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Executive summary

THE DEPARTMENT

The Department of Reproductive Health and Research
(RHR—referred to in this document as “the Department”) has
set itself the mission of helping people to lead healthy sexual
and reproductive lives. In pursuit of this mission the Depart-
ment endeavours to strengthen the capacity of countries to
enable people to promote and protect their own health and
that of their partners as it relates to sexuality and reproduc-
tion, and to have access to and receive quality reproductive
health services when needed.

The Department of Reproductive Health and Research was
established in November 1998 by bringing together the
UNDP/UNFPA/WHO/World Bank Special Programme of
Research, Development and Research Training in Human
Reproduction (HRP—referred to in this document as “the
Programme”) and the former WHO Division of Reproductive
Health (Technical Support) (RHT). The purpose of joining
these two entities was to facilitate integration of research and
programme development in reproductive health within WHO.

UNDP/UNFPA/WHO/World Bank Special
Programme of Research, Development and
Research Training in Human Reproduction (HRP)

The Programme was established in 1972 by WHO. In 1988,
the United Nations Development Programme (UNDP), the
United Nations Population Fund (UNFPA), and The World
Bank joined WHO as the Programme’s cosponsors. The
four cosponsoring agencies, together with the major finan-
cial 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’s budget and

programme of work. Broad strategic advice on the Pro-
gramme’s work is provided by the Scientific and Technical
Advisory Group (STAG) (Annex 1). In 1999, STAG assumed
the responsibility for reviewing, and advising on, the work of
the whole Department. The Scientific and Ethical Review
Group (SERG) 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 SERG Panel. It provides expertise in the evaluation of
pharmacokinetic, metabolic, endocrinological, toxicological,
teratogenicity, carcinogenicity and mutagenicity studies of
drugs or devices developed or studied by the Programme or
referred to it for advice. In addition, the Programme has sev-
eral strategic review committees and specialist panels that
advise on detailed research strategies.

PROMOTING FAMILY PLANNING

Research on users’ perspectives

Research on users’ perspectives provides scientifically
sound information on the needs and preferences of women
and men for reproductive health technologies and services.
This information is key to informed policy-making, and for
designing programmes and services which best address the
needs of users and potential users. Research findings also
provide the basis for developing appropriate evidence-based
norms and tools and improving existing, or developing new,
reproductive health technologies.

A pioneering study that examines links between family plan-
ning and risk behaviour related to HIV/AIDS has been under
way in African countries where the HIV epidemic is greatest:
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Kenya, South Africa, Uganda, United Republic of Tanzania,
Zambia, and Zimbabwe. Findings from this multicountry
study entitled “Family planning and sexual behaviour in the
era of HIV/STIs” were presented in Gaborone, Botswana, in
July 2003 at a seminar organized by the International Union
for the Scientific Study of Population (IUSSP) and the Depart-
ment of Population Studies at the University of Botswana.
The seminar provided an overview of what the South African
research team dubbed “the quiet revolution”—condom use
within marriage.

Because the condom’s association with prevention of sexu-
ally transmitted infections (STls) and HIV has effectively over-
ridden its family planning function, the researchers advised
that programmes and policies should now include married
couples among their target audiences. (Married women are
among the most vulnerable to HIV infection, and are often
unable to negotiate condom use with their husband.) Find-
ings so far suggest that, while behaviour is slowly changing,
there remains considerable potential for increasing condom
use within stable relationships. Recommendations were also
made for a refocusing of social marketing campaigns to ease
the stigma of condom use within marriage and long-term
partnerships.

Other work completed in 2003, using Demographic and
Health Survey (DHS) data on contraceptive choice from
16 developing countries, further reinforces the above policy
recommendations. It was found that a massive shift from
more effective birth control pills to less effective condom use
would not jeopardize the family-planning goal of reducing
unintended pregnancies and abortions. Furthermore, such
a shift will have the added benefit of preventing HIV/AIDS,
especially in countries with generalized HIV epidemic.

Using DHS data for 495 000 women from 47 developing
countries, work was also undertaken to estimate trends and
levels of childlessness, and primary or secondary infertility.

Selected highlights:

® Research papers presented at the IUSSP seminar
indicate that educated young African couples are
using condoms with some consistency, suggesting that
condom use within marriage may gain increasing social
acceptance. Findings from South African studies also
demonstrate that the second most powerful indicator of
condom use within marriage, after education, is a wom-
an’s perceived risk of infection from her spouse.

® A study in Senegal demonstrates that the implementa-
tion of a six-question checklist for family planning pro-
viders to rule out pregnancy significantly reduced the
number of non-menstruating women turned away from
family planning services from 10% to 4%.

® Research on users’ perspectives was published in 19
national or international journals.

® |n 2003, three new research projects on quality of care
were launched.

Research on the development of improved and
new methods for fertility regulation

The key objective of the Programme’s research in this area
is to broaden the choice of contraceptive methods for users
and potential users, by improving existing approaches and
technologies, and by developing entirely new ones. The
Programme has successfully collaborated with other fund-
ing partners and with the private sector to identify research
and development needs and to design and execute relevant
research in the field of fertility regulation.

The Programme pursues high-priority leads for novel,
innovative methods that are easier to use, simplify service
delivery, are associated with fewer and less severe side-
effects, and respond to the needs of users, including men.
The Programme’s goals link this work to subsequent large-
scale trials determining safety and efficacy. Behavioural and
acceptability research is also conducted, as appropriate

Selected highlights:

® Results of the Phase |l trial of the male contraceptive,
based on monthly injections of testosterone undecano-
ate, were published in 2003. Data demonstrate a failure
rate of 5.2 per 100 couple-years of use. No significant
adverse events or safety concerns were reported, illus-
trating the potential for this regimen as a safe, effective,
acceptable and reversible male contraceptive method.

® [nterim analysis of the ongoing Phase Il trial of testos-
terone undecanoate, the first-ever Phase lll trial of a
male hormonal contraceptive method, suggests that fail-
ure to respond adequately to the regimen may be more
common than indicated in the Phase Il trial, although the
response rate is in an acceptable range.

® A large multicentre study in China, involving nearly 5000
women and 32 centres, further confirmed the efficacy
and safety of a low dose of mifepristone (10 mg) when
used for emergency contraception.

® Phase | clinical trials and supplementary animal safety
studies of a totally new method of contraception based
on the production of an immune response against human
chorionic gonadotrophin (hCG) are scheduled to begin
in 2004 subject to availability of funds. The GMP batch of
the matrix formulation of the hCG immunocontraceptive
has been prepared and approved for release by drug
regulatory authorities in Sweden for Phase | trials.

® A product development plan was drawn up as part of
a collaborative strategy involving WHO, NIH, CONRAD,
the Concept Foundation and industry for the further
development and preclinical and clinical evaluation of
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levonorgestrel butanoate as a three-monthly injectable
contraceptive for women.

® Studies to determine the mechanism of action of levo-
norgestrel in emergency contraception indicate that the
pregnancy-prevention effect is mainly due to inhibition of
ovulation.

® The collaborative initiative between the Programme and
the Rockefeller Foundation for basic research in implan-
tation has completed its fifth and final year. Discussions
with industry have led to the formulation of a number
of collaborative research and development plans. Final
reports of the research undertaken in the six centres
participating in the initiative over the past five years will
be published in scientific journals.

Research on safety and effectiveness of
contraceptives

Research on the safety and effectiveness of existing meth-
ods of contraceptives forms an important part of the work of
the Programme. Most information on the safety and effec-
tiveness of contraceptive methods comes from studies con-
ducted in developed countries or from research conducted
on carefully screened and monitored groups of users. The
safety profile under actual conditions of use may be very
different, however, making it difficult to extrapolate results to
developing countries. Therefore, the overall research objec-
tives in this area are: (i) to collect evidence on the safety
and efficacy of contraceptives with particular emphasis on
developing countries; and (ii) to address priority unanswered
questions on existing methods of fertility regulation when
used in developing countries.

Selected highlights:

® Research continued on the safety and effectiveness of
the levonorgestrel-releasing intrauterine device and on
the long-term safety and effectiveness of the TCu 380A
intrauterine device.

® A multicountry study was launched on the comparative
clinical performance of two second-generation implant-
able progestogen-only contraceptive methods, Implanon
and Jadelle.

® Areview of evidence suggesting an association between
cervical cancer and long-term use of combined oral con-
traceptives continues.

Promoting family planning norms and tools

The overall objective of this area of work is to create evi-
dence-based and consensus-driven guidance to support the
provision of high-quality family planning services globally.

Selected highlights:

® The third edition of Medical eligibility criteria for contra-
ceptive use—a guide for policy-makers, family planning
programme managers and the scientific community—
was prepared. Whereas its counterpart, Selected prac-
tice recommendations for contraceptive use, addresses
how to use contraceptive methods and offers guidance
on common clinical issues, the Medical eligibility criteria
for contraceptive use addresses who can safely and
effectively use contraceptive methods.

® Field-testing was under way of the Decision-making tool
for family planning clients and providers, an interactive
tool which provides assistance in the choice of the most
appropriate method of contraception. This tool includes
guidance on dual protection for those at risk of both
pregnancy and STls, including HIV.

® Development of a handbook for health care providers,
which will serve as a companion guide to the Decision-
making tool for family planning clients and providers con-
tinues. This tool is intended to give in-depth information
on how to provide high-quality family planning services.

® A system was developed for ensuring that family plan-
ning guidance is created, and maintained, based on
the best available evidence. This system includes a
continuous and comprehensive process of identifying,
critically appraising, and synthesizing new evidence as
it becomes available.

MAKING PREGNANCY SAFER

One of the most striking examples of health inequality in
the world is the state of maternal-newborn health. Today, a
woman in the poorest countries has a risk of dying of preg-
nancy-related causes that is higher than that risk was 100
years ago in wealthy countries. Furthermore, the disparity
in maternal deaths between rich and poor countries is star-
tling. Nearly 90% of maternal deaths occur in Asia and sub-
Saharan Africa, while less than 1% occur in the developed
countries.

The Making Pregnancy Safer (MPR) initiative represents
WHO'’s contribution to the global safe motherhood move-
ment. The United Nations Millennium Declaration has set
targets which include reducing the maternal mortality ratio
by three-quarters, between 1990 and 2015, and achieving a
two-thirds reduction in under-five mortality by 2015 by reduc-
ing, inter alia, the number of newborn deaths.

The work of the Department in this area consists of: (i)
conducting research to map effective interventions and to
improve the quality of services (see below Generating new
evidence for maternal and perinatal health); and (ii) providing
normative guidance and technical support to countries for the
development, implementation and evaluation of cost-effec-
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tive interventions to reduce maternal and newborn morbidity
and mortality (see below Implementation of evidence-based
programmes).

Regions and countries are heavily involved in discussions
on the future work of the global Making Pregnancy Safer
initiative in order to assure that WHO’s plans, structures, and
commitments are responsive to their identified needs and
constraints. Despite severe funding shortages faced by the
Department in 2003, much progress was made in achieving
country objectives by fostering closer collaboration and coor-
dination with other United Nations agencies and partners. In
2003, WHO became host to the Secretariat of the Partner-
ship for Safe Motherhood and Newborn Health.

Generating new evidence for maternal and
perinatal health

The objective of research in this area is to provide up-to-
date epidemiological data on maternal and perinatal health
conditions and offer solid evidence on the effectiveness of
interventions and treatments that will significantly improve
maternal and newborn health worldwide. The Programme
expects to continue playing a leading role in this endeav-
our, as demonstrated by its landmark global achievement
in 2003—the completion, as planned in 1997, of the first
WHO Programme of Work for Maternal and Health Research
1998-2003, with an impressive 90% implementation rate
for 108 research activities conducted throughout the world
during this time period.

The Department’'s recent initiative, “From Research to
Action,” with its emphasis on nutritional interventions during
pregnancy and strategies to prevent postpartum haemor-
rhage, continues to impact positively on the quality of mater-
nal-newborn health in more than 14 countries.

Two comprehensive, new initiatives on a global scale began
in 2003: a global collaboration with funding agencies and
academic institutions worldwide to develop fundamental and
clinical research for the prevention of pre-eclampsia; and the
WHO Global Survey for Monitoring Maternal and Perinatal
Health which began in Africa and Latin America in 2003, and
will encompass 56 countries on all continents by the year
2005. By that time, data from over 400 000 deliveries, occur-
ring in over 1000 randomly-selected facilities worldwide, will
have been collected.

Selected highlights:

® |n 2003, several research projects were completed.
These included the calcium supplementation trial for the
prevention of pre-eclampsia, which included two ancil-
lary studies involving 8338 women, and the systematic
review of maternal morbidity in developing countries,
which included data from over 4000 publications. In
addition, two conceptual documents requested by major
international agencies to guide their institutional strate-

gies in maternal and perinatal nutrition were published. A
similar document on the future of maternal and perinatal
health research was prepared for the 25" anniversary
of the United Kingdom National Perinatal Epidemiology
Unit; all of these position papers are contributing to the
global research agenda for the next decade.

® Considerable efforts were made to disseminate the
results of previous research and secondary analyses
of data collected in the context of several trials. In 2003,
21 publications were produced. The primary results of
the trial evaluating a strategy to reduce unnecessary
caesarean sections will be published in 2004, together
with reports on women’s and providers’ perceptions of
care and the economic evaluation of interventions tested
in the context of the WHO Caesarean Section Trial and
the WHO Antenatal Care Trial.

® Implementation of recommendations underscored in
the initiative “From Research to Action” is under way in
Argentina, Australia, Bolivia, Brazil, Chile, Cuba, Ethio-
pia, Haiti, Oman, Pakistan, Spain, Syria, Thailand, and
Zambia. In the Latin American and Caribbean region,
the new model of antenatal care is now being promoted
by the WHO Regional Office for the Americas in 11 focal
countries.

® FEight new specific projects were initiated, including four
randomized clinical trials to evaluate therapeutic and
preventive interventions during pregnancy together with
two ancillary studies, a study to develop a diagnostic tool
for birth asphyxia at community level, and an initiative on
maternal and newborn health and poverty.

Implementation of evidence-based programmes

During 2003, the Making Pregnancy Safer team extensively
consulted with regional and country focal points to finalize
the Making Pregnancy Safer strategy. Intensive work to
refine the strategy has sharpened WHO’s focus and con-
tribution to assist Member States to galvanize broad-based
political support in order to strengthen existing efforts and
programmes for maternal and newborn health. The strategy
was finalized following consultations with regional office staff
at the Second Global Team Meeting of Making Pregnancy
Safer held in May 2003.

The strategy outlines evidence-based guidance on what
countries, international agencies, and other partners can do
to address the huge global disparities in maternal and new-
born health and help reduce morbidity and mortality in this
area. In particular, the strategy promotes access for all preg-
nant women and their newborn, particularly poor and under-
served populations, to a “continuum of care” for pregnancy,
birth and the postnatal period. The Department’s Scientific
and Technical Advisory Group in 2003 recommended activi-
ties to promote, intensify and coordinate work in this area.
Projects, involving technical support provided by Making
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Pregnancy Safer teams from WHO headquarters, regional
and country offices at the policy and strategy level, as well as
at the maternal and newborn health programme development
and implementation level, are under way in 82 countries.

Despite severe funding constraints, much was accomplished
in 2003. A significant number of key guidance tools were
finalized, translated and published, and are being used by
countries throughout the world. Other major tools which
address policy, strategy, clinical services, training and advo-
cacy are near completion. Future efforts will continue to shift
from development of guidance towards greater support to
countries. Still, work will need to continue to strengthen the
evidence base to assure that WHO continues to provide the
most up-to-date information and guidance in the field.

Selected highlights—development of tools and
guidelines:

® The Integrated Management of Pregnancy and Child-
birth is a comprehensive set of tools designed to provide
guidance to countries for improving maternal and new-
born heath. An overview of the tools is regularly updated
on the Department’s web site. Managing complications
in pregnancy and childbirth: a guide for midwives and
doctors is being used in several countries to improve
national standards of emergency obstetric care. Trans-
lations into Chinese, Lao, Mongolian, Spanish, and
Vietnamese were completed in 2003. By 2004, the guide
will be available in over 10 languages, including French,
Arabic and Portuguese. The companion guide, Manag-
ing newborn problems: a guide for doctors, nurses and
midwives was endorsed by UNFPA, UNICEF, the World
Bank, FIGO, the International Pediatric Association and
the International Confideration of Midwives. Pregnancy,
childbirth, postpartum and newborn care: a guide for
essential practice was endorsed in 2003 by UNFPA,
UNICEF, and the World Bank. Its adaptation is under
way in Africa and the Western Pacific. Validation studies
were conducted in Brazil in 2003 and similar studies are
planned for Sudan and Uganda.

® During 2003, the Making Pregnancy Safer team worked
closely with the WHO Roll Back Malaria (Malaria in Preg-
nancy) team and the WHO Regional Office for Africa to
finalize a tool provisionally entitled A policy framework
for malaria prevention and control during pregnancy in
the African Region. This tool provides policy-makers and
national programme managers with guidance on pre-
vention and case management of malaria in pregnant
women (the main adult target group in Africa).

® Kangaroo mother care: a practical guide is being trans-
lated into several languages—Albanian, Bengali, Bahasa
Indonesia, Japanese, Portuguese, and Vietnamese.

® Tools finalized and ready for printing and/or field-testing
include: Handbook for communication and counselling

with pregnancy, childbirth, postpartum and newborn
care: a guide for essential practice (field reviews in
Malawi and the Philippines); Beyond the numbers:
reviewing maternal deaths and complications for making
pregnancy safer (regional facilitators are being trained in
South-East Asia and Africa); the revised WHO midwifery
education modules; the Strengthening midwifery toolkit;
the Reference guide on HIV-related care and support to
women and children.

® Major tools in the final stages of development included
(provisional titles): Standards for maternal and neonatal
care; Antenatal care reference guide; Making pregnancy
safer education and training strategy; Making pregnancy
safer planning guide; Human rights assessment tool for
maternal and neonatal health: a multisectoral approach
for improving laws, policies and standards of care; and
on CD-ROM, Making pregnancy safer essential health
technology package.

Selected highlights—technical support to countries:

® |n Africa, a major achievement of 2003 was the estab-
lishment or strengthening of Making Pregnancy Safer/
Safe Motherhood national task forces or partner coordi-
nation committees. Task forces are meeting routinely in
Ethiopia, Mauritania, Mozambique, Nigeria, and Uganda
and efforts are being intensified to revitalize similar task
forces in the other countries of the region.

® During 2003, the WHO Regional Office for the Americas
provided intensive technical assistance to priority coun-
tries (Bolivia, Brazil, Dominican Republic, Ecuador, EI
Salvador, Guatemala, Guyana, Haiti, Honduras, Nicara-
gua, Paraguay, and Peru) to operationalize the regional
strategy for maternal morbidity and mortality reduction at
national and local levels.

® |n the WHO Eastern Mediterranean Region, technical
and financial support has been maintained to strengthen
and expand Making Pregnancy Safer strategies in prior-
ity countries such as Afghanistan, Djibouti, Iraq, Paki-
stan, Somalia, Sudan, and the Republic of Yemen.

® Other notable accomplishments in 2003 include:
increased numbers of midwifery students in Sudan;
upgrading of skills in emergency and obstetric case
management, particularly in rural and remote areas in
Afghanistan, Djibouti, Somalia and the Sudan; improv-
ing health care providers’ skills in neonatal resuscitation
and control of newborn infections, as well as emergency
obstetric and gynaecology services in Syria; review
of the Safe Motherhood strategy and programme in
Morocco and in two provinces in Yemen; and undertak-
ing a national survey on perinatal health care in Syria.

® Introduction of the Making Pregnancy Safer strategy
was continued in 10 priority countries in the European
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Region (Albania, Armenia, Georgia, Kazakhstan,
Kyrgyzstan, Moldova, Romania, Russian Federation,
Tajikistan, Turkmenistan and Uzbekistan). Azerbaijan,
Macedonia, Poland and Turkey have requested introduc-
tion of the strategy in 2004—2005.

® |nitial orientation and planning meetings involving staff
from the Ministry of Health, key stakeholders, and
partners were held in 2003 in all 10 priority countries.
National plans of action were developed, including train-
ing of trainers, supervisors, top-level clinicians and deci-
sion-makers, and the building-up of model sites.

® Full support for Making Pregnancy Safer was achieved
at policy level in most of the 10 countries of the Euro-
pean region. In Uzbekistan, outdated laws that constitute
a barrier to implementing evidence-based care will be
substituted with a new legal framework.

® |n the South-East Asia region, special emphasis has
been placed on promoting skilled birth attendance, espe-
cially in Bangladesh, India, Nepal, and Timor Leste.

® |n October 2003, SEARO together with WPRO, UNICEF
and UNFPA organized a bi-regional workshop, ‘Progress
on maternal mortality reduction’, at which high-level gov-
ernment officials and major partners reviewed progress
and shared lessons learnt.

® The Government of India launched, together with
SEARO, a “National Safe Motherhood day” on 11 April
2003. This has provided crucial political commitment to
the agenda of safe motherhood—not only in India but
also in other countries in the region.

® The Making Pregnancy Safer web site <www.who.int/
reproductive-health/MNB/index.htm> was further devel-
oped in 2003. Another web site has also been set-up,
with detailed information about WHO activities in making
pregnancy safer in the European region: <www.who.dk/
pregnancy>.

CONTROLLING SEXUALLY TRANSMITTED AND
REPRODUCTIVE TRACT INFECTIONS

The key objectives of the Controlling Sexually Transmitted
and Reproductive Tract Infections team are: (i) to increase
the availability of high-quality, culture- and gender-sensitive
and non-stigmatizing services for the prevention, care and
management of sexually transmitted infections (STls) and
reproductive tract infections (RTIs) and their complications;
(ii) to broaden the range of safe, effective and affordable
methods to prevent and manage STls and RTls and mother-
to-child transmission (MTCT) of HIV and STls; and (iii) to
contribute to the strengthening of national health system
capacity to deliver these services.

Selected highlights:

An updated global strategy for STI prevention and con-
trol that reflects recent evidence and experience in STI
control and its impact on the HIV epidemic is ready to
be presented and discussed at a series of regional and
international consultations. A strategy for the elimination
of congenital syphilis and control of syphilis in the gen-
eral population is under development.

A package of guidelines and tools that will assist pro-
gramme managers to plan and implement effective
and appropriate interventions to prevent, control and
manage STIs and RTIs was compiled. The package
includes: Programme guidance tool for sexually trans-
mitted and reproductive tract infections (under develop-
ment); the Sexually transmitted and other reproductive
tract infections: a guide to essential practice (in press);
the Guidelines for the management of sexually transmit-
ted infections; Training modules for the management of
sexually transmitted infections; and a new guide, Com-
prehensive cervical cancer control: a guide to essential
practice.

Updated Male latex condom specification and guidelines
for condom procurement was published to improve the
quality of condoms manufactured and used in countries
for STI and HIV prevention.

Azithromycin was included on the WHO Model list of
essential medicines for the treatment of genital Chla-
mydia infection and trachoma, as part of the strategy to
improve access to and sustainability of drugs required
for STI control at country level.

The contraceptive effectiveness of the female condom
compared with the male condom is being assessed
in over 1000 volunteers from family planning clinics in
China, Nigeria, Panama and South Africa.

A project to assess the comparative efficacy of male and
female condoms against exposure to sexually transmit-
ted pathogens is scheduled to start in 2004.

In partnership with CONRAD, the Programme success-
fully concluded a three-centre, randomized double-blind
Phase | study of the safety and acceptability of 6% cel-
lulose sulfate gel compared with placebo (K-Y Jelly)
among healthy women volunteers in India, Nigeria, and
Uganda. Further evaluation of cellulose sulfate for the
prevention of HIV infection is now warranted.

The WHO-CONRAD Manual for the standardization
of colposcopy for the evaluation of vaginal products
was updated. This is a central technique in the safety
assessment of topical microbicides developed to fight
STIs/HIV.
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® A protocol was finalized and cleared to study the impact
of a triple-combination antiretroviral prophylactic therapy
on the rate of mother-to-child transmission (MTCT) of
HIV. The study is a response to the critical issue of safe
breastfeeding for women who are HIV positive.

PREVENTING UNSAFE ABORTION

Approximately 19 million unsafe abortions occur worldwide
each year, resulting in many tragic consequences. The two
main objectives of the Programme’s work in this area are pre-
venting unsafe abortion and its consequences, and improving
the safety of current abortion procedures and postabortion
care. To this end, the workplan focuses on generating scien-
tifically sound evidence for providers and policy-makers to
enable them to make informed decisions about implementing
best practices and resource allocation.

Projects include documentation of global and regional levels
of unsafe abortion and associated morbidity and mortality,
social science research to better understand the pathways
to safe and unsafe abortion, clinical trials to evaluate medical
abortion techniques, the development and implementation of
guidelines for safe abortion, and technical support to coun-
tries to improve abortion care.

Selected highlights:

® New global and regional estimates of unsafe abortion-
related mortality became available in 2003 and show
that 68 000 women die each year due to unsafe abor-
tion, while another five million women suffer temporary
or permanent disability.

® Recent studies indicate that abortion and contraceptive
use may increase concurrently in countries where fertility
rates are rapidly declining and family planning services
are unable to meet the growing demand for contracep-
tives.

® Age patterns of unsafe abortion vary by region. In Africa,
for example, nearly 60% of unsafe abortions occur in
women less than 25 years of age, while in Asia, 50%
of all unsafe abortions occur in women 25-35 years of
age.

® The systematic review of medical methods for first
trimester abortion shows that combined regimens are
more effective than single agents. In the combined regi-
men, the dose of mifepristone can be lowered to 200 mg
without significantly affecting the method effectiveness.

® The Programme is planning a conference in Bellagio,
Italy, in 2004 to reach a consensus on the optimal regi-
men for medical abortion and the service requirements
for the provision of this method.

® The Programme continues to assist countries with
improving the quality of abortion services, including
counselling, in Romania and Viet Nam, and it assisted
the Ministry of Health of Mongolia in conducting a strate-
gic assessment of issues related to abortion. In all three
countries, Ministries of Health are implementing recom-
mendations resulting from the strategic assessments.

® Safe abortion: technical and policy guidance for health
systems was released in 2003 and distributed to Min-
istries of Health through WHO regional offices. This
document is in high demand and is being translated into
French, Polish, Portuguese, Russian and Spanish.

PROMOTING SEXUAL AND REPRODUCTIVE
HEALTH OF ADOLESCENTS

The objective of the Department’s work in this area is to gen-
erate evidence to promote healthy sexual development and
maturation and to strengthen the capacity of adolescents
to have equitable and responsible relationships. Activities
primarily focus on supporting research and developing the
evidence base on the sexual and reproductive health situa-
tion, needs, and perspectives of adolescents in developing
countries. Related to this work are activities intended to
strengthen national capacity for research in this area and
dissemination of findings.

Selected highlights:

® Sixty papers detailing WHO’s social science research
initiative on adolescent sexual and reproductive health
were published in national or international journals and
results from selected studies were presented at interna-
tional seminars or conferences.

® Analysis of Demographic and Health Survey (DHS)
data for never-married young women in Colombia and
Peru showed that during the 1990s, condom use rose
dramatically, becoming the first most commonly-used
method in Colombia and the second in Peru. While use
of contraceptives, especially condoms, increased, there
was an even greater rise in sexual activity among young,
never-married women in the two countries, resulting in
unintended pregnancy and abortion.

® Small-scale focused studies (13) from Latin America,
supported under current research initiatives, show the
persistence of double standards for men and women,
lack of sexual communication and negotiation, and
negative social norms which constrain a young person’s
access to sexual and reproductive health services.

® Results from an operations research project in Benin,
Céte d’lvoire, Cameroon, Guinea and Senegal show
that reproductive health services, especially those in
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the public sector, are beyond the reach of most young
people for a number of reasons: cost, negative attitudes
of providers, and prevailing societal values against
sexual activity outside marriage.

® The network of investigators engaged in adolescent
research was provided continued assistance in devel-
oping papers for presentation at conferences and for
submission to journals.

® Core instruments developed for the study of adoles-
cent sexual risk behaviours (focus group discussion
guidelines, in-depth interview guides and a survey
questionnaire) and an annotated bibliography of relevant
materials were provided to a large number of research-
ers. These tools are available on the Department’s web
site.

® Ongoing research projects include: investigating the
extent to which hormonal contraception suppresses
peak bone mass in adolescents; factors underlying
reports of unusually high levels of lower genital tract
infection among pre-adolescents in Mongolia; and the
reproductive health needs of young migrants in the
Greater Mekong region.

® The unique needs of adolescents are highlighted in tools
and guidelines developed by the Department to promote
reproductive health.

® A meeting was organized jointly with the Population
Council (New Delhi) and the Family Health International/
YouthNet project to review the evidence on non-consen-
sual sexual experiences among young people in devel-
oping countries and to identify research and intervention
priorities and appropriate methodologies.

® Collaboration continued with the WHO Department of
Child and Adolescent Health and Development (CAH) in
a number of activities, including joint planning of meet-
ings and review of documents.

GENDER AND REPRODUCTIVE RIGHTS IN
REPRODUCTIVE HEALTH

The Department’s objectives are: (i) to develop and evaluate
strategies and mechanisms for promoting gender equality
and human rights in reproductive health research, pro-
gramming and technical support; (ii) to support countries
to ensure that reproductive health programmes and policies
respect, protect and fulfil human rights and promote gender
equity and equality; and (iii) to ensure that the promotion of
gender equity and equality and human rights principles are
integrated into the Department’s work.

Selected highlights:

® A validation study of the Health and human rights policy
action tool was finalized and prepared for field-testing in
Brazil and Mozambique.

® The Department participated in the development of a
framework for indicators that can be used to measure
governments’ progress in fulfilling their human rights
obligations relating to health.

® Transforming health systems: gender and rights in repro-
ductive health, a 3-week training curriculum for health
managers, was produced on CD-ROM. The Spanish
translation was published in August 2003.

® The Ministry of Health and the WHO Office in Myanmar
conducted a two-week training course on Gender and
rights in reproductive health, adapted from the WHO
curriculum noted above. Similar courses are planned for
Kazakhstan and the Sudan in 2004.

® The Department provided, to four United Nations Treaty
Monitoring Bodies, information on the sexual and
reproductive health situation in 10 countries that were
required to report to the Treaty Bodies about their adher-
ence to various rights-related international treaties. The
Department also contributed to reports made by the
Department on Child and Adolescent Health and Devel-
opment on three countries reporting to the Convention
on the Rights of the Child.

PROMOTING SEXUAL HEALTH

The goal of the new cross-cutting area of sexual health is to
promote optimal sexual health and an affirmative view of sex-
uality for women, men and young people. The Department
will focus on: (i) building the evidence base for high-qual-
ity, non-discriminatory, acceptable and sustainable sexual
health education and service programmes; and (ii) increas-
ing knowledge and understanding of the social and cultural
factors related to harmful sexual practices in order to develop
strategies to abolish such practices.

Selected highlights:

® |n 2003, the Department elaborated a Medium-term Pro-
gramme of Work on sexual health and began to develop
a conceptual framework on sexual health based on
extensive consultation within and outside WHO, which
will be published in the planned sexual health document
series in 2004.

® ntegrating sexual health into reproductive health pro-
grammes was finalized for publication, with assistance from
scientists from the Royal Tropical Institute (KIT) Amster-
dam, Netherlands, and the London School of Hygiene and
Tropical Medicine, London, United Kingdom.

—
—

>
=
=
c
=
a2
(o}
=
=
n
=
o
1]
T
(<]
=
-
N
(=
o
w




m
[=3
o
(o]
R ol
3
[}
Q
[
o
®
=
c
<
3
-
(]
3
c
c
<
12

Annual Technical Report 2003

® A research methods design workshop was held in
Bangkok, Thailand, as a first step in the planning of
a multicountry study on gender, sexuality and vaginal
practices.

TECHNICAL COOPERATION WITH COUNTRIES

Overview of activities—inter-regional activities
and collaboration with WHO Regional Offices

The main objectives in the area of technical cooperation
with countries are: (i) to assist developing countries in iden-
tifying priority areas where research is required to address
reproductive health needs; (ii) to support national planning
and programming, including the introduction of reproduc-
tive health technologies and the adaptation and application
of practice guidelines essential for improving reproductive
health; (iii) to provide assistance to developing countries to
strengthen their capacity to undertake research, and to dis-
seminate and apply results of reproductive health research;
and (iv) to collaborate with countries in the monitoring of
effects of policies and initiatives related to health sector
reforms on reproductive health programmes and outcomes.

Selected highlights:

® With support from the Programme and from national and
international sources, 761 research projects are cur-
rently under way in collaborating research institutions.
A total of 736 research articles were published, and/or
disseminated through congress abstracts presented at
national, regional and international scientific events.

® A total 27 institutions (or national research coordinat-
ing committees) were receiving support through either
Long-term Institutional Development grants or through
Resource Maintenance Grants. Research Training
Grants were awarded to 24 scientists from these institu-
tions, most of whom received their training within their
respective regions.

The WHO Regions of Africa and the Eastern
Mediterranean

The main objective in the African and Eastern Mediterra-
nean regions is to build and develop the research capacity
of institutions in order to enhance their potential to imple-
ment reproductive health research relevant to national and
regional needs and to facilitate their participation in the
global research effort.

In 2002—-2003, the Programme collaborated with 47 institu-
tions or research groups in 28 countries in these two regions.
Seven institutions received Long-term Institutional Develop-
ment grants, and three received Resource Maintenance
Grants.

Selected highlights:

® A total of 129 studies were carried out by the 10 centres
receiving Long-term Institutional Development grants or
Resource Maintenance Grants. From these 10 centres,
45 studies were published in national and international
journals, and staff of these centres served in 52 differ-
ent advisory roles at national, regional and international
levels.

® Data collection for the study on obstetric sequelae of
female genital mutilation (FGM) was completed in six
countries and preliminary analyses were carried out.
Three proposals on sociocultural aspects of FGM were
approved and a grant from the European Commission
was received for research on decision-making related to
FGM and for developing and implementing models for
fighting against this practice.

® A protocol for the operations research project “Commu-
nity and facility-based interventions towards improving
maternal and newborn health” was approved.

® Support was given to the Department of Obstetrics and
Gynaecology, University of Harare, Zimbabwe, to con-
duct a workshop on cervical cancer screening by visual
inspection with acetic acid (VIA) and to pilot-test in dis-
trict hospitals in five countries this promising method for
identifying high-grade precancerous lesions.

® Support was given to the African Task Force of Repro-
ductive Health, and to 74 participants in workshops and
courses on research methodology, semenology and
operations research.

® QOperations research on improving reproductive health
services for adolescents continued in Benin, Cameroon,
Céte d’lvoire and Guinea and was completed in Sen-
egal.

® An operations research training initiative for French-
speaking African countries was launched in collabora-
tion with FRONTIERS, and the first orientation workshop
was held in Bamako, Mali for decision-makers, pro-
gramme managers and researchers from six countries.

The WHO Region of the Americas

Collaboration was under way with seven institutions in the
Region of the Americas which are conducting an impressive
number of research projects—187 studies conducted during
2002-2003—on topics relevant to regional and national
reproductive health problems.

Selected highlights:

® Of the 187 projects, only 15% received direct funding
support from WHO, indicating an increased reliance on
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national funding sources and support from other interna-
tional agencies.

® Nineteen staff from regional centres underwent training
outside their home countries, and the seven centres
receiving research capacity-strengthening support (in
the form of Resource Maintenance Grants) trained 847
professional and technical staff from other local institu-
tions. Sixty-two fellows participated in formal courses
and 4006 attended short, group-learning activities such
as seminars and workshops organized by the centres.

® During 2002-2003, a total of 299 research articles,
including 268 original papers and 31 review articles,
were published and 77 books and book chapters were
authored by staff from the centres receiving research
capacity-strengthening support.

® A national workshop attended by researchers, policy-
makers and other stakeholders (most from regions
where maternal mortality ratios are high) was orga-
nized in Buenos Aires, Argentina in December 2003.
Researchers addressed the two main contributors to
maternal mortality: hypertensive disorders of pregnancy
and postpartum haemorrhage. Workshop participants
agreed to utilize recommended practices learned at the
workshop and meet within the year to discuss the degree
to which services offered to pregnant women have been
optimized in their hospitals.

The WHO Regions of South-East Asia and the
Western Pacific

An integral part of the Programme’s work to improve repro-
ductive health in the WHO Regions of South-East Asia and
the Western Pacific is the continued development of relevant
skills for enhancing national leadership, priority-setting,
advocacy, communication, networking and negotiation, and
the use of research results and partnerships. To achieve
these objectives, the Programme continues to help develop-
ing countries build and maintain networks, and enhance their
capacity to identify their needs for improving national repro-
ductive health research through institutional development
and training grants. These activities should result in greater
participation in national, regional and global research, in
accordance with the highest scientific and ethical standards,
as well as increased dissemination and application of the
results of reproductive health research to national policies
and programmes.

Selected highlights:

e [Efforts to build and maintain networks in research and
training continued. Research links were strengthened
between Prince Henry’s Institute of Medical Research,
Melbourne, Australia and the Shanghai Institute of
Planned Parenthood Research, Shanghai, China.

Research training initiatives involved collaboration
between universities in Galle, Sri Lanka and Miinster,
Germany.

® Six centres in five countries were receiving support
through Long-term Institutional Development grants and
13 centres in four countries were receiving Resource
Maintenance Grants.

® A regional research initiative, “Adolescent migrants and
reproductive health in the Greater Mekong Region”,
brought together researchers from social research cen-
tres in China, the Lao People’s Democratic Republic,
Thailand and Viet Nam. Another multicentre regional
project, “Patterns and predictors of caesarean section in
Asia”, involved 13 centres from 10 countries.

® Partnerships were forged on a regional or international
level with the Forum for Ethical Review Committees
in Asia and the Western Pacific (FERCAP) for train-
ing researchers on ethical issues in research; with the
Population Council, Regional Office, Asia, on operations
research training; and with the Fudan University School
of Public Health, Shanghai, China, and the Geneva
Foundation for Medical Education and Research,
Geneva, Switzerland, to conduct training courses on
reproductive health in China.

Central and Eastern Europe, including the Newly
Independent States and Central Asian Republics

The WHO European Health Report of 2002 stated that an
East-West health divide has opened up in the European
Region with a significantly worsening situation in the East.
Recent surveys indicate some disturbing trends common to
countries of Central and Eastern Europe and Newly Inde-
pendent States: (i) levels of maternal death up to five times
higher than in the West despite universal health coverage; (ii)
emerging HIV/AIDS epidemic due to an explosion of STls,
intravenous drug use, growing sex trade, and increased
sexual contact among young people; (iii)) reliance on repeat
abortions as a means of birth control; (iv) persistently high
unmet needs for modern contraception.

Furthermore, with population size shrinking or stalling due
to very low birth rates, some policy-makers in the European
Region now consider family planning unnecessary or coun-
terproductive.

The Programme’s main objectives in the European Region
are: (i) to strengthen national capacity in reproductive health
research, with particular focus on providing training oppor-
tunities for Central and Eastern Europe, Newly Independent
States and Central Asian Republics; and (ii) to assist the
WHO Regional Office for Europe (EURO) in providing tech-
nical support to countries to implement reproductive health
programmes.
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Selected highlights:

® The third meeting of the European Regional Advisory
Panel, held in Estonia in August 2003, deliberated three
main issues: (i) research and capacity building; (ii) con-
tinued information dissemination through the magazine
Entre Nous; (i) support to EURO to implement its strat-
egy for sexual and reproductive health, including adapta-
tion of the WHO gender and rights in reproductive health
course (Transforming health systems: gender and rights
in reproductive health).

® The second WHO/FRONTIERS course on operations
research, held at the Kazakhstan School of Public
Health in April 2003, focused on Russian-speaking
countries. Several research proposals emanating from
this course are being reviewed for possible funding.

® Technical and financial support was provided to the 11®"
session of the postgraduate course on reproductive
medicine and reproductive biology, organized annually
by the WHO Collaborating Centre, University of Geneva,
Geneva, Switzerland.

Policy and programmatic issues

The Department’s objectives in this area are to review,
develop and test methodologies to assist countries in the
planning and implementation of reproductive health services
and to provide technical support to countries. Central to this
work are the testing, refinement and promotion of the Stra-
tegic Approach to improve the quality of care of reproductive
health services.

The Strategic Approach is a three-stage process to assist
national-level decision-making to improve the quality of care
of reproductive health services. Stage | strategic assess-
ments examine users’ needs and perspectives, available
technologies and services and the capacity of the service
delivery system, so as to determine appropriate strategies
for improving the quality of care. Stage Il involves policy
development and action research to design and test optimal
models for introducing or reintroducing health services or
technologies. Stage Il uses research results and lessons
learned in Stage Il for policy and programme development
and the scaling-up of activities.

Selected highlights:

® Work began on a new, easily adaptable field guide for
implementing all three stages of the Strategic Approach.
This new document will supplement the existing guide
that focuses on contraceptive introduction.

® |n 20 countries throughout the world, continued adap-
tation of the Strategic Approach is helping to address

a wide range of reproductive health issues. A strategic
assessment of comprehensive, integrated reproductive
health services that emphasizes access to and utiliza-
tion of services by the poor was completed in Yunnan,
China, and will soon take place in Rajasthan, India. A
strategic assessment of abortion-related issues was
conducted in Mongolia. An assessment focusing on
maternal and newborn health will take place in Paraguay
in early 2004. In Nigeria, an assessment of adolescent
reproductive health issues is being planned.

® Stage Il activities continued in China, Ethiopia, Myanmar
and Viet Nam.

® Scaling-up of tested interventions is under way in Stage
Il activities in Bolivia, Brazil, Myanmar, Viet Nam and
Zambia.

® The results of systematic reviews of available data on
the safety and efficacy of IUDs and hormonal contracep-
tive methods, provided through China’s national family
planning programme, will be presented to national
policy-makers in early 2004 to support their selection of
the safest and most effective products for provision.

® A three-year initiative to examine the impact of health
sector reforms on reproductive health services and out-
comes began in 2003 in collaboration with the Women’s
Health Project of the University of Witwatersrand, Johan-
nesburg, South Africa. The “Sexual Rights and Reforms
Project” brings together members of nongovernmental
women’s health organizations from Africa, Asia, and
Latin America to develop an agenda for research and
advocacy on sexual and reproductive health and rights.

Implementing best practices

The Implementing Best Practices (IBP) initiative is a global
collaborative effort, involving 20 partner agencies committed
to working with regional and country health professionals
to introduce, adapt (according to country needs) and apply
evidence-based practices to improve access to and the
quality of reproductive health services. This is implemented,
inter alia, through on-site visits and an electronic communi-
cation system to facilitate in-country and country-to-country
sharing of experience, best practices and lessons learnt.
IBP partners undertake activities on a cost-sharing basis
and are committed to providing countries with the ongoing
support necessary to take guidelines into practice. The IBP
Consortium is also developing a mentorship and follow-up
programme.

Activities in the “WHO Programme to Map Best Reproductive
Health Practices” include primary research, research synthe-
sis, dissemination and capacity-strengthening in evidence-
based decision-making worldwide.
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Selected highlights:

® Twenty partner agencies signed a Memorandum of
Understanding to form the Implementing Best Practices
Consortium and developed a number of knowledge-
sharing tools to support the dissemination of reproduc-
tive health best practices.

® |nlIndia, an in-country team of 11 agencies organized the
IBP initiative launch in four States at a meeting involving
280 health professionals.

® The randomized controlled trial of an active dissemina-
tion strategy for evidence-based reproductive health
information using The WHO reproductive health library
(RHL) was completed. Results will be available in 2004.

® Cochrane and non-Cochrane systematic reviews cov-
ering high-priority reproductive health topics continue
to form the backbone of the work on implementing
best practices. Three new Cochrane reviews and five
Cochrane review protocols were published. Thirteen
systematic reviews were updated.

® Subscription to RHL exceeded 13 000 in 2003, and a
total of 22 000 copies in English and 10 000 in Spanish
were distributed.

® RHL editors and scientists from partner institutions con-
ducted 77 RHL presentations or workshops worldwide.

® Draft manuals for the training initiative developed jointly
with the WHO Regional Office for Africa and the South
African Cochrane Centre were produced and a technical
meeting was held to develop a similar programme in the
WHO South-East Asia Region.

MONITORING AND EVALUATING
REPRODUCTIVE HEALTH

The Department’s aim is to monitor progress in attaining
reproductive health-related goals and targets, including the
Millennium Development Goals of reduction of maternal and
under-five mortality.

Selected highlights:

® A systematic review of global maternal morbidity and
mortality for 1997-2003 was completed. More than
60 000 reports were screened, with 2500 selected for
inclusion in the review. A report on the methodology
of the review was submitted for publication. The global
maternal mortality estimates for 2000 were released.
The morbidity reports will be published in 2004.

® Global, regional and subregional estimates of the pro-
portions of births attended by skilled health personnel
were updated.

® A systematic review of the prevalence, associated fac-
tors and consequences of genital organ prolapse was
completed and the report is being revised.

® A database of 17 reproductive health indicators short-
listed for global monitoring was developed and published
on the Department’s web site in early 2003, and provides
up-to-date information at the national, regional, and
global levels.

® At a technical meeting, organized in collaboration with
UNFPA, to measure access to reproductive health ser-
vices, a set of four access indicators and future priority
areas of work were identified.

COMMUNICATION, ADVOCACY AND
DISSEMINATION OF INFORMATION

The Department seeks to facilitate access within and outside
the Department to reproductive health knowledge including
that resulting from the Programme’s work, through communi-
cation, advocacy, and dissemination of information.

Selected highlights:
® A total of 30 information products were developed.

® The Department's Annual technical report 2002 was
issued on a professionally-designed, interactive CD-
ROM, which also includes the complete contents of the
Department’s web site.

® |[ssue No. 6 of The WHO reproductive health library
(RHL) was produced in English and Spanish and widely
distributed.

® A 10-minute training video on caesarean sec-
tion was produced for inclusion in RHL
No. 7.

® The Department’s web site received over half a million
visitors who downloaded more than one million files.

® A new training component on research proposal writing
was developed and tested in a scientific writing work-
shop conducted in Chiang Mai, Thailand, at which 37
scientists were trained.

® Training material for a new scientific writing workshop
dedicated to social science research was developed and
tested in collaboration with FRONTIERS (Population
Council).
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CLINICAL TRIALS AND INFORMATICS SUPPORT

This group provides statistical and data processing support
for all multicentre and some single-centre research projects
undertaken by the Programme. The group also provides
support to research capability strengthening in collaborat-
ing institutions by offering technical expertise, as needed, to
strengthen data processing procedures and policies and to
refine the application of biostatistics in research studies and
clinical trials.

Selected highlights:

® Methodological research on statistical issues related to
the meta-analysis of observational studies, and work on
guidelines for the reporting of clinical trials continued.

Support was provided to 64 single- and multicentre
research projects.

Staff from the group supervised data collection and
monitored data quality at several collaborating centres in
Egypt, South Africa, and the Sudan that are participating
in international multicentre studies.

Editing of Standard Operating Procedures, drafted for
implementation of WHO’s Good Clinical Practice guide-
lines in all of the Programme’s research activities, was
completed.
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Annex 1
SCIENTIFIC AND TECHNICAL ADVISORY GROUP IN 2003

Members

Lawrence Adeokun, Association for Reproductive and Family Health, Ibadan, Nigeria
Yagob Y. Al-Mazrou, Assistant Deputy Minister, Ministry of Health, Riyadh, Saudi Arabia
John Cleland, London School of Hygiene and Tropical Medicine, University of London, London, United Kingdom
Jock Findlay, Prince Henry’s Institute of Medical Research, Clayton, Australia (Chairman)
Anna Glasier, Lothian Primary Care NHS Trust, Edinburgh, United Kingdom

Barbara Hulka, University of North Carolina, Chapel Hill, NC, USA (Vice-chairperson)
Nasreen Hugq, ActionAid Bangladesh, Dhaka, Bangladesh

Angela Kamara, Regional Prevention of Maternal Mortality Programme, Accra, Ghana
Salim Abdool Karim, University of Natal, Durban, South Africa

Hoda Rashad, The American University in Cairo, Cairo, Egypt

Gaston Sorgho, Harvard School of Public Health, Boston, MA, USA

Reijo Vihko, The Academy of Finland, Helsinki, Finland

Xiao Shaobo, State Family Planning Commission, Beijing, China

Developing countries Countries in transition Developed countries Totals
Number % of total Number % of total Number % of total
Members 7 54 6 46 13
Women 3 23 2 15 5
from:
AFRO 3 23 3
AMRO 2 15 2
EMRO 2 15 2
EURO 3 23 3
SEARO 1 8 1
WPRO 1 8 1 8 2

>
=
=
c
=
o
(o}
=
=
n
=
o
1]
T
(<]
=
-
N
(=
o
w
—

-
N




(2]
(=]
o
(o]
R ol
3
(<]
Qo
[
o
®
=
c
<
3
-
®
3
c
c
<
18

Annual Technical Report 2003

Annex 2

SCIENTIFIC AND ETHICAL REVIEW GROUP PANEL IN 2003

Gordon Ada, John Curtin School of Medical Research, Canberra, Australia

Abdul-Aziz Al Meshari, King Saud University, Riyadh, Saudi Arabia

Karen Beattie, EngenderHealth, New York, NY, USA

lain Cameron, Princess Anne Hospital, Southampton, United Kingdom

Jean Cohen, Paris, France

Andrea Genazzani, Institute of Obstetrics and Gynaecology, Modena, Italy

Ronald Gray, Johns Hopkins University, Baltimore, MD, USA

Kerstin Hagenfeldt, Karolinska Hospital, Stockholm, Sweden (Chairwoman)

Timothy Hargreave, Western General Hospital, Edinburgh, United Kingdom

Dwip Kitayaporn, Mahidol University, Bangkok, Thailand

Korrie de Koning, Royal Tropical Institute, Amsterdam, Netherlands

Fernando Larrea, National Institute of Nutrition, Mexico City, Mexico

Ruth Macklin, Albert Einstein College of Medicine, Bronx, NY, USA

Oscar Mateo de Acosta, National Institute of Endocrinology, Havana, Cuba

Marvellous Mhloyi, Population Studies Center, Harare, Zimbabwe

Yuji Murata, Osaka University Medical School, Osaka, Japan

Ngeow Yun Fong, University of Malaya, Kuala Lumpur, Malaysia

Charles Ngwena, Centre for Health Systems Research and Development, University of the Free State,
Bloemfontein, South Africa

Edith Pantelides, Population Studies Centre, Buenos Aires, Argentina

Manee Piya-Anant, Siriraj Hospital, Bangkok, Thailand

Chai Podhisita, Institute for Population and Social Research, Nakhon Pathom, Thailand

Kazuo Satoh, Nihon University School of Medicine, Tokyo, Japan

John Sciarra, Northwestern University Medical School, Chicago, IL, USA

Carmel Shalev, The Gertner Institute for Health Policy, Tel Hashomer, Israel

Carlos Simon, Institute of Infertility, Valencia University, Valencia, Spain

Sonia Tabacova, National Centre of Hygiene, Ecology and Nutrition, Sofia, Bulgaria

Godfrey B. Tangwa, University of Yaoundé |, Yaoundé, Cameroon

Zhao Baige, National Population and Family Planning Commission, Beijing, China

Developing countries Countries in transition Developed countries Totals
Number % of total Number % of total Number % of total
Members 13 46 1 3 14 50 28
Women 7 25 1 3 4 14 12
from:
AFRO 3 11 3
AMRO 3 11 4 17 7
EMRO 1 3 1
EURO 1 3 1 3 7 25 9
SEARO 3 11 3
WPRO 2 6 3 11 5
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Annex 3

TOXICOLOGY PANEL IN 2003

Colin L. Berry, The London Hospital Medical College, London, United Kingdom

Ranijit R. Chaudhury, National Institute of Inmunology, New Delhi, India

Ralph Heywood, The Larches, The Lanes, Huntingdon, United Kingdom

Alex Jordan, Division of Reproductive and Urologic Drug Products, Food and Drug Administration, Rockville, MD, USA
Shirley Price, University of Surrey, Guildford, United Kingdom

Sonia 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 1 17 1 17 4 67 6
Women 1 17 1 17 2
from:

AFRO

AMRO 1 17 1
EMRO

EURO 1 17 3 50 4
SEARO 1 17 1
WPRO
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Section 1 - Promoting family planning

Users’ perspectives in the context
of reproductive health

I.Warriner and |.H. Shah

INTRODUCTION

As part of the global effort to achieve improved levels of
reproductive health through informed policies, programmes
and services, understanding men’s and women’s reproduc-
tive health needs and preferences as well as the constraints
to the use of services has become increasingly important.
Perspectives and needs of users are shaped by their inter-
actions with providers, the available reproductive health
services and supplies, and their assessment of the dual risks
of unintended pregnancy and sexually transmitted infections
(STls),including HIV/AIDS. Their reproductive health behav-
iour, including contraceptive practice and acceptability of vari-
ous methods, is also influenced by the quality of the care they
receive, their perceptions and attitudes, and the socio-cultural
context in which people live and services are provided.

The primary focus of the Programme’s work in this area is to
understand better men’s and women’s behaviours and per-
spectives as users or potential users of reproductive health
services or technologies, and of emerging or currently avail-
able fertility-regulating methods. The second objective is to
understand the constraints and sociocultural contexts that
influence users’ practices, behaviours, and perspectives. The
third objective is to address neglected aspects of quality of
care that have an important bearing on the access to and use
of reproductive health services. Findings on users’ perspec-
tives provide policy-makers and programme managers with
evidence-based recommendations for improved care. These
findings also indicate the acceptability of reproductive health
services and technologies for both users and potential users
while identifying unmet needs of clients. The work also covers
selected issues related to infertility, which is an integral, but
frequently neglected, part of reproductive health.

RESEARCH ACTIVITIES

Specific objectives of research

Research on users’ perspectives aims to understand better
how reproductive health decisions are made by both women
and men, and it analyses perceptions about, and needs
for, reproductive health technologies and services. Sev-
eral projects focus on various aspects of users’ perspec-
tives, some of which are supported under a social science
research initiative on quality of care.

Progress

Condom use within marriage: the untapped potential

In a pioneering attempt to assess the interactions between
family planning and risk behaviour related to HIV/AIDS,
a multicountry research project has been ongoing in six
eastern and southern African countries where HIV infection
rates are greatest: Kenya, South Africa, Tanzania, Uganda,
Zambia, and Zimbabwe. The study is designed to address
three main objectives: firstly, to determine the perspectives
of sexually active individuals about the dual risks of STls
(including HIV/AIDS) and unintended pregnancy. A second
objective is to gain knowledge of strategies that sexually
active individuals would consider appropriate, practical and
effective in coping with these risks. Thirdly, the study explores
opportunities for and constraints to behavioural change.

A seminar on “Taking stock of the condom in the era of HIV/
AIDS” was organized by the International Union for the Sci-
entific Study of Population and the Department of Population
Studies at the University of Botswana, in Gaborone, in July
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2003 and included papers which were selected on a com-
petitive basis. Investigators from the multicountry study pre-
sented a cluster of papers providing an overview of condom
use within marriage and stable partnerships with the follow-
ing range of topics: The quiet revolution: condom use within
marriage in South Africa; Factors affecting condom use in
primary sexual relationships in Kenya; Making inroads: the
use of condoms within marriage in Uganda; and Condom use
within marriages and consensual unions in Zimbabwe.

Substantial progress has been made in understanding the
dynamics of condom use outside of marriage, both with
commercial sex workers and with short-term partners. What

Figure 1.1. Percentage of men reporting using condom within marriage,

by background characteristics, South Africa

is less well-documented are the dynamics within marriage
that both prevent condom use and provide opportunities for
introducing condoms as either a form of family planning or as
a means of STI prevention, or both. By focusing on respond-
ents who are either married or who are in stable relation-
ships, the study provides an opportunity to understand and
document the potential for condom use within these relation-
ships. Married women are among the most vulnerable to
HIV infection but are the least able to negotiate condom use
with their husbands. Increasing condom use among infected
married men and women is imperative to prevent further
spread of the disease. Findings from the study suggest that
there is untapped potential for increasing condom use within
these relationships and that behaviour is
indeed changing, albeit slowly, and that
condom use can be reasonably expected
to rise within marital relationships in the

countries studied.
30 - Findings from all four countries show
that educated couples are more likely
251 21.3 to use condoms than couples with
2047 litle or no education. In two of the four
o countries (South Africa and Uganda),
151" younger people are more likely to use
104171 condoms with stable partners than are
| their older counterparts. Figures 1.1
51 and 1.2 illustrate the differentials in the
04 : use of condom within marriage among
<5 35 men and women in South Africa. These
= Rural Urban < Secondary =Secondary findings suggest considerable potential
Age Place Education for increase in condom use through the

Source: Maharaj and Cleland, forthcoming

Figure 1.2. Percentage of women reporting using condom within marriage,

by background characteristics, South Africa

social diffusion of new forms of behaviour
from educated, urban elites to rural, less
educated segments of society—much as
the decline in fertility became the normin
wealthy, educated groups in society and
slowly spread to the general population.
Furthermore, as young couples increas-

ingly use condoms within marriage, their
behaviour may gain increasing social

acceptance to become a potent factor

2
NN NN

<35 =235 Rural Urban
Age Place

Source: Maharaj and Cleland, forthcoming

< Secondary =Secondary
Education

in challenging the stigma of condom
use with a long-term partner. Findings
from South Africa also indicate that
the second most powerful predictor of
condom use within marriage after edu-
cation is the perceived risk of infection
from a spouse. Some 25% of women
who perceived the risk of infection to
come from their husband were likely to
use the condom, compared to 7% who
did not. This suggests that individuals are
developing awareness and strategies for
self-protection in face of a spouse’s risky
behaviour.
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Section 1 - Promoting family planning

Knowledge of the condom as a barrier to HIV transmission
is nearly universal among respondents in the four countries.
Barriers to condom use within marriage include well-docu-
mented gender power imbalances that negatively impact
women’s ability to negotiate condom use and the links
between condom use and unfaithfulness. For example, an
urban woman from Zimbabwe stated, “If men accept con-
doms, we women are ready. [But] men do not want to have
sweet wrapped in paper.”

Refocused social marketing campaigns could do much to
ease the stigma associated with condom use in stable rela-
tionships. Because the condom’s association with STI/HIV
prevention has effectively overridden its family planning func-
tion, programmes and policies now need to include married
couples among their target audiences.

Other work completed in 2003, using the Demographic
Health Survey (DHS) data for 16 developing countries, fur-
ther reinforces the above policy recommendations. It was
found that a massive shift from more effective oral contracep-
tive pills to the less effective condom would not jeopardize
the family planning policy goal of reducing unintended preg-
nancies and abortions. However, such a shift will have the
benefit of preventing HIV infections, especially in countries
with generalized HIV epidemic.

Quality of care in family planning and maternal health
services

In 2000, a research initiative on quality of care was launched,
focusing on research that seeks to assess the quality of
reproductive health services from the perspectives of clients,
potential clients, providers, and/or objective standards of
care. Additionally, the initiative sought proposals designed to
assess the effects of improved service quality on intermedi-
ate outcomes (e.g. provider behaviour, client knowledge,
client satisfaction, client behaviour especially with regard
to the continuation of contraceptive use). Research that
explores quality of care in such relatively under-studied
areas of reproductive health as, for example, maternal
health, providers’ perspectives, abortion or STI treatment
has been especially encouraged.

New findings from the social science research initiative on
quality of care in reproductive health services became avail-
able in 2003. Studies have assessed the barriers to family
planning access in several African countries, analysed
provider perspectives on the provision of family planning
services in several countries, and conducted research to
understand and further document poor-quality maternal care
in Turkey.

Findings from a study in Mali and Senegal address an
often-overlooked barrier to contraceptive access. In many
developing countries, family planning providers deny con-
traceptives to non-menstruating clients, believing that con-
traceptives may harm an unrecognized pregnancy. Using

WHO-approved criteria for ruling out pregnancy, the projects
in Mali and Senegal, where the menstruation requirement
is considered a substantial barrier to contraceptive access,
involved implementing a six-question checklist for health
care providers. Researchers there collected basic personal
and service delivery information from an average of 100 new
clients in each of six clinics per country, before and after the
intervention. The intervention consisted of training providers
from each of the six clinics and supplying them with laminated
copies of the checklist. Results indicate that the intervention
had significant impact in Senegal, where the percentage of
new clients denied services due to lack of menses declined
from 10% to 4% (a decline from 25% to 8% of new, non-
menstruating clients). In Mali, researchers were surprised to
find that, at least in the urban and peri-urban centres studied,
menstruation requirements were not rigidly enforced. Thus,
there was little room for improvement, and denial rates
remained flat at the low level of 4%. However, because preg-
nancy cannot reasonably be ruled out for some women, this
finding is consistent with correct use of the check-list.

Findings from a study on provider perspectives on qual-
ity of family planning care in Uganda became available in
2003. The project examined the following under-researched
areas: provider definitions of quality, perceptions of services
rendered, perceptions of clients’ view of services rendered,
perceptions of clients in general, provider motivation, and
provider perceptions of their work environment. The results
of this project indicate that providers identified availability of
a variety of contraceptives, competence of providers, and
good client-provider interaction as key elements of quality of
care. Overall, providers and their supervisors alike were con-
cerned about the quality of family planning services and did
not think that government and private clinics provide good-
quality family planning services. Providers felt constrained in
their ability to provide quality family planning care by factors
that they have little control over, for example, ensuring pri-
vacy. Other key findings include the lack of a national policy
for training family planning providers. However, almost all
providers and supervisors felt that the introduction of the
health sub-district concept into Uganda’s health care delivery
system has been contributing to the recent improvement in
the quality of family planning services in Uganda.

Hospital-based maternity care in cities in the develop-
ing world is often characterized by overuse of technology,
unnecessary and/or inappropriate procedures, and lack of
social support. There is a need for conceptual frameworks
and methods to evaluate the quality of maternity care in
these settings in order to identify problems, gain an in-depth
understanding of why they occur, and develop appropriate
interventions. Findings are available from a study that closely
examined the maternity care in hospitals providing services
to low-income women in Istanbul, Turkey. The study used
qualitative and quantitative research methods to examine
services from the perspectives of women, health care
providers, administrators, and evidence-based medicine.
A conceptual framework for the quality of reproductive health
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services formulated by Judith Bruce was adapted for use
in the evaluation of maternity care. Three typical hospitals
(two public and one inexpensive private hospital), each with
around 300 births per month, participated in the study. Meth-
ods used over a two-month period at each hospital included
interviews with administrators, examination of hospital statis-
tics, in-depth interviews with health workers and postpartum
women, semi-structured interviews with 50 pregnant and
50 postpartum women, and semi-structured observations
of antenatal, labour and delivery, and postpartum service
delivery.

Important problems identified with antenatal care included
neglect of simple but important procedures such as blood
pressure monitoring and insufficient provision of information
and counselling. Problems with labour and delivery services
included excessive use of technological interventions, lack of
emotional support, insufficient beds and other supplies, infre-
quent monitoring of postpartum women, and lack of support
for breastfeeding. General problems included inadequate
attention to infection control, difficult working conditions,
and poor interpersonal relations. At the private hospital, the
all-female maternity staff had much better interpersonal rela-
tions with clients than staff at the two public hospitals. Patient
satisfaction was also found to be significantly higher at the
private hospital. On the other hand, the research team identi-
fied some important problems with the technical aspects of
maternity care at the private hospital. Given that many of
the problems with maternity care identified in this study are
related to general characteristics of the health system and
health worker training, it is likely that similar problems exist
in many other Turkish hospitals. In addition, the conceptual
framework and methods used in this study were found to be
useful in identifying and understanding problems with hospi-
tal-based maternity services and could be adapted for use in
other countries.

Findings from a number of additional studies became avail-
able and were published in 2003. For the sake of brevity,
these are not reported here (see Annex 3).

New projects initiated during the year

Quality of care research initiative

Three new studies on quality of care were approved from
among 14 proposals and 15 concept papers which were
reviewed in 2003. Two of these studies address quality of
care in maternal health, while the third examines the quality
of services providing contraceptives.

Under the Soviet regime, excellence in clinical birthing prac-
tice followed a predominantly physician-focused approach,
rather than a family-centered system of care. Since the
breakdown of the Soviet Union, some hospitals in Lithuania
have been striving to balance excellence in medical care with
concern for psychosocial aspects of the birth experience. A
newly-approved study will examine women’s and their part-

ners’ attitudes and perceptions of perinatal care received in
two hospitals in Lithuania. One of the two hospitals has been
actively introducing family-centered and evidence-based
care practices since the early 1990s. This provides research-
ers with an opportunity to evaluate the effect of these prac-
tices on perceptions of perinatal care by comparing women
and partner responses from the two hospitals, which are
otherwise similar. The results of this study will be used in
evidence-based training programmes for hospital personnel
and administrators in Lithuania and throughout the former
Soviet Union. The assessment will be done through self-
administered questionnaires given to 350 women and their
partners in each hospital.

In Cameroon, the few studies that have been conducted
on quality of prenatal care have focused on various indica-
tors of maternal care rather than on providers’ and clients’
perceptions. The objective of a new three-province study on
maternal care is to conduct a baseline assessment of pre-
natal quality of care in Cameroon to inform programmes and
policies designed to reduce the risks of maternal morbidity
and mortality. The proposed methodology is based on the
Population Council’s quality of care assessment guidelines.
In all three provinces, study instruments will include a survey
of providers, exit interviews of pregnant women, a household
survey, and an observation phase.

In Guatemala, a major reproductive health concern contin-
ues to be the low rate of contraceptive use. To address this
problem, the current Government, through the Ministry of
Public Health (MSPAS), has developed strategies aimed at
improving reproductive health among Guatemalans through
implementation of the National Reproductive Health Pro-
gramme. One method of particular interest to MSPAS is
the injectable depot-medroxyprogesterone acetate (DMPA),
which has become increasingly popular among Guatemalan
women in recent years. The study consists of a longitudinal
follow-up of randomly selected providers and their clients
to evaluate the introduction of injectable contraception. The
study will be carried out in four municipalities of the Depart-
ment of Solol&. The intervention to be evaluated will include
the use of a checklist for screening and method choice and
the training of community-based workers to provide counsel-
ling and DMPA. The investigators propose to follow 115 serv-
ice providers and 690 clients throughout the course of a year.
The study will collect data on providers’ knowledge, attitudes
and practices, as well as on their satisfaction through follow-
up interviews with providers and with clients. In addition, the
study will use random observations to evaluate injection
techniques.

Infertility and childlessness in developing countries

In collaboration with Opinion Research Co-operation (ORC)
Macro, work continued on a major study measuring infe-
cundity, infertility and childlessness in developing countries.
DHS data from nationally-representative surveys conducted
during 19952000 in 47 developing countries were analysed.
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Data were collected from 495 000 women between the ages
of 15 and 49. Topics covered in the analyses included the
magnitude of childlessness, primary involuntary infertility,
self-reported infecundity, secondary involuntary infertil-
ity, secondary infecundity, and differentials and trends in
childlessness and in infertility. Overall, 2.5% of couples in
the developing world, excluding China, were estimated to
experience primary involuntary infertility. Important regional,
socioeconomic, and demographic differentials were noted.
The associations between STls, including HIV/AIDS, and
infertility were explored at the population level. Work is in
progress to document the extent of adoption or fostering
among childless couples surveyed in DHS.

Future workplans

In the coming years, the work on users’ perspectives will
focus on four major activities. First, the results from the mul-
ticountry study on ‘Family planning and sexual behaviour in
the era of HIV/STIs’ will continue to be disseminated nation-
ally and internationally through presentations of findings and
publications of papers.

Second, jointly with the staff of the University of London
School of Hygiene and Tropical Medicine, a compendium
will be developed to provide comparative information on con-
traceptive use, method continuation and method switching
in developing countries. This compendium will also provide
information on such key aspects as unmet need, unintended
fertility, postpartum contraceptive protection, and anteced-
ents of sterilization. Work on the uptake of contraception fol-
lowing childbirth or pregnancy termination will be completed
and implications of quality of care in developing countries will
also be identified.

Third, research proposals on quality of care and on users’
perspectives on reproductive health services and technolo-
gies will continue to be considered for support.

Fourth, a comparative report on involuntary childlessness
and infertility in developing countries will be completed.

TECHNICAL COOPERATION WITH COUNTRIES

Technical cooperation with countries in 2003 included a
research workshop held in Gabarone, Botswana, and a site
visit to develop a quality of care research initiative in Tunisia.
An analysis workshop with country investigators was held
in Gabarone, Botswana, in conjunction with the seminar on
“Taking stock of the condom in the era of HIV/AIDS”, men-
tioned above. The main objectives of the workshop were to:
(i) review results from the study “Family planning and sexual
behaviour in the era of HIV/STIs”; (ii) plan and initiate further
analysis and write-up; and (iii) develop plans for dissemina-
tion and further work.

Technical assistance was provided to the Office National de
la Famille et de la Population (ONFP) in Tunis, Tunisia, to
develop a social science research strategy for quality of care
in reproductive health in Tunisia and to review the activities
of the centre. A network was established bringing together
researchers working on quality of care in Tunisia to share
resources and research agendas for projects on quality of
care. Plans are being made to hold a national consultation to
identify research priorities and develop a national research
agenda.
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Annex 1

SPECIALIST PANEL FOR SOCIAL SCIENCE AND OPERATIONS RESEARCH ON REPRODUCTIVE HEALTH

Members

Kofi Awusabo-Asare, University of Cape Coast, Cape Coast, Ghana

Mario N. Bronfman, National Institute for Public Health, Cuernavaca, Mexico
Aykut Turkiz Gokgol, Willows Foundation, Istanbul, Turkey

Gu Baochang, China Family Planning Association, Beijing, China

Veronica Kaune, John Snow Inc./Mothercare-Bolivia, La Paz, Bolivia

Mike Koenig, Johns Hopkins University, Baltimore, MD, USA

Akim Jasper Mturi, University of Natal, Durban, South Africa

Leela Visaria, Gujarat Institute of Development Research, Ahmedabad, India
Bencha Yoddumnern-Attig, Mahidol University, Nakhon Pathom, Thailand

Developing countries Countries in transition Developed countries Totals
Number % of total Number % of total Number % of total
Members 8 89 1 11 9
Women 4 44 4
from:
AFRO 2 22 2
AMRO 2 22 1 11 3
EMRO
EURO 1 11 1
SEARO 2 22 2
WPRO 1 11 1

Collaborating agency scientists

John B. Casterline, Population Council, New York, NY, USA

Ondina Fachel Leal, Ford Foundation, Rio de Janeiro, Brazil

Sarah Harbison, Agency for International Development, Washington, DC, USA
Vasantha Kandiah, United Nations Population Division, New York, NY, USA
Suman Mehta, United Nations Population Fund, New York, NY, USA

John Townsend, Population Council, Washington, DC, USA
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Annex 2

SCIENTISTS IN 2003

Principal investigators

Shamina Ali, Maternity and Child Welfare Association of Pakistan, Lahore, Pakistan
Evasius Bauni, African Population Policy Research Centre, Nairobi, Kenya

Aysen Bulut, University of Istanbul, Istanbul, Turkey

Marcela Cerrutti, Centro de Estudios de Poblacion, Buenos Aires, Argentina
Fatimata Diallo, Cellule de recherche en santé de la reproduction au Mali, Bamako, Mali
Thierno Dieng, Centre de formation et de recherche en santé de la reproduction, Dakar, Senegal
Graciela Dominguez, Centro de Estudios de Poblacién, Buenos Aires, Argentina
Maria Garate, Branoe SA, Lima, Peru

Pimonpan Isarabhadki, Mahidol University, Salaya, Nakhon Pathom, Thailand

Liu Yun-rong, National Research Institute for Family Planning, Beijing, China

Sarah Loza, Social Planning, Analysis and Administration Consultants, Cairo, Egypt
Pranitha Maharaj, University of Natal, Durban, South Africa

Osegbemi Makanjuola, University of Jos, Jos, Nigeria

Amir Mehryar, Institute for Research in Planning and Development, Tehran, Iran
Farid Midhet, Asia Foundation, Islamabad, Pakistan

Janet Molzan Turan, University of Istanbul, Istanbul, Turkey

Frank Mugisha, Institute of Public Health, Kampala, Uganda

William Muhwava, Population Services International, Lusaka, Zambia

Andrew Mushingeh, University of Zambia, Lusaka, Zambia

Peter Mwarogo, Development Communications Support Programme, Nairobi, Kenya
Marilyn Nations, Tropical Institute of Applied Social Medicine, Fortaleza, Brazil
Stella Neema, Makerere Institute of Social Research, Kampala, Uganda

Somchai Niruthisard, Chulalongkorn Hospital, Bangkok, Thailand

Silvina Ramos, Centro de Estudios de Estado y Sociedad, Buenos Aires, Argentina
Peter Riwa, Healthscope Tanzania Ltd., Dar-es-Salaam, Tanzania

Mburano Rwenge, Institut de Formation et de Recherche Démographique, Yaoundé, Cameroun
Dalia Szulik, Centro de Estudios de Estado y Sociedad, Buenos Aires, Argentina
Alejandro Villa, Centro de Estudios de Estado y Sociedad, Buenos Aires, Argentina
Yuan Wei, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Wu Junging, Shanghai Institute of Planned Parenthood Research, Shanghai, China
Yun Zhou, Peking University, Beijing, China

Developing countries Countries in transition Developed countries Totals
Number % of total Number % of total Number % of total
Members 31 100 31
Women 16 52 16
from:
AFRO 12 39 12
AMRO 7 23 7
EMRO 4 13 4
EURO 2 6 2
SEARO 2 6 2
WPRO 4 13 4
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Annex 2 (continued)

Other scientists

Hichem Ben Azzouz, Office National de la Famille et de la Population (ONFP), Tunis, Tunisia
Sarah Bott, Los Angeles, CA, USA

John Cleland, London School of Hygiene and Tropical Medicine, London, United Kingdom
Marwan Khawaja, American University of Beirut, Beirut, Lebanon

Sonchai Niruthisard, Chulalongkorn Hospital, Bangkok, Thailand

Thomas Pullum, University of Texas at Austin, Austin, TX, USA

Shea Rutstein, MACRO International, Calverton, MD, USA

Developing countries Countries in transition Developed countries Totals
Number % of total Number % of total Number % of total
Members 3 43 4 57 7
Women 1 14
from:
AFRO
AMRO 3 43 3
EMRO 2 29 2
EURO 1 14 1
SEARO 1 14 1
WPRO
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Annex 3

PUBLICATIONS IN 2003

Ali MM, Cleland JG, Shah IH. Condom use within marriage: a neglected HIV intervention. Bulletin of the World Health
Organization (accepted).

Becker S, Rutstein S, Labbok MH. Estimation of births averted due to breast-feeding and increases in levels of contraception
needed to substitute for breast-feeling. Journal of Biosocial Science, 2003, 35(4):559-574.

Diabaté F et al. Limpact des listes de contrdle pour écarter la grossesse : résultats préliminaires d’'une étude au Mali et au
Sénégal [Impact of screening lists to rule out pregnancy: preliminary findings of a study in Mali and Senegal]. Paper presented
at SAGO Pré-Congrés, Bamako, Mali, January 2003.

Escobar JMM, Pullum TW. Efectos de las clinicas de planificacion familiar en el uso de anticonceptivos en las zonas rurales de
Bio Bio, Chile: un analisis multiniveles [Impact of family planning clinics on contraceptive use in rural areas of Bio Bio, Chile: a
multilevel analysis]. Notas de Poblacién, 2003, United Nations/CEPAL/CELADE, Aio XXX, No 76:113-145.

Kadir MM et al. Do mothers-in-law matter? Family dynamics and fertility decision-making in urban squatter settlements of
Karachi, Pakistan. Journal of Biosocial Science, 2003, 35(4):545-558.

Keeton C. HIV infection shock for married couples. Sunday Times, 10 August 2003.

Kilaru A et al. ‘She has a tender body’: postpartum care and care-seeking in rural south India. In: Unnithan M, ed. Anthropology,
reproduction and health policy (accepted).

Maharaj P, Cleland J. The quiet revolution: condom use within marriage. Studies in Family Planning (accepted).

Maharaj P, Cleland J. Condom use within marriage: results from a matched couple study in KwaZulu-Natal, South Africa. AIDS
(accepted).

Merino JM, Olavarria S, Isla X. Efectos-vecindarios sobre la salud reproductiva de la mujer chilena [Neighborhood effects
influencing reproductive health of Chilean women]. Revista Medica de Chile, 2003, 131(9):959-1094.

Muhwava W. Condom use within marriage and consensual unions in the era of HIV/AIDS in Zimbabwe. 2003, International
Union for the Scientific Study of Population (IUSSP). Web site: <www.iussp.org>.

Neema S, Kibombo R, Garimri CD. Making inroads: the use of condoms within marriage in Uganda. 2003, International Union
for the Scientific Study of Population (IUSSP). Web site: <www.iussp.org>.

Niruthisard N, Shah |, Warriner I. The latex versus the non-latex male condoms: perspectives from contrasting populations.
International Union for the Scientific Study of Population (IUSSP), 2003 Web site: <www.iussp.org>.

Pina M, Stanback J. Comment écarter la grossesse de maniéere simple et pratique? [How to rule out pregnancy simply and
practically?] Paper presented at SAGO Pré-Congres, Bamako, Mali, January 2003.

Pullum Tet al. Factors affecting condom use in primary sexual relationships in Kenya. International Union for the Scientific Study
of Population (IUSSP), 2003. Web site: <www.iussp.org>.

Rwenge M. Statut de la femme et utilization des condoms au Cameroun [Status of women and condom use in Cameroon].
African Journal of Reproductive Health, 2003, 7(2):74—88.

Rwenge M. Genre et sexualité des jeunes a Bafoussam et Mbalmayo, Cameroun. [Gender and the sexuality of young people
in Bafoussam and Mbalmayo, Cameroon] (submitted).

Stanback J, Diabaté F, Pina M. «Lefficacité des listes de contrdle pour écarter la grossesse» Paper presented at SAGO Pré-
Congrés, Bamako, Mali, January 2003.

Stanback J et al. Four-country trial of a job aid to rule out pregnancy in family planning clinics. Paper presented at the annual
meeting of the American Public Health Association, San Francisco, CA, November 2003.

Turan JM et al. Istanbul'da Ug Hastanede Gebelik ve DogumHizmetlerine Yakindan Bakis [An in-depth look at pregnancy and
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Development of improved and new methods
of fertility regulation

P.D. Griffin, KM.Vogelsong, H. von Hertzen, E.Vayena, C. d’Arcangues

INTRODUCTION

In 2003, the United Nations Population Division reported
that approximately 635 million couples worldwide regularly
used some method of family planning. Because use does
not necessarily mean acceptance, this statistic offers only
a glimpse at the behaviours that determine a couple’s deci-
sion to use a method of fertility regulation. Nearly one-half
of users of a reversible method discontinue its use within a
year, owing to a variety of reasons including health concerns
and the occurrence of an unplanned pregnancy. On the other
hand, at least 123 million couples do not use any method
of family planning, despite expressing a desire to space or
limit the number of their children. Obstacles to the use of
contraceptive methods include ambivalence towards modern
contraception (especially attributed to a fear of side-effects)
and lack of access to high-quality services. Experts have
determined that the availability of improved or totally new
methods of family planning could lead to a significant public
health benefit and could meet the need and demand of mil-
lions of men, women, and families.

The Programme’s research on improved and new methods for
fertility regulation provides one of the several inter-connect-
ing building blocks required for the delivery of quality family
planning services. The Programme has pursued high-priority
leads for new methods and approaches that are easier to
use and simplify service delivery, that are associated with
fewer and less severe side-effects, and that respond to the
needs of various users, including men. The Programme’s
goals link this work to the introduction of methods and sub-
sequent large-scale trials of their safety and efficacy. Users’
perspectives are gathered during the product development,
introduction and routine service provision phases. Together
with clinical trial data, this information provides input into the

development of norms, guidelines and other tools for provid-
ers and family planning acceptors.

RESEARCH ACTIVITIES

Emergency contraception

Specific objectives of research

For the past ten years, the Programme has been in the fore-
front of research on new technologies for emergency con-
traception. The aim is to improve further the safety, efficacy,
acceptability and ease of service delivery of methods for this
indication. After demonstrating the superiority of levonorg-
estrel over the regimen of combined oral contraceptives,
the Programme has further simplified the levonorgestrel
regimen and compared it to low-dose mifepristone. Possible
mechanisms of action of levonorgestrel and mifepristone in
emergency contraception have also been studied.

Progress
Levonorgestrel

During 2003, the data from completed trials have been com-
bined to perform various meta-analyses. The results of a
large multinational trial published last year (Lancet 2002;360:
1803-1810) demonstrated a similar efficacy of two levonorg-
estrel regimens (0.75 mg given twice at 12-hour interval and
a single dose of 1.5 mg levonorgestrel) and the 10 mg dose
of mifepristone for emergency contraception, when given
up to 120 hours after unprotected intercourse. The data on
levonorgestrel from this trial and the data from an earlier trial
comparing the two-dose regimen of levonorgestrel with the
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Section 1 - Promoting family planning

Yuzpe regimen (Lancet 1998;352:428-433) were used to
investigate the effect of delay in the administration of lev-
onorgestrel on the efficacy of the treatment. The analysis
included data on 3757 women participating in the two above-
mentioned randomized trials. Logistic regression techniques
were used to assess the extent and type of decrease in
effectiveness when levonorgestrel was administered in the
successive five days after an unprotected act of intercourse.
The results showed a significant effect of delay on the pro-
portion of pregnant women (p=0.0062). The pregnancy rate
increased from 1.3% (22/1644) when levonorgestrel was
administered within 24 hours of unprotected intercourse to
4.8% (6/126) when administered on the fifth day (OR=3.37,
p=0.0108). Thus, delaying levonorgestrel administration until
the fifth day after intercourse increased the probability of
pregnancy by more than three-fold compared with admin-
istration within 24 hours. Because most women request
emergency contraception within the first 2—3 days after inter-
course, the number of women who came later than this, who
were included in the analysis, was rather small. Therefore,
more research is needed to confirm effectiveness after day
three.

To this end, the data from a double-blind, multicentre trial
carried out in collaboration with investigators in Hong Kong
will be added to perform a further meta-analysis in 2004. This
Chinese study compared the effectiveness of two tablets of
0.75 mg of levonorgestrel when given with a 12-hour interval
or with a 24-hour interval between the two doses. The study
included 2071 women requesting emergency contraception
within 120 hours of unprotected intercourse. The outcome
was unknown for 53 women (29 in the 12-h group and 24 in
24-hour group). Among the remaining 2018 women the crude
pregnancy rate was 2.0% in the 12-hour group and 1.9% in
the 24-hour group. The percentage of pregnancies prevented
was estimated to be 72-75%. Side-effects were rare and
mild in both groups. About 40% of women had menses ear-
lier than expected. The results of this study will be published
in 2004.

Levonorgestrel is also being studied in a seven-centre
study in Nigeria. The efficacy and side-effects of a one-dose
regimen of 1.5 mg will be compared with a two-dose regi-
men (0.75 mg taken twice, with a 24-hour interval between
doses). The target is to include a total of 3150 women. Due to
unforeseen problems (strikes at universities and other local
problems) recruitment has been slower than expected. By
November 2003 a total of 1068 women had been recruited
at the seven participating centres. An additional aim of this
study is to develop the capability of the centres to carry out
research according to Good Clinical Practice (GCP) stand-
ards.

The data on side-effects among women in the trial of levonorg-
estrel versus the Yuzpe regimen (Lancet 1998; 352:428—433)
were compared to side-effects among 52 adolescents, aged
13-16 years, participating in a study in California, USA.When
compared to the WHO study in adults, adolescents reported

higher frequencies of nausea (p=0.012), fatigue (p=0.001),
headaches (p<0.001), diarrhoea (p=0.001) and dizziness
(p=0.001). However, in both studies, the participants experi-
enced similar levels of vomiting, breast-tenderness and lower
abdominal pain.

The data on the Yuzpe regimen from the above-mentioned
Programme trial and from a study by the Population Council
were used to calculate new estimates of conception probabil-
ities by cycle day of intercourse to propose a new approach
for estimating the effectiveness of emergency contraceptive
pills (ECPs). In this approach the cycle day was measured
with day 1 being the first day of bleeding in a cycle. The
expected pregnancy rate among typical users was 6.2% in
the Population Council trial and 7.4% in the WHO trial based
on conception probabilities by cycle day relative to the day
of ovulation. Based on conception probabilities by cycle day
relative to the first day of bleeding, the expected pregnancy
rates dropped to 5.4% and 5.2%, respectively. The two trials
yielded conflicting evidence regarding whether effectiveness
declines with treatment delay. The results suggest that in
previous studies the absolute levels of effectiveness for the
Yuzpe regimen of emergency contraception were probably
overestimated based on conception probabilities by cycle
day, relative to day of ovulation.

Mifepristone

To test further the low-dose mifepristone regimen for emer-
gency contraception, the Programme collaborated with
Chinese investigators in a three-year initiative funded by the
Rockefeller Foundation. The December 2003 issue of the
journal Contraception contains a total of 14 papers resulting
from this collaboration.

Two large multicentre trials of emergency contraception were
carried out during this initiative. In addition, the efficacy and
side-effects of 100 mg of mifepristone followed two days
later by 0.4 mg oral misoprostol were investigated among
699 women who either came too late, i.e. beyond five days,
or had more than one unprotected act of intercourse at any
time during the cycle in which they requested emergency
contraception.

The results of the first multicentre study, a randomized,
double-blind study comparing the effectiveness and side-
effects of 10 mg and 25 mg doses of mifepristone, were
reported last year (Human Reproduction, 2002; 17:3084—
3089). The two doses were equally effective, with a raw preg-
nancy rate of 1.1%. The treatments led to very few, if any,
reported side-effects. The 10 mg dose was tested furtherin a
larger prospective study at 32 clinics in 19 provinces of China
among 4945 women requesting emergency contraception
within 120 hours of one unprotected act of intercourse. A
total of 28 women were lost to follow-up, and 4917 women
were included in the analysis, of whom 69 became pregnant.
The overall pregnancy rate was 1.4% (95% CI: 1.0-1.9). The
pregnancy risk was double among nulliparous women com-
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pared to parous women (2.3% vs 1.0%), and it increased by
a factor of 1.5 when the treatment was administered at 25-48
hours and 49—-72 hours compared to administration within 24
hours, although this association was not statistically sig-
nificant. The risk of pregnancy was higher if intercourse took
place during the follicular or pre-ovulatory phase of the cycle.
Women having repeated intercourse after treatment without
using any contraceptive methods had a dramatic increase in
the risk of pregnancy, while those who used contraceptives
had a similar risk to those without further acts.

A meta-analysis was carried out combining the estimates
of efficacy and side-effects of 10 mg mifepristone for emer-
gency contraception obtained from 13 randomized trials.
A total of 6283 women receiving 10 mg mifepristone for
emergency contraception up to 120 hours of intercourse
were analysed for efficacy. Of these, 3601 women were
analysed for delay of menses of more than seven days. The
percentage of pregnancies prevented, the effect of delay of
treatment and the effect of further acts of intercourse after
treatment administration were analysed in 3440 women for
whom individual data were available.

The combined pregnancy rate from all 13 trials was 1.7%,
and it was 1.3% from three trials providing individual data.
The estimate of pregnancies prevented was 83.4%. There
was a sharp decline in efficacy when treatment was admin-
istered during the fifth day after intercourse, compared to
administration during the first day. The odds of pregnancy
increased by a factor of 6.0 (95% CI 2.1-17.2). The rela-
tive risk of pregnancy was about 16 times higher among
women reporting unprotected acts of coitus between treat-
ment administration and the start of next menses compared
to women reporting no such acts. The increase in risk for
women reporting protected acts of intercourse during this
interval was not statistically significant.

The pharmacokinetics of 10 mg of mifepristone was studied
in eight healthy female volunteers, who received a single oral
dose of mifepristone on the 10" or 11" day of their menstrual
cycle. Blood samples were collected at 0, 1, 2, 4 and 8 hours,
and daily for the next 6 days and on day 10 after mifepristone.
Mifepristone concentrations were determined by radioim-
muno assay (RIA) preceded by column chromatography. A
peak level of 1413 + 307 nmol/l (mean + SD) was measured
at 1 hour. Individual elimination phase half-lives varied from
15.3 hours to 26.8 hours, the mean (+ SD) value being 19.6 +
4.5 hours. Serum mifepristone concentrations exceeded 2.5
nmol/l in all volunteers for five days. These data on 10 mg of
mifepristone were in line with previous pharmacokinetic and
clinical data, and encouraged further development of the 10
mg dose in emergency contraception.

No methods of emergency contraception have been shown
to be effective when treatment is administered more than five
days after a single unprotected act or after several unpro-
tected acts. Therefore, the potential of 100 mg of mifepris-
tone followed two days later by 0.4 mg of misoprostol orally

was tested among 699 Chinese women when administered
during the luteal phase of the cycle. A urinary pregnancy test
had to be negative at the time of treatment. Despite treat-
ment, 25 women (2.7%) became pregnant. Among women
with treatment delayed more than five days, the pregnancy
rate was related to the number of acts of intercourse before
treatment, being 1.4% with one episode and increasing to
6.5% when the number of episodes was two or more (relative
risk=4.62, 95% Cl: 1.06—20.18). The increase was significant
when treatment was delayed by more than five days after
the last of two or more episodes, compared to treatment
within five days (relative risk=2.29, 95% CI 1.02-5.13). The
pregnancy risk was also related to unprotected intercourse
after treatment and it increased by more than four-fold when
women had further acts of unprotected intercourse. Side-
effects were mild and most women (57.2%) had menstrua-
tion within three days as expected. While it was concluded
that an occasional treatment with mifepristone and misopros-
tol could provide an option for preventing unwanted pregnan-
cies in women who are late for emergency contraception, this
treatment did not seem to be very effective.

Mechanism of action studies

Several studies are being undertaken by the Programme’s
collaborating centres to investigate possible mechanisms
of action of emergency contraceptives. A study in Santiago,
Chile, investigated the effects of levonorgestrel in the Cebus
apella monkey. Levonorgestrel or placebo was administered
either in oral tablets or subcutaneously within the first 24
hours after mating that occurred very close to the time of ovu-
lation. Females that became pregnant had induced abortion
and re-entered the study after a resting cycle until each of 12
females had contributed, in a randomized fashion, to the data
set with two levonorgestrel and two placebo cycles. The preg-
nancy rate was identical after placebo and levonorgestrel
treatment. In addition, the effect of levonorgestrel on ovula-
tion was studied in 30 cycles, 15 cycles with a follicular size
smaller than 5 mm and 15 cycles with a follicular size larger
than 5 mm. Levonorgestrel inhibited or delayed ovulation only
when the follicular size was <6 mm. Researchers concluded
that in the cebus monkey, levonorgestrel can inhibit or delay
ovulation, but once fertilization has taken place, it cannot
prevent the establishment of pregnancy.

Another study in Chile examined the effects of a single dose
(1.5 mg) of levonorgestrel on follicular growth and ovulation
in the human. The pharmacokinetics as well as the levels of
the steroid in endometrial tissue were determined after oral
and vaginal administration. Preliminary results suggest lower
plasma levels are achieved following vaginal administra-
tion. The results of hormone analyses and steroid levels in
endometrial tissue will be available in early 2004.

Other activities

Several invited presentations on the work of the Programme
in the area of emergency contraception were given in inter-
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national and national conferences during 2003 including
the International Congress of Obstetrics and Gynaecology
(FIGO) in Santiago. Within the International Consortium on
Emergency Contraception Programme staff were actively
involved in the revision of international guidelines for service
providers.

New projects initiated during the year

No new trials were launched during 2003.

Six-monthly, non-steroidal, injectable
immunocontraceptive for women

Specific objectives of research

The development of a totally new method of contraception,
based on the production of an immune response to repro-
duction-specific molecules, has been the subject of exten-
sive investigation supported by a number of international
and national agencies for several decades. A large number
of animal studies and a limited amount of clinical experience
have shown that, depending on the approach used and the
type of preparation developed, such a method could provide
a relatively long-acting, but not a permanent, safe and effec-
tive, immunocontraceptive method.

The research being supported by the Programme in this
area is the development of an immunocontraceptive based
on, and directed against, human chorionic gonadotrophin
(hCG). This work has been in the forefront of what has now
become recognized as the new field of immunopharmaceu-
ticals—that is, preparations that have a profile of action akin
to that of a pharmaceutical but which mediate their effect
through the immune system by the production of a specific
and time-limited immune response.

The objective of the Programme’s work is to develop a long-
acting, non-hormonal method of contraception that can pro-
vide approximately six months’ protection following a single
injection and that does not produce the endocrine and other
metabolic disturbances often experienced with long-acting
steroid hormone preparations currently on the market and
under development. A preparation that is capable of meeting
these requirements has been developed and consists of hCG
peptide:diphtheria toxoid (DT) immunogen conjugates and a
muramyl dipeptide (MDP) immunostimulant incorporated in
biocompatible, biodegradable inorganic matrix particles and
suspended in a water-in-oil emulsion vehicle formed from
squalene and phosphate-buffered saline, using mannide
mono-oleate as the emulsifying agent.

Progress

A clinical trial application was submitted to the regulatory
authorities in Sweden in May 2002 to carry out a Phase |

clinical trial with the matrix formulation of the hCG immuno-
contraceptive described above. However, changes in regula-
tory requirements occurred shortly after the application was
filed. This necessitated finding a new manufacturing facility
capable of producing and packaging the matrix-incorporated
immunogen materials to be used in the proposed clinical
trial and in conducting additional safety studies in animals.
A manufacturing company that meets the new regulatory
requirements was identified and a contract for preparing the
clinical trial supplies was negotiated and finalized. Approval
to proceed with this preparation was temporarily delayed
pending STAG’s endorsement of the proposed work at its
February 2003 meeting, and again was delayed for a few
months pending funding availability. The project is proceed-
ing once again. Materials have been prepared and in October
2003, the associated Good Manufacturing Practice (GMP)
documentation was compiled into a supplementary submis-
sion to regulatory authorities in Sweden.

During the past year, development work has continued to pro-
vide evidence to support the use of the matrix formulation of
the hCG immunocontraceptive in the planned Phase | clinical
trial in Sweden. The testing of immunogenicity and safety of a
GMP batch of this material prepared in 2001 was completed
and similar evaluations of the new batch, made in 2003, have
been initiated. These include dose-finding studies for booster
immunizations and assessment of local injection site reac-
tions in rabbits. Further studies have also been conducted on
the preparation and testing of alternative versions of the hCG
immunocontraceptive consisting of totally synthetic chimeric
peptides representing B-cell and T-cell epitopes of hCG and
DT, respectively, and the hCG peptide:DT conjugate incorpo-
rated into an alternative delivery system consisting of biode-
gradable polylactide/glycolide microspheres.

Dose-response studies

Previous studies in rabbits, with the batch of the matrix for-
mulation of the hCG immunocontraceptive manufactured in
2001, identified doses that were effective for eliciting puta-
tively protective levels of antibodies for a six-month period
following a single injection, and for an additional six months
following a booster injection. It was found that the booster
injection at six months need be only 50% of the primary
immunization dose to stimulate the production of antibody
levels above those attained from the first injection. Dose-
finding studies are proceeding with the new lot of matrix
immunogen particles prepared in 2003 to identify the most
appropriate dose for the booster injection. Booster injections
of less than 50% of the primary immunization dose are being
tested to determine the minimum dose needed to maintain
putatively protective levels of anti-hCG antibodies. It is antici-
pated that using these reduced doses for booster injections
will result in correspondingly reduced local reactions at the
injection sites, which is crucial to the clinical acceptability of
the method.
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Stability testing

To be suitable for use in clinical trials and for eventual manu-
facture, the matrix formulation of the hCG immunocontracep-
tive must be stable for at least 12 months and preferably for as
long as 24 months. The compilation of product stability data
is, therefore, an essential part of ascertaining the shelf-life
of the GMP materials when conducting the planned Phase |
clinical trial and its associated supplementary animal safety
studies. Stability studies carried out on the matrix particles
stored at 4°C for 12 months showed no reduction in immu-
nogenicity and no increase in tissue reactivity compared to
recently made materials. Similar tests carried out on matrix
particles stored under the same conditions for 27 months
showed some loss of immunogenicity (Figure 1.3).

The new GMP batch of the matrix formulation made in 2003
is currently under storage at 4°C and will be evaluated for
stability after 1, 3, 9, 12, 18, and 24 months.

Studies for improving manufacturing procedures

The method currently used for preparing the dosage form
involves weighing and placing very small amounts of the
immunogen matrix particles into sterile syringes and mixing
them with the viscous emulsion vehicle immediately prior to
injection. While this is an acceptable and feasible approach
for use in preclinical safety studies and clinical trials, it may
not be practical for routine clinical use. Several studies aimed

at devising a more suitable manufacturing method have been
conducted during the past year. These involved the addition
of empty matrix particles as a “filler” to make weighing easier
and/or the use of less viscous vehicles to permit mixing by
simple vial shaking. The addition of the empty matrix parti-
cles did make weighing easier but the increased amount of
the matrix material in the resulting preparation was found to
produce unacceptable local reactions at the injection sites.
The work with the less viscous emulsions was similarly
unsuccessful because these emulsions were found to be
stable for only a few weeks.

Studies were also carried out on the stability of the eventual
dosage form, in which the matrix formulation of the hCG
immunocontraceptive immunogen was suspended in the
emulsion vehicle, dispensed into syringes, and stored at 4°C.
The immunogenicity of this material was tested after 0, 3, 6,
9 and 12 months of storage and was found to be essentially
the same at each of these time points. These preliminary
data suggest that it may be possible for the hCG immuno-
contraceptive to be prepared and packed in its final dosage
form. This would enable future clinical trials to be conducted
using a vaccine manufactured and prepared in a standard
manner, that is practical for widespread use, and that meet
the requirements for commercial production. Further evalu-
ations of the stability of the fully formulated material will be
conducted using the most recently manufactured lot of GMP
immunogen matrix particles.

Figure 1.3. Comparison of the mean anti-hCG antibody levels in serum from rabbits immunized* with the matrix formulation
of the hCG immunogen at the time of its preparation and after storage for 12 and 27 months
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Testing of biodegradable microspheres as a vaccine
delivery system

In addition to tests and evaluations of the matrix formulation
of the hCG immunocontraceptive currently being proposed
for the Phase | clinical trial, research has continued on the
assessment of biodegradable polylactide/glycolide (PLG)
microspheres as an alternative formulation approach. This
copolymer material has been used extensively in humans in
surgical and other settings and has a long history of proven
safety. Previously conducted studies have demonstrated that
chimeric peptides—containing hCG B-cell epitopes and T-
cell epitopes of tetanus toxoid or measles proteins—incorpo-
rated in PLG microspheres and administered in the standard
emulsion vehicle, can elicit antibody profiles similar to those
produced with the immunogen conjugate incorporated in
the inorganic matrix particles. In addition, these PLG micro-
spheres were able to elicit these types of immune responses
when administered in a simple phosphate-buffered saline
vehicle which produces very little reaction at the injection
sites, offering the possibility of an equally potent but simpler
and less reactive formulation.

These studies have been continued during the past year
and expanded to include evaluation of the immunogenicity
of hCG peptide/DT immunogen conjugates incorporated in
PLG microspheres. Since structural integrity of the immuno-
gen is critical for maintaining the level and specificity of the
induced immune response, the immunogens were entrapped
in polymer solutions containing various concentrations of an
inorganic salt, magnesium carbonate. This basic salt neutral-
izes the lactic acid that is released as the PLG microspheres
degrade and prevents structural changes to the immunogen
in the low pH conditions that would otherwise have occurred
in and around the degrading microspheres. In addition, the
salt has adjuvant properties which eliminate the need for
inclusion of the MDP adjuvant. Studies have been conducted
using PLG polymers of varying molecular weights and vari-
ous immunogen loadings. The findings to date suggest that
lower molecular weight polymers and low immunogen loads
are the best combinations for use with the chimeric peptides,
whereas medium molecular weight polymers and somewhat
higher immunogen loads work best for the hCG peptide/DT
conjugates. Antibody levels elicited by both of these types
of immunogen delivered in microspheres, at comparable
doses, are lower than those produced by the inorganic
matrix but were above the levels considered to be needed
for contraceptive efficacy. The PLG polymers may warrant
further investigation as an alternative formulation approach
for future hCG immunocontraceptives.

Injectable hormonal contraceptives

Specific objectives of research

A number of long-acting injectable esters of levonorgestrel
were prepared in a chemical synthesis programme con-
ducted by the National Institute of Child Health and Human

Development (NICHD) of the United States National Insti-
tutes of Health (NIH) and the Programme in the late 1970s
and early 1980s. One of these, levonorgestrel butanoate
(LNG-B), has been investigated as a possible improved
alternative to depot-medroxyprogesterone acetate (DMPA).
Formulation problems encountered in the 1990s, however,
led to an interruption of this work. While a new formulation
has since been prepared, preparation of a GMP batch of this
material has been hampered by the absence of an industrial
partner and funding shortages.

Progress
Levonorgestrel butanoate

In November 2003, a meeting involving WHO, NIH,
CONRAD, the Concept Foundation and industry, was held in
Geneva, Switzerland, to review the history and current status
of the work on LNG-B and to propose a strategy for future
studies with this compound. The participants in the meeting
were unanimous that LNG-B was an attractive alternative
to DMPA as a three-monthly injectable contraceptive and
agreed to collaborate on its further development. A product
development plan was drawn up listing the steps required,
assigning responsibilities for, and determining the costs
involved in, taking LNG-B through to the stage of a Phase Il
clinical trial.

Combined vaginal ring

Specific objectives of research

Acceptability studies show that women need long-acting
methods of contraception which do not require daily inter-
ventions and which are under their control. The vaginal ring
is one approach that meets these needs. Most steroid hor-
mones are absorbed efficiently through the vaginal wall and
can be released from a Silastic ring. The ring can be easily
inserted and replaced by the woman herself. It can be worn
continuously for a number of weeks. Its use is not coitally
related. The contraceptive ring provides a constant rate of
drug release resulting in a steady plasma level of the mini-
mum dose required for contraception; metabolic side-effects
of the steroidal hormones are reduced by avoiding the first-
pass effect through the liver. Upon removal of the vaginal
ring, fertility returns rapidly.

Progress

The Population Council will launch a Phase Il clinical trial
of a combined contraceptive vaginal ring releasing 150 ug
of nestorone and 15 pg of ethinyl estradiol daily over the
course of a year. In mid-2003, the Council signed a contract
for the production of vaginal rings which are expected to be
delivered in mid-2004. A small pharmacokinetic study will be
carried out first, to verify the performance profile of the rings,
followed by a Phase lll clinical trial. The Programme is plan-
ning to provide support to two clinical research centres to
take part in the Phase Il trial.
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Basic research on implantation

Specific objectives of research

A method of fertility regulation that needs to be taken on only
one occasion in any menstrual cycle would be an attractive
option for many individuals and couples. The use of such a
method would be more popular if it does not need to be taken
regularly in every cycle, but strictly on an “as needed” basis—
for example, in the case of occasional otherwise unprotected
intercourse, or, as a backup in the case of known method
failures such as condom breakage. Ideally, a method with
these attributes would also be largely free of the logistical dif-
ficulties and side-effects associated with many other existing
methods of contraception. Because of its infrequent use, this
contraceptive should also be relatively inexpensive, making it
affordable to women in many parts of the world.

At the end of 1998, a collaborative five-year initiative in
the area of basic research in implantation was established
between the Rockefeller Foundation and the Programme.
The primary objective of this research is to identify promising
leads for development—in eventual collaboration with indus-
try—of novel once-a-month birth control methods, which are
safe, effective, acceptable in their mode of administration and
mechanism of action, and which can be self-administered.

The continuing focus of the research during the past and final
year of the above joint initiative has been on: (i) the implanta-
tion window in the primate, at the endometrial level; (ii) the
development and demise of the primate corpus luteum; and
(i) preimplantation embryo—uterus—corpus luteum interac-
tions. The work is being carried out in a network of six centres
in Australia, China, Germany, India, the United Kingdom and
the USA, with financial support being provided by the Rock-
efeller Foundation and technical oversight being provided by
the Programme.

Progress

During the past year, further information has been obtained
on the complicated and interactive structural and functional
changes that occur in the mouse, monkey and human uterus
and the monkey corpus luteum at the site and time of implan-
tation, respectively. Systemic or local—intrafollicular—injec-
tion of angiogenesis inhibitors demonstrated the ability of
these compounds to inhibit folliculogenesis temporarily, or to
prevent ovulation, or to inhibit the development of the corpus
luteum, depending on the time in the cycle that they were
administered. Also investigated was the ‘cocktail’ approach in
which a number of different molecules, each with its own dis-
crete mechanism of action at the endometrial level, are used
together to achieve a multi-point anti-implantation effect.
Other studies have investigated the controlled cell fusion
that leads to the formation of the syncitial trophoblast and
assessed the role of various genes, hormones, enzymes,

cytokines and other molecules that appear to be associated
with the survival, transport, attachment and implantation of
the embryo.

New projects initiated during the year

Because the past year was the fifth and final year of funding,
no new projects were started as part of the initiative during
2003. However, several collaborative projects are being
planned as a result of a joint meeting held at the Rockefeller
Foundation Study and Conference Center in Bellagio, Italy, in
May 2003. The meeting brought together the principal inves-
tigators and Project Review Committee of the joint initiative
and their counterparts from the complementary programme
supported by CONRAD/CICCR. Representatives of large
and small pharmaceutical companies that had expressed an
interest in this area of work were also invited to participate
in this meeting. As a result of the presentations made at the
meeting, and subsequent public and private discussions that
took place, a number of collaborative projects were identi-
fied and discussed with the industry representatives. These
discussions, and the plans for collaborative activities that
evolved from them, were facilitated by the patents that many
of these investigators had been encouraged to take out in
order to protect their discoveries and to provide an attractive
environment for industry involvement.

Publication of the work done over the past five years is
planned, either as a special edition or a supplement of a
journal. The six centres have been asked to prepare a report
of their activities once the ongoing work has been completed
(around the first quarter of 2004). A meeting of the Project
Review Committee will then be held to review the reports,
which will be prepared according to a common format and
edited for publication.

Basic research on endometrial bleeding

Specific objectives of research

A large proportion of the more than 15 million women using
progestogen-only methods of contraception endure irregu-
larities in vaginal bleeding that these methods induce. This
has significant implications not only for their sexual lives, but
also for the sociocultural, economic and, for some, religious
dimensions of their lives. Few options are available to women
to prevent or alleviate bleeding irregularities. As a result,
counselling is the main, and often the only form of assist-
ance that women who experience this problem can expect
from providers. Clearly, in order to formulate appropriate
treatments and to develop new methods free of these side-
effects, there is a