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Setting the Agenda for Research in Reproductive Health
for the Next Decade: I: Fertility Regulation Technology

Geneva, 4-6 December 1995

INTRODUCTION

Dr P. Van Look, Associate Director, Special Programme of Rasearch, Development and
Research Training in Human Reproduction, welcomed the participants and outlined three major
reasons for holding this meeting. The list of participants and agenda of the meeting are aftached as
Annex I and Annex 11, respectively.

a) Changing environment and needs. Many of the changes in the fertility regulating
environment have been the result of the HIV epidemic and the increase in sexually
ransmitted diseases (STDs) and have resulted in calls from many groups for methods that
not only protect against pregnancy but also protect against STDs. Increasing emphasis 15
being placed upon the interrelationship between methods of fertility regulation and sexually-
ransmitted infections. Two other factors with significant imnpact on the field of fertility
regulation that necessitated a careful review of priorities in contraceptive research and
development were the increasing attention being paid to the perspectives of users {see item
3 below) and the paradigm shift from the narow focus on family planning to the broader,
holistic concept of reproductive health,

Diminishing financial resources. The Programme budget for the 1596-97 biennium was
USS 40 million of which US$ 3 million was allocated to confracts and grants in the area of
technology development and assessment. These were projections and included a number

of unknowns such as the uncertainty of continuation of donations from the USA and the
$ecandinavian countries which might result in a decrease in the available budget.

Reorganization of reproductive health activities in WHO. [t is now clear that there will
he a new division, Family and Reproductive Health, within WHOQ. The research component
of the reproductive heaith part of the new division would, subject to the agresment of the
donors to the Special Programme, rest within the Special Programme. This will mean
expansion of the Special Programme’s mandate to include matemal and safe motherhood
research and some aspects of adolescent health research. With the demise of the WHO
Global Programme on AIDS, it is not yet clear whether research on STDs will move to the
new UNAIDS programme or will be transferred to the reproductive heaith component of the
new division on Family and Reproductive Heaith, Dr Van Look pointed out that if these
changes are to take place there will have to be an increase in research funds available.

In summary, the Programme needs to be responsive to changes in the expression and
perception of needs for fertility regulating technologies, especially in reiation to the new concepts
on reproductive heaith which have been expressed at international meetings such as the International
Conference on Population and Development in Cairo. At the same time, the Programme’s budget
has been decreasing and it is clear that some of its research activities will need to be stopped or
curtailed. Thus there is a need to review and prioritize the Programme’s research portfolio in
fertility regulation technology.




2. SUMMARY QF CONSENSUS VIEWS AT INTERNATIONAL FORUMS

Dr Van Look reviewed this agenda item. Over the last few years, the need for the
development of new fertility regulation technologies has been discussed at, inter alia, the
[nternationat Symposium on Contraceptive Research and Development (Mexico City, 1993}, and
the International Conference on Population and Development (Cairo, 1994) and the meeting was
provided with the major recommendations and consensus reached at these fora. [t was noted that
the call for more research and development on barrier methods and new male methods has been a
common theme. The meeting convened by the Rockefeller Foundation in Bellagio in 1895 on
Public/Private Sector Collaboration in Contraceptive Research and Development restated these
priorities and added menses-inducers 1o the list. Other 1ssues at that meeting related to the need for
clarification of drug regulatory requirements for vaginal microbicides, pricing structures for the
public sector, and litigation and product liability,

The objectives of the newly established Consortium for Industrial Collaboration in
Contraceptive Research (CICCR) were presented to the meeting by Dr Harper. The Consortium
will be funded initially by the Rockefeller Foundation and possibly by the Mellon Foundation.
Funding will be available for research to develop methods related 0 a woman-centred agenda, with
particular emphasis on the same three prionty areas of a male method, a vaginal method that
prevents both pregnancy and STD transmission and a monthly regimen which could be post-coital,
aniti-implantation or a menses-inducer.

Finaily, Drs Harper and Croxatto outlined the draft general recormnmendations which had
resuited from the study conducted by the United States Institute of Medicine on Applications of
Biotechnology to Contraceptive Research and Development: New Opportunities for Publi¢c/Private-
Sector Collaboration. Most of these recormmendations referred to specific basic research topics
rather than potential methods that are at relatively advanced stage of development, such as those
under development by the Programme:.

3. REPORT OF THE MEETING ON “WOMEN’S AND MEN’S PERSPECTIVES ON
FERTILITY REGULATION METHODS AND SERVICES”.
Geneva, 29 November - 1 December 1995

Dr Snow outlined the major areas that were discussed at the Programme’s meeting on Women's
and Men's Perspectives on Fertility Regulation Methods and Services that was held on 29 Novemnber-1
December 1995. It was agreed that there is a need for methods that provide joint protection against both
nregnancy and STDs. However, it is unlikely that 2 single product of this type will be available in the
short term. There is a need, therefore, for methods that protect against pregnancy and that are
cornpatible with the use of a vaginal method for the prevention of STD transmission.

The reeting emphasized that there are key under-served groups with regard to contraceptive
technology. These included “non healthy” women, men, adolescents, post-parfum women
(especially those breastfeeding) as well as those at high risk of STTs, including HIV. The meeting
also emphasized the need for increased attention to the effect of products on libido, and on the
sexual act itself. It was also acknowledged that a more comprehensive approach was needed for the
continued development of the anti-hCG vaccine, including involvement of women's health
advocates and the follow-up of women (especially in India) who have received this method in
clinical trial settings. Finally, it was pointed out that further information is needed about the
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perspectives and characterstics of women who agree and those who decline to enter clinical
research trials, '

+.

4.1

CRITERIA TO BE USED IN SELECTING FERTILITY REGULATION

| TECHNOLOGIES TO BE DEVELOPED BY THE PROGRAMME

Product Ranking

The meeting agreed upon the following four main areas to be considered in the ranking of
the Special Programme’s products that are under research and development:

a) Users’ perspectives and needs;

b) Feasibility of service delivery;

c) Feasibility of the proposed Product development;
d) The Product’s commercial potential.

Within each of the above four main headings a number of subsidiary points were agreed
upon. Their listing below does not indicate an order of priority within each area.

Users’ perspectives and needs:

. Will the Product address the needs of underserved groups?

. Does the Product have satisfactory biomedical attributes, i.e. does it meet certain
benchmarks for safety, efficacy, etc?

. Will the Product be ‘acceptable’ and beneficial to users and in particular those living

in different socio-political conditions and users with intercurrent disease or living
in a disease-prevalent environment?

Feasibility of service delivery:

. Will the Product satisfy policy issues such as abortion and family planning
programme issues?

. Will delivery and use of the Product be influenced by its complexity of use,
availability and cost, and need for ancillary services and training?

. Will the Product distort the method mix or lead to confusion in the delivery of
family planning methods?
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Feasibility of the proposed Product development:

What is the potential of the Product for collaboration with industry?

What is the time to introduction of the Product and the cost?

[s it technically feasible to develop the Product?

Does the Programme hold a comparative advantage in the development of the
Product?

s there a prospect to collaborate with other agencies to develop the Product?
Does the Product have other attributes or medical applications outside fertility
regulation?

What are the Product’s advantages over comparable current methods?

The Product’s commercial potential:

What is the extent of the potential private and public sector market for the Product?
What is the estimated comumitment of industry in bringing the Product to market?
Is the Product’s intellectual property adequately protected?

What is the Produet’s potential profitability?

Weighting of Assessment Criteria

The meeting agreed that weighting of the above individual c¢riteria was not necessary;
however, logic requires that the criteria are ordered with users’ perspectives considered first,
followed by service delivery, development feasibility and the Product’s commercial
potential.

Selecting Priorities

In setting their priorities, the group was asked to take the following also into account:

D

2)

the circumstances and advantages which place the Programume in a uruque position
to develop products and standards, and provide independent and unbiased
assessments of products developed by other agencies and industry;

the important role of the Prograrame to advocate, compare, promote and develop

products and standards in response to the consensus views at recent fora and requests
from WHO member countries.

REVIEW OF PRODUCT DESCRIPTIONS AND ATTRIBUTES

The meeting reviewed the summary document of the Products under development and made
the following comments and recommendations. Generally, all methods were perceived to have
their own merits and special niche but it was recognized that the Programme was not in a position
to pursue them all.
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Oral Abortion Regimen

The meeting was informed of the current situation regarding the availability, use and
offectiveness of combination regimens of mifepristone plus prostaglandin for the
termination of early pregnancy. The current oral regimen of a single dose of mifepristone
followed, 36-48 hours later, by misoprostol was about 95% effective in pregnancies of
up to 49 days of amenorrhoea, but efficacy started to drop after that. It was agreed that
for use in developing countries it was important {0 develop an inexpensive combination
regimen that remained effective for terminating pregnancies of up to 63 days of
amenorrhoea.

Frameless IUD - Interval Insert'ioﬁ

The meeting expressed some doubts as to whether this [UD showed significant advantages
over the existing TCu 380A in terms of expulsion and removal rates for pain and/or
bleeding. It was appreciated, however, thata multicentre study of the device was under way
and that the estimated cost of completing this study is low.

Frameless [UD - Postplacental/Postabortal Insertion

The meeting expressed some reservations about the potential for abuse associated with D
insertion immediately following delivery or abortion when fully informed consent may not
always be obtained and felt that there was a need for user-perspectives’ studies on this topic.
It was also acknowledged that the dual need of post-partum and breastfeeding women for
protection against STIs/HIV and against pregnancy is the subject of contradictory advice to
women and should be considered in a holistic way.

Mifepristone for Emergency Contraception

The meeting recognized that emergency contraceptives were for occasional use after
unprotected intercourse to prevent pregnancy and that they were not being developed for
regular post-coital use. As currently available methods of emergency contraception had
several shortcomings, the importance of developing antiprogestogens - Which had shown
great potential in initial trials - was ackpowledged. The meeting recognized the value of
testing doses of antiprogestogens that were 1ot shortifacient as it might be possibie to
register and use such low doses for emergency contraception even in countries where
abortion laws were restrictive.

Levonorgestrel for Emergency Contraception

The meeting acknowledged that with the increased use of barrier methods the need for
effective back-up methods was likely to rise and considered it important therefore to smudy
alternative approaches [0 antiprogestogens for emergency contraception, beécause
antiprogestogens may not be easily available in many countries.




Levonorgestrel butanoate (HHRP002) as an Injectable for Women

The meeting considered that this method might offer advantages over existing injectable
forrmulations and that development should include a comparative ¢linical trial with an
axisting three-monthly injectable preparation to test this hypothesis.

Levonorgesirel-releasing Vaginal Ring

The meeting recognized the unique advantage of hormone-releasing vaginal rings which
avoided first-pass effects on the liver and offered relatively long protection yet were under
the control of the user. Nevertheless, the group questioned the advantage of this product
over other progestogen-only vaginal rings, developed by other agencies, which were at a
more advanced stage of development.

Progesterone-releasing Vaginal Ring

The meeting was informed that registration of a progesterone-releasing vaginal ring was
expected in earty 1996 in Chile. This was a homogeneous ring with release characteristics
less favourable than the core ring developed by the Programme. It was recommended that
the Programme coilaborate with the Chilean investigators to facilitate the machine
manufacturing of the homogeneous ring and to continue improving the release
characteristics of this ring.

Late Luteal Once-a-month Contraception

The meeting recognized that mifepristone alone would not be sufficiently effective for use
as a once-a-month contraceptive to be taken prior to expected menses and that for this
purpose a prostaglandin such as misoprostol would have to be added, Some reservation
was expressed regarding the use of such a combination on a regular basis because of the
potentially rather high cost and logistical problems that might be encountered in its
delivery. Also, more toxicological stdies were required before the method could be used
in a larger-scale Phase II study than the limited trial that was under way. The mesting,
however, considered it important to test the validity of the concept, namely whether the
late luteal once-a-month approach was feasible.

Vas Occlusion with Silicone Plugs

. The meeting was advised that the percutaneous administration and potential for reversal

might make this approach more acceptable to many men who are currently dissuaded from
accepting the existing options of conventional or no-scalpel vasectomy. It was noted that
industry was funding the ongoing development of the method and the developed-country
clinical studies of safety, efficacy and reversibility and that the Programme’s involvement
would consist of supporting additional centres in developing countries, if warranted.

Improved Lactational Amenorrhoea Method

The meeting was informed that the Lactational Amenorrhoea Metihiod was highly effective
when used according to the existing guidelines, but that its use-effectiveness needed to be
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tested on a larger scale under field conditions. Also, if the guidelines were modified by
the forthcoming interagency workshop in Bellagio (11-14 December 1995), it would be
necessary to test these modified guidelines.

Mifepristone for Regular Contraception

The meeting recognized that mifepristone was being tested in Phase [ trials for use as a
regular contraceptive agent: (I) in a sequential regimen with progestogen; (i1) in a mini-
pill type regimen; and (iii) as a weekly piil. It appeared possible to identify a low dose
of mifepristone which dismirbed endometrial development without upsefting menstrual
cycles. In addition, contraception with an antiprogestogen might decrease the risk for
endometrial and breast cancer through the compound's antiproliferative effect on target
organs, The group recommended that the three approaches be assessed and ranked
separately.

Three-four Monthly Injectable for Men- Androgen Alone

The meeting was reminded that the contraceptive efficacy and general acceprability of
azoospermia and severe oligozoospermia induced with weekly injections of testosterone
ananthate has been clearly demonstrated in two WHO-sponsored clinical trials. [t was
appreciated that the availability of 2 longer-acting testosterone ester, such as testosterone
bucyclate, may enhance the acceptability of a testosterone-alone method but doubts were
raised about the delivery feasibility and costs involved in a method that may require the
administration of 2g of steroid in an injection volume of 5mi every three months.

Three-four Monthly Injectable for Men-Progestogen-Androgen Combination

The meeting considered the development of a progestogen-androgen combination, which
could be given at intervals of 3 months, to be more attractive and less expensive than an
androgen-alone approach in that the overall drug load would be lower. In addition, there
was some evidence that the rate and degree of suppression of spermatogenesis may be
greater with the combination than with androgen alone.

Anti-hCG Vaccine- Prototype Formulation

The meeting queried the parallel development of the prototype and advanced prototype anti-
HCG vaccines. It was noted that the evaluation of the prototype version had been delayed
by the unexpected side-effects encountered in the Phase II trial and that this version is not
scheduled for development into a product, The need to resolve these side-effect problems
before proceeding further with the advanced prototype vaccine was explained to, but
questioned by, the meeting.

Anti-hCG Vaccine- Advanced Prototype/Optimized and Oral Formulations

The mesting was informed that the synthetic peptide-based vaccine technology developed
by the Programme permitted the production of a variety of single-injection vaccines with
different durations of effect aithough it is unlikely that this technology could extend the
duration of effect beyond the 12-18 month period originally proposed as optimal for this
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tvpe of method. The meeting considered the development of a reversible, long-acting, non-
hormonal, injectable preparation, free of the metabolic and menstrual ¢yele disturbances
associated with contraceptive steroids, to be an attractive option.

6. ASSESSMENT AND RANKING OF PRODUCTS

Using the criteria deseribed in Section 4.1. each member of the group answered =ach
quastion as either No Opinlor/Not Appticable (X), No (0) or Yes (i, 2 or 5 where | was a “weak”
ves and 3 a “strong” yes). The average scores, in the atached table (Annex [11), were then used as
a guide to prioritize the products.

'n addition to this tabulated assessment, the group also voted on each product by a show of
hands according to a priority of “high”, “medium” and “low”. The results of this vote are shown
in Annex [V. Where there was discordance between the tabulated results and the show of hands,
Further discussion was heid on the relative merits of the product. The outcome of this exercise was
as tollows.

Methods given high priority were:

. Mifepristone for emergency contraception

. Oral abortion regimen

. Mifepristone as a weekly pill

’ Levonorgestrel butanoate as a three-monthly injectable for women

. Three-four monthly progestogen/androgen injectable for male contraception
. Mifepristone as mini-pill

. Vas occlusion with silicone plugs

. Levonorgestrel for emergency contraception

. Anti-hCG advanced prototype vaccine

Methods given medium priority were:

. Mifepristone for late luteal once-a-month contraception: development should
continue until the concept of this approach is proven.

. [evonorgestrel-releasing vaginal ring: collaboration should be sought with another
agency to develop this product further.

. Progesterone-releasing vaginal ring: the Programme should collaborate with the
Chilean group for the development and improvement of this product.

. Improved lactational amenorrhoea method: the Programme is in a unique position
to test the recommendations which may arise from the forthcoming Bellagio
meeting.

Methods given low priority were:

. Anti-hCG prototype vaccine

. Mifepristone in a sequential oral regimen with progestogen
. Frameless [UD for interval insertion

. Frameless IUD for postplacental/postabortal insertion

. Three-four monthly androgen-only injectabie for male contraception




[n the event further cuts were needed amongst methods given high priority the group agreed

that decisions should be guided by two considerations: priority should be given to products that
represented a substantial improvement over already existing technology of the same nature and to
back-up methods in the case of {ailure of barrier methods.

7.

7.1

IDENTIFICATION OF ADDITIONAL RESEARCH LEADS
Barrier Methods for Prevention of Pregnancy aud [nfection

The meeting stressed the importance of incorporating the concept of prevention of sexually
transmissible infections (8T1s) in the development of new methods of fertility regulation.
Further work needs to be undertaken on how existing methods for the prevention of STIs,
including both male and female condoms, ¢can be made more acceptabie and, in particular,
research i5 needed on reasons why these methods are not being more widely used, To meet
the needs of different groups, a range of new barrier methods and different condom types,
including gender neutral condoms, should be considered for development. Additional work
is also needed on the use of emergency contraception as a back-up to barrier methods.

More research is needed on the impact of vaginal methods on the coital act itself. fa
barrier method can be found that enhances sexual pleasure for both partners, it could be
extremely popular.

The possible interaction between new and existing methods of fertility regulation and STIs
is important to follow-up.

New Methods of ‘Sterilization’

There is an expressed need for a long-term but easily reversed method of femnale fertility
regulation but the group was unable to identify new research areas that would satisfy this
requirement.

Improvements of Abortion Technology

It was agreed that second trimester abortions were an area that required more attention,
especially the use of antiprogestogens for this indication as they shortened and facilitated
the procedure. Also, surgical techniques could be improved further by using cervical
priming with the antiprogestogen, mifepristone, or the prostagiandin, misoprostol.
Research was also needed to identify ways of reducing bleeding after abortion in the first
trimester with the combipation regimen of mifepristone pius misoprostol.

Repeated Post-coital Agents

The meeting recognized the need for a post-coital method for regular use. It was
acknowledged that available steroid hormones could not be empioyed for this purpose as
they caused mensirual disruption when taken repeatedly during the same cycle. It might
be possible however to identify, from among existing antiprogestogens, a compound that
would have a more marked effect on the endometrium than on folliculogenesis. The
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meeting recommended that if such drugs became available to the Programme, they should
be tested for repeated posi-coital use.

Adolescent Countraception

A review of the views and needs of adolescents for contraception i$ needed as well as an
assessment of the impact of the newer methods such as menses-inducers or post-coital
agents on reproductive physiology. The mesting emphasized the need for adoiescents 1o be
included in user-perspectives’ studies.

Pre-coital Agents

A fast acting pre-coital drug that would immobilize sperm was suggested as a potentially
attractive method for use by either women or men, or both. Ketoconazole and related
compounds were mentioned in this context as worthy of consideration,

Basic Research

Dr Van Look outlined the individual programmes on basic and mission-oriented research
within the Task Force on Methods for the Regulation of Male Fertility, the Task Force on
Post-ovulatory Methods for Fertility Regulation and the Task Force on Long-acting
Systemic Agents for Fertility Regulation. Many of these research programnes have been
severely curtailed by budgetary constraints. Nevertheless, it is suggested that a working
group be convened that will coordinate the Programme's focused research on the
endometrium from the point of view of both implantation processes and endometnal
bleeding disturbances associated with progestogen-only contraception. [n addition, a group
could also be convened to concentrate upon focused research on male reproductive
processes.

Other areas that could be investigated are pharmacokinetic differences berween athnic
groups and the correlations- if any-between side-effects and pharmacokinetic profiles.

OTHER MATTERS

The meeting discussed the range of research training opportunities that are available outside

the Special Programme and suggested that information on some of these be made available to
interested parties in a future issue of the newsletter “Progress’.
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AGENDA

Introduction

b)

Background to the meeting: New global consensus / funding situation

The Programme needs to be responsive 1o changes in the expression and perception of
needs for fertility regulating rechnologies, especially in refation ro the new concepis on
reproductive health which have been expressed at internarional fora, such as the
International Conference on Populagion and Development in Cairo. At the same fime,
the Programme’s budger has been decreasing, and it is clear thar some of its research
activiries will need to be reduced or curtailed. Thus there is a need to review and
prioritize the Programme's research portfolio in fertility regularion technology.

Objectives of the meeting

Assess and rank products currently being developed by the Programme

Participants to the meeting will be asked to review the existing activities of the
Programme in the area of Technology Development and Assessment and 10 reach a
cornsensus as to the relarive priorities of the various leads currently under development.

Determine additional products which the Programme should be developing

Participarus will be asked, when reviewing research activities for the development of
new fertility regulation technologies worldwide, if they consider that there are
promising leads that are not being followed or user needs in developing countries that
are not being addressed, which the Programme should add to its research agenda.
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Summary of consensus views at other fora

Over the last few years, the need for the development of new feruility regularion

rechnologies was discussed at.

- the [nternational Symposium on Contraceptive Research and Developrent held
in Mexico City in 1993.

- the International Conference on Population and Development held in Cairo in
1594

- meerings of the [nstinute of Medicine

- the meering on "Public/private sector collaboration in Contraceprive Research
and Development - A call for a new partnership " organized by the Rockefeller
Foundation in Bellagio in 1995,

The major recommendations and consensus reached at these various meetings will be

presented to the parricipants.

Criteria to be used in selecting fertility regulating methods which the Programme
should continue to develop, include those related to

a) Users' perspectives, needs and preferences

The week prior to this meeting, G meenng will be held by the Programme on
"Women's and men's perspectives on fertility regulating methods and
services”. The conclusions and recommendations made ar that meering will be
presented. Parricipants will be asked to review the criteria related to users )
needs and preferences which should be considered when selecting methods for
develgpment.

b) Development feasibility

Participants will be asked to consider the technical feasibility of taking the
existing leads through to the point of production including development costs
and anticipated complexity and cost of the product.

c) Service delivery feasibility

Participants will be asked 10 consider the advantages/disadvantages of each
lead in terms of the reality of service delivery conditions in developing
COUNtTIEs.

d) Commercial potential

Parricipants will be asked 10 consider each lead in terms of current industry
involvement, patent protection, market share, profitability, liability and
technology transfer possibilities.

e) Weighting

Participants will need to discuss if the four main groups of criteria reviewed
previously and amy additional criteria they may have identified, should have
equal or differential weighting and how this should be determined and
assigned.
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Assessment and ranking of products currently being developed by the Programme

Participants will be asked to assess each of the leads and to rank them in order of
priony.

Identification of additional research leads which the Programme should include in
its research portfolio for Technology Development and Assessment

Recommendations










