, while five others from Chile, Cuba, Mexico, Peru
and Venezuela received funding through Resource Main-
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. In 1997, 13 research projects linked to institutional
strengthening grants were still in progress and 12 were
completed; in addition, eight Research Training Grant
recipients were carrying out their Re-entry Grant projects
(see Table 1 for topics covered by these 33 studies sup-
ported by nine capacity building grants).

Five new applications for capacity building grants
were reviewed in the 1996-1997 bienniurn, all of which
were linked to specific research proposals. Four (from
Argentina, Brazil, Mexico and Venezuela) were approved
by the Regional Advisory Panel and the same number of
projects underwent the full technical and ethical review
process which led to approval by the Programme's Scien-
tific and Ethical Review Group (SERG). These projects
are in the areas of fertility regulation, male reproductive
health, and maternal health; two of these studies are basic
science investigations, one is a clinical project and the
fourth is a social sciences study.

At the same time, centres taking part in the regional
research initiatives are being strengthened through their
participation in these multieentre studies which are all
based on proposals approved after extensive ethical and
scientific review. Three institutions from Bolivia, Mexico
and Peru, not formerly receiving institutional strengthen-
ing grants, are now being supported with funds from
these projects and benefit from the technical and scien-
tific know-how of their more developed counterpart insti-
tutions which are part of the networks. This practical
application of the concepts of "strengthening through
research" and "networking" is critical to an optimal use
of the limited capacity-building resources centrally avail-
able, promotes intraregional cooperation, and amplifies
the impact of the efforts and resources that the Pro-
gramme has deployed in building up research capacities
in the region over the last 20 years.

Establishment of a strict scientific and ethical peer-
review process to further enhance the quality of
research being undertaken

One of the main concerns linked to regional and
national reproductive health research has been that, in
the past, projects undertaken by regional centres may, in
some instances, lack a sound scientific basis. If the new
policy of strengthening research capacities by means of
relevant, well-designed research projects is to be en-
forced, the establishment of a strict review mechanism
for individual projects was considered essential.

The -first step of this process involves the Regional
Advisory Panel which determines whether or not a re-
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search proposal submitted as part of an institutional de-
velopment grant addresses a topic relevant to the needs
and priorities of the region or the country. Once the
proposal is approved in principle by the Panel, it under-
goes a full scientific and ethical review process that ends
with its submission to SERG.

In the Region of the Americas, the review process is
initiated by a literature search conducted by Secretariat to
identify potential external reviewers, who must be scien-
tists active in the particular topic addressed by each
proposal. In 1997, 18 grant-linked projects were sent to
94 external reviewers, from whom a high response rate
was obtained (68/94, or 72%). In most cases, detailed
reviews were obtained which contained valuable meth-
odological and technical recommendations to improve
the quality of the proposal. The principal investigator is
then -requested to produce a revised proposal which is
sent again to the same external reviewers for a fmal
assessment before submitting the project to SERG. From
the 51 external reviewers participating in the second
round of the review process in 1997, an even higher
response rate was obtained (42/51,83%).

The overall results of the review process show that, in
1997,4/18 projects (22%) were disapproved by external
reviewers, two were withdrawn by the principal investi-
gators, four of the five submitted to SERG were approved
and eight are still undergoing review.

The main drawback of the system is the length of the
review prócess, which in most cases takes from 12-18
months. Targeting "interested" reviewers has allowed a
slight decrease of the time lapse between the submission
of the original proposal and its final approval by SERG.
On the other hand, many of the proposals have been
considerably improved in methodological, technical and
ethical aspects by this active exchange between the re-
viewers and principal investigators, and in a few cases
external reviewers have even volunteered to provide tech-
nical resources (guidelines, software, 'special reagents,
etc.) to further enhance the quality .of the projects.

We consider that this activity is an important compo-
nent of institutional strengthening because it not only
assists institutions to acquire the necessary capacities to
undertake research of relevance to their countries, but also
helps to bridge the gap between the technical and ethical
values of global and national reproductive health research.

COUNTRY REPORTS

During 1997, the Programme collaborated with 23
institutions (11 of these received major institutional
strengthening support, 11 received small grants and one a

TCDC grant) in 12 countries of Latin America. The
collaboration occurred in Argentina, Bolivia, Brazil, Chile,
Colombia, Cuba, Guatemala, Mexico, Panama, Paraguay,
Peru, and Venezuela. A description. of the main
developments at country level follows.

ARGENTINA

Support has continued to the Centre for Perinatal
Studies (CREP) in Rosario and to the Department of
Obstetrics and Gynaecology of the Centre for Medical
Education and Clinical Investigation (CEMIC) in Bue-
nos Aires. CREP conducts research in the areas of mater-
nal and infant health, adolescent health and reproductive
health epidemiology, and it serves as a training and
research methodology referral centre for the.country and
the region. With respect to research, it is one of the four
sites of the Antenatal Care project and it will also partici-
pate in the misoprostol trial and in the regional caesarean
section study, both ready for initiation in 1998. CEMIC
is part of a regional reagent programme for the develop-
ment of reproductive hormone assay kits.

The Centre for Population Studies (CENEP) in Bue-
nos Aires is the coordinator and one ofthe.study sites of
the regional multicountry social science study on men's
perceptions and behaviour with respect :to decision-mak-
ing processes affecting sexual and reproductive health.

In 1997, the Institute for Experimental .Biology and
Medicine in Buenos Aires was awarded a ~LID Grant to
further develop basic sciences research in .the field of
male fe'rtility.· Research in reproductive epidemiology
and endocrinology was supported through. Small Grants
to the Center for Endocrinology Research. of the Chil-
dren's Hospital in Buenos Aires, the Laboratory of
Growth and Development Research at the National
Pediatrie Hospital in Buenos Aires, and the Centre for
Applied and Experimental Endocrinology in La Plata.

BOLIVIA

Bolivian investigators participated in the preparatory
activities of the four-country, regional social science re-
search initiative on men's perceptions and behaviour in
respect of decision-making processes 'affecting sexual
and reproductive health. The study is to start in 1998.

BRAZIL

The Campinas Centre for Research. and Control. of
Maternal and Infant Disease (CEMICAMP,) of the Uni-
versity of Campinas is the main recipient of Programme
support in the country. Grants cover work undertaken on
training in research methodology, and on research deal-
ing 'with clinical epidemiology and social science issues
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development of risk models for the primary causes of
maternal morbidity and mortality in Colombia; and (iii)
to improve the network of maternal care research.

relevant to contraceptive introduction and other aspects
of women's reproductive health. CEMICAMP is one of
the three study sites implementing the regional multi-
centre study on acceptability of emergency contracep-
tion; it also conducts one of the three projects being
carried out to explore the process of informed consent.

CEMICAMP serves as the regional coordinating cen-
tre for introductory trials of Cyclofem in Latin America.
In this role, the Centre assists in the development of
national capabilities for conducting such trials and re-
lated data management.

The Programme also provides a Small Grant to the
Centre of Reproductive Biology (CBR) in Juiz de Fora;
this centre is mainly involved in basic reproductive biol-
ogy studies using non-human primates.

CHILE

Chile has the widest range of collaborative projects in
the Region of the Americas. Three institutions, all lo-
cated in Santiago, continued to receive support: the Chil-
ean Institute of Reproductive Medicine (lCMER), the
Unit of Reproductive Biology and Development at the
Catholic University of Chile, and the Institute for Mater-
nal and Child Health Research (IDIMI). These centres
also participate in Programme-supported institutional de-
velopment activities and act as regional training centres.

In addition to institution-initiated research focused on
the biology and physiology of reproduction of the New
World monkey Cebus apel/a, the Unit of Reproductive
Biology and Development has taken the lead in establish-
ing and coordinating the regional basic sciences network
that will explore the mechanism of action of hormonal
preparations used for emergency contraception. Collabo-
ration among research institutions is supported also
through the LID Grant awarded to the research network
of lCMER. Research is focused on projects which inte-
grate biomedical and social science approaches and meth-
odologies and whose aim is to improve contraceptive use
and family planning services. The ICMER is likewise
coordinating and participating in the regional multi centre
study on acceptability of emergency contraception, initi-
ated in January 1997.

COLOMBIA

The University of Valle in Cali has collaborated with
the Programme since 1980 in implementing the national
programme in human reproduction and is currently re-
ceiving a Small Grant from the Programme. The Centre
is involved in plans to reduce maternal mortality in the
country, the main objectives being: (i) to develop opera-
tional research to improve delivery of maternal health
services; (ii) to support epidemiological studies on the
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CUBA

Cuba's research in reproductive health is conducted
within the well-established national strategic plan by the
National Coordinating Network for Research in Human
Reproduction (comprised of the National Institute of
Endocrinology, the Hospital Americas Arias, and the
Ramon Gonzalez Coro Hospital) and in concert with the
other public health programmes in the country. Extensive
collaboration in multieentre trials is ongoing with vari-
ous Strategic Programme Components.

The Institute of Endocrinology continues to conduct
basic sciences research in the area of reproductive immu-
nology and is also involved in activities of the Reagent
Production Programme conducted in coordination with
the Institute of Nutrition in Mexico City and CEMIC in
Buenos Aires. The Institute's Social Sciences Unit will
implement the four-country regional research initiative
on men's perceptions and behaviour in respect of deci-
sion-making processes affecting sexual and reproductive
health.

The Americas Arias Hospital is participating in the
multieentre Antenatal Care project and will participate in
the regional caesarean section study planned to begin in
1998.

GUATEMALA

The Guatemalan Research Group in Reproductive
Health receives support to develop a reproductive health
research unit for epidemiological and health service stud-
ies focused on the country's research priorities. Its Epide-
miologic Research Centre received official recognition
from the Ministry of Health and Social Welfare and
provides consultant assistance to institutions in the Cen-
tral American subregion. Research is focused on a large
follow-up study of women and their offspring of the index
pregnancy that occurred approximately 10 years ago. It is
aimed at evaluating the reproductive health experience of
women from urban areas as related to different socio-
cultural characteristics. Two other important activities
include: the development of specific Spanish-language
software for perinatal and maternal mortality surveil-
lance programmes, and the implementation of new tech-
nology to evaluate quality of care within the urban mater-
nal and child health system in Guatemala.

MEXICO

The Department of Reproductive Biology in the Na-
tional Institute of Nutrition, Mexico City, is the main
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recipient of Programme support in the country. The In-
stitute and its collaborating centres receive major sup-
port from national authorities including the Ministry of
Health, which has extensive national programmes for the
improvement of reproductive health. The Institute is also
actively involved with the various Strategic Programme
Components and other international funding agencies.
The Institute maintains a very high level of research
productivity and continues to play an important role in
collaboration with the Programme and other research
centres in the region. In 1997, the Institute continued to
receive Resource Maintenance and Basic Resources for
Training Grants, which have facilitated its extensive
participation in research and training. The Institute also
participates in the regional programme for the produc-
tion of assay reagents for reproductive hormones in coor-
dination with the Institute of Endocrinology in Havana,
Cuba and CEMIC, Buenos Aires, Argentina. The Insti-
tute is one of the four centres constituting the regional
basic sciences network, the aim of which is to explore the
mechanism of action of hormonal preparations used for
emergency contraception.

The Programme supports activities in three other Mexi-
can centres. One is the Reproductive Biology Department
of the University ofCoahuila at Torreon, which is develop-
ing programmes in the area of postpartum contraceptive
methods and the relationship between reproductive health
and environmental contamination. Support to this centre is
focused on a study that explores the influence of adverse
environmental conditions on male reproductive health.

The second grant is to the two-year M.Sc. Degree
programme in Reproductive Epidemiology organized by
the National Institute of Public Health at its centre in
Cuernavaca. Twelve students have graduated over the
past six years from Programme-supported centres in Ar-
gentina, Chile, Cuba, Guatemala, Mexico, Panama, Peru
and Venezuela.

The Institute for Scientific Research of the University
of Durango is the third Mexican centre involved in Pro-
gramme-supported activities. In conjunction with ICMER
(Chile) and CEMICAMP (Brazil), Durango is imple-
menting the regional multi centre study on acceptability
of emergency contraception, initiated in January 1997.

PANAMA

The Centre for Research in Human Reproduction com-
pleted research projects in priority areas such as sickle
cell anaemia and the use of contraceptives, adolescent
reproductive health, and infertility. Since 1997, it re-
ceives Small Grant support and continues collaborating
with the Programme's Research Group on Post-ovula-
tory Methods of Fertility Regulation in the implementa-
tion of a project on the safety and efficacy of emergency

contraception methods.

PARAGUAY

A TCDC project allowed the continuation of collabo-
rative activities with Paraguay; a centre in that country
(CERI) is inv'olved in a "twinning" programme with
CENEP, Buenos Aires, to conduct social science research
relevant to reproductive health.

PERU

The Programme supported the Peru University
Cayetano Heredia which completed a second five-year
LID Grant in 1996 and is presently receiving a Resource
Maintenance Grant. Research carried out by the Institute
of Research on Altitude, the Institute of Population Stud-
ies and the Department of Gynaecology and Obstetrics
includes studies in the areas of reproductive health of
adolescents, reproduction at high altitude, reproductive
immunology, and population and demography. The Uni-
versity also serves as a resource and training centre in
reproductive health. There is collaboration with research
groups in Argentina, Australia, Brazil, Chile, and Mexico,
as well as with regional and international agencies such
as PLACIRH, the Rockefeller Foundation and UNFP A.

The Institute for Population Studies will be one of the
sites of the four-country, regional social science research
initiative on men's perceptions and behaviour in respect
of decision-making processes affecting sexual and repro-
ductive health.

VENEZUELA

The Programme is associated with three research in-
stitutions in Venezuela. In 1997, it provided support in
the form of a Resource Maintenance Grant to the Founda-
tion for the Study of Mother and Child (FUNDAMA TIN),
a private non-profit organization associated with the Ma-
ternity Concepción Palacios in Caracas and with the
Venezuelan Institute of Scientific Research (IVIC). The
grant is focused on a basic sciences research study ap-
proved by SERG in 1997 and being implemented at the
IVIC. The study explores basic science issues related to
the pathophysiology of eclampsia. FUNDAMATIN also
has research units in infertility, family planning,
endocrinology and reproductive biology which are asso-
ciated with the corresponding departments of the Mater-
nity. In collaboration with IVIC, FUNDAMATIN organ-
izes an M.Sc. postgraduate programme in human repro-
ductive biology.

The Department of Biology at the Simón Bolivar Uni-
versity in Caracas continues to receive Small Grant sup-
port. This Department conducts research in several areas
of reproductive biology.
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Annex 1

REGIONAL ADVISORY PANEL FOR THE AMERICAS IN.1997

Members

*C. Hogue (Chairman), Emory School of Public Health, Atlanta, GA, USA
*E. Taucher, Institute of Nutrition and Food Technology, Santiago, Chile

Co-opted Members

*S. Campo, Hospital de Nifios, Buenos Aires, Argentina
R. Ferriani, University of Sao Paulo, Sao Paulo, Brazil
"Z. Palrna, Women's Centre, Buenos Aires, Argentina

Developing countries Countries in transition Developed countries Total

Number % of total Number % of total Number % of total

Members 4 80 20 5
Women 3 60 20 4

from:
AFRO
AMRO 4 80 1 20 5
EMRO
EURO
SEARO
WPRO

Collaborating agency scientists

1. Belizán, Latin American Centre for Perinatology, Montevideo, Uruguay
*A. Langer, The Population Council, Mexico City, Mexico
R. Rivera, Family Health International, Research Triangle Park, NC, USA
J. Tolosa, International Clinical Epidemiology Network, Pennsylvania, PA, USA

*Denotes woman
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Annex 2

REGIONAL SCIENTISTS

Principal investigators of centres in 1997

A. Andrade, Centre for Reproductive Biology (CBR), Juiz de Fora, Brazil
K. Austin, Centre for Research in Human Reproduction, Panama City, Panama
*S. Bassol, University of Coahuila, Torreon, Mexico
*S. Campo, Endocrinology Research Centre (CEDIE), Buenos Aires, Argentina
G. Carroli, Centre for Perinatal Studies (CREP), Rosario, Argentina
R. Deis, Reproduction and Lactation Laboratory (LARLAC), Mendoza, Argentina
L. Devoto, Institute for Maternal and Child Health Research (IDIMI), Santiago, Chile
*G. Etchegoyen, Centre for Applied and Experimental Endocrinology (CENEXA), La Plata, Argentina
F. Febres, Foundation for the Study of Mother and Child, Caracas, Venezuela
R. Fogel, Centre for Interdisciplinary Studies (CERI), Asunción, Paraguay
G. Gonzales, Peru University Cayetano Heredia, Lima, Peru
*E. Hardy, Centre for Research and Control of Maternal and Infant Disease (CEMICAMP), Campinas, Brazil
E. Kestler, Epidemiologic Research Centre, Guatemala City, Guatemala
F. Larrea, National Institute of Nutrition, Mexico City, Mexico
O. Mateo de Acosta, National Institute of Endocrinology, Havana, Cuba
*G. Mufioz, Simon Bolivar University, Caracas, Venezuela
*E. Pantelides, Centre for Population Studies (CENEP), Buenos Aires, Argentina
*S. Quiroga, Centre for Medical Education and Clinical Investigation (CEMIC), Buenos Aires, Argentina
M. Rivarola, Growth and Development Research Laboratory, Garrahan Pediatrie Hospital, Buenos Aires, Argentina
1. Rivera, National Institute of Public Health, Cuernavaca, Mexico
O. Rojas, University of Valle, Cali, Colombia
*c. Romero, Hospital J.J. Aguirre, Santiago, Chile
*M. Serrón-Ferré, Pontifical Catholic University, Santiago, Chile
F. Zegers-Hochschild, Chilean Institute of Reproductive Medicine (lCMER), Santiago, Chile

*Denotes woman
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ing in this region and given the diversity of reproductive
health profiles and limited national resources, it is im-
possible for the Programme to support all the countries in
the region with the limited resources available to it. The
only feasible and cost-effective approach is to concentrate
efforts on collaboration with selected institutes and coun-
tries and focus on limited targets and carefully chosen
areas where the impact is likely to be greatest.

REGIONAL STRATEGY

One of the major goals of the Programme is to re-
spond to the needs of developing countries. The two
broad objectives of this goal are to ensure that the needs
of developing countries are reflected in all activities of
the Programme, and that the developing countries re-
ceive technical and financial support to strengthen their
capacity to undertake research in reproductive health
which is country-specific and, where appropriate, ad-
dresses global reproductive health problems.

To accomplish these objectives, the Regional Subcom-
mittee for Asia and the Pacific of the Committee on
Resources for Research (Subcommittee), during the past
six years, recommended the following strategies: (i) en-
couraging countries to assess their needs in reproductive
health and identify national priorities for research in
reproductive health; (ii) strengthening, the capacity of
research institutions, including human resource develop-
ment, to undertake research in reproductive health, with
priority given to the least developed countries (LDCs);
(iii) encouraging increased participation of women to
ensure that their perspectives are incorporated in the
research agenda; (iv) promoting intraregional coopera-
tion and regional self-reliance in research training; and
(v) assisting in the generation of additional support from
other national and international agencies to strengthen
research capacities.

The technical and fmancial support from the Pro-
gramme has played a vital role in strengthening research
capabilities and in improving, through research, repro-
ductive health care and family planning policies and
services in many of the countries in the region.

In spite of the significant progress that has been made,
there is a need for periodic review and revision of the
regional strategy in the light of changing circumstances
such as:

-dwindling resources available to the region;
-the widening gap between advanced developing

countries and the least developed countries;
-the need to strengthen links between research and

services.

At its meeting in 1997, the Regional Advisory Panel
for Asia and the Pacific (the successor of the Subcommit-
tee), while endorsing the above strategies, made the fol-
lowing recommendations for the future:

(1) Concentrate efforts on collaboration with selected
institutions and countries and lay greater emphasis on
impact

With over 60 per cent of the world's population resid-
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Generally speaking, there are two main types of
countries to be selected for collaboration, i.e, so-called
advanced developing countries and LDCs. There is a
need to adopt different strategies for these two types of
countries.

For advanced developing countries (type I) where
institutional research capability has expanded, future
collaboration between the Programme and the institu-
tions in these countries requires adjustment. The Pro-
gramme can now reduce the core support to individual
institutions in these countries and help to establish an
effective national coordination mechanism. Countries
and institutions will be encouraged to formulate a na-
tional, comprehensive research programme composed
of several interrelated research projects and to partici-
pate in regional and global collaborative research pro-
grammes. Scientists and institutions from these coun-
tries would also be called upon as a resource to promote
as well as assist with research and research capacity
building in the lesser developed countries in the region.
Partnerships with other agencies to support the repro-
ductive health research programmes in these countries
will be encouraged.

For LDCs (type II), as their existing institutional
research capacity and infrastructure to undertake re-
search in reproductive health are inadequate, the Pro-
gramme will assist them to identify their research needs,
establish their own research priorities and formulate a
long-term national strategy for reproductive health re-
search, as well as a realistic workplan for research
capacity building.

The following indicators are suggested to evaluate the
impact of research capacity building on the institutes
receiving support from the Programme:

-number and quality of research projects in reproduc-
tive health in relation to total amount of financial
support received;

-number and quality of publications in peer-reviewed
journals and other scientific/technical reports, and
presentations of scientific results at national, regional
and international meetings;

-performance of scientific groups with an interdiscipli-
nary approach;

-number and quality of research training programmes
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and consultancy services the institution has provided
within the country and in the region;

--role in establishing national guidelines and standards
for improving the scientific and ethical aspects of
reproductive health research and the implementation
of the national reproductive health programme;

-role in dissemination of information on reproductive
health and in promotion of reproductive health re-
search collaboration within the country and the re-
gion;

-.-role in the formulation and implementation of repro-
ductive health policy of the. country;

-involvement and participation in the regional and
global reproductive health research agenda.

(2) Draft a new research capacity building strategy
and adjust the associated budget accordingly

Past investments of the Programme have played a
significant role in strengthening research capacity of
many institutions in Asia and the Pacific. However, the
distribution of funds among the institutions that the
Programme is collaborating with at present, tends to be
more on the basis of sharing and equity between centres
than in response to performance of the centres and
actual impacts. Thus, it is necessary to draft a new
research capacity building strategy and adjust the budget
accordingly.

The key points of the new strategy are to:

-increase the percentage of the budget for research
projects of regional and national importance, includ-
ing regional research initiatives;

--establish a well-designed and outcome-oriented re-
search training programme to assist in increasing
knowledge and skills in specific areas considered.to
be of national importance or responding .to iurgent
needs and to establish interdisciplinary -research
teams;

--encourage intraregional .research ttraining ractivities
uhrough fgreater .use .of'tthe tresources .availablerin .the
'WiH0 (Gollahol'ating .Centres in therregion;

-assist 'scientists who have completed their training 'to
establish research careers at their home institutions;
an increased emphasis on re-entry grants would be one
possible approach;

-strengthen intraregional communication and coopera-
tion and promote regional networking activities;

--encourage scientists in the region to participate more
actively in the global research programme, especially
multi centre studies sponsored by the Programme and
other international agencies;

-invite more scientists from the region to participate in
various international scientific committees and to at-
tend international scientific meetings;

-individualize approaches to every institution or country,

(3) Devote major efforts to encourage intraregional
cooperation, especially regional research initiatives
and regional networking mechanisms

The initiation of several joint research programmes
of regional importance in Asia and the Pacific is one of
the high-priority tasks in the coming years. Special con-
sideration will be given to:

-the impact of these joint research programmes on
national or regional policies on reproductive health;

-the impact of these programmes on the support of
national reproductive health programmes and the im-
provement of the quality of reproductive health care
services;

-the relevance of these programmes to the Programme's
mandate and priorities;

-how well global research and regional or national
research complement each other.

Cost, time and feasibility also need to be considered.

Both multieentre and multicountry studies using the
same design and methodology and joint research pro-
grammes with common objectives and targets involving
several centres/countries are possible options. The sci-
entists in advanced institutions could serve as coordina- .
tors, and the Programme would provide any necessary
technical and financial support to these regional joint
research programmes. The inclusion of scientists from
LDCs in such programmes can provide valuable experi-
ence for them in conducting well-designed research stud-
ies while generating data of local value at the same time.

A regional research initiative is not only an activity
aimed at generating new knowledge; it is also-and this
.is.perhaps of even greater importance-a powerful tool to
,faoilitate .regional networking, as well as a cost-effective
'w~lYroffproviding research training.

Ilnsadditien to initiating regional research initiatives,
ran .attempt will be illlade .to establish one or two
iintraregienal cooperátion1networks, each of which would
indlude.one or twoaadvanced developing countries and
several lesser developed countries. Institutes from de-
veloped countries inthe region could a1so be included in
these networks. It needs to be appreciated that the crea-
tion of a regional cooperation network 'is a gradual proc-
ess and hence that such networks will take some time to
be established. Each network should make full use of
already existing resources within the 'region, including
South-to-South and North-to-South networks that already
exist but require strengthening. It willbe important for.
the Programme to devise mechariisms to harness and
exploit the respective strengths of 'more mature coun-
tries and developing country institutionsand involve them
in creative ways to assist in strengthening reproductive
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REGIONALACTIVITIEShealth research in neighbouring developing countries that
share similar demographic and cultural identities but are
less advanced.

(4) Generate additional support for strengthening
research capacities in addition to the resources
available from the Programme

An imaginative and energetic approach to the mobili-
zation of additional support for institutional development
in Asia and Pacific region is required in order to respond
adequately to the demands on the Programme. In the
present funding climate, it is not possible for the Pro-
gramme to entertain proposals for long-term support to
many countries in the Asia and Pacific region. This is
especially true for the LDCs where a sustained intensive
effort is required over a long period. A possible solution
to this problem is to generate additional support for
strengthening research capacities in these countries.

(i) The Programme would like to continue collaborat-
ing with the countries in the region; however, fu-
ture collaboration would be based upon mutual
sharing of technical and financial resources to im-
plement research programmes and other activities
in these countries.

(ii) Within the Programme, as well as within WHO's
Family and Reproductive Health (FRH) programme
area, the research groups, units, and other pro-
grammes such as the Division on Reproductive
Health-Technical Support (RHT), contribute a
wide spectrum of expertise by assisting in research
project review, participation in field visits, organi-
zation of workshops, and so on. These activities
often draw additional funding to centres, thus ex-
tending their research programmes and laying the
foundation for future self-reliance in obtaining re-
search funds.

(iii) Another important approach is to seek partnerships
with, for example, UNFPA, Family Health Interna-
tional and bilateral agencies, which provide funds
for projects within some of their country pro-
grammes. The Programme would take responsibil-
ity for the management of certain project activities
funded by these other agencies and ensure that
these activities are integrated with those supported
directly by the Programme.

(iv) A twinning mechanism between less developed
institutes and advanced research institutes in the
region (Australia, Japan, Malaysia, New Zealand,
Singapore, etc.) is another possibility that needs to
be explored.

(v) The research institute directors need to be more
entrepreneurial and develop clear strategies for fund-
raising that do not compromise research quality
and aim for a stable funding base.
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Workshop on Ethical Issues in Research in Repro-
ductive Health, 31 March-4 April 1997, Bangkok,
Thailand

The specific objectives of this Workshop were to: (i)
enable participants to be aware of and address ethical
concerns in deciding on research needs and priorities, in
preparing research proposals, and in reviewing research
proposals and monitoring the conduct of research; (ii)
review and discuss ethical principles governing research
involving human subjects; and (iii) identify sustainable
mechanisms for ensuring that ethical requirements are
adhered to at local and national levels, including the
development of institutional ethical review committees,
procedures to deal with failures to comply with ethical
requirements, and follow-up workshops.

The Workshop brought together 51 people from six
countries in the region (China, Indonesia, Mongolia,
Myanmar, Thailand and Viet Nam), selected from cen-
tres currently collaborating in Programme-supported or
Programme-related research. The participants included
reproductive health researchers, programme managers or
planners, representatives of consumers' groups and of
women's groups. The faculty consisted of seven people:
three from the region, two Programme staff and one each
from the United Kingdom and USA.

The topics covered during the Workshop were: the
need for ethical review; informed decision-making, in-
cluding consent and dissent; risks and benefits; induce-
ment; confidentiality; ethical considerations in social
science and epidemiological research; research involving
adolescents; questions concerning partner agreement; and
the constitution and good conduct of ethical review com-
mittees. Participants were provided with copies of inter-
nationally-accepted guidelines relating to reproductive
health research, as well as guidelines developed by the
Programme that address specific topics or issues not
covered by other guidelines.

There was general consensus among the participants
and the faculty that this first Workshop had been a great
success and nearly all participants found it very useful. A
number of participants from China, Indonesia, Thailand
and Viet Nam, expressed the intention to conduct similar
workshops at the national or institutional level, using the
material from this Workshop as a basis. All have re-
quested some financial assistance and consultant inputs.
A similar format can be followed for such workshops in
other regions.

Regional self-reliance in research training

A dependence on developed country institutions in
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other regions for the training of developing country sci-
entists is expensive and, for Asia and the Pacific Region,
usually unnecessary. In recent years, centres in Australia,
Singapore, Thailand, and increasingly in China and Ma-
laysia, have hosted trainees in a variety of research areas.
For research requiring a significant understanding of
local public health issues and cultural values, for exam-
ple, community-based studies using epidemiological or
social science skills, there is a pressing need to provide
training in a similar cultural setting. Table 1 summarizes
the Research Training Grants funded in the past two
years.

Table 1. Research training grants funded in the past
two years.

Home Gender Subject Training Training
Country inregion out of

region

China Male Infertility Australia
China Male Contraception USA
DPR Korea Female Contraception China
DPR Korea Female Contraception China
DPR Korea Female Contraception China
DPR Korea Female Contraception China
India Male Social science Thailand
Laos Male Epidemiology Thailand
Laos Male Clinical research Thailand
Mongolia Female Semen analysis Thailand
Myanmar Male Public health Australia
Myanmar Female Data management Indonesia
Myanmar Male STDs Malaysia
Myanmar Female STDs Malaysia
Nepal Female Reproductive Thailand

health
Nepal Female Social science Thailand
Nepal Female Research Thailand

management
Nepal Female Research Thailand

management
Nepal Male Data analysis India
Nepal Male Reproductive Singapore

endocrinology
Sri Lanka Male Social science Thailand
Sri Lanka Male Research Thailand

methodology
Viet Nam Male Reproductive Thailand

endocrinology
Viet Nam Female Epidemiology Thailand
Viet Nam Female Semen analysis Thailand
Viet Nam Male Epidemiology Thailand
Viet Nam Male STDs Thailand
Viet Nam Male Biostatistics Thailand

Scientific Meetings

(i) The Third International Conference on Reproductive
Endocrinology

This Conference was organized by the Peking Union
Medical College Hospital, Chinese Academy of Med i-
cal Sciences and the National Research' Institute for
Family Planning, Beijing, both of which are WHO
Collaborating Centres. The Programme was also one
of the sponsors. Some 350 Chinese participants and
. 20 overseas experts attended this Conference.

(ii) The Programme also supported several scientists from
developing countries in this region to"attend the Vlth
International .Congress .of Andrology held in Salz-
burg, Austria, 25-29 May 1997.

COUNTRY ACTIVITIES

CHINA

Collaboration between the Programme and China has
been one of the most successful research capacity build-
ing activities in the last 18 years.: Both the Chinese
Government and the Programme unanimously agree that
strengthening collaboration can significantly contribute
towards the development of research capacity and the
promotion of research in family planning and reproduc-
tive health in China, as well as enrich the Programme's
experience and capacity to assist other developing coun-
tries to achieve the same goals. Since 1979, total funding
from the Programme to these collaborative activities in
China has amounted to some US$ 15 million. Total fund-
ing from UNFP A has been US$ 13 million. The Chinese
Government has invested at least twice the combined
WHO and UNFPA input of US$ 28 million, through
covering all costs for capital construction, staff salaries
and other running expenses. As China's institutional
research capability has expanded, the strategy for col-
laboration in the future requires adjustment to remain
appropriate. A review of the strategy for collaboration
with China was initiated by the Programme in 1996.
After several in-depth discussions between the Chinese
Government and the Programme, a "Strategic Frame-
work for Collaboration on Reproductive HealthlFamily
Planning (RHlFP) Research between China and WHO
(1998-2003)" and workplan for 1998-1999 were formu-
lated in 1997.

The major components of this new strategy are:

-to review and set priorities for RHlFP research at
national and institutional levels;

-to further strengthen the national and institutional ca-
pability to undertake research in RHIFP;
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Research activities-t.o conduct RHlFP research at national, provincial and
community levels;

-t.o promote dissemination, transmission and utiliza-
tion of RHlFP research results to policy-makers, pro-
gramme managers and service providers;

-t.o improve the management and coordinating capacity
in RHlFP research at national and institutional levels;

-t.o participate in the global RHlFP research effort and
share experiences with other countries,

There were 32 ongoing Programme-supported research
projects (Table 2) in Chinese institutions during the 1996-
1997 biennium; 24 of these were under way in Collabo-
rating Centres (National Research Institute for Family
Planning, Beijing, 6; Shanghai Institute of Planned Par-
enthood Research, Shanghai, 7; Sichuan Family Planning
Research Institute, Chengdu, 8; Tianjin Municipal Re-
search Institute for Family Planning, Tianjin, 2; and Pe-
king Union Medical College Hospital, Beijing, 1).

Table 2. Distribution by topic of the ongoing research
projects supported by the Programme in China

Discipline Number of research projects

Social science 2
Barrier methods 3
Postovulatory methods 2
Male methods 4
nJOs 12
Technology introduction
Surveillance and evaluation 5
Infertility 2
Basic research

Among these 32 research projects, there were two Re-
entry Grant projects.

In the meantime, the progress of institutions which
have been working with the Programme was reviewed by
the Regional Advisory Panel for Asia and the Pacific in
October 1997 and the following activities were noted,

Family Planning Research Institute of Zhejiang,
Hangzhou

This Institute was established in 1978 and is one of six
institutes of the Zhejiang Academy of Medicine under the
Ministry of Public Health. This Institute is best known for
its research on long-acting methods of fertility regula-
tion, particularly fQr the development of injectable ster-
oid preparations, The Institute has also been recognized
for its pharmacological work on contraceptive steroids by
the Drug Regulatory Bureau of China and for the promo-
tion of GQQdClinical Practice by the Ministry of Public
Health and the Chinese Medical Society.
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Research activities in 1996-1997 included 19 re-
search projects in the areas of emergency contraception,
long-acting contraceptives, male methods, HIVand SIDs,
and basic research. After completing two large-scale
introductory studies, the three-monthly DMPA inject-
able has been recommended by-the Institute and accepted
by the State Family Planning Commission (SFPC) as a
good choice of contraception for lactating women from
six weeks after delivery onwards.

Research capacity building

A formal Ethical Committee, including one lawyer,
one representative of a women's group and one ethics
professor from the Medical University, was established
in the Zhejiang Academy of Medical Sciences in 1996.
The Institute continued having responsibility for assist-
ing the Government in planning and implementing the
National Family Planning Research Programme and spe-
cial responsibility in the administrative drug regulation
process, As the research achievements of this Institute
have been recognized favourably both nationally and in-
ternationally, the Director of this Institute was awarded
the title of "National Meritorious Research Worker" by
the SFPC in 1996. The Director of the Institute contin-
ued his activities in the Chinese National GCP/GLP Ex-
pertise Committee, and was appointed Deputy Chairman
of the Task Force of Contraceptive Drugs and Devices by
the SFPC. In addition, the Institute continued its collabo-
ration with many international agencies and pharmaceuti-
(caU cempanies.

'Lirriited resource nnaintenance .support .from the lRro-
\gramme .centinuediin ;NJ.91Z.

Dissemination .ofinfonmation

Fifteen scientific papers were reported to have been
published.

The Regional Advisory Panel recommended that the
Institute should be encouraged to participate more ac-
tively in research projects of national and global impor-
tance, including those supported by the Programme. The
scientists of the Institute will alsQ be called upon as a
resource tQ promote, as well as assist with, research and
research capacity building of other institutes in China
and in the region,

Shanghai Institute of Planned Parenthood Research,
Shanghai

The Shanghai Institute of Planned Parenthood Re-
search (SIPPR), founded in 1979, together with the Na-
tional Research Institute for Family Planning in Beijing,
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were established as national centres with special respon-
sibility for assisting the Government in planning and
implementing the national research programme. SIPPR
pursues a very broad programme of reproductive health
research, covering areas from social science, synthetic
and analytical chemistry, pharmacology, preclinical stud-
ies and clinical trials to large-scale epidemiological projects
and increasing activities in basic research.

Research activities

Research activities of the Institute in 1996-1997 in-
cluded 47 research projects, among which 15 were sup-
ported by the Programme (some of them were funded in
previous years and were to be completed in this period)
covering the areas of social science, fertility regulation,
induced abortion, reproductive tract infections and sexu-
ally transmitted diseases, and basic research.

Research capacity building

The Centre for Contraceptive Drug Development was
jointly established by the Shanghai Academy of Sciences
and Technology and SIPPR in 1996 with the mission goal
of technology introduction and transfer. With the support
of the State Commission on Science and Technology,
RMB 1 million was invested to subsidize the Laboratory
of Reproductive Medicine at SIPPR. Under the approval
of the Shanghai Municipal Commission on Science and
Technology, the Reproductive Research Training Centre
was set up on the campus of SIPPR.

During 1997, four staff members were undergoing
training abroad and three others returned from training.
Of these, five were supported by the Programme. In
addition, four medical doctors from DPR Korea received
research training for three months in the field of epidemi-
ology at SIPPR.

In undertaking research, SIPPR collaborates with a
number of institutions within China and several institu-
tions overseas. Notable among the latter is Prince Hen-
ry's Institute of Medical Research, Melbourne, Australia.
The twinning programme between these institutes, which
is supported by the Programme, focuses on different
aspects of fertility regulation research and has created a
good opportunity for both institutes to establish close
linkage in areas of mutual interest.

Dissemination of information

The Annual Report of SIPPR provided an impressive
list of 76 professional publications in 1996.

The Science Information Centre at SIP PR is responsi-
ble for the collection and dissemination of scientific
information, including translation of the Programme's

Biennial Reports and other WHO publications relating to
reproductive health, as well as the publication of the
bilingual journal "Reproduction and Contraception".

The Regional Advisory Panel noted that the Institute
has made outstanding progress in its research, and has
been actively collaborating with the Programme in par-
ticipating in the global research agenda and providing
research training in the region.

The Panel recommended that the Programme continue
to encourage SIPPR to participate actively in research
projects of national, regional and global importance, and
further strengthen effective interaction with national au-
thorities and international agencies. The scientists of the
Institute will also be called upon as a resource to promote,
as well as assist with, research and research capacity
building of other. institutes in China and in the region.

Division of Reproductive Endocrinology and
Infertility, Peking Union Medical 'College Hospital,
Beijing

The Peking Union Medical College Hospital
(PUMCH) is a general hospital which is affiliated to the
Peking Union Medical College and which has, for many
years, enjoyed a reputation as .the most prestigious medi-
cal university in China. In recognition of the contribution
made in the field of reproductive health research, the
Division of Reproductive Endocrinology and Infertility
ofPUMCH was designated a WHO Collaborating Centre
for Research in Human Reproduction in 1993.

Research activities

During 1996-1997, the Division reported 12 ongoing
research projects of which three were funded by the
Programme (two IUD studies and one Re-entry Grant for
STD research).

Research capacity building

Long-term Institutional Development (LID) Grant sup-
port to the Division began in 1990. In undertaking the
research projects, the Division continued its good col-
laboration with many international agencies and phar-
maceutical companies.

The 20 years of research on "Disorders of Sexual Differ-
entiation" by the Division was among the eight First Prizes
granted by the Ministry of Public Health for the year 1996.
The Division organized the first "National Symposium on
Male Reproductive Health" and joined in the organization
of the "International Symposium on Emergency Contra-
ception", held in Beijing in October 1996.

The Third International Conference on Reproductive
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on "Population growth and food in future China" was held
by the Institute. More than 50 experts and Government
officials participated in this forum. The Institute is in an
excellent position to play a significant part in advising
the Government on population. policy and to help other
institutions through teaching and collaborative research.

Endocrinology was organized by -the Division of Repro-
ductive Endocrinology and Infertility, PUMCH, the Chi-
nese Academy of Medical Sciences and the National
Research Institute for Family Planning, Beijing. The
Programme was also one of the sponsors. Some 350
Chinese participants and 20 overseas experts attended
the Conference.

Limited resource maintenance support and one Re-
search Training Grant continued in 1997.

Dissemination of information

The Division published five original articles, two re-
view papers, three book chapters and four congress ab-
stracts in 1996. The WHO Technical Report on "Re-
search on the Menopause in the 1990s" was translated
and published. The Division continues to publish the
"Journal of Reproductive Medicine", which is partly sup-
ported by the Programme, and welcomed by both Chinese
and international readers.

As the research capability of this Division has in-
creased, the Regional Advisory Panel recommended that
the fmancial and technical support to the Division should
go towards the support of some research projects of
national, regional and global importance.

Institute of Population Research, Peking University,
Beijing

The Institute of Population Research, Peking Univer-
sity (IPRPU) is an interdisciplinary centre with expertise
in population economics, economic demography, social
demography and population demography. It has a broad
research programme, including studies on behavioural
and social determinants of fertility regulation, fertility
preferences and analysis of national population census
data.

Research activities

During 1996-1997, the Institute initiated or continued
four social science research projects on reproductive health.

Research capacity building

The Institute has received an LID Grant from the
Programme since 1990. Central to the LID Grant pro-
posal was support for a postgraduate course leading to a
Master's Degree (M.A.). Since 1996, the financial and
technical support to this Institute has been decided on a
yearly basis.

During 1996, six Chinese students and one foreign
student were enrolled in the International M.A. Degree
Programme in Population Science. In addition, a forum
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Dissemination of information

During the reporting period, 28 original papers and
two books were published.

The Regional Advisory Panel recommended that the
Programme should economize on core support to the
Institute. However, the Institute should be encouraged to
participate actively in research projects of national, re-
gional and global importance, as well as communicate
frequently with national authorities to discuss relevant
policy issues based on research findings.

National Evaluation Centre for the Toxicology of
Fertility Regulating Drugs, Shanghai

The National Evaluation Centre for the Toxicology of
Fertility Regulating Drugs evaluates the toxicity of new
drugs. It was built to very high standards following
advice from WHO consultants specializing in toxicology,
animal husbandry, and the design of research laborato-
ries and breeding facilities. It also provides specific patho-
gen-free animals.

Research activities

During 1996-1997, seven research projects were on-
going. The Centre's research programme focused mainly
on studies of the environment and human reproduction,
male methods, and .immunocontraception. There were no
ongoing research projects directly supported by the Pro-
gramme.

Research capacity building

The Centre was provided with a Resource Mainte-
nance Grant during 1997, with emphasis on the imple-
mentation of the toxicological assessment of fertility regu-
lating agents and for the preparatory work for Good
Laboratory Practice (GLP).

With the support of the Programme, the Director of
the Centre paid a one-month visit to four institutions in
Japan and a joint research project on the study of repro-
ductive toxicity was established between the Centre and
Nagoya University, Nagoya, Japan.

The Centre has submitted a new proposal to be imple-
mented over the next five-year period(1997-2001). The
broad objectives are to: (i) develop the Centre to be an
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authorized centre for the evaluation of contraceptive drugs
and devices; and (ii) introduce the GLP standard and put
it into practice for the evaluation of fertility regulating
drugs and devices.

Dissemination of information

Six original papers, two congress abstracts and seven
official reports were released during this period.

Since the Centre has well equipped research laborato-
ries and trained staff, the Regional Advisory Panel rec-
ommended that further assistance should be through sup-
porting research projects which are relevant and of high
priority for both China and the Programme.

INDIA

The potential of Indian scientists and institutions to
undertake research in human reproduction and fertility
regulation was recognized from the inception of the Pro-
gramme. Since then, the Programme has contributed to
the strengthening of research capability in India by pro-
viding support to institutional research resources in the
form of various Research Capability Strengthening Grants
(of which some 70 were awarded) and to the development
of human resources through the award of some 135
Research Training, Visiting Scientist and Re-entry Grants
to various Indian institutions. Four Indian institutes have
been officially designated as WHO Collaborating Centres
for Research in Human Reproduction; these are:

-,,-All India Institute of Medical Sciences, New Delhi;
-Institute for Research in Reproduction, Indian Coun-

cil of Medical Research, Mumbai;
-' -, Centre for Reproductive Biology and Molecular

Endocrinology, Indian Institute of Science, Bangalore;
-Department of Obstetrics and Gynaecology, Postgra-

duate Institute of Medical Education and Research,
Chandigarh.

By the end of 1996, the cumulative financial support
to India from the Programme amounted to over US$ 11
million.

The collaborative activities between India and the
Programme peaked in the late 1970s. However, since
1985, there has been a gradual decrease in these activi-
ties, which has been of great concern to the Programme.
Efforts were made, therefore, to revitalize the collabora-
tion. In June 1992, a Memorandum of Understanding
was signed with the Government of India with the aim of
strengthening reproductive health research through mu-
tual collaboration. It was realized that the strengthening
of mutual collaboration could contribute significantly to
the development of research capacity and the promotion
of research in reproductive health in India, as well as

enrich the Programme's capacity to assist other coun-
tries to achieve the same goals, especially in Asia and the
Pacific.

In 1997, a comprehensive document on "Reproductive
Health Research Needs Assessment" was fmalized by
the National Committee on Research in Human Repro-
duction, which was established in 1992 by the Govern-
ment of India with the mandate of promoting coordina-
tion and collaboration amongst different ministries, de-
partments, agencies and organizations supporting research
in the field of human reproduction and related health
issues. This assessment categorized the various recom-
mendations under eight broad areas, each of which in-
cluded several research activities of different priorities:
management and operational issues; maternal health and
women's health and development; child survival and child
health and development; fertility regulation (family plan-
ning and infertility); safe abortion; reproductive tract
infections and sexually transmitted diseases; adolescent
reproductive health; and old age problems. The Govern-
ment oflndia decided to launch a Reproductive and Child
Health Initiative from April 1997. The major emphasis of
this national programme is the integrated delivery of
services for fertility regulation, maternal and child health,
safe abortion and RTI/SIDs, and undergoes a "paradigm
shift", with the focus on quality rather than quantity of
services and decentralized participatory planning. The
Programme hopes that the efforts that have been made
will help re-establish a more fruitful partnership with the
Government ofIndia for the benefit of reproductive.health
of the people of India and of the region.

All India Institute of Medical Sciences, New Delhi

The All India Institute of Medical Sciences (AIIMS)
has been collaborating with the Programme since 1972
and has had the official designation as a WHO
Collaborating Centre since then. It is a well-established
national research and training institute set within a large
teaching hospital. The following Departments at AIIMS
have collaborated with the Programme: 'Physiology,
Reproductive Biology, Obstetrics and Gynaecology,
Central Radio-immunoassay Facility, Biostatistics and
the Non-human Primate Research Facility. The main
areas of research in reproductive health at AIIMS are: (i)
the development of postovulatory methods for fertility
regulation; (ii) the development of methods for male fertility
regulation; and (iii) the study of male and female
reproductive physiology.

Research activities

The ongoing research programme of AIIMS included
16 research projects, among which two were supported by
the Programme: (i) A prospective, randomized, multi-
centre study comparing the Yuzpe regimen with
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ducing cells", was supported by a Re-entry Grant.levonorgestrel in emergency contraception; (ii) The ef-
fect of a long-acting androgen in inducing and maintain-
ing azoospermia in combination with a long-acting
levonorgestrel ester (both preparations have been devel-
oped by the Programme in collaboration with the Na-
tional Institute of Child Health and Human Development,
Bethesda, MD, USA).

Research capacity building

During 1996-1997, the Programme continued re-
source maintenance support to the Central Radioimmu-
noassay Facility and the Primate Research Facility at
AIlMS. A workshop on "Molecular biology techniques in
the study of sperm functions" was conducted in March
1997 with support from the Programme.

Dissemination of information

Thirty-seven scientific papers resulted from the work
carried out by the above mentioned departments in AIIMS
during 1996.

In view of the comparative advantage of AIIMS in
studies on male fertility regulation, the Regional Advi-
sory Panel recommended that the Programme invite
AIIMS to be one of the participating centres in the
Programme's proposed studies in this area. This collabo-
ration would have the advantages of: (i) obtaining data on
Indian men for comparison with those obtained on other
population groups; (ii) involving an Indian centre in the
Programme's international research initiatives in male
fertility regulation; and (iii) establishing a framework for
other collaborative activities in the future.

Institute for Research in Reproduction, Indian Council
of Medical Research, Mumbai

The Institute for Research in Reproduction (IRR),
Indian Council for Medical Research (ICMR), is located
in Mumbai. It was designated a WHO Collaborating
Centre in 1972 and has, in the past, actively participated
in collaborative research with the Programme, mainly in
the area of postovulatory methods for fertility regulation.
The Institute has a broad range of scientific programmes
in basic and clinical research such as: immunocontra-
ception, gonadal peptides as contraceptives, contracep-
tive potential of antiprogestogens, development of diag-
nostic kits for infertility, reproductive tract infections,
breast-feeding and lactational amenorrhoea, acceptabil-
ity studies of contraceptive methods, etc.

Research activities

During 1996-1997, 47 research projects were under
way at IRR; one of these, "Molecular mechanisms regu-
lating steroidogenic enzymes in ovarian androgen-pro-
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Research capacity building

In 1996, the Programme received neither the 1995
Annual Report nor the Grant Proposal for 1997 from the
Institute. Three of the staff were trained in the USA and
four returned from training, among whom two were sup-
ported by the Programme.

Dissemination of information

Fifty-two scientific papers were published in 1996,
including 12 in international journals.

The Regional Advisory Panel recommended that the
Programme should encourage IRR's participation in spe-
cific research projects of both national and global impor-
tance, including Programme-supported research projects.

INDONESIA

The National Family Planning Coordinating Board
(BKKBN) is responsible for organizing and implement-
ing the national family planning programme in Indone-
sia. lts research programmes are implemented through a
nationwide network of multidisciplinary Human Repro-
duction Study Groups (HRSG) established in medical
schools. In late 1994, BKKBN restructured the network
of HRSGs and its research programme is now restricted
to only three centres-Faculty of Medicine, University of
Indonesia, Jakarta; the West Indonesian Reproductive
Health Development Centre, Faculty of Medicine, Uni-
versity of North Sumatra, Medan; and the Medical Fac-
ulty, Airlangga University, Surabaya. The Programme
has been informed that all the collaborative activities,
including those supported by the United Nations Popula-
tion Fund (UNFPA), should focus only on these three
HRSGs.

The Human Reproduction Study Group, Faculty of
Medicine, University of Indonesia, Jakarta

The HRSG in Jakarta has well qualified staff involved
in teaching and clinical services, both in the University
Hospital and in private practice. Despite these commit-
ments, the majority of staff appear to find some time for
research. Research interests are varied, but the Group is
well known for its studies on long-acting hormonal meth-
ods of fertility regulation and, as such, has active collabo-
ration with the research component of the Programme
that deals with these methods.

Research activities

The immediate objectives stated for the second LID
Grant (1997-2001) include:
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-support to the Master's Degree of Reproductive Sci-
ence programme;

-continued research on mechanisms of endometrial
bleeding using tissue culture, immunohistochemistry
and radioimmunoassay;

-research on pre-eclampsia and hydatiform mole;
-research on AIDS.

Five new projects were submitted in 1997, involv-
ing members of the Study Group and students under-
going the Master's Degree of Reproductive Science
programme. The studies include collagen fibre ex-
pression in endometrial stroma and the basement mem-
brane of the endometrial epithelium during the normal
menstrual cycle and under the influence of
progestogens; desmosomes, hemi-desmosomes, and
expression of cytokeratin 7, 8, 18 and 19 in the en-
dometrial epithelium under the influence of
progestogens; and protein analysis to confirm these
results. The studies are being conducted sequentially
and are expected to be completed by 1999.

Research capacity building

In 1997, support was provided for staff salary and
communication costs.

Dissemination of information

In 1996, there were seven publications from the Study
Group and two presentations were made at international
meetings.

Human Reproduction Study Group, Medical Faculty,
Airlangga University, Surabaya

This Group at the Medical Faculty of Airlangga Univer-
sity is engaged in teaching, the provision of services and
the conduct of medical research. The current LID Grant
proposal was submitted in 1991 and was approved, in
principle, for the period 1992-1996. Though the HRSG
has at least 30 members with an M.D. or Ph.D. degree, the
amount of time available for research is severely limited
owing to the need to give priority to teaching, service
provision (including private practice) and administration.

As in 1996, the Group failed to submit a LID Grant
application for 1997 and was only awarded funds to cover
journal subscriptions.

West Indonesian Reproductive Health Development
Centre (WIRHDC), Faculty of Medicine, University
of North Sumatra, Medan

The WIRHDC was nominated as one of three "cen-
tres of excellence" by the State Minister for Popula-
tion and Family Welfare in December 1995. In 1996,

the staff and Director of the Centre developed a re-
search strategy plan with short-, medium- and long-
term objectives which was formulated into a LID Grant
application. This was approved by the Regional Advi-
sory Panel in 1996.

The immediate objectives for the first cycle of the
LID Grant include institution strengthening by the train-
ing of staff, upgrading research facilities, and estab-
lishing a local network of clinics to undertake clinical
research. Research will focus on improving the family
planning programme in Sumatra, the adoption of safe
motherhood practices, and the clinical investigation
and management of infertility and genital tract infec-
tions.

Research activities

Of the two research projects that were planned to
start in 1997, one on the effects of chlamydial infec-
tion on male fertility, has been postponed pending the
return of a research trainee and installation of the
microbiology laboratory. The other study is a
randomized comparative trial of two IUDs-the
Multiload 375 and the TCu380A.

Research capacity building

In 1997, funds were made available to establish a
semen analysis laboratory and to, provide training in
semen analysis as well as to buy equipment and supplies
for the ELISA detection of chlamydiallower genital tract
infection. Funds were also made available for journal
subscriptions and the purchase of books for the library.

A Workshop on Computing Applications for Repro-
ductive Health Research attended by 36 participants was
held in 1997 and the following topics were covered:
epidemiological design for clinical research; proposal
development; steps in data management; use of several
statistical programs.

Although five Research Training Grants were ap-
proved by the Regional Advisory Panel, only one candi-
date has been identified for training in the clinical man-
agement of infertility. There were four consultant visits
to the Centre during 1997. It is recognized that this
Centre will require considerable consultant input to en-
able it to undertake research.

Dissemination of information

A meeting of potential investigators was held in 1997
to develop the scope and goals of the LID Grant and to
canvass their interest and commitment to the proposed
research plan developed by the Centre.
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at the Chulalongkorn WHO Collaborating Centre, Bang-
kok, Thailand, and another entered the two-year M.Sc.
Course in Epidemiology at the Prince ofSongkla Univer-
sity, Hat Yai, Thailand.

LAO PEOPLE'S DEMOCRATIC REPUBLIC

Institute of Maternal and Child Health, Ministry of
Health, Vientiane

The Institute of Maternal and Child Health (IMCH)
belongs to the Ministry of Health and was established in
November 1989. Initially there were 11 staff members,
today there are 40 (two specialists in paediatrics, two
Masters of Tropical Health, 30 Bachelors of Science and
six technical staff).

IMCH plays an important role in research. It guides
studies and research on knowledge, attitudes and practice
(KAP), MCH problems, fertility, and diseases which are
the main causes of morbidity and mortality in mothers
and children. It also uses the findings of the research for
improving mother and child health.

The Institute had been supported in 1995 and 1996 by
the Technical Cooperation between Developing Coun-
tries initiative with the Institute for Health Research,
Chulalongkorn University, Bangkok, Thailand as the
technical counterpart. In 1997, this support was con-
verted into a LID Grant at the request of the Lao Ministry
of Health and a five-year LID Grant for the period 1997-
2001 was approved by the Regional Advisory Panel in
October 1996.

The short-term objectives for 1997 included training
in epidemiology and cervical cytology and colposcopy.
The intermediate objectives of the LID Grant are:

(i) to determine the magnitude and roles of important
infections related to reproductive health;

(ii) to describe the magnitude and extent of maternal
and neonatal morbidity and mortality among pa-
tients attending the Institute for Maternal and Child
Health;

(iii) to describe contraceptive preferences, prevalence,
and continuation rates among users; and

(iv) to determine the prevalence of cervical cancers
among women attending the Institute.

Itwill be necessary to continue training scientists from
the Institute throughout 1998 and provide equipment and
supplies before any research projects can be initiated.

Research activities

No research projects were planned for or initiated in
1997.

Research capacity building

In 1997, a clinician received training in clinical re-
search methodology, cervical cytology and colposcopy
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A two-day Workshop on Infection and Reproductive
Health was held in December 1997 for 15 participants
from Vientiane and provincial hospitals.

MONGOLIA

State Research Centre on Mother and Child Health
and Human Reproduction, Ulaanbaatar

The State Research Centre on Mother and Child Health
(MCH) and Human Reproduction was established by the
Ministry of Health in 1988. The Centre, apart from being
the most advanced MCH hospital in the country, is charged
with studying problems relating to MCH and family
planning in support of Government policies.

In 1992, a LID Grant was approved for 1993-1997,
the long-term objectives of which are to undertake re-
search on: (i) the assessment of contraceptive efficacy,
safety and acceptability; (ii) the prevention and treatment
of infertility; (iii) maternal and child health; and (iv) the
quality of care provided by family planning services. The
short-term objectives relate to the recruitment and train-
ing of staff, equipping of laboratory facilities, develop-
ment of research projects, and establishment of a unit for
the collection and dissemination of technical information
on reproductive health.

Research activities

The Centre conducted five research projects in 1997.
These included a trial of the TCu380A IUD, the clinical
management of infertility, menstrual blood loss quantifi-
cation in healthy Mongolian women, an epidemiological
study of infertility, and a clinical trial of the injectable
contraceptive, DMPA. In addition, the Centre partici-
pated in a multi centre study on emergency contraception
coordinated by the Programme.

Three new research projects were initiated in 1997 on
IUDs, STD prevalence, and contraceptive prevalence.

Research capacity building

In 1997, funds were provided for equipment and sup-
plies for the microbiology department and for the semen
analysis laboratory. Two staff members continued with the
M.Sc. Course in Epidemiology at the Prince of Songkla
University, Hat Yai, Thailand and one started 12 months'
training in reproductive physiology in Bangkok, Thailand.

A workshop on data management was held in July
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1997, with data from ongoing research used as practical
examples; ten of the Institute's staff participated. Five
consultants, expert in data management, epidemiology,
STDs, microbiology and clinical research, visited the
Centre in 1997.

Dissemination of information

A workshop was convened in 1997 on the establish-
ment of a network of centres for the collection of infor-
mation on maternal morbidity and mortality. This in-
volved 16 clinicians and paramedical personnel. In 1996,
staff from the Institute published one book and seven
journal articles.

MYANMAR

Department of Medical Research, Ministry of Health,
Yangon

Five institutes collaborate with the Programme: (i) the
.Department of Medical Research (DMR), Ministry of
Health; (ii) the Institute of Medicine 1, Yangon; (iii) the
Institute of Medicine 2, Yangon; (iv) the Central Wom-
en's Hospital, Yangon; and (v) the Institute of Medicine,
Mandalay. The focal point for collaboration with the
Programme is the DMR.

The long-term objective of collaboration is the devel-
opment of the capability of participating institutions to
address areas of reproductive health research identified
as being of national priority. Specific objectives to be "
achieved with the LID Grant, which started in 1993, are
to: (i) upgrade research skills and facilities; (ii) promote
networking among participating centres under the lead-
ership of the DMR; (iii) establish mechanisms that facili-
tate the utilization cif research results; and (iv) establish a
management information database in reproductive health.

Research activities

The DMR completed three studies in 1997. These
studies included a follow-up study on contraceptive prac-
tices after induced abortion, the clinico-epidemiological
profiles of infertile couples and a study, funded by UNFPA,
of contraceptive acceptability and efficacy.

Two new studies were initiated on the socioeconomic
characteristics and behaviour of adolescent mothers and
the quality of antenatal care at outpatient clinics.

Research capacity building

In 1997, two staff members received research training
for six months at the University of Malaya, Kuala Lumpur,
Malaysia, one in STD epidemiology and the other in STD
microbiology. Funds were provided for the purchase of

journal subscriptions. There were three consultant visits
in 1997 for data management and social science. A six-
day course was held for 20 participants in data manage-
ment techniques and statistics.

Dissemination of information

A national seminar with more than 40 participants
was convened to disseminate the fmdings of the research
projects completed in the previous five years. In 1996,
there were three publications and six presentations at
national scientific meetings.

NEPAL

Institute of Medicine, Tribhuvan University,
Kathmandu

The Department of Community Medicine and the
Centre for Family Health, Tribhuvan University, are the
focal points for research in reproductive health. A work-
shop on Assessment of Needs for Research in Reproduc-.
tive Health was organized by the Institute in 1991 with
Programme support.

Research activities

During 1996-1997, the Institute has submitted several
research projects to the Programme, which are still un-
dergoing review and improvement prior to implementa-
tion. One research project supported by the Programme is
still ongoing: "Hospital-based case-control study of pros-
tate cancer and vasectomy".

Research capacity building

1995 was the first year of LID Grant support. In view of
the great need for research capacity building, the Institute
will initially collaborate in-the formulation of a programme
for research and strengthening of research capacity.

During 1996, one expert spent two weeks at the Insti-
tute, helping the staff to generate research proposals as
well as conducting a workshop on epidemiology. One
staff member completed her training in reproductive
endocrinology at the National University of Singapore,
and four other staff members completed their training in
Thailand and returned to the Institute during 1997: one
was trained in reproductive health research, one in social
science, and two in research management.

I
Regular meetings were held with the Ministry of Health

and other concerned bodies such as the Nepal Health
Research Council and the Family Planning Association
of Nepal for the development of, long-term plans for
human reproduction research in Nepal.

209



ANNUAL TECHNICAL REPORT 1997

reproductive health research in Sri Lanka. Subsequent to
this meeting, the National Coordinating Committee for-
mulated a focused programme of research for the next
five years.

Dissemination of information

Two original articles, one congress abstract and one
official report were released during 1996.

The Regional Advisory Panel noted that the existing
institutional research capacity and infrastructure to un-
dertake research in reproductive health are still inad-
equate in Nepal, and the potential research projects iden-
tified at the workshops during the last several years are
yet to be further developed. The Panel thus recommended
that the strengthening of research capacity will require a
comprehensive strategy including guidance for the for-
mulation of a research programme composed of several
interrelated research projects of national importance,
strengthening of research capacity including human and
non-human resources, and frequent monitoring of the
research programme.

SRI LANKA

.Coordinating Committee for Research on Reproductive
Health, Colombo

Research in reproductive health in Sri Lanka is carried
out by four multidisciplinary Task Forces located in Co-
lombo, Galle, Jaffna and Peradeniya. The activities of
these four Task Forces are coordinated by a National
Coordinating Committee with its office in Colombo.

Research activities

During 1996-1997, a total of 42 research projects
were started or in progress, of which three were funded
by a LID Grant.

Research capacity building

In 1989, the Programme had supported a workshop in
Sri Lanka to assess its research needs in reproductive
health. Subsequently, the four Task Forces got together
and, in 1992, jointly developed a LID Grant proposal to
address some of the research needs identified at the
workshop.

During 1996, three Thai experts supported by the
Programme, visited theColombo Institute and conducted
a l O-day workshop on social science research, with 17
participants; two research projects on induced abortion
were developed. A part-time senior research officer was
appointed with responsibility for the coordination of re-
search activities in the four Task Forces and compiling
research results and publications from Sri Lanka since
1991. In addition, the National Coordinating Committee
convened a special meeting with policy-makers and pro-
gramme planners from the Ministry of Health and Family
Planning Association to identify current priority areas in
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Dissemination of information

Eight original articles, three book chapters, 34 con-
gress abstracts and 14 official reports were released
during the reporting period.

Since the institutions in Sri Lanka now have well
developed research facilities, support for research projects
will be the focus in future. The Regional Advisory Panel
suggested that the National Coordinating Committee
should consider setting up Task Forces around specific
research programmes rather than the present, geographi-
cally-based system of having a Task Force in each medi-
calschool.

THAILAND

Family Health Division, Department of Health,
Ministry of Public Health, Bangkok

The Ministry of Public Health is responsible for the
promotion of reproductive health research in Thailand.
lts research activities are carried out by nine institutions,
the activities of which are coordinated by the Department
of Obstetrics and Gynaecology, Faculty of Medicine, Khon

• Kaen University, Khon Kaen. The research group has
approximately 100 scientists and 20 supporting staff. The
objective of the Programme's support has been to
strengthen research capabilities of the institutions to
undertake research on the development of contraceptives
through field trials, including evaluation of the safety and
efficacy of currently-used methods. The first cycle of five-
year LID, Grant support expired in 1992 and a new five-
year Grant started in 1993. In addition to funding received
from the Programme, the institutes obtained fmancial
support from UNAIDS, the Faculty of Medicine ofKhon
Kaen University, and the Thai Research Council.

Research activities

In 1997, the LID Grant indirectly supported research
being conducted by the centres in the network by providing
funds for the annual investigators' meeting at which issues
relating to monitoring of the studies and new research
topics were discussed. The research projects that were
undertaken in 1997 concerned risk factors for osteoporo-
sis, prevention of vertical transmission of HIV infection,
control of thalassaemia by health education and prenatal
diagnosis, a randomized trial of a new antenatal care model,
and psychosocial aspects of HIV transmission.
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Research capacity building

Each of the three regional centres in Chiang Mai, Hat
Yai, and Khon Kaen received funds for MED LINE and
journal subscriptions.

Dissemination of information

In 1996, the network of centres published five papers
in national and international journals,

VIETNAM

Institute for the Protection of the Mother and
Newborn, Hanoi

The Institute for the Protection of the Mother and
Newborn (IPMN) is a tertiary-level women's hospital in
Hanoi which provides a variety of services, including
family planning and infertility care, and acts as a resource
of technical advice to the Ministry of Health and the
National Committee on Population and Family Planning.
Collaboration between Viet Nam and the Programme
began in 1979 with the objective of developing capabilities
for research on the safety and efficacy of currently-used
family planning methods and on the evaluation of new
methods. UNFP A also has provided support through the
Programme to extend the research capacity building to
include up to nine institutes throughout the country. This
national research network is coordinated by IPMN and
has collaborated on a number of research projects. Over
70 scientific staff are available for research, but most can
devote only a relatively small fraction of their time.

The long-term goal, as set out in the LID Grant appli-
cation for 1993-1997, was to establish the IPMN as a
centre for research and information in maternal and child
health care and in reproductive health in the South-east
Asia Region. Short-term objectives are the training of
IPMN staff and further equipping of research facilities.

Research activities

In 1997, two studies were started. One involved the
long-term follow-up of subjects admitted to an IUD trial
that had started six years previously. Initially, this study
will be conducted in Hanoi and, if the loss to follow-up is
not excessive, it will be extended to subjects in two other
cities. The other study concerns the prevalence of lower
genital tract infection including chlamydial and gono-
coccal infection, trichomoniasis, moniliasis and bacterial
vaginosis in two family planning clinics in Hanoi.

Research capacity building

A three-day symposium on infection and its impact on
reproductive health was held at the Institute in 1997. It

was attended by more than 100 medical and paramedical
staff members from most Vietnamese provinces and cit-
ies. One staff member who enrolled in the M.Sc. Epide-
miology Course at the Prince of Songkla University, Hat
Yai, Thailand obtained the Programme's approval to
extend her study to a Ph.D. with the support of the
Programme.

Dissemination of information

The Symposium on the Impact of Infection on Repro-
ductive Health held in January 1997 attracted more than
100 participants, mainly from provincial hospitals.

Hung Vuong Hospital, Ho Chi Minh City

The Hung Vuong Hospital is a tertiary-level referral
hospital in obstetrics and gynaecology and family plan-
ning. The Hospital is responsible for routine health care
and teaching of medical students and midwives, and
undertakes research. Although clinical care responsibili-
ties are close to exceeding the availability of staff re-
sources, the Hung Vuong Hospital has established a
group interested in conducting research related to repro-
ductive health and has acted as a coordinating centre for
several national-level studies.

The long-term objective of Hung Vuong Hospital is to
develop the capacity to conduct research that will support
policy-making and planning for the national family plan-
ning programme and contribute to an understanding of a
variety of reproductive health problems, their causes,
prevalence and treatment and prevention. Short-term ob-
jectives relate to the upgrading of staff skills and facilities
for research. Four research programmes cif relevance to
southern Viet Nam were planned: (i) Health indicators:
surveys of genital tract infections and maternal and peri-
natal mortality in Ho Chi Minh City; (ii) Fertility regula-
tion: methods for men and women; (iii) STDs: prevalence
and impact of contraceptive use; and (iv) Infertility:
causes and risk factors.

Research activities

The LID Grant supported two research proj ects in 1997.
The first concerned the acceptability of the Falope ring
method of female sterilization, and the second, the use of
pelvic ultrasound for the monitoring-of follicular growth
and detection of ovulation in cases cif female infertility.

Research capacity building

In 1997, a 'Qualitative Research Methodology Work-
shop was supported by the LID Grant and was attended
by 22 participants. It is expected that a number of re-
search proposals resulting from this Workshop will be
submitted for funding by the Programme. Funds were

211



ANNUAL TECHNICAL REPORT 1997

provided for the purchase of a low temperature freezer
and a laptop computer as well as library resources. Two
Research Training Grants in biostatistics and social sci-
ence research, respectively, were approved in principle
by the Regional Advisory Panel in 1997.

Dissemination of information

In 1996, scientists associated with the centre pub-
lished two articles.
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Annex 1

REGIONAL ADVISORY PANEL FOR ASIA AND THE PACIFIC IN 1997

Members

J.K Findlay (Chairman), Prince Henry's Institute of Medical Research, Melbourne, Australia
V. Goh, Department of Obstetrics and Gynaecology, National University of Singapore, Singapore
*S. Hatrnadji, University of Indonesia, Jakarta, Indonesia
*N. Huq, Naripokkho, Dhaka, Bangladesh
R. Mra, Ministry of Health, Yangon, Myanmar
*M. Passey, Papua New Guinea Institute of Medical Research, Papua New Guinea
*D. Zhang, State Family Planning Commission, Beijing, China

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of total

Members 6 86 14 7
Women 4 57 4

from:
AFRO
AMRO
EMRO
EURO
SEARO 3 43 3
WPRO 3 43 14 4

Temporary Advisors

*S. Jejeebhoy, Mumbai, India
R. Karim, National Population and Family Development Board, Kuala Lumpur, Malaysia

Regional Office staff

*S. Acharya, Regional Office for South-east Asia
J. Annus, Regional Office for the Western Pacific

*Denotes woman
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Annex 2

REGIONAL SCIENTISTS

Heads of centres 1997

B. Affandi, University of Indonesia, Jakarta, Indonesia
*H.H. Akhter, Bangladesh Institute of Research for Promotion of Essential and Reproductive Health Technologies,

Dhaka, Bangladesh
*Duong Thi Cuong, Institute for the Protection of Mother and Newborn, Hanoi, Viet Nam
Ding Xuncheng, National Evaluation Centre for the Toxicology of Fertility Regulating Drugs, Shanghai, China
Gao Ershang, Shanghai Institute of Planned Parenthood Research, Shanghai, China
"'Ge Qin-sheng, Peking Union Medical College, Beijing, China
H.S. Juneja, Institute of Research in Reproduction, Mumbai, India
D. Lutan, University of North Sumatra, Medan, Indonesia
Phonethep Pholsence, Maternal and Child Health Institute, Ministry of Public Health, Vientiane, Lao People's
.Democratic Republic

R.P. Prabowo, Airlangga University, Surabaya, Indonesia
1. Radnaabazar, State Research Centre on Mother and Child Health and Human Reproduction, Ulaanbaatar, Mongolia
"'M. Rajalakshmi, All India Institute of Medical Sciences, New Delhi, India
Jagannath Rao, Centre for Reproductive Biology and Molecular Endocrinology, Indian Institute of Science, Bangalore,

India
"'Sungwal Rongpao, Chiang Mai University, Chiang Mai, Thailand
Sang Guo-wei, Family Planning Research Institute of Zhejiang, Hangzhou, China
B. Saxena, Indian Council of Medical Research, New Delhi, India
M.P. Shrestha, Tribhuvan University, Kathmandu, Nepal
*Gi Sok Ha, Pyongyang Maternity Hospital, Pyongyang, Democratic People's Republic of Korea
Thein Hlaing, Department of Medical Research, Ministry of Health, Yangon, Myanmar
*Nguyen Thi Thuy, Hung Vuong Hospital, Ho Chi Minh City, Viet Nam
Virasakdi Chongsuvivatwong, Prince of Songkla University, Hat Yai, Thailand
*C.N. Wijeyaratne, Faculty of Medicine, University of Colombo, Colombo, Sri Lanka
Zeng Vi, Institute of Population Research, Peking University, Beijing, China

"'Denotes woman
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Eastern Europe
J. Kasonde and R. Ronkanen
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contraceptive methods in parous women. The latter two
projects could not start in 1997 due to unresolved meth-
odological and financial issues.

REGIONAL STRATEGY

The gravity of the health problems, particularly repro-
ductive health problems, resulting from the political and
socioeconomic upheavals in eastern Europe in the late
1980s was recognized by the Programme in 1990. In that
year, an initiative was taken to bring together scientists
from WHO Collaborating Centres in the region to assess
the research and service needs in reproductive health.
Areas requiring priority research were later identified
and documented at a special meeting in Szeged, Hungary
in 1993.

Considering that the infrastructure for research al-
ready existed to a large extent in the region, the strategy
adopted by the Programme was to promote the design and
conduct of research, with a small investment (not exceed-
ing 20 per cent of available resources) in research train-
ing, mainly related to the proposed research projects. The
bulk of funding for the implementation of research projects
was to be sought from multilateral and bilateral donors.

In January 1994, a Scientific Working Group (SWG)
on Reproductive Health Research in Eastern Europe was
established to promote and coordinate research and train-
ing in the region. The Group first met in Geneva in 1994.
The first six research proposals were developed in that
year but funding has subsequently proved difficult as
donor support was not forthcoming.

RESEARCH PROJECTS

Three research areas were selected for initial studies,
based on the priorities of the region: family planning,
abortion and perinatal care.

Family planning

The prevalence of modem contraceptive use remains
low in most countries of eastern and central Europe,
making abortion a major method of fertility regulation.
Three projects were designed to increase understanding
of this problem and suggest solutions.

The first project concerns the determinants of the
choice and use of fertility regulation methods in the
region. It aims to explain why modem contraceptive
prevalence remains low despite the existence of contra-
ceptive services. The project was ongoing in 1997. The
second study is a randomized, comparative clinical trial
of once-a-month and three-monthly injectable contra-
ceptives. It aims to examine the acceptability (as well as
safety and efficacy) of long-acting injectable methods
which are currently not included in most of the family
planning programmes of the region. The third study in
this area is on the acceptance and follow-up of different
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Abortion

The impact on service delivery of introducing
rnifepristone and misoprostol for early termination of
pregnancy is the subject of one study in this field. The
proposal was undergoing scientific and ethical review in
1997.

Another proposal, on mortality and morbidity related
to induced abortion, was also at various stages of review
and modification in the course of the year.

Perinatal care

Countries of eastern Europe have perinatal mortality
rates two to four times higher than those in western
Europe in spite of health care services with full coverage.
To understand the reasons for this difference a structured
perinatal audit was adapted from previous studies in
Denmark and Sweden. Latvia, Lithuania, and Russia are'
participating in this study which was ongoing through
1997.

Other studies

Due to financial difficulties it was not possible to
initiate other studies in the year. But the Programme's
protocol on the standardized management of infertility
was adapted in Yerevan, Armenia, in a study to evaluate
the causes of infertility in the country.

Publications

A special session at the XV World Congress of the
International Federation of Gynecology and Obstetrics
(FIGO) in August 1997 in Copenhagen, Denmark was
devoted to reproductive health in eastern Europe. The
eight papers presented will be published in 1998.

RESEARCH TRAINING

The Programme contributed financially and techni-
cally to the annual Postgraduate Course for Training in
Reproductive Medicine and Reproductive Biology hosted
by the University of Geneva, Switzerland. Several candi-
dates from eastern Europe participated in the course.

A Scientific and Technical Advisory Group on Train-
ing in Reproductive Health was established by the WHO
Regional Office for Europe to coordinate training rele-
vant to eastern Europe. This Group and the Programme's
SWG are exploring ways of working together.
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FUTURE PLANS

The limited research programme in eastern Europe
has been slow to start but is now well under way. In the
immediate future, the implementation of already devel-
oped projects is a priority. In the long-term, the building-
up of capacity in social science research should receive
urgent attention. There has been a slight increase in

/ funding to the region from the Programme. This should
ensure implementation of approved research projects.
Funding from sources other than the Programme will
continue to be sought.

The involvement of scientists from the central Asian
Republics still needs to be increased. A setback in this
direction was the withdrawal of the only scientist from
the subregion who served on the SWG due to his transfer
to other duties in his home country. New initiatives will
need to be taken in the next year.

Mechanisms for collaboration between the SWG and
the Advisory Group set up at the WHO Regional Office in
Copenhagen will be a subject for discussion in 1998.
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Annex 1

SCIENTIFIC WORKING GROUP ON REPRODUCTIVE HEAL TH RESEARCH IN
EASTERN EUROPE IN 1997

Members

S. Alexaniants,' (Chairman) Armenian Research Centre of Maternal and Child Health Protection, Yerevan, Armenia
A. Campana, Clinic for Infertility and Gynaecological Endocrinology, Geneva, Switzerland
M. Horga, Institute of Public Health and Medical Research, Targu-Mures, Romania
L. Kovacs, Albert Szent-Gyërgyi Medical University, Szeged, Hungary
*G. Lindmark, University Hospital, Uppsala, Sweden
P. Velebil, Institute for Maternal and Child Care, Prague, Czech Republic .
*E. Vikhlyaeva, Research Centre of Obstetrics, Gynaecology and Perinatology, Moscow, the Russian Federation

Developing countries Countries in transition Developed countries Total

Number % of total Number % of total Number % of total

Members 5 70 2 15 7
Women 15 15 2

from:
EURO 5 70 2 30 7

*Denotes woman
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statistical reports; and participation in the wntmg of
scientific papers resulting from the projects. During
i997, 59 re-search projects were supported by the Unit,
and a total of 30 000 forms were processed and entered
into the Programme's database, The distribution of these
projects by their stage of support at the end of 1997 is
shown in Table 1.

OBJECTIVES

The objectives of the Clinical Trials and Informatics
Support Unit are: (i) to provide statistical and. data
processing support to the multinational clinical trials
and epidemiological studies conducted by the Pro-
gramme; (ii) to strengthen the biostatistical and data
processing capabilities of developing country institu-
tions collaborating with the Programme so that they can
fully support their own reproductive health research;
(iii) to provide informatics support to the administrative
management of the Programme; and (iv) to contribute to
the development of appropriate techniques for conduct-
ing multieentre research in reproductive health in devel-
oping countries.

Technical support to research and development ac-
tivities includes statistical advice in the review and de-
velopment of research projects and responsibility for
the management and analysis of some single- and nearly
all multieentre studies carried out by the Programme. In
the area of research capability strengthening, the Unit
assists in the formulation, execution and review of insti-
tution strengthening policies in statistics and data
processing, and in the organization and conduct of work-
shops, seminars and training courses for scientists from
collaborating centres. Unit staff also provide on-the-
project training in research data management and statis-
tical analysis to staff of countries participating in some
multieentre studies or carrying out their own single-
centre trials. The team is also responsible for the devel-
opment and maintenance of an administrative and budg-
etary/financial information system which provides the
main informatics support to the management of the Pro-
gramme.

The Unit's strategy is to coordinate international
multieentre trials from Geneva while continuing the ef-
forts to enhance the ability of individual centres to han-
dle their own single-centre studies as well as national
multieentre studies. The long-term aim is to develop
some centres into regional, clinical trial coordinating
centres, capable of coordinating multieentre studies or
parts of such studies, and thus able to perform some of
the functions, including training, presently carried out in
Geneva.

PROGRESS

Support to research projects

Activities carried out by the Unit in 1997 in support
of research projects included technical advice in their
de-velopment and review; statistical design; assistance
with project organization; data processing, monitoring
and management; data analysis and preparation of
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Table 1. Number of studies by stage of support
(December 1997)

In the planning stage or just starting: protocol
preparation, forms design, data management
systems design, supplies distribution 15
Ongoing studies: data validation, data quality
control, study monitoring, interim analysis 8
Final analysis: final data cleaning, preparation
of final analysis 12
Statistical report drafted, manuscript in
preparation, revisions and/or additions to
final analysis 14
Final analysis completed 10

TOTAL 59

The Unit coordinates the three-country study to as-
sess the acceptability, service delivery requirements and
use-effectiveness of the diaphragm eosponsored by the
Programme and two collaborating agencies-Family
Health International and the Population Council-and
supervises the study in one of the three participating
countries. The Unit is also the coordinating centre for
the international multieentre WHO Antenatal Care
Randomized Controlled Trial being conducted jointly
with the Division of Reproductive Health (Technical Sup-
port) of the WHO Family and Reproductive Health pro-
gramme area.

In addition to the technical support given to these
specific projects, all of which are being coordinated in
Geneva, support was given to Programme Managers with
the technical review of projects submitted to them for
funding. This technical review focused mainly on the
biostatistical and data processing aspects of the protocols.
The Unit also continued to provide technical advice in
the drafting and review of manuscripts emanating from
the WHO Collaborative Study of Cardiovascular Disease
and Steroid Hormone Contraception, coordinated in Lon-
don, United Kingdom.

Implementation of WHO Good Clinical Practice (GCP)
guidelines in research

During the year, the Unit initiated and coordinated
work in formally implementing the WHO GCP research
guidelines throughout the Programme's research activi-
ties. A certified GCP auditor reviewed the Programme's
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research procedures and identified specific areas where
compliance with the GCP guidelines could be improved.
While the mechanisms and procedures for the Programme
research conformed to the guidelines, there was insuffi-
cient documentation of the research process and there
was no formal mechanism of regular training of staff.

As a consequence, training of staff started with a
course in WHO GCP requirements for all HRS and 12
other Programme research staff in September 1997. It
was conducted by the consultant GCP auditor. In addi-
tion, the Unit initiated a review and update of all Standard
Operating Procedures (SOPs) for research planning, im-
plementation, coordination and publication within the
Programme.

Institution strengthening activities

During the year, strengthening of biostatistical and
data processing capabilities of collaborating institutions
continued. Some of the highlights of this work follow.

Training courses, seminars and workshops

The Unit organized and conducted a workshop in
Cotonou, Benin, on the statistical and data management
aspects of the proposed multinational study on adoles-
cent health in francophone Africa. Sixteen statisticians
and data managers from seven countries participated. As
a follow-up to the basic courses on statistics and data
management of reproductive health research data which
had been conducted in 13 African countries between
1988 and 1994, the Unit organized and conducted a re-
gional training course on advanced methods in Arusha,
Tanzania. The course, which was jointly sponsored with
the Commonwealth Health Secretariat, was attended by
participants from 15 collaborating centres in Africa.

A staff member of the Unit gave lectures in biostatis-
tics and research methods to 25 participants at the annual
Postgraduate Course for Training in Reproductive Medi-
cine and Reproductive Biology at the WHO Collaborat-
ing Centre of the Cantonal Hospital, University of Ge-
neva, Geneva, Switzerland. A workshop on the manage-
ment and analysis of reproductive health research data
was planned and conducted by the Unit for 20 partici-
pants at the Department of Medical Research, Ministry
of Health in Yangon, Myanmar.

Site visits

Staff of the Unit continued on-site training of staff in
collaborating centres performing data management and
statistical analysis of studies in their countries. The pur-
pose of such visits included help with study protocol
formulation including sample size estimation, review of
data processing strategy, the management of data que-

ries, supervision of data collection, monitoring of
progress, preparation of [mal analyses and interpretation
of data. Centres in Havana (Cuba), Jeddah (Saudi Arabia)
and Khon Kaen (Thailand) were visited for one or more
of these purposes during the year in connection with
their participation in the multinational WHO Antenatal
Care Randomized Controlled Trial.

A staff member of the Unit visited the coordinating
centre of the WHO Collaborative Study of Cardiovascu-
lar Disease and Steroid Hormone Contraception in Lon-
don, United Kingdom, to participate in discussions on
further analysis of the study data.

Development of new computing environment for
statistics and data processing

Towards the end of the 1992-1993 biennium the Unit
proposed a three-phase transition to downsize the Pro-
gramme's statistical and data processing operations from
the International Computing Centre mainframe computer
to a network of microcomputers so as to reduce data
processing costs. The first phase consisted of transfer-
ring the statistical analysis (interim or [mal) of all re-
search projects onto powerful microcomputers. Imple-
mentation started in August 1993 and was completed on
schedule at the end of 1995. Since its introduction, this
has resulted in substantial savings in data processing
costs each year.

During 1996, the second phase of the transition started
with all new data management applications (data entry,
study monitoring, data management and statistical analy-
sis) being carried out on microcomputers for all new
research projects.

In 1997, work continued on the second phase. All
operations for new research projects were carried out
entirely on microcomputers while mainframe computer
operations on old projects were gradually brought to a
close. Only one such project now has a residual depend-
ence on the mainframe computer.

Support to Information Management Systems.

The Unit continued to provide support to the Pro-
gramme's microcomputer-based Information Manage-
ment System (IMS). The IMS, which was comprehen-
sively revised and rewritten during the 1994-1995
biennium includes a budget and financial system module
with reporting facilities at the level of the project, insti-
tution and investigator. The financial module allows each
component/area of the Programme to monitor and report
on its financial obligations and to produce budget and
expenditure analyses. Although this system does not yet
operate on the WHO Local Area Network (WHO LAN),
it maintains a central database that includes information
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The Unit will continue to support efforts to formally
implement WHO GCP procedures in all research activi-
ties. The work of reviewing and revising the SOPs initi-
ated in 1997 will be completed in 1998. The SOPs will
be made easily accessible to all staff through the WHO
computer network and a system of regular review will be
implemented. The SOPs will be extended to cover re-
search activities in centres participating in Programme-
sponsored collaborative research and assistance will be
given to Collaborating Centres and those receiving insti-
tutional development grants to fully implement the GCP
guidelines in all their research activities.

about all of the Programme's activities.

Further development work has been suspended since
1996 following the introduction of the WHO Activity
Management System (AMS) which is now being tested in
selected divisions of the Organization. Preliminary ob-
servations indicate that additional modules may need to
be developed within the Programme to complement the
AMS for some specific needs.

Staff of the Unit participated in the design and super-
vision of the construction of the Programme's Homepage
on the World Wide Web on the Internet. The Homepage
is now operational and the Unit provides the technical
support for its maintenance and update.

Attendance at professional/scientific meetings

During the year, staff of the Unit attended and pre-
sented scientific papers at various professional and sci-
entific meetings. These included the 13th International
Workshop on Postmarketing Surveillance in St Paul-de-
Vence, France; the Eighth International Conference on
Quantitative Methods for the. Environmental Sciences
and the Seventh General Meeting of the International
Environmetrics Society in Innsbruck, Austria; a confer-
ence on Technology Trends in Clinical Data Management
in London, United Kingdom; the workshop on Good Clini-
cal Practice in Research and the Design and Writing of
Standard Operating Procedures in London, United King-
dom; the meeting of the Geneva Clinical Research Fo-
rum in Gland, Switzerland; and the European Society of
Human Reproduction and Embryology Symposium on
cardiovascular risks and hormone replacement therapy in
postmenopausal women in Anacapri, Italy.

ACTIVITIES PLANNED FOR 1998

Support to research projects

In 1998, statistical and data management support will
continue for the 49 ongoing studies as well as for any
new multi centre studies initiated by the various Strategic
Programme Components. Technical support in the re-
view and development of new projects will also continue.
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Institution strengthening activities

A regional workshop on advanced methods in statisti-
cal analysis and computer management of reproductive
health research data will be held in Karachi, Pakistan. The
workshop, which is jointly sponsored with the Aga Khan
University, will be attended by participants from col-
laborating centres in the Eastern Mediterranean Region.

Further development of the new computing
environment for statistics and data processing

Work will continue on the second implementation
phase of the plan to develop a microcomputer-based
environment for the Programme's statistics and data
processing operations which started in 1996. During this
phase all operations for new research projects will con-
tinue to be carried out on microcomputers. These in-
clude data entry, monitoring and data management, as
well as statistical analysis. Appropriate software and hard-
ware will be installed and the residual dependence on the
ICC mainframe will be' terminated.

Support to Information Management Systems

The WHO Activity Management System will be intro-
duced for general use in 1998. Following this, additional
applications will be developed for specific needs of the
Programme using client/server technology with Struc-
tured Query Language (SQL) server. Staff will then be
able to access from their workstations the central server
where all the Programme's information will be stored.
The application will be easier to use and will permit
immediate access to all the Programme's management
information.
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Annex 1

CONSULTANTS AND TEMPORARY ADVISERS DURING 1997

Name Nationality Place of Assignment Source of Funds

Ali, M. Sudan Geneva RD
Maurice, P. United Kingdom Geneva RD
Seuc, A. Cuba Geneva RD

RD = Research and Development
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Annex 2

PUBLICA nONS INVOLVING STAFF OF THE UNIT IN 1997

Buzina-Suboticanec K, Buzina R, Stavljenic A, Farley TMM, HaIler J, Tadinac-Babic M, Rosandic B, Gorajscan D.
Ageing, nutritional status and immune response. International journal of vitamin and nutrition research, 1997, 67
(in press).

Chang CL, Farley TMM, Marmot MG, Poulter NR. The evaluation of agreement on continuous variables by the
intraclass correlation coefficient [Authors' response]. Journal of epidemiology and community health, 1997,
51:580-58l.

Donner A, Piaggio G, Villar J, Pinol A, Bakketeig L, Al-Mazrou Y, Ba'aqeel H, Beiizán J, Carroli G, Famot U,
Lumbiganon P. Methodological considerations in the design of the WHO Antenatal Care Randomized Controlled Trial
for the evaluation of a new antenatal care programme. Paediatric and perinatal epidemiology (submitted).

Farley TMM. Evolution of IUD performance. IPPF Medical Bulletin, 1997, 31(4):4.

Farley TMM. Reproduction. In: Arrnitage P, et al. Encyclopedia of Biostatistics. Chichester, UK, Wiley, 1998 (in
press).

Farley TMM, Collins J, Schlesselman JJ. Hormonal contraception and risk of cardiovascular disease: an international
perspective. Contraception (submitted).

Farley TMM, Meirik 0, Chang CL, Poulter NR. Combined oral contraceptives, smoking and cardiovascular risk.
Journal of epidemiology and community health (submitted).

Farley TMM, Meirik 0, Marmot MG, Chang CL, Poulter NR. Oral contraceptives and risk of venous thromboembo-
lism: impact of duration of use [Letter]. Contraception (in press).

Piaggio G, Ba'aqeel H, Bergsje P, Carroli G, Farnot U, Lumbiganon P, Pinol A, Villar J. The practice of antenatal care:
comparing four study sites in different parts of the world participating. in the WHO Antenatal Care Randomized
Controlled Trial. Paediatric and perinatal epidemiology (submitted).

Poulter NR, Chang CL, Farley TMM, Marmot MG, Meirik 0, on behalf of the World Health Organization Collaborative
Study of Cardiovascular Disease and Steroid Hormone Contraception. Effect on stroke of different progestogens in
low oestrogen dose oral contraceptives [Research Letter]. Lancet (submitted).

Poulter NR, Chang CL, Farley TMM, Marmot MG, on behalf of the World Health Organization Collaborative Study of
Cardiovascular Disease and Steroid Hormone Contraception. Reliability of data from proxy respondents in an
international case-control study of cardiovascular disease and oral contraceptives. Journal of epidemiology and
community health, 1996, 50:674-680.

Poulter NR, Chang CL, Marmot MG, Farley TMM, Meirik 0. Third-generation oral contraceptives and venous
thrombosis [Letter]. Lancet, 1997, 349:732.

Shoukir Y, Campana A, Farley TMM, Sakkas D. Early cleavage of in-vitro fertilized human embryos to the 2-cell stage:
a novel indicator of embryo quality and viability._Human Reproduction, 1997,12:1531-1536.

Task Force on Long-Acting Systemic Agents for Fertility Regulation. Comparative study of the effects of two once-a-
month injectable steroidal contraceptives (Mesigyna and Cyclofem) on lipid, lipoprotein and apolipoprotein metabo-
lism. Contraception (in press).

Task Force on Long-Acting Systemic Agents for Fertility Regulation. Comparative study of the effects of two once-a-
month injectable steroidal contraceptives (Mesigyna and Cyclofem) on glucose metabolism and liver function.
Contraception (in press).
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Task Force on Long-Acting Systemic Agents for Fertility Regulation. Effectiveness of Cyclofem in the treatment of
DMPA-induced amenorrhoea. Contraception (in press).

UNDPIUNFPA/WHOfWorld Bank Special Programme of Research, Development and Research Training in Human
Reproduction. Long-term reversible contraception: twelve years of experience with the TCu380A and TCu220C.
Contraception (in press).

Villar J, Bakketeig L, Donner A, Al-Mazrou Y, Ba'aqeel H, Belizán J, Carroli G, Farnot U, Lumbiganon P, Piaggio G,
Berendes H. The WHO Antenatal Care Randomized Controlled Trial: rationale and study design. Paediatric and
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Table J. Total number of vials for RIA (100 assay tubes
per vial) and of kits for EIA (J 00 assay tubes per kit)
distributed in J 997

INTRODUCTION

Through the Matched Reagents Programme (MRP),
laboratories collaborating in research and institutions in
developing countries receiving support for the strength-
ening of their research capability have been provided
with matched reagents for the immunoassay of reproduc-
tive hormones since 1976. The performance of the re-
cipient laboratories in the assay of these hormones has
been monitored through an External Quality Assessment
(EQA) scheme. Such monitoring is essential for
multieentre research as it permits a comparison to be
made of assay results among centres. Centres in devel-
oping countries involved in the establishment of regional
reagent programmes are supplied with reagents and tech-
nical assistance.

In line with the recommendation of the Scientific and
Technical Advisory Group (STAG), the London Centre
has developed and started to distribute enzyme-
immunoassays (EIAs) for FSH, LH, prolactin, hCG and
progesterone. The development of EIAs for estradiol and
testosterone is ongoing. It is anticipated that a full re-
placement of radioimmunoassay (RIA) by EIA will be
completed for these two analytes in 1999-2000.

MATCHED REAGENTS PROGRAMME

The MRP has provided collaborating laboratories with
standardized assay methods and matched assay reagents
for the measurement of eight main analytes: FSH, LH,
prolactin, hCG, estradiol, progesterone, testosterone and
cortisol. In 1997, a total of 32 laboratories in 22 coun-
tries (18 of them developing) received matched reagents
sufficient for 348 500 assay tubes (Table 1). All these
reagents were produced at the London Centre.

The principal activities of the London Centre with
regard to the production and supply of matched reagents
include: the annual provision of bulk reagents, produc-
tion and distribution of reagents for RIA and EIA kits, and
the evaluation of primary reagents, standards, and
polyclonal and mono clonal antibodies. The London Cen-
tre also provides technical support and advisory services
to laboratories experiencing difficulties with assays, and
it trains scientists from developing countries.

ENZYMEIMMUNOASSA Y (EIA) REAGENTS

At its 1992 meeting, STAG stressed the importance,
to both developed and developing countries, of providing
EIA reagents in place of radioisotopic reagents (RIAs).
The development work needed for the production of kits
for the accurate measurement of reproductive hormones
by EIA is being carried out at the London Centre. Centres
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RIA EIA

FSH 470
LH 480
Prolactin 485
hCG 215
Progesterone 50 455
Estradiol 470
Testosterone 460
Cortisol 200
Pregnanediol glucuronide 100
Estrone glucuronide 100
Total 1180 2305
Grand total 3485*

·Corresponding figures for previous years are 5890 (1995) and 3435
(1996).

of the Latin American Regional Reagent Programme are
contributing with development of some components of
the EIA methodology.

Development of EIA kits for FSH, LH, prolactin and
hCG

Development of EIA kits for FSH, LH and prolactin
was completed by successful field-testing in 10 labora-
tories in 1992. The results were very satisfactory: the
biases were acceptable, the imprecision of the EIAs was
lower than that of the corresponding RIAs, and the stabil-
ity of the reagents was good. The kits for all three analytes
were introduced in 1994. During 1996, the distribution
of RIA reagents for FSH, LH and prolactin ceased and, in
1997, a total of 1435 EIA kits for assay of these .three
analytes was distributed (see Table 1).

In 1995, the newly developed EIA kits for hCG were
tested in 10 centres in comparison with commercial EIA
kits using a similar methodology (kits from Serono Co.).
The WHO kits showed the same precision and surpassed
the Serono kits with regard to stability. The Laboratory
Methods Group endorsed the release of these kits for
production in 1995. In 1997, 215 hCG kits were distrib-
uted.

As some laboratories need to report results of LH,
FSH, prolactin and hCG assays in mass units (e.g. ng/ml;
based on NIH standards) instead of international units, it
appeared to be necessary to establish conversion factors.
This investigation was carried out for LH and FSH at the
Mexico Collaborating Centre in 1997, and will continue
for prolactin and hCG in 1998.
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Development of EIA kits for progesterone, estradiol
and testosterone

A multieentre field trial of the progesterone and
estradiol EIA kits was carried out in 15 laboratories in
1994. In this trial, the EIA kits were compared with the
corresponding current RIA reagents with respect t.o be-
tween-run and between-laboratory imprecision, accuracy,
bias, recovery, drift, and practicability. It was found that
the progesterone EIA kit performed satisfactorily, and it
was concluded that this kit can be launched for laboratory
use; this was done in 1996. In 1997, 455 progesterone
EIA kits were distributed.

Two improvements of the progesterone kit were un-
der investigation in 1997. The first .one was the replace-
ment of commercial, rather expensive, magnetizable par-
ticles for the bound/free separation in EIAs with parti-
cles produced in the Latin American region, at the Col-
laborating Centres in Buenos Aires and Havana. The sec-
ond improvement was to introduce, instead of sealed
ampoules, dry capsules containing substrate (phenol-
phthalein) for the enzymic colour reaction, Both im-
provements are t.o be tested thoroughly in 1998 and
introduced in 1999. Both improvements have a general
importance for all other Matched Reagent EIA kits (see
the secti.on on the Latin American Regional Reagent
Programme below f.or more details).

At the same time when the use of the progesterone kit
was endorsed, introduction of the estradiol kit could not
be recommended as it was agreed that its precision should
be improved, New multieentre testings .of modified ver-
sions of estradiol kits were arranged in 1995 and 1997.
However, the kit still did not fulfil the required precision
criteria. It wa~ decided, therefore, that the kit should
basically and thoroughly be revised at the London Centre
before it was subjected t.o preliminary testing in a small
number of laboratories. This would be followed, in case
of success, by field testing in about 10 laboratories, It is
hoped that these testings can be successfully completed
in 1998.

A preliminary version of the testosterone EIA kit was
prepared at the London Centre in 1996.The development
of this kit was accelerated by the work of a WHO re-
search trainee from the Havana Collaborating Centre at
the London Centre. Commercially available constituents
were used in this prototype kit. A further development of
the kit for testing was done in parallel with the centres of
the Latin American Regional Reagent Programme. An
alternative prototype kit, based upon reagents produced
in that region, was developed in Havana. Comparative
testing of both versions of the kit is planned for the first
half of 1998 and, if the results prove t.o be satisfactory,
the kit could be introduced in 1999.

Gradual introduction of the EIA methodology

All centres receiving support from the Programme
will eventually fully convert to EIA methodology. The
currently remaining RlA matched reagents (estradiol,
testosterone) will be-phased out gradually, the phasing-
out period being dependent on the success in developing
the estradiol and testosterone EIAs and the completion
of ongoing projects using the RIA reagents. There will be
a period of one or two years when s.ome laboratories will
be using both assay systems, but the change-over should
be completed by the end of 2001.

An EIA kit for cortisol will not be produced, as re-
quirements for assays of this hormone in Programme-
supported studies are minimal.

The EIA methodology has also been introduced for
the assays of pregnanediol glucuronide and estrone glu-'
curonide which are done on urine samples. In case of
significant future requirements, the current RlAs for
levonor-gestrel and sex hormone-binding globulin
(SHBG) could be converted to EIA technology as well.

Reference limits for WHO EIA kits

Reference ranges established over the last' 20 years
with Matched Reagent ..RlAs cannot be utilized with the
new EIAs, particularly, th.ose for peptide h.orm.ones. Every
new assay methodology, including the Matched Reagents
EIA kits, is likely t.oproduce differing values and, conse-
quently, different reference ranges. At the same time, the
knowledge of reference ranges is of great importance
when the results are to be used for diagnostic or corn-
parative purposes. Reference ranges are very often re-
quested by centres using the EIA kits.

A programme for establishing reference ranges f.or all
WHO EIA kits has been formulated, This programme is
based on a statistical approach resulting in the calcula-
tion of 95% confidence (= reference) limits .of values
found in healthy individuals. The aim is t.o collect 200
individual measurements for every group of subjects
(grouped by sex and age), .or, within a group, for certain
conditions (phases of the menstrual cycle). Data collee-

. tion has begun in Mexico City, Moscow and Singapore
and is being planned in Sagamu.

Current status of Serono instruments

Serone spectrophotometers (Serozyme I) are used
for reading the colour signal at the end of the EIA proce-
dure and for calculating the results. Fifty-five such in-
struments have been distributed by the Programme to
collaborating laboratories and 11 are kept in reserve in
Geneva to be distributed in case of breakdowns.
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receiving WHO matched reagents. It goes without saying
that the basis of a quality assurance system in every
laboratory is internal quality control (IQC). EQA is then
a means for objective checks and comparisons of assay
quality between laboratories and between assay methods
(RIA vs EIA).

Problems of a weak signal from the Serozyme were
reported in the last multieentre testing by some centres,
making it impossible to obtain meaningful results. Thus,
an external standard was prepared by the London Centre
and distributed to all Serozyme owners for regular test-
ing. In case the instrument does not produce a signal
within the expected range, the centres are advised to use
another colorimeter or spectrophotometer temporarily
which can measure the signal at an appropriate wave-
length, while a new filter block is sent as replacement.

SENSITIVE ASSAYS

Following a request from a Programme-supported
project, development of kits for LH, FSH, estradiol and
testosterone of increased sensitivity was undertaken at
the London Centre. This work was successful as EIA kits
of about ten times higher sensitivity were obtained for
FSH and LH, making it possible to obtain measurements
at levels down to 0.02 lUlL for both assays. For estradiol
and testosterone, RIA kits of increased sensitivity (10
and 3 times, respectively) were developed.

SYNTHETIC STEROIDS, STEROID
GLUCURONIDES, SHBG

Assays for levonorgestrel, medroxyprogesterone ac-
etate, norethisterone, estrone and pregnanediol glucu-
ronides, as well as SHBG are available. For 1998,32 kits
for levonorgestrel, 20 kits for SHBG and 15 kits for each
glucuronide have been requested. It is expected that the
need for these analytes will increase when projects in the
Male, Long-acting and Postovulatory Research Areas
will reach the point of clinical testing in approximately
two years' time.

E:!(PLORATION OF NEW LABORATORY
PROCEDURES

To increase the awareness of new progressive labora-
tory techniques amongst the staff of the Family and Re-
productive Health (FRH) programme area, the Labora-
tory Methods Group is planning regular reviews of re-
cent developments and perspectives in laboratory assay
techniques, to be conducted by LMG members and in-
vited experts and distributed within the FRH programme.

QUALITY ASSURANCE

Continuous review of quality assurance practices is
carried out with the aim of improving assay performance
and maintaining it at a high level in the laboratories
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External Quality Assessment

An evaluation was carried out of the EQA scheme as it
functioned during the 1996/1997 EQA cycle. When as-
sessing performance in the last two EQA cycles for both
RIA and EIA (1995/96 and 1996/97), it was' seen that the
laboratories exhibiting good performance in the previ-
ous cycle largely maintained it. There is a certain indica-
tion that the laboratories with poorer performance tended
to cease participating in the EQA scheme.

Precision profiles were established for the two dif-
ferent sets of EQA samples sent in 1995/96 and 1996/
97. Their comparison showed that the imprecision of
EIA kits for peptide hormones increased slightly. This
will be followed up to determine whether this change
was due to a change in EQA pools or to other factors.
For progesterone, the comparison of the precision
profiles of the RIA and EIA kits indicated that the
latter generally showed higher precision although for
low levels «5 nmol/L) imprecision was rather high
(30-40% CV).

Laboratory manuals on the principles of EQA and
IQC

The purpose of the EQA manual, which was published
in 1995, was to explain the principles and significance of
the EQA scheme to the current participants, and to pro-
vide guidance to those laboratories that conduct=-or wish
to initiate-a regional or national EQA scheme for re-
productive hormones. The EQA manual complements the
guidelines on IQC procedures published by the Pro-
gramme in 1993. A Spanish version of the EQA manual
was published in 1997, and the Spanish translation.

TRAINING AND TECHNOLOGY TRANSFER

Training and technical assistance

During 1997, the London Centre trained three sci-
entists from Algeria, China and Malaysia with support
from the International Atomic Energy Agency. Train-
ing was in the areas of assay techniques, production
technology, and quality assessment procedures. Staff
of the London Centre provided several laboratories
with consultations, participation in training courses
and technical support.
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Latin American Regional Reagent Programme
(LARRP)

Originally it was planned that the LARRP would even-
tually take over the assay technology from the London
Centre to be able to produce and distribute EIA kits in the
region and, possibly later, on a global scale. Organiza-
tional issues (remit of the parent institutions) prevented
this in some of the centres and the LARRP is now con-
tributing its expertise to speed up and reduce the costs of
method development of matched reagents at the London
Centre. In this context, the LARRP, involving the Cen-
tres in Buenos Aires, Havana and Mexico City, carried
out developmental work in 1997 with the main objective
to improve the existing EIA for progesterone and to
introduce a testosterone EIA kit.

In the present progesterone EIA kit, commercially
purchased, expensive, Dynal particles are used, after coat-
ing with anti-IgG antibody, for separation of the bound
and free ligand. To achieve independence from the com-
mercial company and savings, magnetizable particles with
the same function as Dynal were produced at the Buenos
Aires and Havana Centres. In a small-scale testing car-
ried out in early 1997, it was found that the particles
provided similar results as the Dynal particles. During
the second half of 1997, three larger batches were pro-
duced and their final evaluation-including cost-is
planned for the first half of 1998.

For the testosterone EIA, two major components were
developed: a new anti-testosterone antibody produced at
the Buenos Aires Centre, and testosterone 19-hemisuc-
cinate intended for coupling to alkaline phosphatase as
tracer. The original pilot version of the kit was developed
in 1996 at the London Centre with use of commercial kit
components. During 1997, the Havana Centre developed
another version which used the Buenos Aires antibody
with the other kit reagents originating from the Havana
Centre. During the first half of 1998, this version is to be
further optirnized and preliminarily tested at the London
Centre. If the results are satisfactory, the kit will be
subjected to a limited multieentre testing during the sec-
ond half of 1998.

At the Mexico Centre, a study was carried out on the
variability of the magnetic field in various positions of
the magnetic rack used for the separation of the
supernatant from the magnetizable pellet during the as-
say procedure. This study was of great interest as this
separation step was suspected of being a significant source
of assay variability. The study will continue in 1998 to .
explore whether the size of the pellet and the shape of the
assay tube are related to the between-tube variability and

which order of magnitude of the magnetic force is needed
to safely hold all particles of the pellet during the wash-
ing process.

FUTURE NEEDS FOR HORMONE
MEASUREMENTS

In view of financial constraints and decreasing needs
for hormonal measurements, STAG requested, at its meet-
ing in 1996, that a report should be presented by the
Programme in 1998 on the options for future reagent
provision. The report describes the history of the Pro-
gramme on Standardization and Quality Control ofLabo-
ratory Procedures, its activities and performance, the
impact over the 20 years of its existence and, fmally,
options for the future provision of hormone measure-
ments.

Four options are proposed in the document as fol-
lows:

A. Discontinuing the operations of the London Centre
and relying exclusively upon ad hoc arrangements for
the provision of commercial kits and EQA for indi-
vidual research projects and institution strengthening.

B. Sending all samples to the London Centre or another
accredited central laboratory for assay by automated
assay procedures.

C. Maintaining operations at the London Centre, but at
the reduced level of providing about 2000 free kits/
year for Programme-supported research and institu-
tion strengthening and about 1500 invoiced kits.

D. Transferring the London Centre functions to the ex-
isting network of centres in Latin America, with the
laboratory at CEMIC, Buenos Aires, Argentina being
the candidate Centre.

At the December 1997 meeting of the Laboratory
Methods Group, the consensus was to recommend op-
tion C, with the flexibility to delegate specific activities
(such as EQA scheme) to CEMIC, Buenos Aires, Argen-
tina when this is shown to be feasible and cost-effective,
and to arrange for analysing samples centrally in London
by automatic analysers, when this strategy is considered
preferable for certain projects. The rationale for this
choice is detailed in the report.

It has to be stressed that the four options discussed
have been based upon the present demand for hormonal
measurements, but that the Programme for Standardiza-
tion and Quality Control could be expanded to provide
additional laboratory procedures to support the new pri-
orities for research of the Programme's expanded re-
search agenda.
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Annex 1

LABORATORY METHODS GROUP IN 1997

Members

S.Z. Cekan (Chairman), Karolinska Institute, Stockholm, Sweden
O.A. Dada, Centre for Research in Reproductive Health, Sagamu, Nigeria
N. Goncharov, Russian Centre for Endocrinology, Moscow, Russian Federation
V. Goh, National University Hospital, Singapore
*V. Puri, P.D. Hinduja National Hospital & Medical Research Centre, Mumbai, India

Developing countries Countries in transition

Number % of total Number % of total

Members 3 60 20
Women 20

from:
AFRO 20
AMRO
EMRO
EURO 20
SEARO 20
WPRO 20

Developed countries Totals

Number % of total

1 20

20

*Denotes woman
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Annex 2

PARTICIPATING SCIENTISTS IN 1997

Principal investigators

F. Larrea, Salvador Zubiran National Institute of Nutrition, Mexico City, Mexico
O. Mateo de Acosta, National Institute of Endocrinology, Havana, Cuba
*S. Quiroga, Centre for Medical Education and Clinical Investigations (CEMIC), Buenos Aires, Argentina
S. Sufi, Queen Charlotte's & Chelsea Hospital, London; United Kingdom

Developing countries Countries in transition Developed countries Totals

Number % of total Number % of total Number % of'.total

Members
Women

3
1

75
25

.2:5 4
1

from:
AFRO
AMRO
EMRO
EURO
SEARO
WPRO

3 75 3

Other scientists

S.Z. Cekan, Karolinska Institute, Stockholm, Sweden
V. Diaz Sanchez, Salvador Zubiran National Institute of Nutrition, Mexico City, Mexico
V. Goh, National University Hospital, Singapore
*G. Garcia, National Institute of Endocrinology, Havana, Cuba
*M. Hayes, Queen Charlotte's & Chelsea Hospital, London, United Kingdom
R. Gonzalez-Suarez, National Institute of Endocrinology, Havana, Cuba
A. Latif, Queen Charlotte's & Chelsea Hospital, London, United Kingdom
1. MicaUef, Queen Charlotte's & Chelsea Hospital, London, United Kingdom
1. Millard, Queen Charlotte's & Chelsea Hospital, London, United Kingdom
*M.Torres, Centre for Medical Education and Clinical Investigations (CEMIC), Buenos Aires, Argentina

Developing countries Developed countries TotalsCountries in transition

Number Number % of total% of total Number % of total

Members
Women

50
10

10
3

50
20

55
2

from:
AFRO
AMRO
EMRO
EURO
SEARO
WPRO

4 40 4

50 55

10

*Denotes woman
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Annex 3

PUBLICATIONS IN 1997

Almeida I, Arranz B, Rodriguez B, de Dios R, Rodriguez JC, Garcia G, González-Suarez RM. Caracterizacioil y
aplicacion de un AcM anti-hCG. Aetas del III eongreso naeional de patologia clinica, La Habana, 1997.

Alvarez Alvarez A, Diaz Diaz E, Huguez Hernandorena B, González-Suarez RM. Estudio del efecto de estradiol sobre la
glicemia, la insulinemia Y, la secreeion de insulina en islotes pancreticos aislados de ratas adultas y prepubetes en
ambos sexos. Aetas del Congreso internaeional de eiencias básieas médieas, CIBAMED '97, La Habana, 1997.

Blanca S, Rodriguez JC, Rodriguez D, González D. DesarroIlo de un ensayo immunoradiométrico para determinar
tirotropina humana en suero. Revista nucleus, 1997,22:17-22.

Cekan SZ, Sufi SB, Wilson EW, eds. Principios de Control de Calidad Externo, Manual de Laboratorio. World Health
Organization, Special Programme of Research, Development and Research Training in Human Reproduction, Labora-
tory Methods Group, 1997 (Document No. WHO/HRPIIQC/1995).

Diaz Diaz E, Alvarez Alvarez A, Huguez Hernandorena B, González-Suarez RM. Estudio del efecto de la testosterona
sobre la glicemia, la insulinemia y la secreción de insulina de islotes pancreticos aislados de ratas adultas y prepubetes
de ambos sexos. Aetas del Congreso internaeional de ciencias basieas médieas, CIBAMED '97, La Habana, 1997.

Diaz Diaz E, Arranz Calzado MC, Dias Rodriguez M, González-Suarez RM. Estandarización y validación de un sistema
'ELISA para la cuantificación de IgG de ratón. Aetas del Congreso internacional de bioteenologia, La Habana, 1997.

Diaz Diaz E, Arranz Calzado MC, Rodriguez Pendás B, de Dios D'expaux R, Rodriguez Garcia JC, Alvarez Alvarez A,
Garcia Dafonte G, González-Siiarez RM, Validación retrospectiva del proceso de purificación de anticuerpos "lGI"
anti-hCG. Aetas del Congreso internaeional de bioteenologia, La Habana, 1997.

González Cabafias R, Miró A, Ferrero J, González-Suarez RM, Dias M, Marin N, Portigas V, Macias C, López-Saura P.
Biological effects of oralleukocyte interferon alpha in healthy volunteers. Aetas del Congreso internaeional de
bioteenologia, La Habana, 1997.

Larrea F, Queipo G, Dias M, González-Suarez RM. Regulación de la secreción de hCG por la globulina transportadora
de esteroides sexuales (SHBG) en cultivo de trofoblastos. Aetas del XV reunion (le la ALIRH, Cusco, 1997.

Marimoto Martinez LS, Alvarez Alvarez A, Diaz Diaz E, González-Suarez RM, DiazSanchez V, Efecto in vivo e in vitro
del estradiol, progesterona y testosterona sobre la sintesis de insulina y su RNAm. Aetas del XIV eongreso Panamerieano
de endoerinologia, Cancun, México. 1997.

Pereira G. Produceion de los reactivos primarios del ELISA de Lpa. Revista Cubana de endoerinologia (in press).

Rodriguez B, de Dios R, Rodriguez JC, Arranz C, González-Suarez RM. Anticuerpos monoclonales contra hCG para su
uso en la detección de embarazo. Aetas del Congreso internaeional de bioteenologia, La Habana, 1997,

Rodriguez B, Machado AJ, Arranz C, Norris E, Alvarez A, González-Suarez RM. Obtención y caracterización parcial de
Anticuerpos Monoclonales generados contra la hormona luteinizante humana. Bioteenologia aplieada, 1997, 14:101-
105.

Rodriguez JC. Los ensayos sensibles de TSH y su repercusión en la evaluación tiroidea. Revista Cubana de
endoerinologia, 1997, 8: 150-164.

Rodriguez JC. Estudio de la actividad biológica de la prolactina en pacientes normo e hiperprolactinémicas con
galactorrea y/o anovulación. Aetas del III eongreso naeional de patologia clinica, La Habana,1997.
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2. Annual technical report 1996OBJECTIVES

The Programme aims to maintain effective communi-
cation with its constituencies through:

-the production of a variety of information materials on
reproductive health research, especially information
from the Programme, and their dissemination to a
range of audiences including scientists, national and
international policy-makers (including donors to the
Programme), programme managers of reproductive
health services, nongovernmental organizations includ-
ing those focusing on women's issues, regulatory agen-
cies, representatives of consumers, special interest
groups and the public at large;

-timely press releases to the international mass media
on important issues of reproductive health arising from
the Programme's research;

-continuing evaluation of the current use and impact of
materials produced by the Programme; and

-strengthening the communication capacity of the Pro-
gramme's collaborating centres by conducting scien-
tific writing workshops and communication work-
shops, and by providing technical assistance in the
setting-up of information dissemination/communi-
cation units.

PUBLICATIONS

The following new publications and promotional ma-
terials were produced and distributed in 1997:

1. Progress in human reproduction research

Progress in human reproduction research is the
quarterly newsletter of the Programme. The newslet-
ter has continued to serve as the main vehicle for
information dissemination to policy-makers, pro-
gramme managers, scientists and the general public.
Four issues of the newsletter were published in 1997
covering the Programme's work in the areas of sexual
behaviour of young people, WHO's work in reproduc- .
tive health and the Programme's role therein, accept-
ability of contraceptives, and the Programme's re-
search priorities in technology development. The de-
mand for the newsletter has continued to grow; at the
end of 1997 the print run of the English edition of the
newsletter had risen to about 12 000. Progress con-
tinues to be translated into Chinese, and some 5000
copies are distributed widely in China by the National
Research Institute for Family Planning, Beijing. Se-
lected articles from the newsletter continue to be
reproduced in French, in the Programme-supported
journal, Revue maghrébine d 'endocrinologie-diabête
et de reproduction. The newsletter is also available
on the Internet.
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This report, aimed primarily at scientists, documents
in detail all areas of the Programme's research and tech-
nical work during 1996. More. than 2500 copies of the
report were distributed.

3. Emergency contraceptive pills: a resource packet
for health care. providers and programme
managers

This resource packet was produced by the Consortium
for Emergency Contraception. The Consortium's pri-
mary aim is to assist family planning programmes that
wish to make emergency contraceptive pills a standard
part of their reproductive health care services. Apart
from the Programme, the member organizations of the
Consortium are: The Concept Foundation (Bangkok, Thai-
land), International Planned Parenthood Federation (Lon-
don, United Kingdom), Pacific Institute for Women's
Health (Los Angeles, CA, USA), Pathfmder International
(Boston, MA, USA), Population Council (New York,
NY, USA), Program for Appropriate Technology in Health
(Seattle, WA, USA).

The resource packet contains the most up-to-date in-
formation on emergency contraception. The materials
have been specially designed for family planning clients,
health care providers, programme managers, national
policy-makers, community groups, and the media. The
materials in the packet were created keeping the need for
local adaptation in mind. The packet includes sugges-
tions on how to adapt the information to suit local needs.

4. The female condom: an information pack

This information was issued jointly by the Programme,
the WHO Division of Reproductive Health (Technical
Support) (RHT), and the Joint United Nations Programme
on HIV/AIDS (UNAIDS). Aimed at service providers,
policy-makers, and potential users, this pack includes a
review of available data on the female condom, its safety,
effectiveness and acceptability, and how it can be made
more widely available. The pack also includes fact sheets
summarizing the key information.

5. Beyond acceptability: users' perspectives OD

contraception

This publication is a collection of papers presented at
a meeting organized by the Programme in 1995 in Ge-
neva under the title "Women's and men's perspectives on
fertility regulation methods and services". Published on
behalf of the Programme by Reproductive Health Mat-
ters, London, United Kingdom, 1997, the book analyses
and illustrates new approaches that seek to answer ques-
tions about women's and men's views on fertility regula-
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tion and the sexual and social contexts in which these are
considered. The papers also examine factors that im-
pinge on and play a part in why and how contraceptive
methods are used.

6. Preclinical and clinical requirements for approval
to market non-latex condoms

This report contains the conclusions and reéommen-
dations of a WHO Consultation on Preclinical and Clini-
cal Requirements for Non-latex Male Condoms held in
Geneva from 13-15 May 1996. It reviews the status of
development and marketing of non-latex male condoms
(including problems in research, manufacturing, licens-
ing and registration) and makes recommendations on
preclinical and clinical regulatory and licensing require-
ments for their introduction into the marketplace.

7. Immunological aspects. of reproductive health

This book documents the proceedings of a sympo-
sium organized from 17-18 June 1992 in Moscow, Rus-
sia, by the Russian Academy of Medical Sciences and
WHO on the occasion of the 20th anniversary of the
Programme.

8. Progress of social science research on
reproductive health

This book is a compilation of papers presented at the
International Symposium on Social Science Research in
Reproductive Health, which was held in Shanghai, China,
from 11-14 October 1994 with support from the Pro-
gramme. The 24 papers included in the volume cover
various aspects of social science research (sexual behav-
iour, induced abortion, contraception and family plan-
ning), including implications for policy setting.

9. Medical methods for termination of pregnancy
(Report of a WHO Scientific Group)

Published in the WHO Technical Report Series, this
report reviews medical methods for the termination of
first- and second-trimester pregnancy, including studies
on the agents that induce abortion, their mode of action,
and their efficacy compared with surgical methods. It
examines factors that cause women to seek abortion
services, as well as those that affect complications, their
prevention and the acceptability of different methods.
The report makes a number of recommendations on the
service environment required to employ medical meth-
ods and for further research in the field of medical ter-
mination of pregnancy.

10. The WHO reproductive health library (RHL)

RHL is an electronic review journal focusing on solu-

tions to reproductive health problems ,in developing
countries. It aims to make available to clinicians and
other health practitioners, especially in developing
countries, the most reliable medical .information on
reproductive health. RHL includes selected system-
atic reviews on reproductive health topics from The
Cochrane Library, together with commentaries on
the relevance of the review findings to developing
countries. Issue NO.10f RHL contains 27 Cochrane
reviews and 22 commentaries with practical recom-
mendations for the management in developing coun-
tries of reproductive health problems at primary and
secondary levels of care. Some of the reviews in-
cluded in this issue are:

-treatment of trichomoniasis in women and men
-treatment of gonorrhoea and chlamydia infection dur-

ing pregnancy
-antimalarial chemoprophylaxis during pregnancy in

malaria-endemic regions
-nutritional supplementation during pregnancy
-social support during pregnancy and delivery
-hypertensive disorders during pregnancy
-postpartum haemorrhage
-breast-feeding.

STRENGTHENING THE CAPACITY FOR
COMMUNICATION AND INFORMATION

DISSEMINATION OF THE PROGRAMME'S
COLLABORATING CENTRES

Just as the Programme's collaborating centres world-
wide are its partners in the conduct of research, the
Programme seeks to make them partners also in commu-
nication and dissemination of reproductive health re-
search information. The Programme believes that a de-
centralized communication approach will be more effec-
tive in communicating with diverse audiences who speak
different languages and use different communication
channels. Under this endeavour, technical information
would be passed on to the collaborating centres to be put
into the local context, translated if necessary, and
retransmitted through local media to appropriate audi-
ences.

The Programme's strategy involves convincing the
collaborating centres about the value of communicating
research knowledge to the public and policy-makers,
strengthening the communication abilities of individual
researchers in the centres (through workshops on scien-
tific writing and effective communication with the mass
media), and helping the centres in strengthening their
capacity for communication by providing technical as-
sistance in the setting-up or strengthening of communi-
cation units.
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forward with more reproductive health information
for the public. In both workshops the journalists
stressed that there was a huge unmet public demand
for reproductive health information.

Scientific writing workshops

A description of the Programme's scientific writing
workshops can be found in the Annual technical report
1995. These workshops focus on the skill involved in
writing a scientific research paper and aim to encourage
scientists in the Programme's collaborating centres to
publish more papers, especially in international peer-
reviewed journals. During 1997, workshops were held in
Egypt and India.

Two workshops were held in India in February 1997.
Both were organized by the Programme's Collaborating
Centre in Delhi, the All India Institute of Medical Sci-
ences (AIIMS). The first workshop included 15 repro-
ductive health scientists mainly from the north-western
states of India and the second included 15 scientists,
almost all of whom were from AIlMS.

The workshop in Egypt was organized in Cairo by
the Egyptian Fertility Care Society. A total of 18 sci-
entists from all over the country participated in the
workshop.

Workshops to improve communication skills and
networking with the mass media

The collaborating institutions are the Programme's
main partners at country level and their scientists are
frequently the first to be contacted for information and
policy advice on reproductive health. Hence, they are
well-placed to shape public opinion and policies in their
respective countries. Since the mass media play a vital
role in communication, promotion of good understand-
ing between local journalists and these scientists is clearly
important. The scientists, moreover, have a responsibil-
ity not only to publish their findings in peer-reviewed
journals, but also to make their findings known to the
general public, who are investors in, and beneficiaries of,
research. For these reasons, the Programme supports the
improvement of the scientists' skills in communicating
with the mass media.

Two communication workshops for scientists were
conducted in 1997. The first was held in October in
New Delhi, India, at AIIMS and the second in Novem-
ber in Harare, Zimbabwe. The New Delhi workshop
had six journalists and 12 scientists, and the Harare
workshop had nine journalists and as many scientists.
Both workshops generated an enthusiastic response
from the media as well as the scientists. In the case of
the Delhi workshop, many local newspapers reported
on the workshop and its usefulness. In the case of the
Harare workshop, which was organized by the Depart-
ment of Obstetrics and Gynaecology, University of
Zimbabwe, more than half the participants were jour-
nalists who urged the participating scientists to come
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Technical assistance for strengthening
communication units in collaborating centres

All India Institute of Medical Sciences (AIIMS)

In AIIMS, the Public Relations Office is responsible
for media relations. This Office has mostly been in-
volved in promoting a good public image of the Institute.
Following discussions between the Programme and
AIIMS' Department of Reproductive Biology (a WHO
Collaborating Centre for Research in Human Reproduc-
tion), the Department requested assistance from the Pro-
gramme in strengthening AIIMS' Public Relations Of-
fice so that it could undertake activities related to in-
creasing public understanding of reproductive health is-
sues. In November, in the two days just preceding the
communication workshop, a Programme staff member
and two consultants examined how best this could be
done and presented recommendations to the Head of the
Department and her staff. The presentation stressed that
existing resources within AIIMS could be used to under-
take a variety of public information activities, including,
inter alia, use of press relations for dissemination of
new research knowledge, production and distribution of
information materials on reproductive health, and repro-
duction, translation and distribution of the Programme's
information material. AIIMS is currently in the process
of implementing the recommendations.

Department of Obstetrics and Gynaecology, Faculty of
Medicine, Khon Kaen University, Khon Kaen, Thailand

In 1996, the Department of Obstetrics and Gynaecol-
ogy, Faculty of Medicine, Khon Kaen University, Khon
Kaen, Thailand received advice from the Programme on
how to expand its communication activities (see Annual
technical report 1996). In 1997, the Department sub-
mitted a formal request for designation as a WHO Col-
laborating Centre for Communication and Dissemination
of Reproductive Health Research Information. The in-
house Committee on Designation of Collaborating Cen-
tres welcomed the request, but agreed with the Regional
Advisory Panel's recommendation that the Faculty be
given more time to establish itself in. this area of work
before being designated as a WHO Collaborating Centre.

INTERNET WEB SITE

The Programme's Internet Web site (http://www.
who.ch/programmes/hrp/index.\ltrnl which was started
towards the end of 1996 became fully operational in
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1997. The site offers a virtual on-line documentation
centre containing the Programme's main information
materials: fact sheets about the Programme's work, the
newsletter Progress in human reproduction research,
summaries of chapters in the Biennial report 1994-
1995, complete versions of the Annual technical report
1995 and Annual technical report 1996, the Pro-
gramme's press releases, and the list of publications. A
new bibliography of articles published by the Programme
in scientific journals or those resulting from research
supported by the Programme was included in the Web
site in 1997.

This site is reachable through the WHO Web site.
Plans for its further development include providing links
with the Web sites of the Programme's collaborating
centres.

EV ALUA TION OF THE PROGRAMME'S
INFORMATION MATERIALS

In early 1997, the Programme conducted a survey
among the readers of its newsletter Progress in human
reproduction research. A copy of a questionnaire was
included in each of about 10 000 copies of the newslet-
ter to find out who reads the newsletter and what they
think about it. Some 1200 (12%) of the questionnaires
were returned and although not all readers answered all
questions, most answered most of them.

Table 1 shows the distribution of professions among
the respondents, the majority (> 80%) of whom are
between the ages of 30 and 59 years.

The great majority of the respondents are scientists,
researchers, and physicians in either government service
or private practice. Health (and family planning) work-
ers, midwives, and nurses constitute about 14% ofread-
ers, while the others include journalists, librarians, edu-
cators, and women's health advocates.

The amount oftime these recipients spent reading the
newsletter varies, but the median is 25 minutes. As many
as 86% of the respondents said their copy of Progress is
also read by others; these respondents estimated the
number of people reading their copy as follows: up to
four persons (40%), 5-9 persons (20%), 10-14 persons
(9.5%), 15-20 persons (7%) or more than 20 persons
(9.5%) read the newsletter. Several hundred issues of
Progress are received by libraries; 174 respondents an-
swered the question about library use and their median
estimate was that each issue is read by 19 persons.

Table 2 presents what readers say about how they use
the information in the newsletter.

Table 1. Distribution of professions of respondents

Profession Percentage

Scientist/researcher 26
Physician (government healthlFP service) 24
Physician (private practice) 11
Health/FP worker (including nurse, midwife, etc.) 14
National/international civil servant 12
Others (journalist, editor, librarian, teacher, etc.) 13

Table 2. How readers of the newsletter use the
information

How information is used Percentage

To keep "up-to-date" with the field
For teaching/training
To disseminate information to others
For reference purposes
To initiate new research
For patient management
For discussion with others

29
19
20
14
10
7
2

o

A number of Progress readers also read other news-
letters on fertility regulation. The survey showed that
more than half read the IPPF medical bulletin and that
27% read only that (besides Progress). More than a
quarter of Progress readers read Outlook, while smaller
numbers read the Network newsletter and the Popula-
tion bulletin of the United Nations.

Most Progress readers (94%) find the newsletter
either "very interesting" or "quite interesting". Similarly,
86% find it "very useful" or "quite useful" to themselves
and 76% fmd it "very useful" or "quite useful" to the
organization for which they work. This latter point is
borne out by the fact that many Progress readers say they
use the information in the newsletter for other purposes
such as teaching/training (19%), disseminating informa-
tion to others (20%), initiating new research (10%) or
for patient management (7%).

Most respondents (over 90%) to the questionnaire
indicated that the technical level of language used in
Progress is "about right". Similar proportions felt read-
ability was "good" or "very good", that the level of detail
was about right and that the layout was satisfactory for
the purpose of the newsletter. To make the newsletter
even more attractive to readers, some respondents sug-
gested that more illustrations (5%) and references to
published papers (5%) should be included.
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PLANNED ACTIVITIES

PUBLICATION

Khanna 1. Helping scientists to improve their communication skills. World health, November-December, 1997,6:14.

COLLABORATION

In the dissemination of information through the mass
media, the Programme works in collaboration with the
WHO Office of Health Communication and Public Rela-
tions. The scientific writing workshops are conducted in
collaboration with the WHO Office of Publications. The
Department of Communication, Comell University, Ithaca,
NY, USA, collaborates with the Programme in a variety
of activities including the conduct of communication
workshops for scientists. In 1997, the Programme as-
sisted the Family Planning and Population (FPP) Unit of
RHT in the design of a questionnaire to survey recipients
of the RHT document Improving access to quality care
in family planning.
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In 1998, the Programme will continue to produce its
usual serial and non-serial publications and appropriate
public relations material and. to conduct its scientific
writing and communication workshops. It is planned to
conduct scientific writing workshops in Dhaka, Bangla-
desh, and Mumbai, India. A workshop to train trainers of
scientific writing workshops is planned to be held in
Khon Kaen, Thailand; this workshop will enable the Khon
Kaen centre to conduct such workshops regularly at the
regional level. Activities to strengthen the communica-
tion capacity of collaborating centres will continue. The
Programme will continue to seek to collaborate with
selected groups with a view to intensifying the impact of
its information dissemination activities. Collaborative
activities are being planned with FPP for wider dissemi-
nation of various RHT publications through the Pro-
gramme's collaborating centres.



Staff of the Programme (December 1997)

Appendixl

Director's Office
(Vacant), Director
Dr Paul Van Look, Associate Director

Dr Francis Webb, Scientist

Dr John Hearn, * Consultant
Mrs Stephanie Baron, Administrative Officer

Mrs Corinne Penhale, Secretary
Miss Jennifer Bayley, Secretary

Miss Pamela Atiase, * Secretary

Women's Perspectives and Gender Issues

Ms Jane Cottingham, Technical Officer

Ms Helen Prophet, * Technical Officer
Mrs Karie Pellicer, Secretary

Communication and Dissemination of Information
Mr Jitendra Khanna, Technical Officer

Mrs Christel Karher-Wortmann, Clerk

Laboratory Methods Group
Dr Catherine d'Arcangues, Manager

Miss Sybil Taylor, Secretary

Toxicology Panel
Dr Patrick Rowe, Manager
Mrs Lynda Pasini, Secretary

Scientific and Ethical Review Group
Mr David Griffin, Manager
Mrs Lynda Pasini, Secretary

Administration and Finance

Mr Einar Roed, Chief
Mrs Annie Le Guenne, Administrative Assistant
Mr Luc Bernier, Photocopying Clerk

Mrs Natalie Maurer,* Secretary

* Tempprary staff.

Equipment and Supplies
Mrs Teresa Harmand, Clerk

Research and Development

Dr Paul Van Look, Responsible Officer
Mrs Hazel Ziaei, Administrative Assistant

Social Science Research
Dr Iqbal Shah, Team Leader

Ms Sarah Bott, * Visiting Michigan Fellow

Ms Maud Keizer, Secretary
Mrs Nicola Sabatini, Secretary

Technology Development and Assessment

Mr David Griffin, Team Leader
Mrs Lynda Pasini, Secretary

Dr Catherine d'Arcangues, Long-acting Methods

and Natural Family Planning

Miss Sybil Taylor, Secretary

Dr Helena von Hertzen, Post-ovulatorylMethods

and Breast-feeding
Mrs Janette Marozzi, Secretary
Mrs Jenny Perrin, Secretary

Dr Michael Mbizvo, Male Methods

Mrs Lynn Sellaro, Secretary

Mr David Griffin, Immunocontraceptives
Mrs Lynda Pasini, Secretary

Dr Patrick Rowe, Infertility and Intrauterine

Devices
Ms Barbara Kayser, Secretary

Mrs Jenny Perrin, Secretary
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Technology Introduction and Transfer
Mr Peter Hall, Team Leader

Dr Peter Fajans, Scientist

.Dr Eeva Ollila, * Consultant
Mrs Ruth Malaguti, Secretary

Ms Patricia Scarrott, Secretary

Asia and the Pacific

Dr Yi-fei Wang, Area Manager
Dr Patrick, Rowe, Medical Officer

Mrs Barbara Fontaine, Secretary
Ms Barbara Kayser, Secretary

Surveillance and Evaluation

Dr Olav Meirik, Team Leader
Mrs Anne Allemand, Secretary

Clinical Trials and Informaties Support
Dr Olusola Ayeni, Chief

Mrs Evelyn Jiguet, Secretary

Nationai Reproductive Health Research
Dr Joseph Kasonde, Responsible Officer

Mrs Hazel Ziaei, Administrative Assistant

Statistics

Dr Timothy Farley, Statistician
Dr Gilda Piaggio Pareja, Statistician

Miss Simone Boccard, Statistical Assistant
Mrs Annie Chevrot, Statistical Assistant

Miss Catherine Hazelden, Statistical Assistant
Mr Frederick Schlagenhaft, Statistical Assistant
Ms Milena Vucurevic, Statistical Assistant

Africa ahd Eastern Mediterranean
Dr Wole Akande, Area Manager

Dr Heli Bathija, Scientist

Ms Margrit Kaufmann, Secretary
Mrs Catherine Blanc,* Secretary

Informatics
Mr Alain Pinol, Senior System Analyst'

Mr Alexandre Peregoudov, Analyst Programmer
Mr Isaac Olayinka, Analyst ProgrammerLatin America and the Caribbean

Dr José Vi liar, Area Manager

Dr Enrique Ezcurra, * Consultant
Mrs Christine Gray,* Secretary

,
Mrs Edith Bajela-Jones,* InformaticsAssistant

Mrs Gabrielle Puget, Data-entry Operator

* Tempprary staff.
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The Special Programme of Research, Development and Research Training in Human
Reproduction was established by the World Health Organization (WHO) in 1972 to
coordinate, promote, conduct and evaluate international research in human reproduc-
tion. The United Nations Development Programme, the United Nations Population
Fund and the World Bankjoined WHO as cosponsors of the Programme in 1988 when
the World Health Assembly endorsed the role of the Programme in "coordination of the
global research effort in the field of reproductive health ".As the main instrument within
the United Nations system for research in human reproduction, the Programme brings
together health care providers, policy-makers, scientists, clinicians and consumer and
community representatives to identi fy and address priorities for research aimed at
improving reproductive health.

The Programme investigates the extent and nature of reproductive health problems, their
determinants and the interventions needed for their alleviation or resolution. While
fertility regulation has remained the core area of the Programme's research, the research
agenda in recent years has been broadened to address other challenges in reproductive
health. This reflects the Programme's response to the wide range of issues in reproductive
health identi fied in recent international fora, particularly the International Conference on
Population and Development in 1994 and the International Conference on Women in
1995. The Programme also carries out activities to strengthen the capabilities of
developing countries to meet their own research needs and to enable them to participate
in the global effort in reproductive health research

The Programme promotes the use of research results in policy-making and planning at
national and intemationallevels and contributes to the setting of norms, standards and
guidelines, including ethical guidelines, in the field of reproductive health research. The
Programme works to ensure that gender issues, and particularly the perspectives of
women, are reflected in both its research and research capability strengthening activities
to foster the achievement of greater equity and sexual and reproductive rights.


