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THE SPECIAL PROGRAMME OF RESEARCH, DEVELOPMENT
AND RESEARCH TRAINING IN HUMAN REPRODUCTION

Co-sponsored by UNDF, UNFPA, WHO and the World Bank

Proposed Programme Budget for the 1994-1995 Biennium
and Estimates for 1996-1997

1. SCOPE OF ACTIVITIES AND PRIORITIES

The Special Programme of Research, Development and Research Training in Human
Reproduction (HRP) is a global programme of international technical cooperation initiated
by the World Health Organization (WHO) in 1972, to promote, coordinate, support,
conduct and evaluate research in human reproduction with particular reference to the
needs of developing countries. Since 1988, the Programme is co-sponsored by the United
Nations Development Programme (UNDP), the United Nations Population Fund
(UNFPA), WHO and the World Bank. The Programme operates within a broad
framework of intergovernmental and inter-agency cooperation and participation.

1.1 Scope of activities

The scope of activities of the Programme is largely determined by its mandate and
by the resources available.

The Programme’s mandate focuses its activities on research and development and
research capability strengthening in the area of human reproduction and reproductive
health. The Programme’s mission is to generate and evaluate information, to assess,
improve and develop new technologies, and to assist countries in making these
technologies available to their populations. The Programme maintains close liaison with
service-oriented divisions and programmes within WHO, particularly the Division of
Family Health (FHE) and the WHO Regional Offices, and with other agencies in order tc
ensure that its agenda is responsive to service needs and that the information and
technologies it generates through research are made available to the services. Increasing
attention is also being given by the Programme to broaden communication and dialogue
with women'’s groups in an effort to ensure that the research and institution strengthening
activities reflect the needs and perspectives of women who are the primary users of
fertility regulation technologies and shoulder most of the reproductive iil-health burden.

The Programme recognizes that certain issues of reproductive health research are
also dealt with in other divisions and programmes in WHO, such as the
units/programmes on Maternal and Child Health and Family Planning, Maternal Health
and Safe Motherhood and Adolescent Health in FHE as well as the Global Programme on
AIDS (GPA) and its Unit on Sexually Transmitted Diseases, and WHO's Regional Offices.
Issues of reproductive health research are also dealt with by other international public
sector agencies, by the private sector of the pharmaceutical industry, and, at the national
level, by research institutions. In setting its priorities and planning its activities the
Programme takes full account of the work being done by all of these partners in
reproductive health research. Thus, every attempt is made to avoid duplication of
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ongoing efforts and to ensure that activities are complementary, that they respond to
unmet needs and that they are coordinated with any other ongoing work.

The resources available to the Programme are limited and it has therefore to be very
selective in identifying priority areas within its mandate in which it can make an impact.

In view of the tight financial situation, the Scientific and Technical Advisory Group
(STAG) underscored the necessity to focus, during the forthcoming biennium, on areas
where the Programme has a "comparative advantage".

STAG repeatedly stressed that the work and the contributions of the Programme are
unigque. Temporary financial constraints should not lead to any narrowing of the mandate
of the Programme and activities should be maintained in all areas, although the
magnitude and pace of some of the activities may need to be even more prioritized and
focused. Under the broad mandate of reproductive health, however, emphasis would be
placed on those research activities for which the Programme is uniquely qualified and that
do not duplicate any efforts ongoing in other programmes and organizations. Because the
Programme has unique strength and competence in the area of research on fertility
regulation, this area will obviously remain the primary focus of attention. Other research
on priority reproductive health topics will also be considered however. In taking a
decision on whether to undertake work in these areas, the Programme will ensure that
it is not duplicating ongoing efforts and that it has the required human and financial
resources to undertake new work. This forward planning of resources required for
starting activities in other areas of reproductive health has often been lacking in the past
and is a part of the reason for the current financial difficulties. In responding positively
to the demand for collaboration and for expanding into new areas, the Programme has
been constantly stretching itself to the point where there is the danger that quality will
suffer.

1.2 Priorities

The Programme identifies priorities at two levels: the national level and the global
level.

1.2.1 National research priorities

At the national level, priorities have to be identified by the responsible authorities
according to country-specific research needs.

The Programme assists in the identification of national needs and priorities in
research in reproductive health through helping countries in planning and conducting
Research Needs Assessments. Through such Assessments government authorities,
scientists, service providers and "consumers” can learn more of the reproductive health
status of the population, identify problems amenable to solution through research, and
draw up a priority list of research needs.

The research capability strengthening activities of the Programme respond to the
identified national research priorities that are within the Programme’s mandate and within
its available resources. Involvement in collaborative global research activities is also based
on the relevance of the research to the national needs and priorities.




1.2.2 Global research priorities

Qut of national priority needs, the Programme identifies research priorities that are
of wider, regional or global, relevance and which require the mobilization of an
international, collaborative, mission-oriented effort. The global priorities have to meet the
following critenia:

a) The selected priorities should address a problem that is prevalent and serious,
particularly in developing countries.

b) The problem should require research in order to provide solutions that can be
implemented.

¢)  The research need should not be one that is already being met adequately by
ongoing research efforts of others in the field. Also, the research need should be
such that WHO, and the Programme in particular, can be expected to make a
distinctive contribution.

d)  The research should be feasible. The state of the art must show that the research is
scientifically feasible and that efforts are likely to lead to a successful outcome.

e)  The cost of the research must be affordable within the resources available to the
Programme.

2.  OQUTLINE OF PROPOSED PROGRAMME ACTIVITIES

The proposed Programme activities are grouped under the following areas:

- Director’s Office, Governing & Advisory Bodies - Resources for Research
- General Activities - Statistics and Data Processing
- Research and Development - Administration and Finance

Details of these activities are presented in the different sections. This outline
provides some introductory remarks.

2.1  Director's Office, Governing and Advisory Bodies

The Programme operates as a global partnership in which policy decisions and
resource allocations are made by independent bodies, namely the Policy and Coordination
Committee (PCC) and the Scientific and Technical Advisory Group (STAG). A Standing
Committee comprising representatives of the Programme’s four co-sponsors, meets
regularly between the meetings of the PCC, to review progress, plans of action and the
budget.” Also under this area is the Directot’s Office which includes activities concerned
with resource mobilization and with integration of women’s perspectives into the
Programme’s work.




2.2 (zeneral Activities

The document on the "Optimal Role of the Programme in the 1990s", as approved
by PCC, identifies six important roles for the Programme: research and development,
research capability strengthening, setting of standards and development of guidelines,
advice to Member States, dissemination of information, and promotion of coordination
and collaboration. The first two roles are dealt with by separate components in the
Programme and are presented separately. The last four roles are dealt with by the
Programme as a whole and are grouped under General Activities.

2.3 Research and Development

The Research and Development component of the Programme comprises four main
areas, or Units, of research activity.

The first two Units are concerned with research on infertility and on fertility
regulating technologies: their development and assessment and their introduction into
national family planning programmes of developing countries including, where
appropriate, the transfer of technical know-how and assistance with the establishment of
local production capability to ensure sustainability of supply.

The other two Units, i.e., the Epidemioclogical and Social Science Research Units,
complement the Programme’s work in the development, assessment, introduction, and
transfer of fertility regulating technologies through the provision of the public health
(epidemiological) and user (social science) perspectives that are essential to the successful
introduction and adoption of family planning methods and to their safe and effective use.
In addition, both the Epidemiological and Social Science Research Units carry out research
on selected aspects of reproductive health that are not sensu stricto directly concerned
with fertility regulation but are nevertheless within the Programme’s mandate because
they relate directly or indirectly to the broader field of reproduction health.

2.4 Resoufcés for Research

The research capability strengthening activities respond to national research needs
in reproductive health, as determined in the country. This continues to be an area of
major emphasis for the Programme. As in the previous biennjum, special features in this
area include: network support to promote the involvement of developing countries in the
international research effort; technical cooperation among developing countries; and a
special allocation of funds for the least developed countries.

2.5  Statistics and Data Processing

A unique area of strength in the Programme is a capability built over the years in
Statistics and Data Processing. To Research and Development this Unit provides statistical
and data processing support for all multicentre and some single-centre research projects
undertaken by the Task Forces, as well as technical advice on the design, management,
analysis, and interpretation of Task Force projects. To Resources for Research the Unit
provides support in the formulation, execution and review of institution strengthening
policies in the areas of biostatistics and data processing as well as training of statisticians
and data managers of collaborating institutions. The unit is also responsible for the
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development and maintenance of administrative and budgetary/financial information
systems based on a network of microcomputers. :

2.6 Administration and Finance

Financial control and administrative support are crucial for the Programme’s
efficacy. To execute these functions efficiently the Programme will continue to strengthen
its information management system.

3. PREPARATION AND PRESENTATION OF THE PROPOSED PROGRAMME
BUDGET

The proposal for the 1994-1995 Programme Budget reflects the Programme’s policy
of continuity and change. In continuity, the Programme builds upon two decades of
achievement. The change is a dynamic response to changing needs and priorities and to
the changing context and environment, including the available human and financal
resources, in which the Programme operates.

31  Preparation of the Programme Budget

The preparation of the Programme Budget for the Special Programme of Research,
Development and Research Training in Human Reproduction can be summarized as
follows:

a) During 1992, the Task Force Steering Committees and the Committee on Resources
for Research and its subcommittees developed scientific plans including time and
cost estimates.

b) Following review and consolidation by the Secretariat, taking into account the
guidance provided by the Standing Committee and recommendations made by
STAG and PCC, the proposal was submitted to the Director-General of WHO, and
was reviewed and consolidated within the context of the overall global and
interregional activities of the Organization, as submitted to the WHO Executive
Board in January 1993 and the World Health Assembly in May 1993.

c) A detailed draft Programme Budget was prepared in early 1993 for submission to
STAG at its meeting in February 1993.

d) STAG reviewed the draft Programme Budget, and its recommendations, based on
scientific and technical merits and priorities, were incorporated into the present
revised Programme Budget that is submitted to PCC in June 1993.

3.2  Presentation of the Programme Budget

The tables in the accompanying document (WHO/HRP/93/1b} provide financial
and budgetary summaries for three biennia as follows:
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1992-1993:  Budget as approved by PCC in June 1991 and Revised Budget as
scaled down to reflect the estimated available income as well as other
changes during the bienniumny;

1994-1995:  Estimated obligations for the Proposed Programme Budget;
1996-1997:  Preliminary estimates.
The proposed budget is first presented in summary tables by Programme Area

(Table 1) and by Type of Expenditures (Table 2) followed by defailed tables with
descriptive texts for each Programme Area:

I Director’s Office, Governing and
Advisory Bodies (Tables 3, 3a - 3b)
IL. General Activities (Tables 4, 4a)
1L Research and Development (Tables 5 - 9)
IVv. Resources for Research (Tables 10, 10a - 10e)
V. Statistics and Data Processing (Tables 11, 11a)
VL Administration and Finance (Table 12}

3.3 New features

The present proposed Programme Budget differs from the previous one
(for 1992-1993) in a number of significant respects.

Overall budget level

At its meeting in June 1991 PCC approved a total budget for the current biennium
1992-1993 of US$ 59.5 million and budgetary estimates for the biennium 1994-1995 of
US$ 61.4 million. Funds made available to the Programme fell significantly short of the
approved budget for the current biennium. In 1992, contributions amounted to a total of
UB$ 23.7 million and, based on pledges received and other indications as of 30 April 1993,
the Programme estimates that income for the whole biennium could be as low as
US$ 43 million. Accordingly, in consultation with the Standing Committee, the budget
for the current biennium 1992-1993 has been revised downwards from US$ 59.5 million
to US$ 45.2 million (a decrease of 24%) and the proposed budget for the biennium
1994-1995 has been set at a level of US$ 52 million instead of at the originally estimated
level of US$ 61.4 million (a decrease of 15%). These budget reductions have required cuts
in most areas of the Programme and in virtually all major components of the budget,
including staffing level, in-country technical support, costs of Steering Committee and
other meetings, and contracts and grants awarded for research and institution
strengthening activities.

Committed and uncommitted funds

Due to the funding shortfall in the current biennium and in spite of the measures
taken to reduce costs of personnel, meetings and in-country technical support (consultants
and duty travel), the Programme will only be able, in 1993, to fund already ongoing
projects, and all new activities due to start in 1993 have to be postponed until the next
biennium 1994-1995.
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The 1994-1995 costs of these deferred activities are shown in the budget tables as
"uncommitted” funds. "Committed” funds are those needed to continue activities that
were already ongoing in 1993 and will continue in the 1994-1995 biennium. In addition,
within the Research and Development component, an amount of US$ 2.0 million is
available (assuming the Programme’s biennial income reaches US$ 52 million) which has
not been allocated as yet to any of the Research and Development Units or Task Forces.
This sum will be used towards financing projects originally envisaged to start in 1994-1995
but for which currently no funds are available within the Task Force and Unit budgets.
Likewise, under Resources for Research, an amount of US$ 1.0 million is shown as
"unallocated”.  Allocation of these sums will be done by Secretariat and STAG in
accordance with established rules and procedures.

Technical versus administrative costs

Because the Programme is focused on research, its staff, particularly those in the
professional category, devote a substantial proportion of their time to scientific and
technical matters as opposed to administrative and managerial tasks. This is particularly
true in the case of the Statistics and Data Processing Unit whose only "raison d’étre" is the
provision of technical support to the other parts of the Programme. Both STAG and PCC
at previous meetings have wholeheartedly agreed that the staffing of this Unit is a
technical resource and not an overhead personnel cost.

Accordingly, costs of the Statistics and Data Processing Unit have been allocated in
the proposed Programme Budget to those areas of the Programme that the Unit supports,
namely the various Task Forces of Research and Development (77.9%), Resources for
Research (5.4%) and Administration and Finance (16.7%). This proportional allocation was
based on data already collected by staff of the Unit over several years on the actual
amount of time spent on their various supporting tasks. Similarly, other costs in both
Research and Development and Resources for Research that are strictly related to technical
and scientific work such as incountry assistance and advice provided by consultants and
Programme staff with the development, conduct and evaluation of research, Steering
Committee and other meetings during which research projects are initiated, reviewed and
their results assessed, etc., are shown in the proposed Programme Budget under
"Research” and "Institutional Strengthening for Research”. Not yet included under this
heading is the proportion of salary costs that corresponds to the amount of time
professional and other staff (other than those of the Statistics and Data Processing Unit)
spend on technical as opposed to administrative matters. This proportion is currently
being established through the keeping of detailed time-sheets and a paper on this issue
will be submitted to PCC at its June 1993 meeting,

Balance between Research and Development and Resources for Research

Traditionally, the Programme has kept a ratio of 2 : 1 between expenditures in its
Research and Development and Resources for Research components, as requested by PCC.
In the proposed Programme Budget this ratio has been maintained if the statistics and
data processing costs (which for obvious reasons are much more important in Research
and Development than in Resource for Research) are not taken into consideration.




Other changes

Unlike in the previous biennium, when the personnel and other costs related to the
Director's Office were included under "Programme Management” (now renamed
"Administration and Finance"), these costs have now been amalgamated with those of the
Governing and Advisory Bodies. New within the Director’s Office are the functions of
resource mobilization and integration of women’s perspectives into the Programme’s
activities.

4. BUDGETARY BALANCE AND TRENDS

41 Overall Budget

The total Proposed Programme Budget for 1994-1995 amounts to US$ 52.0 million
(Table 1). It is US% 9.4 million (15%) below the initial estimate of U5$% 61.4 million which
was submitted to PCC in June 1991 when the 1992-1993 budget was approved.

The Proposed Budget for 1994-1995 represents an increase of US$ 6.7 million (15%)
compared with the revised 1992-1993 budget. As an indication - in WH('s Regular Budget -
a rate of 15.5% has been applied to cover expected inflation in 1994-1995. By applying this

rate to HRP it can be seen that there will be no budgetary increase in real terms for 1994-
1995.

A graph showing the Programme’s budget and income for the period 1980-1995 is
included as an annex to the Tables.

4.2 Analysis by "Category of Expenditure”

The Budget is broken down by "category of expenditure” in Table 2. It can be seen that
some two thirds (67.2%) of the estimated expenditures are allocated to "Research and
Institutional Strengthening for Research'; some 21.3% for Personnel (excluding staff in the
Statistics and Data Processing Unit, the costs of which have been distributed to the other
Programme areas under the headings "Research and Institutional Strengthening for Research”
and "Administrative Support"); 3.7% are required for "General Technical Support", and the
remaining 7.8% for "Administrative Support”.




4.3

Balance by Programme Areas

In the proposed Programme Budget, the "balance" between the different areas of the
Programme is as follows:

% allocation
Programme Area ‘ —
1992-1993 (revised)" | 1994-1995%
[ Director's Office -
Governing and Advisory Bodies 28 49
II General Activities 11.8 94
Il Research and Development 41.9 42.8
IV  Resources for Research 21.9 22.4
- UNFPA Country Frojects 4.8 3.7
V  Statistics and Data Processing 85 9.6
V] Administration and Finance 83 7.2
100.0 100.0

For the sake of comparison:

) Director’s Office also included under Programme Area I in 1992-1993
B Statistics and Data Processing not distributed to the other areas in this table

The Research and Development area can be broken down further as follows (excluding
the costs of Statistics and Data Processing, for sake of comparison with
1992-1993):

Research and Development

Technology Development
and Assessment

Research on Technology
Introduction and Transfer

Epidemiological Research on
Reproductive Health

Social Science Research on
Reproductive Health

1)

% allocation of Research and Development
%‘ —— ——T
1992-1993 (revised) 1994-1995"
49.0 49.8
16.3 15.6
19.4 18.8
15.3 15.8
100.0 100.0

"Undistributed allocation” (US$ 2.0 million) not included




44 Developed/developing Countries

All Programme activities are directed towards meeting the needs of developing
countries. One of the objectives of the Programme, as a global programme of technical
cooperation, is to mobilize scientists and research institutes in developed countries to work
with developing country scientists and research institutes on developing country problems.

The Programme does not establish in its budgetary proposal ratios for the balance of
expenditures in developed and developing countries. The balance is achieved by regular
monitoring and has generally been kept at 1/3 (developed countries) vs 2/3 {developing
countries).

The Programme is continuing three initiatives (Table 10e) to increase the involvement
of developing countries. The budget lines on "Network Support” and "Technical
Cooperation between Developing and Developed Countries" allow more centres to
participate effectively in the collaborative international research effort and the budget line
on "Technical Cooperation Among Developing Countries” allows increased utilization of
developing country centres to provide technical support to others.

The Resources for Research budget for country and regional activities is broken down
by regions. The breakdown reflects the emphasis on Africa in the allocation of Programme
resources.

4.5 Least Developed Countries

In order to ensure that the least developed countries do not have to compete for funds
within the Programme’s research capability strengthening budget, a specific allocation
(US$ 1.2 million in 1994-1995) is proposed, taking into consideration their capacity to absorb
funds and the fact that the need is more for sustained support over a long period of time
than for a rapid infusion of funds. This allocation will be the most protected if the overali
budget level has to be revised downwards due to a budgetary shortfall.

5. HRP STAFFING (Tables 13, 13a, 13b)

PCC approved a total of 74 posts for the 1992-1993 biennium. This included three
additional posts, compared with the 1990-1991 staffing level. However, due to the funding
shortfall, the new posts have not been filled.

A staffing level of 69.8 posts is proposed for 1994-1995.
New Posts

It is proposed to establish 2.8 new posts in the Director’s Office. One professional post
(P) and 50% of one general service post (G) are budgeted for the activities related to the new
budget line Resource Mobilization. In addition, 80% of one P and 50% of one G are
proposed for Women’s Perspectives.
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Frozen Posts

A total of seven posts are proposed to be "frozen" in the 1994-1995 biennium. These
posts, which are included in the approved 1992-1993 budget, are shown in Table 13a. The
proposed 1994-1995 staffing level is thus:

1992-1993 approved staffing level: 74.0 posts
Add: New posts proposed for 1994-1995: 2.8 posts
Less: Approved posts to be frozen in 1994-1995: (7.0) posts
Proposed 1994-1995 staffing level: 69.8 posts

Transfers

A total of 8.5 posts already approved are being transferred between budget lines to
reflect HRP's revised organizational structure. These posts are listed in Table 13b.

Additional Staff Changes

When the new Director of the Programme took up his duties on 15 April 1993, the
incumbent who had been Acting Director was appointed Associate Director (in the Director’s
Office).

The Office of the Director will therefore be reorganized during the remainder of 1993
This will among others involve a definition of the respective responsibilities of the Director
and of the Associate Director - and possible adjustments in the duties and responsibilities
of the Responsible Officers for Research and Development and Resources for Research.

If one additional post is required for the Associate Director, it is proposed to use one
of the posts which has been frozen in the 1994-1995 Proposed Programme Budget. This
would bring the total staffing level up to 70.8 posts.

6. BUDGETARY REVISIONS

The Programme Budget for 1992-1993 was approved by PCC in June 1991 at a level of
US$ 59.5 million. However, funds have not been made available to implement the Budget
at this level. A scaled-down Budget amounting to US$ 45.2 million was therefore submitted
to STAG for review and approval. This corresponds to an implementation level of 76%.

At the end of April 1993, estimated income for the 1992-1993 biennium stood at
USH 42.8 million. Should additional centributions not become available to make up for the
shortfall of US$ 2.4 million (US$ 45.2 million less US$ 42.8 million), the 1992-1993 Budget
will be further revised downwards according to actual income received and priorities set by
STAG - in accordance with the Procedures for Budgetary Revisions approved by PCC.

The revised 1992-1993 Budget is shown in detail in a separate column in the budgetary
tables.
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7. PROGRAMME AREA I: DIRECTOR’S OFFICE -
GOVERNING AND ADVISORY BODIES
(Table 3)

71 The Director's Office (Table 3a)
Personnel include staff in the Director’s office. Consultants to the Director provide

advice on matters relating to overall policy and strategy. Duty travel includes estimated
costs for travel undertaken for the purposes of fund-raising and coordination.

7.1.1 Women's Perspectives

OBJECTIVES

To ensure women's perspectives are integrated into the research and institution-
strengthening activities of the Programme, and to ensure that women and women's
perspectives are brought into the process of broadening contraceptive choice, and into the
establishment of national research priorities in reproductive health.

Regional meetings

The third in the series of regional meetings to promote dialogue between researchers,
family planning programme managers, and women’s health advocates, will take place in the
Latin American and Caribbean region in 1994. As with the two prior meetings in Asia and
Africa, the preparation will involve the active participation of women’s health groups, and
the report of the meeting will be widely disseminated. Separate funds will be sought to
produce the report in Spanish as well as English.

Follow-up to regional meetings

The ongoing follow-up work from the three regional meetings between women’s health
advocates, researchers and family planning programme managers, comprises, amongst
others, work on tasks such as redrafting guidelines on research needs assessments, or
helping to stimulate national level activities aimed at integrating women’s perspectives.

Coordination of inter-agency working group on barrier methods

As a specific follow-up activities to the Asia regional meeting, the inter-agency working
group will oversee efficacy and acceptability research on female barrier methods in several
developing country settings. Main agency involvement is from Family Health International
and the Population Council, with participation from the Global Programme on AIDS. The
Programme anticipates contributing to one study and supporting women’s health groups
who will be consultants in the studies.
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Collaboration with women'’s groups

The work of integrating women’s perspectives needs to include the input of different
women'’s groups in various ways. The Programme has been working closely with the
International Women'’s Health Coalition who have been helping to develop strategies, give
advice and participate in preparation of meetings. Collaboration with this and similar group
is essential to achieve the goals of this area of Programme activities. There are other groups
with whom, from time to time, the Programme may need to work with on specific issues.

7.1.2 Resource mobilization

There are limited financial resources available to research in reproductive health,
including fertility regulation. The Programme’s own funding, although it has increased
substantially in recent years, appears to be remaining, for the time being, at about
US$ 23 million per annum. Demand is growing and funding is not keeping pace. The result
is a substantial unmet need for the continuation and expansion of the global research effort
on reproductive health technologies and for the further strengthening of research capacities
in reproductive health in developing countries. This shortfall is amply demonstrated by the
difference of some US$ 16 million between the PCC-approved budget for the 1992-1993
biennium and the Programme’s expected income. To be able to fulfill its mandate, to meet
existing demands and to respond to new challenges, while still operating within limited
financial resources, the Programme must evolve and be creative in mobilizing additional
resources. :

The Programme intends to respond to the PCC call of June 1992 for it to broaden its
financial base and look for innovative ways to increase its resources to meet this challenge.
The Director, while providing scientific leadership to the Programme and being its chief
administrative officer, has as one of his principal tasks, that of generating and maintaining
direct contributions to the Programme from Member States. To add to this, and building
on its mandated role of external coordination, the Programme will actively pursue
opportunities to improve coordination and enhance collaboration with other parts of the
Organization, with other international programmes and with bilateral agencies. Greater
attention to the Programme’s external relations leading to improved collaboration and
coordination, while not intended to increase direct contributions to the Programme, is
expected to enhance the effectiveness of the Programme’s work and to mobilize substantial
additional support to specific activities, especially at the country level.

The Programme is already in partnership with some of these other parties in
supporting research and institutional development activities. Such a joint investment in
common goals has proved an effective way of mobilizing additional resources to meet a
challenge while avoiding the direct contribution to the Programme of earmarked funds. In
this, the Director’s role is to establish the broad framework for the Programme’s relationship
with other WHO units, and with other programmes and agencies. Assistance is needed,
however, in following through on the initiatives identified and in drafting the details of new
collaborative arrangements. [n addition, there is a need for central coordination of the many
activities, Programme-wide, to which these give rise, in order to be able to take best
advantage of the opportunities that are presented and to ensure a fully informed and
coordinated approach in negotiating with potential partners. '
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Following consultations with the Standing Committee, the Programme proposes to
invest up to 1% of its income in activities aimed at increasing its impact at the country level
through improved external relations and the generation of partnerships with others. While
the general aim is to bring additional resources to the worthwhile projects that require them,
there is also an intention to support the Director in bringing about an increase in the direct
income to the Programme and to broaden its donor base. To guarantee a successful outcome
of this endeavour, it is proposed to dedicate a full-time senior staff member and a half-time
secretary to the tasks. A substantial allowance for duty travel is needed for the staff member
and for senior consultants to the Programme who will assist in discussions with aid agencies
of developed country governments and with other international programmes. Some funds
are included for meetings that would bring together bilateral and international programmes
to review challenges and opportunities in specific areas of need. Examples include donor
mobilization meetings to follow through on national reproductive health research needs
assessments, meetings to address the needs of sub-regions (e.g. the South Pacific or
Caribbean) and meetings to generate support for neglected research areas (e.g. barrier
methods).

Promotional material (brochures, etc) will be needed, but these will be covered by the
budget for Dissemination of Information.

STAG, when reviewing the Proposed Programme Budget in February 1993,
recommended that a decision on this new budget line should be taken only following the
appointment of a new Director of the Programme. Before taking this decision, the Director
wishes to hear the views of PCC on the establishment of a budgetary allocation for resource
mobilization,

7.2 Goveming and Advisory Bodies (Table 3b)

The Programme is an interagency programme, co-sponsored by UNDP, UNFPA, WHO
and the World Bank, with WHO as the execufing agency.

PERSONNEL

The administrative workload to support the governing and advisory bodies of the
Programme requires the work of one professional and of one secretary.

MEETINGS

Policy and Coordination Committee (PCC)

PCC, the Programme’s Governing Body, meets once a year in Geneva. The
membership of PCC includes the largest financial contributors, WHO Member States elected
by the WHO Regional Committees and PCC, the co-sponsors and the International Planned
Parenthood Federation. Normally, the members of PCC make their own arrangements to
cover the expenses incurred in attending sessions of the PCC. A budgetary provision has
been made, however, to cover travel and per diem for one participant from each developing

country member. These expenses are paid on request from the developing country
members. ‘




Standing Committee

The Standing Committee is comprised of representatives of the co-sponsors. The
Committee meets regularly to enable the co-sponsors to make a systematic joint contribution
to the deliberations of the PCC. The participants arrange for their own travel; the budgetary
provision covers duty travel to enable WHO staff to attend Standing Committee Meetings
held outside of Geneva. '

Scientific and Technical Advisory Group (STAG) including in-depth reviews

In making its policy and budgetary decisions, PCC is guided by the Scientific and
Technical Advisory Group (STAG), which reviews the content, scope and dimensions of the
Programme, recommends priorities and provides PCC with continuous and independent
evaluation of the scientific and technical aspects of all activities of the Programme. STAG,
which meets once a year, is composed of 15-18 members who serve in their personal
capacities. STAG members undertake regular in-depth reviews of individual Programme
components; these reviews may involve site-visits to selected projects and institutions.

8. PROGRAMME AREA II: GENERAL ACTIVITIES (Table 4)

The Programme Area includes activities related to (i) the Programme’s overall mandate
to promote, support, conduct and evaluate research on human reproduction, with particular
reference to the needs of developing countries, and (ii) the special role of the Programme,
as the main instrument within the United Nations system for reproduction research, in
coordinating such research in setting standards and developing guidelines and in advising
Member States. An important, indeed crucial, element in the effective execution of all of
these mandated functions is the production of appropriate information materials of both
technical and general nature, and their wide but accurately focused distribution. Thus,
dissernination of information also falls under this Programme Area.

PERSONNEL includes staff in the offices of the Responsible Officers as well as 50% of
the cost of a lawyer in the Office of the Legal Counsel.

MANDATED ROLES include the following functions of the Programme:
External coordination

Coordination and promotion of collaboration with other programmes and agencies
engaged in research and research capability strengthening in the field of human
reproduction, incdluding the pharmaceutical industry. This includes the participation of
collaborating programme scientists in Task Force meetings and the participation of WHO
Regional Office staff and collaborating agency representatives in meetings of the Committee
on Resources for Research as well as the participation of HRP staff in collaborating agency
and inter-agency meetings. [t also includes a biennial inter-agency consultation,

Standards and Guidelines and Laboratory Rea_génts Programme

Setting of standards and development of guidelines, particularly in the areas of
laboratory procedures, research protocols, drug regulatory requirements and ethical issues,
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including the promotion of ethical practices in human reproduction research. Costs include
the regular (twice a year) meetings of the Scientific and Ethical Review Group and of the
Toxicology Panel and other consultations/meetings as required.

Laboratory Reagents Programme

The preparation, packaging and distribution of standardized reagents to collaborating
centres for the measurement of reproductive hormones has been a service provided by the
Programme since 1976. The Laboratory Reagents Programme was set up principaily for
multicentre studies conducted by Task Forces because it was essential for all participating
laboratories to measure these hormones using the same methodology and identical reagents.
This ensures comparability between laboratories. Associated with the distribution of
matched reagents to some 75 laboratories in 29 countries is an external quality assessment
scheme which provides ongoing evidence of the maintenance of standards in laboratories
carrying out research with Task Forces. Total expenditure from the start of the Programme
until the end of 1993 is projected to be approximately US$ 8 000 000.

With improvements in technology it has become possible to replace the existing
radioimmunoassays (RIAs) which use radio-isotopes with simpler, environmentally more
acceptable methods while retaining overall precision, sensitivity and comparability between
laboratories. For this reason, assay development continues to be 2 component of this section
of the Reagents Programme. Rapid and accurate enzyme immunoassays (EIAs) for three
hormones, LH, FSH and prolactin, have been developed and it is planned to introduce these
assays, and the instrumentation needed, for new Task Force projects that require
measurements. of these hormones from mid 1993. The intention is that eventually the
existing methodology will be completely replaced by the new. It is planned that a similar
set of assays for the steroid hormones will be developed and will have undergone
preliminary tésting by the end of 1994. The total changeover from the existing RIA to EIA
is projected to take about five years and thus should be complete by the end of 1998,

Provision of advice to Member States

This includes convening Scientific Groups, Expert Committees and other consultations,
on subjects of concern to WHO Member States. |

Promotion of reséarch

Because of its limited funding the Programme can play an active role only in certain
priority areas of reproductive health research. The Programme would use this budget line
to play a catalytic role to stimulate research interest in other areas, including applied basic
research relevant to the programme’s objectives. It does this through the sponsoring or co-
sponsoring of symposia and other scientific meetings and widely disseminating the reports.

THE DIRECTOR’S INITIATIVE FUND is used, as necessary, to support new initiatives that
do not fall under the other Programme Areas contained in the Proposed Budget. Wherever
possible, the funds are matched by contributions from other sources. No financial
commitments from this Fund can be made beyond the biennium.
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81 DISSEMINATION OF INFORMATION (Table 4a) - - .

OBJECTIVES

The production of information materials (publications, newsletter and brochures, and
exhibits) of appropriate style and quality and their wide but accurately focused distribution
constitutes an important objective of the Programme. In order to achieve a better coverage
in the mass media of reproductive health issues, the Programme seeks to improve
communication and networking among scientists and journalists in developing countries.
The Programme also trains researchers in developing countries in scientific writing in order
to enable them to publish their scientific papers in major international journals.

Current Information Materials

Information materials currently produced and distributed by the Programme include:

Biennial Report (English and French)

Progress in Human Reproduction Research (English)

Annual Technical Report (English)

Proceedings of scientific symposia

Technical reports, manuals or guidelines on specific topics

Brochures relating to the activities of the Programme

Distribution of publications/documents produced jointly by the Division of
Family Health and the Programme

Exhibits relating to the Programme or specific Task Forces and their display
at appropriate meetings.

N U

&

Currently the various information materials are distributed through a mailing list
maintained for the Programme by the WHO Unit of Distribution and Sale of Publications.

The Biennial Report, the Annual Technical Report, and Progress in Human
Reproduction Research are translated into Chinese and distributed by the Programme’s
Collaborating Centres in Beijing and Shanghai with financial support from the Programme.

Planned Activities

Production and distribution _of information materials

, In the next biennium, the Programme will continue to produce and distribute the
above materials.

Work will continue on the mailing list to achieve wider and effective distribution of
the information materials.
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Programme promotion

Promotional activities are planned in order to give higher visibility to the Programme
at international meetings. In this regard the Programme will set up exhibits displaying its
activities along with distribution of relevant information materials at meetings in which the
Programme participates and which are judged to be of potential interest to policy-makers,
the media, as well as the general public, apart from the scientific community.

Press releases will be issued in collaboration with the WHO Information Office as and
when necessary.

Workshop on health journalism and scientific writing

The Programme plans to hold four workshops in developing countries to train suitable
candidates in health journalism, with emphasis on reproductive health issues. These
workshops are planned to be conducted in collaboration with the International Planned
Parenthood Federation and, possibly, Family Health International.

The Programme started conducting training in scientific writing in 1991. Since then
more than 65 scientists have been trained in four workshops sponsored by the Programme.
In view of the continuing demand for this type of training, the Programme plans to hold
four workshops in the 1994-1995 biennium.

Documentation centre

As part of its information exchange arrangements with outside bodies working in the
field of reproductive health, the Programme as well as individual staff receive a considerable
arnount of information material (publications, newsletters, videos, etc.). In order to improve
accessibility of all staff to such data a documentation centre will be established within the
Programme. The documentation centre will be managed as part of the information
dissemination activities of the Programme. The amount budgeted for this activity is for the
purchase of items and materials needed for the storage and classification of documents.

9. PROGRAMME AREA III: RESEARCH AND DEVELOPMENT
(Tables 5 - 9)

The Research and Development component of the Programme comprises four main
areas, or Units, of research activity.

91 Technology development and assessment

The emphasis on contraceptive research and development in this area is based on the
following considerations: the increasing number of couples and individuals using
contraception; the diverse contraceptive needs of couples necessitating the availability of a
broader range of choices; the impact of fertility regulation on health, development,
population, environment and the status of women; the unmet need as shown by the tens of
millions of unwanted pregnancies and induced abortions; and the reluctance of the
pharmaceutical industry to make any significant R & D investments in this field.
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When deciding about areas of research that the Programme should pursue and about
the appropriate balance between them, STAG takes into consideration the five criteria
outlined earlier, namely the importance of the problem and the need for research to resolve
it, the work already ongoing with the support of others and the particular contributions that
the Programme can make, the scientific feasibility and the likelihood that the research will
have a successful outcome within a reasonable time frame and at an affordable cost. In
addition, priority is given to methods that are at a relatively advanced stage of development
and can be made available in primary health care settings. Using these criteria STAG has
recommended that the Programme focusses its activities in contraceptive research and
development on the following six areas: long-acting systemic agents, post-ovulatory
methods, birth control vaccines, male fertility regulation, natural methods of family planning,
and intrauterine devices.

In research on infertility, the emphasis is on prevention, particularly the prevention of
sexually transmitted diseases. From a public health point of view this is the most cost-
effective approach. The Programme does not intend to be actively involved in the
development of technologies for the cure of infertility in view of the strong industrial interest
in this area. The Programme will be involved, howevér, in an objective evaluation of
information about new technologies.

In previous biennia, the Programme usually set aside in its budget some funds to
enable it to respond to new initiatives that might be identified during the biennium,
particularly if the work proposed was to be carried out as a collaborative activity with other
divisions and programmes in WHO or with other agencies. However, because of shortage
of funds this practice cannot be continued in the current and next biennia.

9.2 Research on technology introduction and transfer

The development of new technologies is not autornatically followed by their utilization
in health and family planning services. In fact, only relatively few of national services are
making full use of the range of available technology. To address this situation the
Programme established, in 1991, the Task Force on Research on the Infroduction and
Transfer of Technologies for Fertility Regulation, which is a joint activity with the Division
of Family Health (FHE). The mandate of the Task Force, as recommended by 5TAG, is to
assist governments and other agencies in the optimization of use of technologies for fertility
regulation and to broaden contraceptive options available to users on the basis of informed
choice between different types of family planning products which have been adequately
tested for safety and efficacy, which are of the highest quality, and which can be provided
at an acceptable cost.

9.3 Epidemiological research on reproductive health

Research in this area is concerned with the identification of major side effects, both
bereficial and adverse, associated with the different methods of fertility regulation currently
available and to determine the efficacy of currently used methods when this is not known.
A main emphasis of the work is to study potential side effects of contraceptive use which
are of public health relevance in developing countries. Other related issues that are being
addressed by the Epidemiological Research Unit in collaboration with other Units of the
Programme and of WHOQ include health services delivery in family planning and
reproductive health care. Examples of such research activities are the studies on abortion
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and women's health, the impact of infection with the human immuncdeficiency virus (HIV)
on the course and outcome of pregnancy (in collaboration with GPA), and the evaluation of
antenatal care (in collaboration with FHE).

9.4 Social science research on reproductive health

The Programme’s social science research on reproductive health is grounded in the
goal of ensuring the individual’s ability to safeguard his or her health and to enhance
people’s opportunities to exercise choice on all the events that surround or affect human
reproduction, including service access and utilization. In the supported research, a major
emphasis is maintained on behavioural and social determinants of fertility regulation. Other
reproductive health issues being studied or under consideration include determinants and
consequences of induced abortion, sexual behaviour and health, social dimensions of
maternal mortality, and breast-feeding and birth spacing.

TASK FORCE ON LONG-ACTING SYSTEMIC AGENTS FOR
FERTILITY REGULATION (Table 6a)

OBJECTIVES

The objectives of the Task Force since its establishment in 1973 continue to be the
development of new compounds and/or drug delivery systems which are superior to
existing long-acting contraceptives and which can be readily used in family planning
programmes.

TASK FORCE RESEARCH LINES

Injectable contraceptive preparations

Once-a-month

This research line was established in 1975 with the objective of developing injectable
hormonal formulations which would provide an alternative for women who cannot tolerate
the bleeding disturbances of progestogen-only preparations. The Task Force virtually
completed its strategic plan with the development of two once-a-month formulations,
Cyclofem and Mesigyna, and the last clinical trials ended in 1992. A consultation of experts
is planned for June 1993 for the review of the full data available on these preparations.
From 1975 until the end of 1993, expenditure on this research line will total approximately
US$ 5 120 000.

During the 1992-1993 biennium, multicentre studies on the effects of Cyclofem and
Mesigyna on lipid metabolism and on coagulation and fibrinolysis were completed. A Phase
III' clinical trial comparing both drugs was completed in Egypt, and a similar study
comparing these preparations with the Chinese Injectable No.1 was completed in China.




-‘2.‘,'1 .

Continuing work on these preparations will be done by the Task Force for Research
on the Introduction and Transfer of Technologies for Fertility Regulation and the Task Force
for Epidemiological Research on Reproductive Health. ‘

Two-to-six monthly.

Despite the menstrual itregularities experienced with the injectable contraceptives,
depot medroxyprogesterone acetate (OMPA) and norethisterone enantate (NET-EN), the use
of these two injectable progestogen-only preparations continues to rise. It is estimated that
there are now about 10 million users of DMPA for contraception and over 1 million users
of NET-EN. Since 1975, the Task Force has continued to undertake studies on these two
injectables, including pharmacokinetic investigations and studies of their effects on lipid
metabolism. Work has also been carried out to develop an alternative progestogen-only
injectable which can be formulated to give a superior pharmacokinetic profile to existing
progestogen-only preparations and which can be produced at the lowest possible cost to the
public sector. Following a major chemical synthesis programme, one compound,
levonorgestrel butanoate (HRP002), was selected for further study as a three-monthly
preparation, and it is estimated that this development work will be completed by 1996 at the
earliest. From 1975 until the end of 1993, the total expenditure for this research line will
amount to US$ 1 950 000.

Animal studies on HRPOO2 have indicated that a formulation with a specific particle
size range is needed to achieve both an optimal pharmacokinetic profile and necessary
duration of action. A manufacturing process was established and this new formulation is
currently being tested in pharmacokinetic studies in the human,

On the basis of these studies, an optimal regimen for contraception will be determined
and tested in a Phase [l clinical trial. Studies on the metabolic effects of this preparation
will be undertaken. -

Implants and other delivery systems

This research line was started in 1975 with the objective of developing appropriate
implantable devices that could be used in developing countries. The main focus was placed
on polymer research and clinical trials of Capronor, a single biodegradable levonorgestrel-
releasing implant developed by the Research Triangle Institute with primary support from
the Contraceptive Development Branch of the U.S. National Institute of Child Health and
Human Development (NICHD). Clinical studies of non-biodegradable implants are also
undertaken. Expenditure on this research line from 1975 until the end of 1993 will amount
to US$ 3 900 000.

A study on the effects of the implant Norplant® on lipid metabolism will be completed
in 1993

During the 1994-1995 biennium, Phase II/III clinical trials of several implant systems
are anticipated: a) an improved version of the Capronor implant, in collaboration with
NICHD; and b) two new non-biodegradable implant systems, in collaboration with the
pharmaceutical industry.




Vaginal rings

Since 1975, one of the major lines of the Programme has been the development of
steroid-releasing vaginal rings. The Task Force has almost completed the preclinical and
clinical testing of a vaginal ring releasing 20 g of levonorgestrel per 24 hours for a period
of three months. Development work on other vaginal rings will continue for several more
years. Total expenditure on this research line will amount to approximately
US$ 4 350 000 by the end of 1993. ‘

During the 1992-1993 biennium, clinical studies of the local effects of levonorgestrel-
releasing vaginal rings with different physical characteristics are being undertaken.

Pharmacokinetic studies are anticipated to be followed by a Phase Il clinical trial of
a selected product during the 1994-1995 biennium. Work will continue with industry on the
formulation of rings releasing different hormonal compounds.

Hormonal postpartum contraception

Although preliminary studies had been undertaken in previous years, this research line
was consolidated in 1983 with the aim of developing methods which would prevent
exposure of the breast-fed infant to synthetic steroids. Two different approaches were
investigated: the first one uses the natural steroid, progesterone, but since this compound
is virtually inactive when administered orally, it is being delivered using a vaginal ring, The
second approach is the administration of GnRH analogues since naturally-occurring GnRH-
like substances are present in breast milk and, from six weeks postpartum, peptides such as
these are probably not absorbed through the infant gut. Total expenditure for this research
line will amount to US$ 560 000 by the end of 1993.

During 1991 and 1992, the progesterone-releasing vaginal ring was reformulated and
tested in vitro. Pharmacokinetic and pharmacodynamic studies are planned for 1993.

During the 1994-1995 biennium, a Phase III clinical trial will be initiated on vaginal
rings releasing progesterone.

Endometrial bleeding

Menstrual bleeding irregularities are the main reason given by women for
discontinuing use of long-acting methods of contraception. Thus a research line was
established in 1975 to investigate the incidence, the mechanisms and the treatment of
progestogen - induced endometrial bleeding. The total expenditure for this research line will
amount to about US$ 1 140 000 by the end of 1993.

During the 1992-1993 biennium, a clinical trial evaluating the effect of different
estrogen treatments on prolonged endometrial bleeding in DMPA users will be completed.
In addition, studies are ongoing to investigate the mechanisms of endometrial bleeding and
how these are affected by exogenous hormone administration, in order to ascertain the action
of progestogens and estrogens on endometrial function, to develop new treatment modalities
for bleeding problems and to facilitate the development of compounds which do not give
rise to an unpredictable bleeding pattern.
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Preliminary results have been encouraging and research on the mechanisms of
endometrial bleeding will need to be pursued in the 1994-1995 biennium. '

TASK FORCE ON POST-OVULATORY METHODS FOR
FERTILITY REGULATION (Table 6b)

OBJECTIVES

The Task Force on Post-ovulatory Methods for Fertility Regulation was established
with its present mandate in 1985 to promote the development of post-ovulatory methods of
fertility regulation, i.e. methods that interfere with fertilization, implantation, and the
establishment and maintenance of early pregnancy. Prior to 1985, research in this area was
coordinated by earlier Task Forces, notably those on Prostaglandins for Fertility Regulation
(1972-1985), on Methods for the Regulation of Ovum Transport, later also known as Post-
ovulatory Methods (1972-1978), on Methods for the Regulation of Implantation (1972-1977),
on Anti-implantation Agents (1977-1981), and on Post-coital, Once-a-month and Menses-
inducing Drugs (1981-1985).

TASK FORCE RESEARCH LINES

Antiprogestins

Research on antiprogestins was initiated by the Programme in 1983, i.e. shortly after
the clinical use of mifepristone (RU 486) was first reported. Since then activities have
expanded continuously to assess the various possible uses of these compounds, mifepristone
in particular, in fertility control and to explore the underlying mechanisms of action.
Because progesterone plays a key role in the reproductive process, antiprogestins can be
expected to have a range of possible applications in fertility reguiation, including termination
of early pregnancy, induction of missed menses, postcoital contraception, inhibition of
ovulation, late luteal "contragestion” and, possibly also, prevention of implantation and once-
a-week use. Most of these potential uses have been, or are being, studied by the Task Force.
For example, during 1992, two Task Force-supported studies convincingly showed that
mifepristone is “an abortifacient to prevent abortion" in view of its high effectiveness as an
emergency contraceptive. Several other, seemingly more "pure” and potent antiprogestins
have been described, and this line of research therefore is likely to remain the Task Forces's
first priority during the next 5-10 years. Total actual expenditure on antiprogestin research
from 1984 until the end of 1991 was US$ 2 810 000. For the biennium 1992-1993 the
originally approved budget for continuing this research was US$ 1 100 000. However,
because of the shortfall in funding of the Programme the available budget will be at most
US$ 360 000 and, consequently, nearly all projects due to start in 1993 have to be postponed
until the 1994-1995 biennium.

Several multicentre trials are in progress to determine the lowest effective doses of
mifepristone and prostaglandin for termination of early pregnancy and to assess until what
stage of pregnancy such combination regimens can be used effectively and safely. It was
anticipated that studies in this area would come to an end during the biennium 1994-1995,
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but this is now likely to be delayed until 1996-1997. Clinical efficacy studies on the use of
mifepristone plus prostaglandin for induction of delayed menses and of mifepristone alone
for emergency contraception have yielded results that are promising enough to warrant
further, larger trials. Pilot studies on mifepristone as a once-a-month pill for use during the
late luteal phase of the cycle and as a daily oral contraceptive pill of the "mini-pill" and
sequential varieties, which were scheduled to start in 1993, will be undertaken in the next
biennium. Exploratory research on once-a-week use was also due to be initiated in 1993,
Data already available from, for example, mifepristone are so encouraging that more
in-depth and larger studies, including studies of effectiveness, should be undertaken.
However, because of financial limitations the Task Force will only be able to undertake
limited pilot-studies in most of these areas during the biennium 1994-1995, and it will not
be in a position to support, for example, any further research on uses of mifepristone that
are not strictly post-ovulatory, such as research on the antiprogestin as a "mini-pill" or as a
constituent of a sequential contraceptive pill. To conduct such studies, additional funds to
the figure given in the table would be required. In addition to the clinical studies, the Task
Force is giving limited support - and anficipates continuing to do so - to in vivo and in vitro
mission-oriented research aimed at improving our understanding of the mechanisms of
action of mifepristone, and of antiprogestins in general, in fertility regulation.

Several hundreds of antiprogestins, some of them with greater or more specific
antiprogestational activity than mifepristone, have been synthesized by pharmaceutical
companies and by private institutions and investigators. Until now the abortion "stigma"
attached to these compounds deterred most pharmaceutical companies from undertaking
any developmental work. However, the promising findings on the potential of
antiprogestins in fertility regulation and other indications is tempting several companies back
into the field. As the international organization with the widest experience in research on
antiprogestins, the Task Force anticipates being involved with clinical assessment of new
antiprogestins in collaboration with industry, and indeed has already been approached by
one company. However, there are no funds for this research in the provisional budget
allocation.

Postcoital drugs

Research in this area has a two-fold objective: (i) to identify a postcoitally active drug
that can be taken repeatedly, if required, during the same or successive cycles, and (ii) to
find alternative, effective postcoital agents for emergency use that have fewer side effects
than currently used hormonal methods (high dose estrogen or estrogen/progestin
combinations). Total actual expenditure under this budget line from 1983 until the end of
1991 was US% 460 000. A Sum of US$ 125 000 had been approved for this line of research
in the current biennium 1992-1993 but it is expected that no more than US$ 70 000 will be
available.

In respect of the above objective, Task Force research since 1983 has focused on the use
of levonorgestrel and has shown that the repeated postcoital use of this compound is not a
viable method of contraception for women who have regular intercourse. Consequently,
current research is examining the feasibility and acceptability of using levonorgestrel as a
regular postcoital method of contraception in more selected groups, for example women
with infrequent intercourse. This work will be completed during the 1992-1993 biennium
and the results will determine if any further studies in this area are warranted.
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As for the second objective, studies have been initiated in 1990 on the use of gestagenic
compounds as emergency postoital contraceptives, in addition to the trials with mifepristone
mentioned above. These studies, completed in 1992, suggested that levonorgestrel, but not
danazol, was as effective as the standard estrogen/progestin (Yuzpe) combination regimen
but associated with fewer side effects. ‘Further multicentre research originally due to start
in 1993, will be undertaken in the 1994-1995 biennium to confirm these findings and,
possibly, evaluate the minimally effective dose of levonorgestrel.

Apart from additional, larger-scale trials of levonorgestrel as described above, no firm
prediction can be made about future undertakings. The factors involved in implanation and
human pre-embryonic development are poorly understood and, consequently, research in
this area is largely empirical and subject to the identification of new leads in the exploratory
studies conducted by the Task Force and other investigators.

Anti-implantation agents

The search for agents capable of preventing implantation has been an area of interest
within the Programme since its inception in 1972. Since 1983, this search has been focused
on the role of estrogen in primate implantation and on the possible use of anti-estrogens to
prevent the establishment of pregnancy. Total projected expenditure until the end of 1991
is US$ 610 000 and total projected expenditure until the end of 1993 is estimated to be
US$ 810 000.

Research on the hormonal requirements of implantation in the primate, particularly the
role of estrogen, that has been completed during the biennium 1992-1993, strongly suggests
that estrogen of ovarian origin is not needed for normal implantation to occur. Although
these findings do not exclude a possible role of blastocyst-derived or Jocally (endometrially)
produced estrogen, the observations have led the Task Force to abandon any further studies
of anti-estrogens to prevent implantation. Instead, available resources will be devoted to
mission-oriented research on the maternal recognition of pregnancy, including putative
embryonic signals during implantation, that may suggest new targets for contraceptive
interference. Because of its more fundamental character, this research will be given lowest
priority. Figures shown in the table for the 1994-1995 biennium relate to projects that were
ongoing or due to start in 1993

TASK FORCE ON VACCINES FOR FERTILITY REGULATION (Table 6c)

OBJECTIVES

The Task Force on Vaccines for Fertility Regulation was established in 1973 with the
objective of developing a method of birth control that would provide safe, effective,
reversible and acceptable inhibition of fertility as a result of generating an immune response
directed against molecules essential for reproduction. The Task Force has concentrated its
efforts on the development of vaccines that would provide protection against pregnancy for
up to 18 months and which would be suitable for use at all stages in the reproductive life
of the user, for delaying first pregnancies, for spacing births, and for providing protection
when the desired family size has been achieved.




TASK FORCE RESEARCH LINES

Anti-hCG vaccines

The development of anti-hCG vaccines has been the major component of the Task
Force's research activities since its formation in 1973. The objective of this research is to
develop an anti-hCG vaccine which will prevent implantation of the fertilized ovum without
producing unwanted or undesirable side effects. The Task Force’s activities in this area have
reached the stage of clinical evaluation of the safety and efficacy of a profolype,
multiple-injection vaccine with a duration of effect of 3-6 months; the preclinical safety
evaluation of an advanced prototype, single-injection vaccine formulated in a slow release
copolymer microsphere delivery system with a duration of effect of 12-18 months; and the
investigation and evaluation of a number of novel procedures in vaccine design and
development which could lead to the production of an optimized, totally synthetic vaccine
of simple design and construction which will be inexpensive to produce and easy to
administer. The total expenditure by the Task Force on anti-hCG vaccine research and
development during 1973-1993 is estimated at US$ 9.4 million.

During 1992, the final reports of the pre-Phase II rat and rabbit teratology studies
carried out with the prototype anti-hCG vaccine were reviewed and approved by the
Programme’s Toxicology Panel, the protocol for the Phase II clinical trial of the prototype
vaccine was finalized and reviewed and approved by the the Toxicology Panel and Scientific
and Ethical Review Group, and an Investigational New Drug application was prepared and
submitted to the national drug regulatory authorities as a prerequisite for conducting a
Phase 11 trial of this formulation of the vaccine in Sweden. Approval to initiate the trial has
been obtained from these authorities as well as from the ethics committees at both of the
trial centres and recruitment to the study was scheduled to start at the beginning of 1993,
Late in 1991, pre-Phase I rabbit local tolerance and rat and rabbit sub-chronic toxicity studies
were initiated with the advanced prototype anti-hCG vaccine. Early in 1992, during the course
of the pre-Phase [ studies, it became apparent that the immunogenicity of the large batch of
this formulation of the vaccine prepared for the preclinical and clinical studies was reduced
compared to a small pilot batch of the same material which had been evaluated previously.
This difference in potency appeared to be due to changes induced by gamma-irradiation in
the large batch which did not occur in the small batch. During the past year, the Task Force
has prepared another batch of the advanced prototype anti-hCG vaccine in accordance with
Good Manufacturing Practices procedures and under aseptic conditions and in a sufficient
quantity to permit repeat pre-Phase I toxicity, a Phase I clinical trial, pre-Phase II teratology
and a Phase II clinical trial to be carried out with the same batch of vaccine.

Further studies have been carried out by the Task Force to evaluate a number of novel
approaches to vaccine design as part of its programme to develop an optimized anti-hCG
vaccine. These studies have included the evaluation of alternative vaccine components of
more simple structure than those in the prototype and advanced prototype vaccines, and the use
of additional components and immunization strategies to maximize desired responses and
minimize unwanted responses. These studies are aimed at the development of an optimized
anti-hCG vaccine which can be given in very small doses, which will be free of untoward
side effects, and which would have predictable potency and duration of effect. In addition,
studies have been initiated on the mechanism of action of the anti-hCG vaccine, both in
order to determine ways in which the vaccine’s performance can be improved as well as to
devise strategies for reversing the effect of the vaccine on demand.
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Depending on the recruitment rate, the duration of effective immunity elicited by the
vaccine in individual subjects, and the length of the specified follow-up, the Phase II trial
of the prototype anti-hCG vaccine is expected to start in mid-1993 and continue through 1993
and most of the 1994-1995 biennium. No further studies are envisaged with this formulation
of the anti-hCG vaccine after completion of this Phase II trial. The repeat pre-Phase I local
tolerance and sub-chronic toxicity studies, the Phase I clinical trial and pre-Phase I
teratology studies with the advanced prototype anti-hCG vaccine are scheduled to start in 1993
and the pre-Phase Il baboon chronic toxicity study will continue through 1993. All of these
studies, as well as a Phase Il clinical trial, are projected to be completed by the end of 1995
and the Phase III clinical trial with this formulation of the anti-hCG vaccine is scheduled to
start in 1996. Studies on the optimized anti-hCG vaccine are expected to continue to the end
of 1997.

The studies summarized above are the culmination of a dedicated research and
development effort covering nearly 20 years. The budgets proposed for the 1994-1995 and
1996-1997 biennia in the accompanying tables are based on a realistic estimate of the
expected income to the Programme. It should be noted, however, that the sums indicated
represent the minimum funding required to maintain progress in this area; to achieve the
objectives originally assigned to the Task Force and to bring this activity to a successful and
early conclusion will require substantial additional funding.

Anti-trophoblast vaccines

The Task Force has supported research on the development of anti-trophoblast vaccines
since its formation in 1973. The primary objective is to develop vaccines with essentially the
same performance characteristics as the anti-hCG vaccines and this research is seen largely
as a ‘back-up’ system in case unforeseen problems are encountered in the anti-hCG vaccine
programme. The total expenditure by the Task Force on anti-trophoblast vaccine research
and development over the period 1973-1993 is estimated at US$ 1.95 million.

Initially, these studies focused on the evaluation of the antifertility efficacy of
immunization with placenta-specific proteins isolated from term placentae. Between 1981
and 1985 these studies were interrupted because of the need to devote all of the Task Force's
limited resources to the anti-hCG vaccine programme. When the Task Force’s research in
this area resumed in 1986, emphasis was placed on identifying antigens that are expressed
on the surface of trophoblast early in gestation and in particular those restricted to the
pre-implantation stages of embryonic development. These studies have depended on the
use of monoclonal antibodies and gene libraries to select and prepare appropriate antigens
for evaluation as antifertility immunogens. Although several trophoblast-specific antigens
have been identified using the monoclonal antibody/ molecular genetics approach, none has
shown sufficient potency as an antifertility immunogen in preliminary antifertility trials in
baboons to warrant further investigation in large scale safety and efficacy studies. A
significant proportion of the Task Force funding to this research line during 1992 has been
connected with the evaluation of reagents submitted to the Task Force’s 3rd Sperm and
Trophoblast Antigen Workshop which was held in Rome in August 1992. The report of this
Workshop will be published in 1993. The two main objectives of these workshops are to
identify candidate antigens for vaccine development and to establish a standardized and
internationally recognized and accepted antigen classification and nomenclature system in
the field of immunoreproduction.
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. In view of these results and the need to devote-all of the Task Force’s resources to the
planned preclinical and clinical evaluation of the anti-hCG vaccines, the. Task Force is
proposing not to carry out any further studies on the development of anti-trophoblast
vaccines for the foreseeable future. No budget is proposed for this activity, therefore, for
the period 1993-1997. ' :

Anti-sperm vaccines

The Task Force supported research on the development of anti-sperm vaccines from
its establishment in 1973 until 1981 when these studies were discontinued because of the
need to provide additional resources to the anti-hCG vaccine programme and because of the
increasing financial and technical inputs that other agencies were making to this area. The
total expenditure by the Task Force on anti-sperm vaccine research and development over
the period 1973-1993 is estimated at US$ 1.6 million.

The activities funded by the Task Force in this area during 1992 have been connected
with the evaluation of reagents submitted to the Task Force’s 3rd Sperm and Trophoblast
Antigen Workshop which was held in Rome in August 1992. The Task Force is not planning
to support research on anti-sperm vaccines for the foreseeable future and no budget is
proposed for this research line for the period 1993-1997.

Anti-zona pellucida vaccines

As with its research on anti-sperm vaccines, research on the development of anti-zona
pellucida vaccines formed part of the Task Force’s activities from its establishment in 1973
until 1981. Anti-zona pellucida vaccine development studies were discontinued at that time;
again because of the need to provide additional resources to the anti-hCG vaccine
programme and because of the increasing financial and technical inputs that other agencies
were making to this area. The total expenditure by the Task Force in the area of anti-zona
pellucida vaccines over the period 1973-1981 is estimated at US5$ 265 000.

The Task Force is not planning to support research on anti-zona pellucida vaccines for
the foreseeable future and no budget is proposed for this research line for the period
1993-1997.

TASK FORCE ON METHODS FOR THE REGULATION OF
MALE FERTILITY (Table 6d)

OBJECTIVES

The Task Force was established in 1972 to promote the development of new, effective,
reversible and acceptable methods of fertility regulation for men and to establish the safety
and efficacy of existing methods. The Task Force is acknowledged by other agencies for its
"flagship" role in the field of andrology through, for example: the multicentre clinical trials
which have revealed the far-reaching finding that men of different ethnic origins differ in
their response to contraceptive steroids; studies on novel methods of vas occlusion; and the
information dissemination and standardisation activities exemplified by its workshops and
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publications, including the 3rd edition of the WHO laboratory manual for the examination
of human semen and sperm-cervical mucus interaction, issued in 1992.

TASK FORCE RESEARCH LINES
Hormonal methods

The Task Force's research on hormonal methods has been a continuing line since 1972
and is essential to the global effort. Following the publication of the results of the first ever
contraceptive efficacy study in men using an hormonal approach, the second stage
multicentre study to test the contraceptive reliability of testosterone-induced severe
oligozoospermia is progressing well in 15 centres in nine countries. The considerable data
base from these two studies are being analysed and yielded the first clear indication that
Chinese men were more easily suppressed to azoospermia than Causcasian men. This
observation of ethnic differences has been confirmed in three Task Force-supported studies
in Indonesia in which the sperm production of Indonesian men was more completely
suppressed by androgen alone and progestogen-androgen treatments than in Caucasian men.

The WHO long-acting testosterone ester, testosterone buciclate, which has a great
potential for long-term androgen suppementation in hypogonadal men is now being pilot
tested for its potential as an injectible antifertility method in normal men.

A clinical study to test the gonadotrophin-suppressing ability of the long-acting
levonorgestrel ester, HRP002, in Caucasian and Indonesian men, is about to start following
encouraging results in a baboon study.

Protocols to test the acceptability of hormonal methods are being prepared in
collaboration with the Task Force for Social Science Research on Reproductive Health.

Projected time for completion: 1995-2005; total expenditure to 1993: US$ 2 650 000.

Drugs and plant products

Studies are continuing to establish an understanding of the role of the epididymis in
sperm maturatiory such studies link with investigator-initiated studies in the Basic Science
programme supported by the Task Force.

Collaborative research in centres in China, Thailand and the U.K. has identified a series
of pure compounds isolated by bioassay-guided screening from extracts of the plant
Tripterygium wilfordil. An expert consultation in 1992 selected one compound for further
development by a critical path involving preliminary toxicology according to approved
protocols. In view of the high cost and long time for subsequent development, the
consultation anticipated that progress in this research line would need to be reviewed on an
annual basis.

Projected time for completion: 1994-2005; total expenditure to 1993: US$ 1 750 000
(of this, US$ 900 000 on gossypol research).
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Vas occlusive procécj ures’

The objectives are to monitor the safety of existing methods and to establish the
efficacy and reversibility of new methods. The efficacy of percutaneous vas occlusion using
silicone to form plugs was high in a baboon study and the return to fertility following
removal of the plugs is being followed. In a two-centre study in China, the return to fertility
followmg removal of polyurethane plugs in men with the vas occluded for up to five years,
is continuing. Pilot studies comparing the rate of azoospermia following no-scalpel
vasectomy, chemical sterilisation and silicone vas occlusion have revealed a slower rate of
attainment of azoospermia in the last method compared with the other two. In a
collaborative 10-centre study with the 5tate Family Planning Commission, the efficacy and
potential for reversibility of three methods widely used in China are being studied.

Protocols to test the acceptability of different methods of vas occlusion are being
prepared in collaboration with the Task Force for Somal Science Research on Reproductive
Health.

The safety of vasectomy continues to be monitored in collaboration with the Task Force
for Epidemiological Research on Reproductive Health.

Projected time for completion: 1997; total expenditure to 1993: US$ 550 000.
Inhibin and FSH studies

With the first WHO/NIH research standard for inhibin, now in widespread use, and
the development of a second generation standard based on recombinant fechnology human
inhibin, the Task Force does not plan further studjes until a male antifertility action based
on inhibin is demonstrated.

Total expenditure to 1993: US$ 1 350 000

Sperm function and surface antigens

There are two linked activities in this budget line: the search for laboratory tests which
predict the functional performance of residual spermatozoa of men suppressed to
oligozoospermia by drug treatment; and the identification of specific sperm-coating proteins
as putative immunogens for the development of a vaccine. The former activity is linked
with the contraceptive efficacy study of testosterone-induced oligozoospermia and those
centres with the capability to do so are applying tests of sperm function during the efficacy
phase. The role of coating proteins is being investigated in several of the "Investigator
Initiatives" studies. These activities have been deferred due to the budgetary constraints of
the Programme.,

Expenditure to 1993: US$ 190 000.

Investigator Initiatives

Since 1987, the Task Force has, through advertisements in the scientific press,
supported basic science projects with the aim of defining new targets for drug intervention.
This programme has supported some 35 projects in the following areas: spermiogenesis;
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sperm maturation; and sperm function. It has been decided to broaden the focus of this
programme to include projects in basic science which increase the understanding of
mechanisms underlying events which have arisen in the Task Force’s clinical studies e.g. the
variable response to hormonal control of spermatogenesis, In addition, investigator
initiatives will be encouraged through an advertisement describing the need for home-based
'dipstick’ methods for detecting residual sperm in semen. As with the previous research
line, this initiative has been deferred for financial reasons.

Total expenditure to 1993: US$ 490 000,

TASK FORCE ON METHODS FOR THE NATURAL
REGULATION OF FERTILITY (Table 6e)

OBJECTIVES

The Task Force was formed in 1984 and incorporated the former Task Force on
Methods for the Determination of the Fertile Period. The previous Task Force did not
include research on lactation, which is the first priority of the new Task Force. The Task
Force objectives are to conduct biomedical research directed towards improvement of
methods of natural fertility regulation which include breast-feeding and methods based upon
periodic abstinence. All of these methods depend for their efficacy on the identification of
reliable indicators of fertility.

RESEARCH LINES

Lactation

Research on breast-feeding as a means of birth spacing was initiated in 1984 when the
Task Force was first established. The research is aimed at a better understanding of the
biological and behavioural determinants of the duration of lactational infertility, usually as
indicated by the absence of menses. The knowledge gained from this research is expectea
to be important for women who wish to avoid the use of "artificial” family planning methods
while breast-feeding, Family planning programme staff also will benefit from having a
rational basis for discussion of family planning options for breast-feeding women, including
the optimum timing for introduction of alternative means of fertility control. Better
understanding of the biological mechanisms involved in the suppression of ovulation during
breast-feeding can be expected to lead to better methods for the recognition of the imminent
return to fertility. As many questions relating to both the behavioural and biological aspects
of lactational infertility remain, it is likely that this research line will need to be continued
for several more years. Total projected expenditure on research on lactation until the end
of 1993 is US$ 3 690 000. |

The major research activity within this area is a longitudinal, prospective multicentre
study on the influence of breast-feeding practices on the duration of lactational amenorrhoea.
The study started in five developing and two developed country centres in 1989, In each
centre 550 mother-infant pairs are to be recruited soon after delivery. Follow-up is until the
return of menstruation or the occurrence of pregnancy. This is the largest study of its kind
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to have been undertaken and the results are expected to provide information riot only on the
details of breast-feeding practices and their relation: to lactational amenorrhoea, but also on
supplementary feeding practices, infant growth patterns, and maternal and infant illnesses.

Other on-going clinical research is directed at the effects of dietary supplementation
of the mother on the duration of lactational amenorrhoea. Studies that will examine in more
detail the influences of anthropomorphic features, diet, and energy expenditure on the
duration of lactational amenorrhoea are planned. Research on the biological mechanisms of
ovarian suppression during breast-feeding largely is focused on the molecular heterogeneity
of pituitary hormones and the potential use of the Cebus apella as an animal model for
future research. An area of interest to the Task Force is the interface between breast-feeding
and the use of "artificial” contraceptive methods. Research in this area is being jointly
supported by the Task Force and the Task Force for Social Science Research on Reproductive
Health.

The results of the large, longitudinal, multicentre study on breast-feeding practices and
lactational amenorrhoea will start to emerge during the 1994-1995 biennium. It is éxpected
that these results will expose a substantial number of research questions, several of which
will fall naturally within the mandate of the Task Force, and will require funding from the
1996-1997 biennium onwards.

Indices of the fertile period

Research in this area is aimed at the identification of biclogical or biophysical signals,
other than urinary steroid glucuronides, that reliably denote the start and end of the fertile
period in women. If such indicators of fertility can be identified, it may be possible to
develop simple methods of measurement for home use. This research area has also been a
major priority of the Institute for Reproductive Health (IRH) at Georgetown University
(Washington, D.C.), and Task Force activities have purposely been kept minimal to avoid
overlap. Unless there are new leads, or existing studies yield promising results, research on
this line is expected to end in 1993. Total expenditure to the end of 1993 is projected to be
US5$ 250 000.

Current research is centred on the feasibility of measuring the volume of cervico-
vaginal fluid (CVF) by the use of a simple device, and the measurement, in these fluids, of
the enzyme guaiacol peroxidase, again using a simple test in the home.

Urinary steroid glucuronide assays

The Task Force on Methods for the Determination of the Fertile Period conducted
considerable research into the measurement of these hormonal metabolites and demonstrated
that they could be used reliably to mark the beginning and end of the fertile period. Since
then both industry and private investigators have attempted to develop simple, robust
technology for the measurement of these substances in the home. If such technology could
be shown to be effective, family planning methods based on recognition of the fertile period
would be significantly enhanced. It is expected that industry will continue with the
development of simple home kits to measure these hormonal metabolites, and hence further
Task Force research is not planned beyond 1993. Total expenditure by the previous Task
Force on research in this area was 1UUS$ 1 100 000. Since the establishment of the present
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Task Force expenditure on this separate budget line until the end of 1993 is projected to be
US$ 280 000.

Present research includes a three-centre study of a method of home measurement of
urinary steroid glucuronides using a simple device, coupled with novel enzyme
immunoassay methods developed by an independent scientist, and the validation of simple
enzyme immunoassays for the measurement of the steroid metabolites compounds in urine
spots on filter paper.

Natural family planning

The Task Force and its predecessor have devoted the major part of the research in this
area to the evaluation, and improvement, of existing methods. Many couples choose to use
a natural family planning method, based on periodic abstinence, at some time in their
reproductive career, and continued research is needed to provide guidance on the efficacy
of the methods. Research also is linked to the development of new means for the
identification of the fertile period.” Close collaboration with other organizations interested
in this work is maintained. Continuation of this research line beyond 1997 is anticipated.
Total previous expenditure under this budget line was US$ 415 000. Since the line was re-
established in 1987, total expenditure projected until the end of 1993 is US$ 241 000.

On-going research under this line is aimed at studying risk taking behaviour among
couples using methods based on recognition of the fertile period.

It is planned that, in collaboration with IRH, the Task Force will initiate research into
the use and efficacy of calendar/rhythm methods for determining the time when abstinence
should be observed. These methods are the most extensively used of all natural family
planning methods, yet little is known about their efficacy.

RESEARCH ON INTRAUTERINE DEVICES (Table 6f)

OBJECTIVES

The Task Force was created in 1972 as the Task Force on Methods for the Regulation
of Implantation and subsequently between 1974 and 1985 existed in its own right as a Task
Force. In 1985, the Task Force was subsumed into the newly-created Task Force on the
Safety of Current Methods of Fertility Regulation. In 1990, it was decided to recreate a
separate budget line for intrauterine device ([UD) research within the Research and
Development component of the Programme.

The current objectives include the long-term clinical safety and efficacy of IUDs in
large-scale randomized multicentre trials; the evaluation of new and innovative approaches
to [UDs; and the development of new, safe and effective postplacental IUDs.




RESEARCH LINES

Evaluation of current IUDs

This research line started in 1974 and the Programme has completed four randomized
multicentre trials in parous women when the devices were inserted either postplacentally
or following spontaneous or induced abortion or after menstruation (interval insertion).

Three interval insertion studies are ongoing in 33 centres. Two of these studies will
continue for several years in order to provide data on the safety and efficacy of two of the
currently available JUDs for up to ten years of use and the third study for a further eight
years. The estimated total expenditure since 1985 is US$ 330 000.

Internal insertion of new IUDs

in 1989, the Task Force on the Safety and Efficacy of Fertility-regulating Methods
started a randomized comparative trial in 22 centres of a new "frameless" IUD which is
inserted into the fundal myometrium. The pilot phase of the study has been completed and
the main phase recruitment has been completed in 21 centres. Follow-up will continue for
at least a further six years and it is expected that clinical research on' this device will
continue for at least a further eight years. A randomized study involving the 20g
levonorgestrel-releasing device and the TCu380A IUD that was planned for 1992, has been
postponed until 1993-1994. The estimated total expenditure since 1989 on this research line
has been US$ 200 600.

Postplacental IUD insertion

The Task Force undertook a multicentre study between 1977 and 1978 on the
postplacental insertion of [UDs but it was terminated prematurely because of high expulsion
rates. The Programme intends to restart research in this area with a device which is similar
in concept to the interval insertion "frameless” device. Pilot studies will start in up to six
centres in 1993 and if successful will be expanded to a further ten or so centres in 1993-1994.
The estimated expenditure for the biennium 1992-1993 is US$ 10 000 and US$ 100 000 for
1994-1995.

TASK FORCE ON THE PREVENTION AND
MANAGEMENT OF INFERTILITY (Table 6g)

OBJECTIVES

The Task Force was created in 1978 and its title and objectives were changed in 1988
to focus on the prevention of infertility with particular emphasis on the role of sexually
transmitted diseases (STDs) and the management of infertility, especially in developing
countries.
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TASK FORCE RESEARCH LINES

Standardized investigation and management

This research line started in 1979 and has formed the basis for the WHO standardized
investigation of the infertile couple since then. Subjects are screened and admitted to the
comparative treatment {rials using this protocol. Task Force studies on the primary health
care approach to the management of infertility and occasional epidemiological studies on
infertility are also included in this research line which will continue at least until the
comparative treatment studies have been completed in 1994. The estimated total
expenditure since 1984 is US$ 1.25 million (US$ 500 000 since 1988).

The standardized investigation and management currently involves ten centres and an
assessment of ‘a simplified version for use in a primary heaith care (PHC) setting is being
completed in one centre. :

No new projects are planned in this area. Research on primary health care has shifted
its emphasis to the diagnosis and management of lower genital tract infection as a
forerunner to the PHC prevention of infertility.

Evaluation of treatrnent

The evaluation of current treatments of infertility by means of randomized comparative
trials has been a Task Force research line since 1983. The objective is to compare various
commonly used treatments - principally for male infertility - that remain unproven as to
their safety and efficacy with pregnancy as the endpoint. It is expected that the two current
studies will be completed by 1994. The projected expenditure since 1983 for this research
line until the end of 1993 is US5% 463 000.

The two ongoing studies are spermatic vein ligation for the treatment of varicocele in
10 centres and a randomized, placebo-controiled study of mesterolone in the treatment of
oligozoospermia in seven centres which will be completed by 1994. No new studies in this
area are planned.

STD kit development and_evaluation

This has been a Task Force research line since 1989. The objectives are the
development of a simple, accurate and robust test for the diagnosis of the commonest cause
of pelvic infection leading to infertility - chlamydial salpingitis - as well as the critical
impartial assessment of currently available diagnostic kits for lower genital tract infection
with chlamydia, with particular reference to their utility in developing countries. The
projected time for the development of the chlamydial diagnostic kit is 1995 with further field
evaluation in the 1996-1997 biennium. The assessment of currently availabie kits will be
completed in 1994. The total expenditure on this line to the end of 1993 will be some
US$ 95 600.

The research on the chlamydial diagnostic kit is being conducted in parallel with that
on the chlamydial vaccine. A novel redox-amplified ELISA with specificity for the secretory
IgA chlamydial antibody has been developed which offers a highly sensitive and specific




‘ -‘”136‘ ~

method for detecting antigen-specific antibodies of different isotypes in genital secretions.
This test can detect antibody levels 10-100 times lower than conventional ELISA.

In collaboration with the Program for Applied Technology in Health and the Centers
for Disease Control, the Task Force plans to evaluate a representative sample of
commercially available diagnostic kits to establish their stability, robustness, sensitivity and
specificity in selected centres in developing countries. oo :

STD seroprevalence

The Task Force has conducted seroprevalence studies on past chlamydial and
gonococcal infection since 1989. The objective is to establish the prevalence of past
chlamydial and gonococcal disease in selected populations including infertile couples and
high risk populations. The projected time for completion of these studies is 1993. The total
expenditure on this research line until the end of 1993 is US$ 658 000. By 1992, a total of 16
centres had initiated seroprevalence studies and six centres had completed them. No further
centres are expected to participate in this research.

A simplified technique for the diagnosis of current chlamydial infection of the lower
genital tract in both the male and female is being used fo screen subjects for asymptomatic
infection. A highly specific and accurate test for chlamydial lower genital tract infection will
be evaluated in 1993 in eight centres in six developing countries. Four centres will initiate
studies on asymptomatic chlamydial infection in adolescent males in 1993.

A major initiative incorporating sophisticated microbiological diagnostic techniques and
epidemiology will be started in 1993 to evaluate the extent of reproductive tract infections
in rural and poor urban women in four developing countries.

S5TD prevention

The Task Force started research on STD prevention in 1989 with the objectives of
developing and testing new barrier methods that would be safe and effective in the
prevention of STD (including HIV) transmission and more acceptable to the user.
Additionally, this research line has the objective of developing long-acting bacteriocidal and
virucidal compounds for vaginal application. The projected time for completion is 1998 and
the projected total expenditure to the end of 1993 is US$ 132 000.

The ongoing research includes acceptability studies being in fwo centres on a
polyethylene vaginal sheath . Preliminary release rate studies and toxicology have started
on an agent with bacteriocidal and virucidal activity in collaboration with the Contraceptive
Research and Development (CONRAD) Program.

It is expected that additional compounds will be screened for their bacteriocidal and
virucidal activity as well as pilot vaginal tolerance studies in humans in 1994-1995.

Chlamydial vaccine development

* Research on a chlamydial vaccine has been supported by the Task Force since 1988
with the final objective of developing an effective vaccine against genital infection with
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Chlamydia trachomatis. The projected time for completion of this research is 1996. The
projected expenditure to the end of 1993 on this research line is US$ 177 000.

Chlamydial and gonococeal pelvic infections are a major cause of female infertility
worldwide and C. trachomatis infection is becoming recognized as a significant risk factor
for the spread of AIDS. Task Force research on a chlamydial vaccine is being conducted in
conjunction with a project on a trachoma vaccine being particularly funded by
SAREC(Sweden). Research has been completed on the protective effect of immunization in
a mouse model of chlamydial salpingitis. The recombinant chlamydial antigen that has been
developed has been incorporated into bicdegradable microcapsules and its immunogenicity
determined in mice.

The new planned projects in this area include research on engineered candidate
vaccines based upon chlamydial major outer membrane protein (MOMP) of the genital tract
serovars which generate only neutralizing antibodies. These studies will include oral
immunization with Salmonella typhimurium expressing cloned F. MOMP and parenteral
immunization using recombinant F. MOMP refolded to native conformation in liposomes.

RESEARCH ON TECHNOLOGY INTRODUCTION
AND TRANSFER (Tables 7, 7a)

The Task Force on Research on the Introduction and Transfer of Technologies for
Fertility Regulation was created in January 1991 to broaden the contraceptive options
available to couples by assisting family planning programmes in research on the introduction
and transfer of new and underutilized methods of fertility regulation. To facilitate this goal,
the Programme will work closely with users and family planning providers as well as with
programme managers and other government officials to:

a) generate and exchange information necessary for the introduction of new or
existing methods of fertility regulation into family planning programmes,
including the conduct of introductory trials;

b) “determine service delivery requirements and user needs when introducing
fertility regulation methods, as well as the management skills and practices
necessary to ensure appropriate quality of care in service delivery; and

) facilitate, through research support, the transfer of technology including

registration, production and sustainable supply of these methods, and assess
the economic implications of their introduction.

INTRODUCTION OF TECHNOLOGY

A new strategy for the introductory process is being implemented which comprises
three stages.
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Stage I: Assessment

Stage [ involves a preliminary assessment of a family planning programme, its method
mix, coverage, and service infrastructure. This stage is intended to assist the programme in
determining the potential role of new methods, the need to strengthen services for existing
or underutilized methods, and the ability of the service system to cope with the addition of
another method. If the assessment leads to a decision to proceed with the introduction of
a new or underutilized method, Stage II is implemented.

The first Stage I assessment will be initiated in Brazil in 1993, following which
assessments will be undertaken in up to five countries during the biennium 1994-1995,
2-3 in Eastern and Southern Africa, 1-2 in Latin America and one in Asia. The results of
these assessments will determine whether Stage Il studies are undertaken in these countries.
It is expected that each assessment will take six months and cost US$ 25 000.

Stage IE Introductory research

Stage II covers three principal areas of research:

(i) the introductory trial, which focuses on issues of safety, efficacy, continuation rates and
reasons for discontinuation and offers service providers experience with the method. A
formal introductory trial may not be required for well-tested but underutilized products, in
which case research will focus on service delivery issues.

(if) research on the supply side of service delivery and its determinants, which examines the
preparedness of the delivery system for introduction of a method and the quality of
interactions between providers and clients. It assesses choice, which includes the range of
contraceptive options made available through the programme, as well as the way these
options are presented to the individual user at the service delivery level; technical quality
of care, which refers to the clinical standards applied to the provision of methods; and
interpersonal quality of care, which covers communication between provider and user.
Research will assess the determinants of these variables at the service delivery point and
within the overall operational, managerial and programmatic context.

(iii) research on the demand side and its determinants, which examines the interface between
user-needs and method characteristics. This area of research is being developed in
conjunction with the Task Force for Social Science Research on Reproductive Health.

Cyclofem: Introductory trials of Cyclofem began in 1988 in Mexico and in subsequent
years in Indonesia, Jamaica, Thailand and Tunisia. Case-studies for each country will
be written incorporating the results of the introductory trial and discussing the role
of Cyclofem in that country. The ongoing introductory trial in Chile will be completed
in 1994 and similar studies in Brazil, Colombia and Peru will be completed in 1995,
No additional introductory trials on Cyclofem are planned. Stage II service delivery
research will be undertaken in two of the Latin American countries in which
introductory trials of Cyclofem are ongoing. The total expenditure on this research line
up to 1993 is estimated at US$ 2 134 000.

Other methods: Plans for initiating Stage 1I research on other new or underutilized
methods identified through Stage I assessments will be significantly delayed because
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of budgetary constraints. Studies begun in 1993 in Brazil and Jamaica will be
completed by the end of 1994. The latter study is addressing choice of methods in the
postpartum period and a similar study planned in India has been postponed
indefinitely for budgetary reasons. Stage II service delivery research studies are
planned for two countries in sub-Saharan Africa and one in Latin America. The
duration of each study will be 12-18 months. It is estimated that US55 104 000 will have
been expended by the end of 1993.

Stage Iil: Expangion of introduction

Stage I will review and apply the results from the Stage II introductory trial and
service delivery research. It will identify the role of the new method within the context of
the delivery system, and, if a decision is made to proceed with more widespread
introduction of the method, plans will be developed for scaled-up service delivery.

Research will be conducted to assess, implement and evaluate the adaptations of the
delivery system required to assure appropriate standards of quality of care. It is expected
that such studies will be designed and initiated in connection with Cyclofem use in
Indonesia and Mexico. Other Stage III studies in Latin America have been postponed until
the 1996-1997 biennium. Each study will last for a period of 12 months. No expenditures
have been made to date under this line item.

Regional coordination and_monitoring centres

A network of regional centres in developing countries is being developing which can
undertake the many managerial, training, monitoring and support activities required in the
introductory process. A regional centre for Latin America has been developed, and will
continue to be supported, in Campinas, Brazil, for the introductory trial component of Stage
II. Other centres or agencies which can provide the appropriate service delivery research
expertise. The long-term development of regional expertise will require initial assistance
from groups such as the University of Michigan, the Population Council or the Indian
Institute of Management which have significant service delivery research experience. These
groups will provide the technical support necessary to develop in-country capability in
introductory activities.

Funding of this line item began in 1990 and a total of US$ 317 000 is estimated to be
expended by the end of 1993. It is expected that regional centre support will be required
for as long as Stage II and III activities continue.

Information, education, communication (IEC) materials and training

Development of country-specific materials and ftraining are integral components of
Stage II introductory research. 1EC materials developed with the technical cooperation of
the Program for Appropriate Technology in Health (PATH) will be adapted by local
investigators to provide materials to meet specific cultural and language requirements of
Stage I introductory research begun in the biennium. Workshops to train local investigators
in counselling techniques and the proper use of informational materials will be conducted
in each country with assistance from the regional coordinating centre or PATH, as required.
Assessment of materials used in Stage II will be undertaken and modifications made for use
in Stage IIT activities.




-40 -

' Funding of this line item began in 1988 and a total of US$ 462 000 is estimated to be
expended by the énd of 1993. It is expected that IEC materials’ support will be required as
long as Stage I and III activities continue.

PRODUCT MANAGEMENT, INCLUDING THE TRANSFER OF TECHNOLOGY

Product management includes all those issues which together allow the sustainable
supply of appropriate products in a satisfactory condition to the point at which they are
obtained by the user. They include the appropriate selection and subsequent procurement
of products, product monitoring and control from receipt to use, quality control at all points
of the distribution chain, distribution and logistics management and, where necessary, local
manufacture. Introduction activities and product management are closely interrelated. The
introduction of a method should not be explored in a country that is unable to manage the
product nor should networks for distribution and logistics be developed if assessments
indicated an unfavourable service environment or lack of demand. For these reasons
product management activities are incorporated into the introductory process.

Concurrently with Stage I, and prior to selection of a product for introduction, an
assessment must be made of the regulatory agency requirements, quality control facilities,
storage facilities, distribution and logistics systems. At Stage II, following selection of a
product, research is undertaken to identify issues to be addressed in the establishment of
quality control procedures, upgrading of distribution and logistics systems, and the
organization of a sustainable source of supply, which should be in place before the
widespread introduction of a product throughout a programme is considered. For the
sustainable supply of the product there may be, in rare situations, sufficient demand and /or
other requirements for local production, but in most cases this would not occur prior to
making the decision for scaled-up introduction of a method during Stage .

Up until the end of 1993 a total of US$ 2 286 000 is estimated: to have been expended
on this line item. The bulk of these expenditures were related to the initial support of the
transfer of technology of Cyclofem. It is not anticipated that further funds will be allocated
to Cyclofem-related activities, since the Concept Foundation, with the provision of funds by
the World Bank and the Rockefeller Foundation, will continue to provide support to the
manufacturers and distributors of Cyclofem. Research on product management of other
products will be determined by the methods selected for Stage Il introductory research
following the Stage I assessments in individual countries.

EPIDEMIOLOGICAL RESEARCH ON REPRODUCTIVE
HEALTH (Tables 8, 8a)

OBJECTIVES |

The Task Force for Epidemiological Research on Reproductlve Health was constituted
in 1990. The mandate of the Task Force embraces that of the previous Task Force on Safety
and Efficacy of Fertility Regulating Methods, namely, the identification of major side effects,
both beneficial and adverse, associated with different methods of fertility regulation
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currently available, with the main emphasis on potential side-effects of public health
relevance in developing country settings, and to determine the efficacy of currently used
methods when this is not known. These objectives remain the most important, but the Task
Force is also involved in epidemiological research that is not strictly confined to fertility
regulation but addresses other issues related to reproductive health epidemiology.

TASK FORCE RESEARCH LINES

Steroid Contraception

- Cancer

The Programme’s large-scale case-control study on the associations of neoplasia and
steroid hormone contraceptives, initiated in 1979, is undergoing the final analyses. In 1992,
WHO published a report entitled "Oral contraceptives and neoplasia”, which included
findings from the study. A meeting on depot medroxyprogesterone acetate (DMPA) and
cancer is scheduled to take place in 1993, Based on the recommendations of the above
mentioned 1992 WHO publication, the Task Force is exploring possibilities to further study
the possible interaction between the human papilloma virus and combined oral
contraceptives on the risk of cervical cancer. Costs during 1994-1995 are estimated to be
US$ 100 000.

- Cardiovascular disease

The association of acute cardiovascular diseases (venous thromboembolism, stroke, and
myocardial infarction) and currently used steroid hormone confraceptives is being addressed
in a multinational case-control study initiated in 1987. Data collection will be completed in
1993 for venous thromboembolism and stroke, and will continue for another two years for
acute myocardial infarction. The total expenditure on the study since its initiation and up
to the end of the current biennium has been US$ 3 500 000. The costs during the biennium
1994-1995 are estimated to be US$ 550 000,

- Interaction studies

Interactions between steroid hormone contraceptives and diseases, in particular those
endemic in developing countries, have been of interest to the Task Force for several years.
The fieldwork for the study on the effects of contraceptives on hemoglobin and ferritin has
been completed and data analysis is in progress. A three-year study in Thailand on the use
of DMPA and the risk of developing myoma uteri will be completed in 1993. A study on
the relationship between hormonal contraceptive use and chronic hepatitis-B infection was
initiated in China and Thailand in 1992, while another study on the association between
steroid contraception and gallbladder disease is ongoing since 1991 in China. An
investigation into the relationship between use of combined oral contraceptives and
gestational diabetes mellitus is expected to start in 1993. The expenditure on these studies
during 1992-1993 ammounts to US$ 98 000. Studies to evaluate effects of steroid hormone
contraceptives on bone mass and metabolism, have been planned to start from 1994 with an
estimated cost of US$ 225 000 during the 1994-1995 biennium.




- Well-being

The effects of steroid contraceptives on mood and general well-being and on women’s
sexuality are being studied at two centres in the Philippines and United Kingdom. The study
will be completed in 1993. The total costs of this initiative, which started in 1990, is
USs$ 215 000.

Post-marketing surveillance

The Post-Marketing Surveillance of Norplant® is ongoing in eight countries. By the end
of 1991, a total of 16,000 women had been enrolled, as planned, for five year follow-up. The
costs of fieldwork for this study are shared between Family Health International, the
Population Council, and the Programime; overall study coordination is being done by the
Programme. Costs for the fieldwork in centres supported by the Programme amount to
US$ 1.33 million through 1993. Requirements for 1994-1995 are estimated to be U5$ 615,000.

Condom contraceptive efficacy

Data are scarce on the contraceptive efficacy of the modern condom. The Task Force,
in collaboration with two centres in China, supported a feasibility study in 1992 on user- and
method-failure rates of the condom. The pilot phase indicated that the service conditions
in China were not appropriate to meet the study objectives; alternative locations to conduct
the study are being considered. Since many couples use condoms in combination with the
safe period and other back-up methods, a study is planned to evaluate the efficacy and
acceptability of combined contraceptive regimens consisting of fertility awareness, condoms
and postcoital contraception. Expenditure on the feasibility study was US$ 10 000. Costs
of these studies during the biennium 1994-1995 are estimated to be U53 200 000.

Vasectomy and cancer

Recent reports from developed countries suggest an increased risk of prostate cancer
20 years after vasectomy. The Task Force is preparing a multicentre, hospital-based case-
control study on this possible association in developing countries where vasectomy is widely
used and prostate cancer less common than in the developed part of the world. Subsequent
to feasibility studies, the main phase will commence in 1994. The estimated cost of the study
during 1994-1995 is US$ 340 000.

Abortion

Since 1988 the Task Force has studied morbidity and mortality related to abortion, in
particular induced abortion, in countries where safe abortion is not widely available.
Projects have been completed in four countries and are under way in five others. Total cost
of these studies has been US$ 362 000. A study on the association between induced abortion
and the outcome of subsequent pregnancies will be undertaken in China, with a budget of
US$ 26 000 for 1993. An amount of US$ 45 000 will be required during 1994-1995 to
complete the abortion studies.
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HiV-related studies

Two studies on the possible association of steroid contraception and the risk of HIV-1
infection are supported by the Programme, one in Nairobi, Kenya, and the other in Bangkok,
Thailand. Both studies started in 1990 and expenditure until the end of 1992 was
US5$ 210 000. The pilot phase of the study in Kenya has been completed. The Task Force is
considering initiating a study in collaboration with Family Health International to determine
if modern contraceptive methods influence the likelihood of transmission of sexually
transmitted infections including HIV. The cost of this study during the biennium 1994-1995,
is estimated to be US$ 140 000.

Immunovirological research relevant to the vertical transmission studies was completed
on HIV-1 strains prevalent in Uganda., The Task Force supports an initiative to evaluate if
the administration of HIV-1 hyperimmune globulin to HIV-1 positive mothers prior to
delivery reduces the likelihood of vertical transmission. Costs during 1993 are estimated to
be US$ 150 000, of which US$ 50 000 are from World Bank funds to the Programme and the
Global Programme on AIDS (GPA). Studies on HIV-1 transmission from mother to
fetus/infant are being conducted in Kampala, Uganda, and Harare, Zimbabwe. These studies
are financially supported by World Bank funds to the Programme and GPA and their costs
amount to US$ 1.13 million through 1993.

Adolescent contraception

To review the research needs and priorities in this area, the Task Force convened a
meeting in 1992. The Steering Committee reviewed the meeting report and recommended
that research related to adolescent contraception should be funded on an ad hoc basis.

Health care research

In collaboration with the Maternal Health and Safe Motherhood Programme in the
Division of Family Health, the Task Force has developed a research proposal for a
comparative trial of a new rational antenatal care programme. The Task Force is
collaborating with other Task Forces and the Division of Family Health to address the issue
of medical barriers to contraceptive use. The collaboration involves preparation of a
consensus document on medical indications and contra-indications for use of contraceptive
methods, and development of a core protocol which can be adopted in individual countries
where such barriers are prevalent to demonstrate the feasibility of introducing a rational
family planning care model. The country-specific projects are expected to be initiated in
1994-1995; the cost of the initiative during the biennium is estimated to be US$ 120 000.

New initiatives

During the last few years combined oral contraceptives containing the new generation
of progestogens have become available in many countries. The possible advantages of these
new progestogens in terms of minor side effects that affect continuation rates, as compared
to older progestogens are not well defined. A multicentre study in a sample of 4 500
subjects is being prepared to evaluate continuation rates and reasons for discontinuation of
low dose oral contraceptives containing different progestogens. The duration of the project
will be 36 months, with a total estimated cost of US$ 400 000. This intiative has been
deferred because of financial current constraints of the Programme.
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SOCIAL SCIENCE RESEARCH ON REPRODUCTIVE -
HEALTH (Tables 9, 9a)

OBJECTIVES

The Social Science Research Unit, established in the 1992-1993 biennium, is responsible
for research support and capacity development in the study of the social factors that affect
reproductive health outcomes. It works closely with Research and Development Task
Forces, particularly in joint studies on the acceptability of new fertility regulafing
technologies. The Unit's main operating arm is the Task Force for Social Science Research
on Reproductive Health which concentrates on two broad areas: a) Behavioural and Social
Determinants of Fertility Regulation, and b) Components of Reproductive Health. The Task
Force was set up in 1985 but its mandate was broadened in 1991 to include reproductive
health. However, the focus on the determinants of fertility regulation - the Task Force’s
original mandate - has been maintained. The Task Force offers developing countries an
opportunity to undertake peer-reviewed research, within local institutions and by national
researchers, which ensures both quality and legitimacy.

BEHAVIOURAL AND SOCIAL DETERMINANTS OF FERTILITY REGULATION

Contraceptive Choice and Use

Studies on the social, behavioural and service factors that affect contraceptive choice
and use, started in 1985. However, this line was expanded in 1991 to include studies dealing
with the mechanisms of contraceptive adoption, continuation, use-effectiveness,
discontinuation and/or switching of methods. The principal objective is to gain a better
understanding of the dynamics of contraceptive use, including changes that occur in
contraceptive behaviour over time. Projects that deal with various aspects of the dynamics
of contraceptive use are ongoing in Bangladesh, Brazil, Chile, China, Cuba, Nigeria, Panama,
Thailand, and Tunisia. A publication on contraceptive use dynamics is in preparation.
Expenditures to the end of 1993 are expected to be US$ 2 300 000.

This research line is expected to continue to support policy relevant research during
the next biennium and beyond.

Gender roles and reproductive health

This line started in 1985 but continues to be a priority area for the Task Force,
especially as the Programme becomes increasingly aware of the need to respond to women’s
groups interested in reproductive issues and rights. The main objective of this research is
to assess the effect of changing roles, both of women and men, as societies evolve and adopt
new patterns of fertility behaviour. Much of this change occurs within the household, as
families respond to social pressures by redefining roles, often adjusting patterns of child
bearing and rearing. Such changes also increase the demand for effective contraceptive and
services. Projects are ongoing in Argentina, Kenya, Mexico, Uganda and Zaire.
Expenditures to the end of 1993 are expected to reach US$ 450 000.
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The Task Force expects to continue this research line into the next biennium and
possibly strengthen it as a result of ongoing Programme consultations with women's
organizations in developing countries.

Male contraception and fertility regulation

The need to learn about male participation in fertility regulation and decisions
concerning contraceptive adoption, including attitudes towards the condom, is a topic of
central concern for the Task Force which established this research line in 1988. The rapid
increase of sexually transmitted diseases, including HIV, makes this line 2 high priority
research activity. A set of projects on condom acceptability, fielded in Africa, was recently
completed. Projects are nearing completion in Benin, Kenya, Nigeria, Tanzania and Uganda.
Expenditures to the end of 1993 are expected to reach US$ 250 000.

The Task Force expects to continue supporting condom acceptability studies,
particularly in Asia and Latin America, during the 1994-1995 biennium.

Acceptability of new fertility regulating methods

As new methods emerge from clinical trials, or even during the process of clinical
testing, questions arise about their potential demand and acceptability. Projected studies will
ensure a much smoother introduction process once the method becomes widely available.
This line is undertaken with funds allocated under "Collaborative activities with other Task
Forces” (see below) but its objectives are sufficiently important to be highlighted separately.

A project on the acceptability of monthly injectable methods is ongoing in Egypt, and
another comparing the TCu380A IUD with Norplant® is nearing completion in Tunisia.
Acceptability studies of new male hormonal preparations, and of new female implants, now
undergoing clinical trials, as well as acceptability of post-ovulatory methods are being
planned. These research activities will continue into the next biennium as part of the process
of contraceptive development.

Costs and benefits

This line was started in 1985. Most planned studies have been completed, and STAG
recommended that this line be discontinued. Expenditures to the end of 1993 are expected
to be US$ 150 000.

COMPONENTS OF REPRODUCTIVE HEALTH

Causes of induced abortion

Induced abortion can be either legal or illegal. Most illegal abortions are performed
under unsafe conditions resulting in a series of adverse complications. Where abortion is
legal, it is often used as a back-up to contraceptive failure. Where effective contraception
is not available, abortion is often the only choice of fertility regulation available to women.
The Task Force started research on the determinants and consequences of induced abortion
in 1989. Projects are in progress in Bangladesh, Chile, China, Colombia, Costa Rica, Cuba,
Dominican Republic, Ghana, Indonesia, Kenya, Korea, Mauritius, Mexico, Nepal, Peru,
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Philippines, Sri Lanka, Tanzania, and Turkey Expendltures to the end of 1993 for th]s line
are estimated at US$ 1- 000 000, N S

The interest of developing countries in this line continues. What is being learnt about
the extent and reasons for induced abortion provides a powerful argument in favour of

improving contraceptive and reproductive health policies.

Sexual behaviour and reproductive health

This research line, started in 1991, is designed to provide baseline information on
patterns of sexual behaviour in different sociocultural contexts. Sexual behaviour affects the
risk of pregnancy, of sexually transmitted disease, including HIV infection, and consequently
of infertility, and it influences appropriate contraceptive choices. The response to a 1991 call
for proposals in this area was overwhelming. Nearly 300 projects were submitted, from
which the Steering Committee selected some 60 for further development, while 18 were
initially approved. Three regional research training workshops were conducted in Brazil,
Cameroon and Thailand, to assist investigators.

Currently there are projects in their initial phases of implementation in Argentina,
Botswana, Brazil, Chile, Cuba, Ghana, Guatemala, India, Indonesia, Korea, Mexico, Nigeria,
Peru, and Thailand. Estimated expenditures to the end of 1993 are expected to reach
US$ 700 000.

Social ‘dimensions of maternal health

This research line forms part of the expanded scope of the Task Force and will be
implemented in the 1994-1995 biennium. Its objective is to understand the social and service
factors that negatively affect maternal health exposing women to unnecessary health risks.
The aim is to support policy research designed to increase outreach programmes and
improve community health.

A study focusing on reproductive morbidity and its impact on contraceptive
continuation started in Turkey in late 1992. Two similar studies are approved for Nigeria

and Peru. Expected expenditures to the end of 1993 for this line are estimated at
US$ 150 000.

Breast-feeding and birth spacing

This line, approved in 1991, will not be fully implemented until the 1994-1995
biennium. It is expected to link with other efforts in the Programme in the area of .
breast-feeding and postpartum family planning. The interaction between breast-feeding and
fertility regulation is a topic of central concern to the Task Force, particularly as it links to
contraceptive choice and continuation. It has also implications for postpartum family
programines.

While only two studies are being supported at present, one in Thailand and one in
Uganda, the Task Force is actively engaged with other Task Forces in discussing plans for
implementing this line. Expenditures to the end of 1993 are expected to reach US$ 150 000.







