
1 Background

All social and professional groups have rules of good behaviour, although often these
ethics are implicit. Many issues contribute to any discussion of ethics.1±53 Statisticians
largely work with implicit rules, and many are probably unaware of the existence or
content of rules which have been drawn up to govern statistical practice.3,27,41 Medical
statisticians will be aware of codes of conduct for medical research, and most codes of
professional ethics interact with statistics.23

The need for regulation of the conduct of professionals who carry out experiments
on human subjects was recognized a century ago, in Germany.49 The inhumane
experiments carried out by doctors under the Nazi government clearly contravened the
existing laws. After the war crimes trials in Nuremberg, a code of conduct was drawn
up, and there are now many international codes governing research on peo-
ple.16,12,22,37,53 Recently, there have been proposals to change the Declaration of
Helsinki (DH)53 because of controversy over HIV trials. Much of the debate hinges on
questions of study design, data analysis and assessment of risk. Statisticians, therefore,
have a valuable contribution to make concerning scienti®c soundness, evidence and
perceptions of risk.45

Principles of three statistical codes of practice (Section 2.1) and three medical
research codes are summarized (Section 2.2) and their style and status discussed. The
motivation for the proposed revisions of the Declaration of Helsinki was trials of
interventions to reduce vertical HIV transmission. These trials therefore provide the
main worked example, (Section 3) and the proposed revisions of DH are discussed in
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the light of this debate (Section 4). Counterexamples are given which challenge the
proposed revisions (Section 5). Informed consent, which is important in both
statistical and medical codes, is discussed in Section 6.

I suggest that statisticians share important responsibilities in maintaining ethical
medical research in all countries. Collectively owned multiprofessional work requires
each of the various professions to take responsibility for the conduct of the research,
and the impact that it might have.

2 Rules of professional conduct

2.1 Guidelines for statisticians
The International Statistical Institute Declaration on Professional Ethics27 recognizes
the variety of settings in which statisticians work, and the many branches of the
discipline. The Declaration is therefore an informative framework of principles, not a
set of regulations. Each principle is followed by a commentary and bibliography. The
intention is that statisticians who consider departing from the principles do so as a
result of deliberation, not ignorance. The principles are grouped into four categories,
with no category having priority: obligations to society, funders and employers,
colleagues and subjects are considered.

Social obligations require statisticians to consider con¯icting interests, and guard
against misuse and misinterpretation of statistics, extend the scope of statistics to
bene®t as large a community as possible, and pursue objectivity with openness about
limitations. Obligations to paymasters require clarity about roles and responsibilities;
impartial assessment of alternative statistical methods; no pre-emption of outcomes,
and safeguarding privileged information while revealing the statistical methods and
techniques used. In return for respect for exclusive technical and professional
knowledge, statisticians must be honest about the limits of their expertise.

The three obligations to colleagues described are maintaining con®dence in
statistics, transparency of methods, and knowing one's own ethical principles as well
as those of one's collaborators. A dif®cult responsibility is neither `... overstating or
understating the validity or generalisability of data ... ' (ISI.3.3).

Individual people, households and corporate entities are the subjects to whom
obligations are due. Statisticians should avoid intrusion. There is an excellent
discussion of the implications of the obligation to obtain informed consent, in terms of
adequacy of information and of consent. Statisticians are expected to `... adhere to the
principle of obtaining informed consent directly from subjects' even if they ®rst have
to negotiate with a `gate-keeper' who is blocking access. Careful consideration of
modi®cations to informed consent addresses observation studies, dealing with proxies,
secondary use of records and misleading potential subjects. Withholding information
is deceitful, and instances when legitimate censure can be avoided because of special
research requirements are rare, and dif®cult to justify. In such cases, post-hoc consent
should be considered.

The interests of subjects must be protected, not merely within the study, but also
with regard to subjects' relationships. Social position can hold risks:

The interests of subjects may also be harmed by virtue of their membership of a group or section of
society (see Clause 1.1). So statisticians can rarely claim that a prospective inquiry is devoid of

186 JL Hutton



possible harm to subjects. They may be able to claim that, as individuals, subjects will be protected
by the device of anonymity. But, as members of a group or indeed as members of society itself, no
subject can be exempted from the possible effects of decisions based on statistical ®ndings.27

The Royal Statistical Society (RSS) Code of Conduct41 primarily describes the
professional duties of a statistician, with a view to upholding the reputation of the
profession. Some of the rules do address ethical matters. Part of the context for the
rules is the recognition that the general public have no easy way of judging the quality
of statistical work. This implies that statisticians have a moral responsibility to others.

The `public interest' is the focus of the ®rst two rules. Fellows of the RSS are
required to have knowledge of, and comply with, the legislation and standards
`relevant to their chosen ®eld'. Hence, this paper is important to medical statisticians,
and any statistician who referees articles or grants with a medical research component.
The second rule has wide implications, as it expects Fellows to avoid any actions
which damage basic human rights. Two particular issues are mentioned: that subjects
of enquiries should freely give their informed consent; and that con®dentiality should
be respected.

The professional judgement of statisticians may be overruled. In such circum-
stances, the RSS code (RSS.3) requires the Fellow to indicate the likely consequences
of ignoring their judgements. In addition, Fellows are to prevent their names being
attached to misleading summaries of data (RSS.6). Finally, RSS.9 is worth noting in
the context of cross-national studies: `Fellows shall encourage and support fellow
members in their professional development ... '.

The American Statistical Society's Ethical Guidelines for Statistical Practice3

emphasize the duty of statisticians to maintain professional integrity. In particular,
they should provide honest and objective interpretation, based on evidence, with
disclosure of any special interests. Statisticians have a responsibility to respondents,
especially with respect to privacy, consent and con®dentiality. Statistical work must be
open to assessment, with the limits and source of data made clear, and the role of
statistical analysis, including choice of procedures, visible. Data should be available
for analysis by appropriate others. As users of statistics may be dependent on expert
advice, good conduct and good communication are essential. The guideline on
collecting `only the data needed for the purpose of their inquiry' implies that studies
should have clearly de®ned aims, in order to be well designed. There is a tendency in
medical research to collect information `while we are there'.

There are also local or application speci®c codes, such as those drawn up by
government statisticians.

2.2 Control of human experiments
Both ISI and RSS expect statisticians in health care to be conversant with the codes

of conduct relevant to this research.
Ten standards were laid down by the war crimes tribunal at Nuremberg to which

physicians (or others) must conform if an experiment on human subjects is to be
permissible.37 Voluntary consent is the ®rst requirement of the Nuremberg Code, and
the duty to ensure the consent is of high quality rests on every person involved. This
duty cannot be delegated, and the subjects must be free to leave at any time. Previous
knowledge must be used in designing the experiment, and experiment must be the
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only way of obtaining useful results. The risks to be taken must be carefully evaluated,
and suffering minimised. Only scienti®cally quali®ed persons exercising great skill
can carry out research, and they must stop the research early if any harm is likely to
result from it.

The Declaration of Helsinki, made by the World Medical Association (WMA) in
1964, gives similar principles as `recommendations guiding physicians', but in a
different order.53 Informed consent is not given the prime position (I.9±I.11), and the
existence of situations in which a `physician considers it essential not [sic.] to obtain
informed consent' (II.5) is presumed. Some new provisions are included. The use of
ethics committees or institutional review boards is one new principle: `The design and
performance ... should be clearly formulated in an experimental protocol which should
be transmitted to a specially appointed independent committee for consideration,
comment and guidance' (I.2). Accurate reporting of results is required, and
publication of research which does not conform to the Helsinki principles is banned
(I.8). Conformity to `generally accepted scienti®c principles' (I.1) is required. A
distinction between `therapeutic and non-therapeutic research' is introduced (Sections
II and III), to clarify that nontherapeutic research is also subject to ethical review.

In the section which addresses clinical research, physicians are stated to be free to
introduce `new diagnostic and therapeutic measures' outside a controlled study, on the
basis of individual judgement (II.1). Physicians `can combine medical research with
professional care, the objective being the acquisition of new medical knowledge, only
to the extent that medical research is justi®ed by its potential diagnostic or therapeutic
value for the patient' (II.6). Every patient `should be assured of the best proven
diagnostic and therapeutic method' (II.3).

The DH states that physicians are not relieved of their responsibilities under the
law of their own countries. The WHO/CIOMS guidelines were framed with particular
concern for developing countries,22 not to duplicate the principles already established,
but to suggest how these principles might be applied. Informed consent and research
on communities receive particular attention, as indicated by the excerpt below.

Subjects in developing countries
14. Rural communities in developing countries may not be conversant with the concepts and
techniques of experimental medicine. It is in these communities that diseases not endemic in
developed countries exact a heavy toll of illness, incapacity and death. Research on the prophylaxis
and treatment of such diseases is urgently required and can be ®nally carried out only within the
community of risk.
15. Where individual members of a community do not have the necessary awareness of the
implications of participation in an experiment to give adequately informed consent directly to the
investigators, it is desirable that the decision whether or not to participate should be elicited through
the intermediary of a trusted community leader. The intermediary should make it clear that
participation is entirely voluntary, and that any participant is entirely free to abstain or withdraw at
any time from the experiment.

Community-based research
16. Where research is undertaken on a community basis ± for example by experimental treatment of
water supplies, by health services research or by large-scale trials of new insecticides, of new
prophylatic or immunizing agents, and of nutritional adjuvants or substitutes ± individual consent
on a person-to-person basis may not be feasible and the ultimate decision to undertake the research
will rest with the responsible public health authority.
17. Nevertheless, all possible means should be used to inform the community concerned of the aims
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of the research, the advantages expected from it and any possible hazards or inconveniences. If
feasible, dissenting individuals should have the option of withholding their participation. Whatever
the circumstances, the ethical considerations and safeguards applied to research on individuals must
be translated, in every possible respect, in the community context.

Review procedures
18. The provision for review of research involving human subjects are in¯uenced by political
institutions, the organisation of medical practice and research and the degree of autonomy accorded
to medical investigators ...
19. Authority to assess safety and quality ... is most effectively vested in a multi-disciplinary advisory
committee operative at the national level. ... and statisticians have important contributions to offer to
these assessments. Many countries at present lack resources ... Improvement ... is dependent, in the
short term, on more ef®cient exchange of relevant information internationally.

Externally sponsored research
27. The term externally sponsored research is here used to refer to research undertaken in a host
country but initiated, ®nanced and sometimes wholly or partly carried out by an external
international or national agency with the collaboration or agreement of the appropriate authorities of
the host country.
28. Such research implies two ethical imperatives:
The research protocol should be submitted to ethical review by the initiating agency. The ethical
standards applied should be no less exacting than they would be for research carried out within the
initiating country.
After ethical approval by the initiating agency, the appropriate authorities of the host country
should, by means of an ethical review committee or otherwise, satisfy themselves that the proposed
research meets their own ethical requirements.
Where externally sponsored research is initiated and ®nanced by a pharmaceutical manufacturer, it
is in the interest of the host country to require that it should be submitted with the comments of a
responsible authority of the initiating country, such as a health administration, research council or
academy of medicine or science.
29. An important secondary objective of externally sponsored research should be the training of
health personnel of the host country to carry out similar research projects independently.
32. ... For research sponsored by pharmaceutical manufacturers, the manufacturers themselves
should assume responsibility in case of accidents. This is particularly necessary in the case of
externally sponsored research when the subjects are not protected by social security measures.'

The remarks CIOMS.18 and 19, on review procedures, recognize practical and
political realities. As statisticians, we can welcome the recognition of our potential
contribution, but even `highly developed' countries do not have an adequate supply of
statisticians to support ethics committees.51

The CIOMS.27 and 28 requirements for ethical review in both host and `external'
countries are noteworthy. As recognized under review procedures, different countries
have different resources for ethics committees, which require considerable expendi-
ture, at least of time.52 Concern was expressed about the independence of ethics
committees in some countries at the international school from which these
proceedings arise. A longer-term view of the impact of research interventions is
required by CIOMS.29, and the wider social context is stressed by CIOMS.32.

There are many other national codes and guidelines which address research on
humans.
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2.3 The style and status of codes
The statistical codes all require statisticians to be open, while respecting con-

®dentiality, and aware of the various interests of the societies in which they work. The
ISI Declaration is particularly concerned with humility and honesty. It does not
invoke professional consensus, but recognises the range of opinions within the
statistical commonwealth. Perhaps these attitudes are not surprising, given wide-
spread innumeracy and suspicion of statistics. The NC, DH and CIOMS do not stress
transparency, yet much of the debate about revision of the DH is concerned with the
motivation behind studies.

Statisticians are expected to be mindful of the wider context and implications of
their work. Indeed, ISI recommends that statisticians take responsibility for trying
`... to ensure that funders and employers appreciate the obligations that statisticians
have not only to them, but also to society at large ... ' (ISI.2.4). Statisticians `... have no
special entitlement to study all phenomena.' The pursuit of knowledge cannot override
other values, and statisticians must both seek to bene®t the widest possible
community, and recognize that study ®ndings can lead to harm of subjects or their
social group. The NC emphasis is different; protagonists must justify research on
humans by asserting that `such experiments yield results for the good of society that
are unprocurable by other methods or means of study'. Of course, strictly speaking,
RSS Code only applies to Fellows of the RSS, and the ASA guidelines are similarly
restricted. The ISI Declaration provides guidance for any statistician who cares to read
it, and deserves to be widely known, but has no legal force. In general, most
statisticians develop their professional standards without studying these codes.

The statistical codes are primarily conscious of people in society, where the medical
codes summarized above focus on people as individual patients or subjects. Much
discussion of medical ethics focuses on a doctor±patient dyad.6 The DH ®rst states
that it `is the mission of the physician to safeguard the health of the people', but then
focuses on the doctor±patient dyad.

The DH is often regarded as having superseded the Nuremberg Code. This
replacement is not obviously a matter of merit: DH lessens the requirements of the
Nuremberg Code, and so lowers the standards. At a workshop where revisions to DH
were debated, the majority of participants argued for `a slim set of principles, not
regulations, that could remain unchanged for many years at a time'. Guidelines on the
application of the principles could take into account different circumstances and new
issues.35 This is the approach taken by ISI.

Although the DH provides `recommendations guiding physicians in biomedical
research',53 it is accepted as relevant not only by physicians, but also by many
nonmedical people throughout the world.35 Thus, the national and international legal
status of DH are not clear, nor is it clear where ownership and responsibility for
change lie.43 With the absence of a consensus, the issue of the ownership and freedom
to change in¯uential international research guidelines is highlighted. The WMA
`owns' DH, the WHO/CIOMS guidelines belong to the WHO, but what is ownership of
a set of principles or guidelines? The de®nition of stakeholders who are expected and
entitled to contribute to revisions needs to be addressed. The WMA has been criticized
for restricting the range of people consulted about the proposed revisions. The USA
has dominated the debate on vertical HIV transmission trials. While the integrity of
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contributors is not questioned, serious consultation with those affected by the
proposed revisions is needed. Although one could see DH as a WMA statement of
`responsible medical opinion', the property of the medical profession, in reality it is
effectively international law with the same status as the UN Declaration of Human
Rights.43 As such, it requires serious consideration by Fellows of the Royal Statistical
Society (RSS.2).

Although health professionals might prefer to own `their' codes, the revisions of DH
have not been proposed for medical reasons, and the debate is between ethics,
including distributive justice, and economic prudence.5,43 In order to argue that
particular principles are inappropriate, one has to present a case showing, for
example, that protection of pro®ts by patent and monopoly is more important than
limiting the course of an epidemic. Even if the revision of DH were simply a matter of
ethics, the application and interpretations of human rights requires law, policy and
hence politics. Adjudication among groups with different interests is a political
responsibility, and ways of including the public in the debate are required. SchuÈklenk
and Ashcroft suggest that ownership of DH might be passed to the United Nations.43

3 Background to the proposed change in the Declaration of Helsinki

The world AIDS epidemic has brought medical research to the attention of many
people. Although some issues associated with medical research in developing countries
were given serious consideration by early 1980s,22 extensive debate was started in 1997
by criticism of trials of drugs to prevent maternal transmission of HIV to infants.31 I
shall summarize the arguments as they have developed. The more general issues will
then be discussed.

3.1 The vertical HIV transmission trials
In the past 4 years, a heated debate about research in developing countries has

arisen because of trials of interventions to reduce transmission of HIV from mothers to
their infants (hereafter `vertical HIV transmission'), before and after birth.

In an editorial, Lurie and Wolf31 noted that an intervention, the AIDS Clinical
Trials Group study 076 (ACTG076) regimen of an antiretroviral drug, AZT, had been
shown to be effective in 1994, but, despite this, in many later trials of vertical HIV
transmission, some or all patients were not provided with antiretroviral drugs.
Although ACTG076 is regarded as the acceptable standard of care in USA, a less
expensive, but equally effective intervention, would be worth ®nding. Should trials
seeking an alternative intervention use ACTG076 as the control arm? Of the 18 studies
identi®ed, the two being performed in USA provided unrestricted access to
antiretroviral drugs for all patients. Only one of the remaining 16 trials (nine of
which are USA funded) provided these drugs to all participants. Placebo controls are
used in other trials.

Lurie and Wolf point out that there is much agreement among those who defend
and oppose placebo controlled trials. They claim that the only disagreement is about
what the best comparison group is. Of course, what the `best' comparison group is
depends on what the research question is. Is it legitimate to ask `Is the shorter
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ACTG076 regimen better than nothing?', rather than `Is there a less expensive, more
feasible regimen than ACTG076?' Notice that this focuses attention on a single aspect
of a single disease.

The adequacy of data analysis, which is addressed in N2 & N3, is raised: existing
trials indicated that the ACTG076 regimen could be simpli®ed.31 Lurie and Wolf
therefore argue that knowledge of the likely effectiveness of simpler treatment means
that the balance of risk and bene®t is already in favour of the simple treatment
compared to placebo. Uncertainty about the outcome is not well balanced ± equipoise
does not hold ± hence placebo control is unethical. Two points must be considered,
however. First, Msamanga demonstrates that transmission rates vary substantially
over time and between countries,34 so that it will be dif®cult to estimate the effect of
treatment. Further, one needs to consider carefully what constitutes adequate evi-
dence.24 An alternative therapy, vitamin A, is not mentioned, so information on the
association between vitamin A and transmission is not discussed.44,50

The appropriate standard of care is that of the sponsoring country (DH.II.2, WHO/
CIOMS.28). Lurie and Wolf disagree with those who claim that placebos can be used
in countries which have very limited health care provision. They also disagree with the
claim that a placebo-controlled trial can reach ®rm conclusions more rapidly, and is
therefore more ethical. Their disagreement is based on particular comparisons which
lead to similar sample sizes. I agree that to allow a `local standard of care' comparison
is to provide an incentive to use underprivileged subjects, in direct disagreement with
N2: the results would not be `unprocurable by other methods and means of study'.

Angell states the basic principle needed to justify a trial: that there is no good reason
to prefer one of the treatments to any of the other treatments in the experiment.4

Investigators' primary responsibility is to their subjects, as informed consent, though
crucial, is insuf®cient to protect subjects from the desire for a rapid answer to a
research question. She points to parallels between the vertical HIV transmission trials,
and the Tuskegee Study of Untreated Syphilis, in which poor African-American men
were not given known effective treatment because researchers wished to observe the
natural history of syphilis. The physicians argued that the men would probably not
have been treated any way (particularly as the nature of their disease was concealed
from them). Funding agencies in USA have argued that placebo-controlled trials are
justi®ed by the local standard of care. Angell believes placebo controlled trials might
be ethical, if pre-existing evidence supported it but not on the basis of a `local standard
of care' argument. She thinks a motivation for invoking `local standard of care' might
be `a slavish adherence to the tenets of clinical trials': some people require all trials to
be randomized, double blind and placebo-controlled. Angell suggests that motives of
business and pro®t also contribute to the desire to use `local standards of care', in
order to carry out research cheaply and quickly. We suggest the quality of the evidence
sought must be evaluated in terms of the research question and social context,8 and
trials are not always necessary.

Msamanga and Fawzi note the wider questions raised by these trials.34 They provide
statistics on the severity of the HIV epidemic in sub-Saharan Africa, where only $11
per head on average is spent each year on health. In the context of preventing
tuberculosis in HIV-positive people, they point out that research into practical
questions, about the feasibility of delivery of treatment given the resource and training
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implications, is needed (CIOMS.29). Also, other scienti®c issues are unresolved.
African programmes require co-operation of governments, multinational companies
and international agencies.

A response by Varmus and Sacher to these criticisms denies the parallels with
Tuskegee on the grounds that those subjects were denied effective and affordable
interventions.48 They do not state how poor men could afford USA health care. Three
principles are mentioned: respect for persons, bene®cence (minimizing risk and
maximizing bene®t) and justice. Varmus and Sacher invoke bene®cence in their claim
that they can ethically support a trial in another country that would not be acceptable
in the USA because the disease burden makes greater risks acceptable. They might not
support a trial of an unaffordable treatment as it would be unjust. Their main reason
for supporting HIV trials is economic: cheaper treatments are sought. The poverty of
many nations requires the research question to be `is simple treatment better than
nothing?'. They justify the use of placebos primarily by claiming that their use ensures
de®nite answers to questions of safety and value, and also mention speed and the local
standard of care. Although Varmus and Sacher claim the USA sponsored trials comply
with (unspeci®ed) principles and guidelines, I think they do not comply with
CIOMS.28: parity of standards across countries. The reasonable statement that one
should not use poor populations as a test bed for `drugs for use solely in developed
countries' (my emphasis) should be followed by a consideration of drugs mainly for
developed country use or mainly for pro®t. Given the health care budgets of
impoverished nations, the vertical HIV transmission trials will provide knowledge
effective solely for the rich. SchuÈklenk indicates that the research question was chosen
to justify the use of placebo, but the relation of the information gathered to the
purported question shows the trials were not ethical.42

Bayer notes the emotional content of the initial debate and points out that the real
ethical problem is not whether to use placebos, but the immorality of the world
economic order.9 The `maldistribution of wealth and resources' makes the vertical HIV
transmission trials a focus of (emotional) outrage. The goal of reducing HIV
transmission in Africa requires information on affordable, implementable interven-
tions which will be the basis of health care policy. Matchada cites the failure, due to
infrastructure barriers, to eradicate tuberculosis, despite `free drugs'.33 He compares
expenditure by African nations on war and debt servicing with that of health care. The
question of whether ACTG076 is affordable in South Africa and the wider research
agenda for Africa are explored by Karim.28,50 Two large South African vertical HIV
transmission trials, one of vitamin A and the other of antiretroviral drugs provide the
context. Health service costs associated with infrastructure, HIV testing and maternal
care might dominate the cost of any ACTG regimen, whereas routine vitamin A
supplementation avoids such costs. Frequent home deliveries and the importance of
breast feeding also restrict the feasibility of ACTG076.

Karim investigates three possible control groups for a study of interventions for
vertical HIV transmissions in South Africa. He indicates that historical controls are
likely to lead to invalid conclusions because of rapidly changing transmission rates.
Using the ACTG076 regimen makes any study an equivalency study, and requires
extrapolation to adjust for differences in factors such as viral load, concomitant
disease, delivery method and breast feeding rates. The validity of such extrapolation is
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crucial, and Karim regards ACTG076 as an inappropriate control. Hence he chooses
the third option, placebo control, on scienti®c grounds, and evaluates its ethical status.
Protection of people from exploitation is the starting point. Voluntary informed
participation requires appreciation of `undue risk' which must be judged in relation to
a standard. Karim argues that the ACTG076 is not an international standard, and no
otherwise available therapy is being withheld. If ACTG076 were an international
standard, Karim would not regard a randomized controlled trial of treatment likely to
be less effective than ACTG076 with ACTG076 as control as justi®able. However,
without the international standard, placebos are justi®ed. Fixed ethical standards have
to be implemented in the context of (rapidly) changing standards of care.28,50

Wider issues are raised by Annas and Grodin,5 who place the debate in the context
of the UN Declaration of Human Rights. The goal of slowing the HIV epidemic might
not be most sensibly achieved by addressing vertical transmission. Annas and Grodin
suggest that whether these trials should have been done at all is a more important
question than the role of placebos. They speci®cally ask `... when is medical research
ethically justi®ed in developing countries that do not have adequate health care (or on
USA populations that have no access to basic health care)?', as they are concerned
about exploiting impoverished populations. Good intentions are not suf®cient, even
for a utilitarian justi®cation of the HIV trials (i.e. that they could lead to future
bene®t). Serious plans to implement interventions shown to be bene®cial are required.
If treatments will not be made available, then knowledge of ef®cacy of a shorter regime
than ACTG076 will only bene®t wealthy people. There are no plans to make these HIV
interventions available. Even inexpensive and effective treatments for sexually
transmitted diseases, which reduce the incidence of HIV infections19 are not delivered
to poor Africans; and this is merely one example.

Annas and Grodin refute the idea that some of the HIV trials can be justi®ed as
being by nationals on their own nations (Ugandans) by pointing out that cultural
relativism is not generally acceptable ± apartheid was criticized. It is not clear in what
way these trials are `for the good of their [Ugandan] people'. Secondly, the USA is
involved in the Ugandan trials. There is a parallel with Tuskegee, in the reliance on
professional consensus as a substitute for ethical principle. This is particularly
unfortunate in a profession (medicine) which has only very recently begun to include a
little instruction in ethics.

Annas and Grodin conclude by commending a commitment by developed countries
`... to take economic, social and cultural rights as seriously as political and civil
rights.'5 The effect of exploiting medical care for commercial gain, on a world-wide
scale, is investigated by Benatar.10 Theological equality of persons exists, but not
socioeconomic equality.

3.2 Subsequent debate on vertical HIV transmission trials
The question `are ethical standards absolute?' is discussed by Resnick in the light of

the above arguments.38 Resnick argues that the debate hinges on scienti®c rigour. He
argues that ethical standard are universal, as there are general principles for all
human research, but not absolute, because the application of the principles allows
interpretations which depend on social or cultural factors, and economic conditions.
Seven ethical concepts are listed: informed consent, bene®cence to subjects, privacy,
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social utility, justice, scienti®c rigour, and monitoring of studies and subjects.38 Both
proponents and opponents of placebo-controlled vertical HIV-transmission trials
appear to accept these concepts, with the proponents claiming to emphasize utility and
justice, rather than bene®cence. Economic conditions are the primary reason given for
seeking an alternative regimen.

Resnick summarizes the arguments of proponents: `the research is ethical because it
uses scienti®c rigour to address urgent social needs'. The necessity of placebos to
assess whether anything is better than nothing, and the differences in morbidity of
populations are the reasons given. The potential for economic blackmail by sponsors is
recognised by Resnick. Concern for the bene®t of participants seems to blind authors
to the bene®t for the pharmaceutical industries and their shareholders. Comparison of
an $80 treatment with placebo reduces the costs of the study considerably over a
contrast between $80 and $800 treatments. With respect to bene®cence, Resnick
distinguishes between

(VB1) Denying treatment when treatment is not available to the general population, but may be
available in some populations;
(VB2) Denying treatment when treatment is available to the general population.38

By asserting that Tuskegee violated the requirements of informed consent, and
bene®cence in terms of VB2, Resnick dismisses the parallel with Tuskegee. Further,
he suggests the abuse of Tuskegee could only be recognized after the event.

We found no evidence for dependence of trial ethics on sociocultural contexts.8 The
same considerations on placebos apply to anti-epileptic drugs, but placebo-controlled
trials of anti-epileptic drugs (AEDs) are not permitted in UK or USA. Contrary to
Resnick's claim, new drugs tested on adults are used on children without placebo-
controlled trials. Resnick fails to discuss whether women in USA suffering from
anaemia and malnutrition should be offered entry to a placebo-controlled trial;
whether the treatment or the cost of the treatment should be changed, and why health
care professionals and infrastructure are in short supply. He does not explain his
claim that placebo-controlled trials `promote justice by providing a fair distribution of
bene®ts and burden of research'. Although Resnick recognizes the parallel between
USA industries seeking out cheap labour in the developing world, and pharmaceutical
industries seeking cheap research subjects, he fails to provide a description of the
difference between exploiting the economic, social and political status of developing
countries and adjusting study designs to allow for these conditions.

Lie argues that even a trial with ACTG076 as control might be unethical30 if it is
carried out only because the available treatment is too expensive. A shorter regime
than ACTG076 might have the bene®t of reducing the risk of drug resistance, while
still offering protection. A trial of short treatment versus ACTG076 could therefore be
carried out in USA. If, as advocated by Lurie and Wolf, these trials are run in
developing countries, the result would be useful to the sponsoring country (USA).
However, at `80 bucks a pop',50 the results are unlikely to be useful to host countries,
hence such trials exploit developing countries. Thus, Lie argues that ACTG076-
controlled trials are ethically worse than placebo-controlled trials. A general obligation
to attempt to improve unacceptable social conditions is recognized by Lie: he see this
as the failing of Tuskegee study.
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A clear statement of ethical problems with the vertical HIV transmission trials is
given by SchuÈklenk, who has the integrity to admit he was wrong in his earlier support
of ACTG076-controlled trials.42 He suggests that the quality of the review of the ethics
of the HIV transmission trials, and the adequacy of information given to participants
has not been seriously considered, although without any comparison with whatever is
normal practice in developed countries. SchuÈklenk notes that although Resnick relies
on principles, he justi®es placebo-controlled trials in terms of the consequences for trial
participants and other women in developing countries.

The economic justi®cation of the trials is evaluated by SchuÈklenk in terms of the
objective of developing an affordable regimen, and whether concentrating on AZT was
the most cost-effective strategy for African or other countries. The utilitarian
argument is that it is fair to expose some participants to substandard care if a larger
number of people will subsequently bene®t from affordable care. SchuÈklenk ®rst asks
whether the HIV trials have resulted in affordable care. No guarantees have been given
of affordable access to AZT for people in countries where trials have been carried out.
Even with `discounts' offered by Glaxo-Wellcome, the manufacturer of AZT, the drug
will not be affordable in many countries, and those who can afford it are likely to add
substantially to the manufacturer's pro®ts.42

Secondly, SchuÈklenk considers whether similar results might have been achieved by
alternative means. Although there is a relation between general health and vertical
HIV transmission rates, with 60±90% of infants unaffected, western sponsors have not
given much support to research into alternatives to pharmaceutical treatment. It is
thus not possible to say whether alternatives would be as effective.

Finally, the choice between spending funds on preventing vertical HIV transmission
versus other modes of transmission is considered. The management of sexually
transmitted diseases in adults is a more cost-effective way to reduce HIV incidence.19

All societies have to choose how to allocate their health care budgets, and choices are
more critical with a restricted budget. Most of the discussion of these HIV trials
focuses only on the cost of one drug.

The weakness of ethics and scienti®c committees in developing countries is
mentioned by Thomas, who also points out that neither patients nor researchers in
developing countries are generally aware of the market implications of research.46 The
contractual arrangements between sponsoring and host nations are usually short term,
but HIV is a life-long disease. Ethical debate has focused on the minimal requirements
over the time-span of a trial. A short course of AZT might prevent transmission of
HIV, but if the baby's mother dies (from AIDS or other causes), the baby has little
chance of living. The agenda for HIV research has not systematically included
investigating how to enhance traditional health care. A single company has the patent
right to AZT, so pharmaceutical companies in developing countries are prevented by
global trade policies from producing cheaper AZT.

A fuller view of ethics considers not only access to treatment, but also issues of
human rights, equity, relations between health and social care, and education. The
trade policies of developed countries include the use of sanctions to express
disapproval of human rights violations. Access to health care is deemed to be a
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national issue, without reference to international trade policies. There is a single
Universal Declaration of Human Rights, and it is appropriate to have a single
standard for research ethics.46

Even in developed nations, newly developed and approved drugs are not always
available at prices which the communities which provided research participants can
afford.40

In response to the above comments, Resnick recognizes the importance of the
question `what should researchers be trying to prove?', and the possibility of changing
the price rather than the treatment.38

4 Proposed changes to the Declaration of Helsinki

In 1999 a draft of revisions to the DH was published in response to the urgent need to
curb HIV infection.21 Part of the proposal is to change from

II. MEDICAL RESEARCH COMBINED WITH PROFESSIONAL CARE (CLINICAL
RESEARCH)
3. In any medical study, every patient ± including those of a control group, if any ± should be assured
of the best proven diagnostic and therapeutic method.

to

18. Access to health care: In any biomedical research protocol, every patient-subject, including those of
a control group, if any, should be assured that he or she will not be denied access to the best proven
diagnostic, prophylactic or therapeutic method that would otherwise be available to him or her ... [a
placebo can be used whenever it is] justi®ed by a scienti®cally and ethically sound research proposal.
19. Controlled clinical trials: ... When the outcome measures are neither death nor disability, placebo or
other no-treatment controls may be justi®ed on the basis of their ef®ciency.

Greco presents four objections to the arguments of cost and absence of treatment in
developing countries used to support the revisions.21 First, to be worried about scaring
industry by insisting that drugs are provided to newly infective volunteers is
paternalistic and protectionist. No serious effort has been made to consider sharing
®nances or to assess the ®nancial impact. The urgency for many countries is for a
vaccine, not for trials. It is possible to adjust treatment comparisons to allow for
providing AZT to the controls. Finally, using placebo adds insult to injury through the
emotional and sophistic claim that anything is better than nothing. Greco concludes
that `the pressure for change is a matter of timing and economics and not of ethical or
scienti®c conduct'.

An evaluation by an international, multidisciplinary group of experts of the
American Medical Association sponsored revisions of DH aimed to extend debate
beyond the WMA.35 The evaluation considered the DH in the context of other
international guidelines and bodies. The DH is highly valued, and any revisions
should be subject to full and open debate. Concern was expressed about whether the
requirement not to publish unethical research was being met (DH.I.8).

Brennan raises the question of whether the proposed revisions will weaken the
ethical principles underlying research.13 The proposed new DH.18 & 19 allow
placebos to be justi®ed by `ef®ciency', indicating the economic motivation of the
revision. He is concerned about a shift from a commitment to the research subject,
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with just allocation of bene®ts and burdens, to an ef®ciency-based utilitarian standard.
The shift is partly due to the growth in research sponsored by `for-pro®t'
organizations. Ethics committees of businesses increasingly review protocols, rather
than university-based review boards. The logical implications of the proposed revi-
sions are an increase in research in developing countries intended to bene®t developed
countries. A circular argument for placebo is included ± they are allowed if `ethically
sound'. The prohibition against publishing unethical research is lessened by allowing
investigators an opportunity for special pleading.

Brennan questions whether vertical HIV transmission trials should be allowed to
drive revisions. He notes that the rhetoric of ef®ciency has not often been supported by
detailed calculations. If studies are only appropriate if the research population can
bene®t from the results, why is it also reasonable to set the standard of care by local
poverty? Emphasizing ef®ciency belies the claim to bene®t local participants.
Utilitarian justi®cations can strengthen distributive justice or moral duty arguments,
but not replace them. The proposed revisions are only concerned with overall bene®t,
and do not emphasise local bene®t of research. Duty to research participants is an
expression of justice and virtue, but is not a feature of the market place. Brennan
warns that changes to ethical principles will affect all research. Even if the advocates
of revision do not intend to promote for-pro®t research in the developing countries,
the reality of greed remains.13

Levine argues that DH must be revised, because it is defective in two aspects,29 and
therefore frequently ignored. His ®rst claim is that the distinction between therapeutic
and nontherapeutic research is impossible to maintain. The DH provisions for
`therapeutic' research (DH.II.6) are very different from those for `nontherapeutic'
research (DH.III.2). Levine argues that these principles make research into the causes
of disease impossible, and are therefore absurd, and must be changed. He asserts that
if there are `minimal risks' to subjects, consent is unnecessary. Levine states that the
requirements that a control group must have the `best proven therapy rules out the
development of all new treatments' for any disease where a treatment exists. He makes
use of essentially the distinction between therapeutic and nontherapeutic research,
which he scorned previously, to justify placebo trials, and also invokes ef®ciency. He
claims that DH is not intended to cover research experiments, i.e. controlled trials,
(despite the DH reference to `experimental protocols', DH.I.2), and that it is
paternalistic in its protection of patients because it was drafted in the early 1950s.
With regard to trials in developing countries, the various arguments above about costs
of treatment, the existence of health care infrastructure, and different priorities for
practices such as breast feeding are used by Levine to justify replacing the `best proven
therapy' with the `highest attainable and sustainable therapy'. `Attainable' refers to the
conditions of the trial, `sustainable' to implementation in the host country after
the trial. Levine acknowledges `with regret that there are great imbalances in the
distribution of wealth among the nations ... '.

With regard to Levine's claim that failure to respect DH means that it must be
revised, statisticians should note that departure from an ethical framework should be
carefully debated, not based on ignorance.27 In contrast, the revisions of DH are
intended to remove principles which demand thought. The distinction between
therapeutic and nontherapeutic research was not made in the Nuremberg Code, which
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required the same standard for all human experiments. Research into the causes of
disease were a major part of the work condemned in the Nuremberg doctors trial.43

Nontherapeutic research must avoid exploitation, so bene®ts to society should not be
used to pressurize people into volunteering. Of course, people can have various
reasons for taking part in research. SchuÈklenk and Ashcroft point out that the DH
principles encourage people to evaluate each project thoroughly: careful assessment of
therapeutic and nontherapeutic interventions is essential.43 Even if it is not always
easy to distinguish, the separation of bene®t for a patient from that for society must be
retained. Consent should not be waived for `nontherapeutic research', even if someone
estimates the risks to be low. Woodward discusses who should assess of these risks.52 A
basic DH principle states that the importance of the objective should be in proportion
to the risk to the participants (DH.I.4). In contrast, the ISI commentary on protecting
the interests of subjects considers not only immediate risks, but requires statisticians
to protect subjects from potential future harm (ISI.4.4).

Contrary to Levine's claim, the DH provision on control groups does not rule out
the use of placebos. His argument equates `best proven' with `any known'. If one give
serious consideration to the criteria for `best', there might be criteria on which a new
treatment will be better that the current treatment. What constitutes proof is also
sometimes open to debate.24 A standard treatment might have negative as well as
positive effects. In this case, depending on the illness, a placebo might be better than
the standard treatment in one dimension, and worse in another. If the risks associated
with a condition are low, a patient accepting a placebo accepts a (usually temporary)
loss of bene®t for the good of providing information for society, and herself. Notice,
however, even when there are high risks, such as with cancer, proven treatments can
have side effects severe enough for patients to prefer not to be treated. Furthermore,
patients can be given a best proven treatment, and then also receive either a new
treatment or a placebo The new treatment is therefore compared with placebo. This is
the usual practice for epilepsy.

If experiment is Levine's real concern, he should advocate the Nuremberg Code,
which explicitly refers to experiments. His claim that DH is paternalistic is incoherent
in the light of the DH principles on informed, freely given consent, and the careful
emphasis on types of research. The need to protect patients from the medical
profession was still clear in 1953; forgetting history is not a moral advance.

In discussing what health care can be attained or sustained, Levine fails to consider
time scales. He does not consider the impact that debt relief might have, although the
Jubilee 2000 campaign for remission of debts of very poor nations was active when he
published. He also ignores the role of pro®t for multinational companies, and of
Structural Adjustment Policies, which require developing countries to reduce spend-
ing on health care and education in order to increase payments to developed nations,
in determining what health care is affordable.

A useful critical overview of the debate is given by SchuÈklenk and Ashcroft.43 They
point out that it is doubtful that an identi®able local standard of care exists, because
the standard of care in, say, Ivory Coast, depends on prices set by western manu-
facturers of drugs and equipment. A government in a developing country which
attempts to use compulsory licenses to reduce costs is likely to face a trade war.
Discussion of local standards implicitly includes disagreement about the moral
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responsibility of one nation to another. The UK Nuf®eld Council inserts the word
`available' into DH.II.3,36 but SchuÈklenk and Ashcroft express the concern shared by
many people in developing countries that this quali®cation `available' completely
changes the meaning of the sentence.

5 Counter-examples

The Nuremberg Code remains relevant, even if it is inconvenient and hence ignored.
The debate on vertical HIV-transmission trials is dominated by USA writers, and the
standard USA example of dreadful abuse of research subjects, Tuskegee, is used. It is
worth re¯ecting on the standard European example, `Nazi medicine'. It is helpful to
consider whether suggested modi®cations to principles could be interpreted such that
some of the Nazi experiments which gave rise to the Nuremberg Code would be
permissible. Although there is general agreement that the various Nazi experiments
were unethical, specifying exactly what was wrong is not simple.11 The experiments
were conducted against a background belief that eugenics was a valuable science, a
belief which was widespread in the western world, and is not without present-day
adherents.

In developed countries, new AEDs are tested in combination with standard AEDs,
as it is regarded as unacceptable not to treat epilepsy.32 However, in trials which
compare established AEDs, not inconsiderable proportions of people are `instantly'
cured, in that they do not have any seizures after randomization, and achieve one of
the clinically de®ned endpoints.47 As there are risks associated with AEDs, and people
with epilepsy may take AEDs for the rest of their lives, it could be of bene®t to
establish whether a subgroup of people who will not require AEDs can be identi®ed. It
might be possible to convince an ethics committee in a developed country that a
controlled trial of a standard AED against placebo was legitimate. However, if one
accepts the proposed DH revisions, then one could simply, and ef®ciently, run such a
trial in a very poor country, such as Malawi. This could be of future bene®t to Malawi,
as targeting of inadequate health care resources could be re®ned. It would also be of
bene®t to developed countries, but would potentially lead to a loss of market, and
hence pro®ts, for pharmaceutical companies. However, the new freedom to run such
trials in poor countries if `availability' and `sustainability' criteria are allowed looks
remarkably like exploiting poverty.

Bacterial resistance to antibiotics is increasingly a matter of concern, and possible
limits on prescribing would be worth knowing. It would be useful to know whether
careful nursing of people with mild or moderate bacterial infections would suf®ce,
without antibiotics. Consider a community which has no access to antibiotics. Under
the DH revisions, or the Nuf®eld Council's insertion of `available' in DH.II.3, one
could carry out a placebo-controlled trial of antibiotics for moderately serious
infections, with participants receiving normally available care. Two communities in
which an ef®cient study could theoretically be conducted are Afghan women, and
inmates of stalegs or concentration camps. If one takes the narrow view, that one
regrets `that there are great imbalances in the distribution of wealth ... '29 and access to
resources, but that, given these imbalances, one can invoke local standards of care,
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there is no more reason to object to these theoretical trials than to those of vertical
transmission of HIV. If one allows `the abominable state of health care'29 to justify
studies, one would agree to use women in Afghanistan to investigate marginal effects
of well-known drugs, as these women are currently denied health care. However, if one
acknowledges the importance of basic human rights (RSS.2) and obligations to a wider
community (ISI.1) then the important question `How did these Jews come to be in
concentration camps?' arises. The USA and other European nations were responsible
for the incarceration of some Jews, because when these people had the opportunity to
emigrate in the 1930s, they were prevented from immigrating. In the USA, the misuse
of statistics and of IQ tests were part of the procedures used to deny entry to many east
European would-be immigrants.20 Those who put people in harm's way are not
innocent, even if they can usually act with impunity.

It is noticeable that the debate about feasible treatments for developing countries
has largely ignored endemic diseases which cause considerable morbidity and mortal-
ity. Consider now a disease endemic to developing nations, such as malaria, sleeping
sickness or river blindness (leaving aside concern for tourists). Some treatments for
illness and methods for control of the insect vectors exists for these parasitic af¯i-
ctions. However, economic and infrastructure limitations (and occasionally, environ-
mental concerns) restrict the availability of these interventions. If a poor country
wishes to investigate the ef®cacy of a traditional medicine, should any controlled trial
be placebo controlled or chemically controlled? Does the ethical legitimacy of a study
depend on the source of funding and nationality of initiating investigators? German
doctors treated German Jews. The source of funding can in¯uence the nature of the
trial, and concern about exploitation will address the power and in¯uence of investi-
gators. And what does informed consent look like in these circumstances (CIOMS.16
&17), where chemicals might be sprayed from the air?.25

Would the revised DH provide adequate safeguards in these general situations, or
has it been driven too much by vertical HIV-transmission trials? I believe these
examples indicate that the proposed revisions are not only unnecessary, but are un-
wise. It is safer to retain high standards and require careful justi®cation from anyone
who wishes to depart from these principles.

6 Informed consent

Although most of the debate on vertical HIV transmission trials addresses placebos
and availability of treatment, consent was also discussed. Resnick's remarks on
informed consent are not well informed: he claims that telling subjects they are free
not to participate is an added precaution, but it is a basic requirement (N1, DH.I.9). It
is true that some subjects in Africa have a limited understanding of trials, and there
are cultured and linguistic differences, but these factors also apply in developed
nations.7

The dif®culty of accepting that a poor person can give voluntary, informed consent,
when a trial might be their only means of getting treatment, is raised by Annas and
Grodin.5 They cite a single instance of a woman in Ivory Coast who perhaps did not
fully understand the trial in which she participated. Despite their assertion, a woman
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might volunteer for a study which brought no bene®t to her community, as she might
recognize possible bene®t for herself: I would. However, as Annas and Grodin do not
compare this instance with levels of understanding in developed nations, their concern
could, unkindly, be interpreted as racism. Although I agree with the principle of
bene®ting a community, I do not think that awareness of the potential pressures on
poor people justi®es researchers' presuming that such people cannot give valid
consent.

Rural communities are singled out by CIOMS.14 and 15, which I ®nd offensive, as
the assumption that rural people in developing countries are less able to give informed
consent is not justi®ed by my experience. It has been obvious in many conversations I
have had that there are urban professionals, including medical professionals, in
developed countries who are not familiar with the ideas and methods of experimental
medicine. The quality of some published medical work2 supplements direct evidence
of lack of familiarity.17 It can be valuable to use local knowledge to ensure informed
consent, but the ISI.4.2 and Nuremberg principles, that responsibility for obtaining
consent cannot be delegated, must not be forgotten: `The duty and responsibility for
ascertaining the quality of the consent rests upon each individual who initiates,
directs, or engages in the experiment. It is a personal duty and responsibility which
may not be delegated to another with impunity' (N.2).37 A review of the ethics of
clinical trials, and the sociocultural contexts, found no evidence of cultural objections
or obstacles to voluntary consent.8

Another context in which it is suggested that informed consent might not be feasible
is that of community interventions (CIOMS.16 &17). Cluster designs require careful
application of existing principles,25 and as these designs become more widely used,
statisticians should re¯ect on the ethical issues.

In contrast to DH.I.9 & 10, which require freely given informed consent, obtained
by a physician who has no con¯ict of interest, the revised DH.23 allows consent to be
waived if an ethics committee decides the risks associated with the research are slight,
or that the procedures are used in practice without consent. The ®rst condition (slight
risks) denies the fundamental principle of individual informed consent. The defence
of acting in the best interests of a community has been shown to be invalid. Nazi
medicine and Tuskegee have demonstrated that voluntary consent is essential. The
second condition (routine use) involves addressing the double standards in research
and routine care by lowering research standards.15

SchuÈklenk and Ashcroft raise the dif®cult question of whether one can voluntarily
refuse a chance to get treatment in a placebo-controlled trial when one has a terminal
illness, if refusal will mean no treatment.43 By implication, one would be even less
likely to refuse a trial which guarantees some treatment. The view that such trials are
unethical relies on a common, but unjusti®ed, belief that new treatments are better
than old or no treatment of a terminal illness. Confusion of hopes for treatment with
assured prediction of bene®t is not restricted to developing countries.

Two systematic reviews of reasoning7 and empirical data18 on patients' under-
standing of informed consent noted that there are dif®culties in developed countries.
Despite these dif®culties, the authors recommend that informed consent remains
essential7 or that `... the spirit of informed consent' be retained and seriously attem-
pted, with ethics committees for further protection.18 These recommendations are
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fully compatible with those of the ISI Declaration (ISI.4.2 & 4.3). Although some
patients and professionals have expressed concern about the bene®cial or detrimental
effect on the patient of asking for her consent, alternative forms of consent require
restrictions on patients' knowledge, personal responsibility and freedom of choice.26

It is valuable to realise that there are various aspects and interpretations of informed
consent.1 Guidance such as ISI or DH usually focuses on consent as involving delivery
of information in a manner which respects the rights of the person. At one extreme,
this is viewed as a polite ceremony which is not essential, as doctors always have their
patient's best interests to the fore. Consent is convenient because it transfers res-
ponsibility from the doctor or researcher to the patient or subject. The other extreme
views consent as necessary protection against useless, dangerous or unwelcome
interventions imposed by a powerful profession. Consent changes patients from
research objects to research subjects.52 Recognising that informed consent is partly a
process of acknowledging illness and gaining some understanding of available
interventions helps us to appreciate that it is not necessary to view consent given by
poor people as inferior.

7 Conclusion

In the debate over the HIV trials, the arguments about the ethical factors to be
considered depend substantially on the question the researchers choose to address and
their view of evidence. The scope of many of the issues raised about the ethics of
medical research is determined by how narrowly or broadly the research question is
phrased. The choice of question will relate to the primary motive for doing the
particular study, which might be patient or community bene®t, career advancement or
pro®t. The last of these is important to plans for delivery of interventions, where one
can contrast changing the choice of treatment with changing the price of the
treatment. It will not always be possible to determine the primary motivation of a
study. Pharmaceutical companies can cite studies by independent investigators in
submissions to regulatory bodies for licences.

Statisticians have various opportunities, and therefore responsibility, to contribute
to ethical medical research in the developing nations. Initially, a sound summary of
existing evidence is required (DH.I.1, N2 & N3). Clarifying the research question, and
providing good design is essential before a study begins. The presence of statisticians
on ethics committees in host and sponsoring countries would be ideal, especially if
transparency about statistical methods and their choice, plus mutual support and
education, as recommended by the statistical codes is achieved. As referees or editors,
statisticians can help to prevent publication of unethical research, thus lessening the
incentive to take short cuts with a view to career enhancement. Recent concern in the
statistical community about fraud reminds us of the contribution of statisticians to
standards of publication.14 Finally, statisticians on regulatory bodies such as the
Committee for Safety of Medicines in the UK could raise objections to evidence gained
by exploitation of people. Formal regulations for licensing medical interventions could
discourage such practices.
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The debate, and the counter examples discussed demonstrate that there is no need
to change the Declaration of Helsinki. It is essential to be vigilant about conditions of
research, and informed consent remains a very important part of the protection of
people who take part in biomedical studies.

Statisticians are expected to act at a very high standard, avoiding any breach of
human rights (RSS.2) and seeking to bene®t the widest possible community (ISI.1)
with awareness of the consequences of research (ISI.4.4). In the end, wherever we live,
we each have to answer the question: `Am I my sister's keeper?'.
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