Research in
human reproduction
by Jose Barzelatto
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he work of WHO in the
field of human reproduction covers an extremely
sensitive and controversial field which also
includes research directed to the
medical termination of pregnancy.
Some time ago this was considered
"an issue that is dependant upon
national legislation and religious and
cultural precepts and, therefore, does
not lend itself to an international
recommendation" in the "Proposed
international guidelines for biomedical
research involving human subjects,"
endorsed by WHO and the Council for
International Organizations of Medical
Sciences (CIOMS) . Although a correct
reflection of the state of a controversial
subject at the time, that statement is
not very helpful today when many
research issues involving human
subjects are faced with the same
criteria. In fact, recent progress in the
field of human reproduction, namely
the synthesis of progesterone antagonists, has blurred the distinction
between "late contraception" and
"early abortion".
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WHO's Special Programme of
Research, Development and Research
Training in Human Reproduction
(HRP) conducts this type of research in
countries where medical termination of
pregnancy is legal , and where
governments and scientists have
expressed an interest in participating in
such studies because they believe that
safety of induced abortion is a public
health factor of considerable significance. In order to support these
studies, the Special Programme only
uses funds provided by governments
that recognise the importance of this
type of research for improving the
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reproductive health of women. Probably no other field of biomedical
research reveals the tensions more
dramatically between the rights and
responsibilities of individuals (couples
in this case) and those of society.
HRP is a truly global programme. To
date, scientists and institutions in 85
countries have participated in the
research projects it has sponsored,
involving a great variety of cultures,
religions and political systems. Its
research into and development of

improved and safe new contraceptive
methods has resulted in the introduction of completely new forms of intervention in the reproductive process,
and in new explanations of the
mechanisms of action of existing
methods. Individuals and societies are
therefore required to take a fresh look
at the consequent ethical concepts and
implications. To take just one example,
the mechanism of action of intrauterine devices (IUDs) had been believed
to interfere mainly with implantation of
the ovum but now seems to be mainly
through interference with fertilisation.
The Special Programme incorporates activities that represent three
different decision-making levels in
biomedical research, all of which have
ethical implications of a different
nature . At the " society and
government" level, decisions relate to
what should be done and the ethical
concerns are about politics, priorities
relevance to society, and so on. Decisions at the "professional" level relate
to what can be done; the main ethical
concerns relate to research projects,
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WHO promotes research aimed at
improving the reproductive health of
women. No other field of biomedical
research reveals the tensions more
dramatically between the rights and
responsibilities of individuals and those
of society.

and include the quality and feasibility
of the research as well as the expected
effect on relatively small population
groups. And at the "researcher" level,
decisions relate to how to do it; here
the interplay between the investigator
and the person that is the subject of
the research dominates the ethical
concerns.
The inclusion of human reproduction under WHO's aegis stemmed from
a political decision taken by a few
"leaders" who had society's authority
to argue that research on fertility
regulation (including contraception
and infertility problems) was justified
both in terms of health and of development. With the provision of new, safe
and improved methods of fertility
regulation, the quality of life could be
improved, especially in developing
countries. During its 17 years of operation, the Special Programme has accuWORLD HEALTH ,

April 1989

mulated scientific evidence to indicate
that the need for improved methods of
fertility regulation is an essential
component of maternal and child
health. Indeed, there is also a growing
consensus that family planning is an
important aspect of the multifaceted
strategy that developing countries must
adopt, regardless of demographic policies, in order to accelerate their development.
The mandate of HRP explicitly states
that all activities should be oriented
towards the needs of developing countries, a guideline that is strictly followed. Two-thirds of the operational
budget is devoted to the direct support
of research projects; one-third is
dedicated to assisting developing
countries in achieving self-reliance in
research. Around 70 per cent of the
total operational budget is allocated to
funding scientists from and working in
developing countries.
Policy and budgetary decisions are
guided technically by the Scientific and
Technical Advisory Group (STAG), a
group of 15 to 18 ·independent and
knowledgeable scientists from all over
the world who represent different
disciplines and do not participate in
any other HRP activities. They meet

annually to review the strategic plans,
analyse their technical feasibility, advise
on priorities and systematically evaluate the activities. So STAG has to face
fundamental ethical issues in the
choice of research topics to be pursued
in the context of an international effort
oriented towards the needs of
developing countries.

Ethical Dilemma
One appropriate example is the
problem of continued research on the
injectable contraceptive Depo-Provera.
There has been a heated (and not
always scientific) debate about this
drug in the mass media around the
world. The debate has emphasised
that the Food and Drug Administration of the USA, the drug's country of
origin, refused its registration for contraceptive purposes as a result of
studies conducted on animals. The
ethical dilemma exposed is that there
is no such thing as 100 per cent
certainty. The different levels of
decision-making in the Special Programme agreed that the risk/benefit
ratio was strongly in favour of DepoProvera. Since to date all follow-up
human studies conducted by HRP
worldwide provide affirmative evidence
19

Two of the devices developed by MIOs
research programme: the vaginal ring
and a one-time only syringe for an
injectable contraceptive. Left: Animal
studies - a vital step in studies that will
ensure safe and eHective fertility or
anti-fertility drugs. Right: Sex education
in schools; another key stage in making
such drugs universally acceptable. With
the advent of new, safe and improved
methods of fertility regulation, the quality of life can itself be improved. especially in developing countries.

in favour of this view, the Programme
continues to support and conduct
research on this drug.
All projects submitted to the Special
Programme must first show evidence
of approval by institutional and
national ethical review mechanisms. In
fact, in countries where no such review
mechanism exists, HRP has made it
mandatory to create an ethical committee at the institutional level.

Guidelines agreed
During the past decade, tacit
guidelines have been agreed upon.
These include severe restrictions on
the use of incentives offered to persons who volunteer to participate in
clinical research, other than reimbursement of transport expenses or loss of
income. Particular care is given to
control groups, and the use of placebos (substances which, unknown to
the user, have no effect at all) is usually
not permitted; protocols are designed
to compare a new method with an
established one, even if this rule makes
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it at times difficult to interpret results.
In early clinical trials, safety issues are
resolved before efficacy is tested; thus,
a new contraceptive steroid will be
tested initially in women who are
sterilised or protected by another
method.
Last but not least, each approved
protocol must state pre-set termination
levels in terms of contraceptive failures
and the frequency of side-effects.
These are carefully monitored at WHO
headquarters and, if such indices are
reached, the study is terminated
prematurely. For instance, when a
long-acting injectable preparation ,
norethisterone enanthate (NET-EN), was
compared with Depo-Provera in a
multicentre study as a three-monthly
injectable, the study had to be terminated because the preset termination
index for contraceptive failure was
reached in the former group. The data
suggested that the duration of effect of
NET-EN is two, rather than three,
months . Subsequent large-scale
studies conducted in India and else-

where revealed that NET-EN is a suitable two-monthly injectable.
The fact that contraceptives are
intended for use by large numbers of
mainly healthy individuals during prolonged periods of their reproductive
lives requires particularly strict criteria
to properly assess the balance of risks
and benefits to justify their use. In
particular, rare side-effects, either beneficial or undesirable but of public
health significance, cannot be assessed
until many thousands of healthy
subjects have used the method over a
substantial period of time. And, after
the product is on the market, it would
be unethical not to continue the
follow-up of the subjects who had used
it. WHO recommends to governments
that, in future, the submission of a plan
to this effect should be a requirement
for registration of a drug. If this
practice had been followed in the past,
we would perhaps not be debating
today - after 25 years of use by 100
million women - whether or not the
contraceptive pill increases the risk of
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certain genital cancers (e.g. breast and
cenncal cancer) even though it has
been established that it significantly
decreases the risk of other cancers (e.g.
ovarian and endometrial cancers).
Since the Special Programme was
established in 1972, it has developed
for biomedical research a worldwide
network of centres collaborating in a
global research and development
effort to facilitate and improve the
conduct of clinical studies of fertility
regulation and infertility. So far, the
Programme has conducted close to
200 multicentred trials involving
approximately 200,000 subjects in 150
clinical centres in over 50 countries.

Principal objectives
One of the two main objectives of
HRP is to increase, through research,

access to new and improved methods
of fertility regulation that are safe,
effective, cost-effective and acceptable.
It is too early to have reached this goal,
especially since we now know that the
development of a new contraceptive
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agent usually takes more than 15 years
before it can be put on the market.
Nevertheless, the Programme has
developed a variety of new fertility
regulating methods that are expected
to be available to family planning
programmes in the foreseeable future:
- Two new "once-a-month" injectable
contraceptives and a levonorgestrolreleasing vaginal ring of three months'
duration will very shortly come on to
the market.
- Others, farther back in the pipeline,
include a sequential antiprogestin/
prostaglandin combination for postovulatory fertility regulation, a threemonthly injectable progestogen, a
single biodegradable implant releasing
levonorgestrel with an expected lifetime of two years, and an injectable
androgen/ progestogen contraceptive
for men.
- We can look forward in the mid1990s to having a genuine "birth
control" vaccine.
The second main objective is to
promote and support national self-

reliance in human reproduction
research in developing countries
through institutional development,
including research training. The global
network of centres collaborating with
the Programme includes a majority of
centres located in developing countries. During its 17 years of existence,
the Programme has provided research
training grants and visiting scientist
grants to more than 1,000 scientists
from 60 countries; more than 90 per
cent of these grants went to
developing country scientists. So far,
the Programme has spent over
US$ 30 million on providing equipment, reagents and supplies to institutions located predominantly in
developing countries.
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(An expanded version of this article has recently been
published in ''Tawards an institutional ethic for
Research in Human Beings," documents of the
International Summit Conference on Bioethics,
Medical Research Council of Canada, Ottawa.)
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