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Asking a clinical scientist when he or she last read the
Declaration of Helsinki' is rather like asking a seasoned
airline traveller when he or she last listened to the
safety announcement. The declaration sets out ethical
principles which no one seriously disputes and on
which other authoritative statements'-' are essentially
commentary. But the Declaration of Helsinki is some-
times more difficult to put into practice than to
replicate on paper. Two of its principles, for example,
mark out an area of possible moral conflict: "research
involving human subjects must conform to generally
accepted scientific standards," and "concern for the
interests of the subject must always prevail over the
interest of science and society." AIDS research high-
lights this possible conflict but also suggests new ways
of resolving it.

"RESEARCH INVOLVING HUMAN SUBJECTS MUST
CONFORM TO GENERALLY ACCEPTED SCIENTIFIC
STANDARDS"

The scientific gold standard today is the randomised
clinical trial. Scientists have found no more effective
way to reduce bias, control variables, and establish
priorities among the available options. Alternatives
which have been suggested-for example, "pros-
pective studies without randomization, but with the
evaluation of patients by uninvolved third parties,"
or "prospective matched-pair analysis in which
patients are treated in a manner consistent with their
physician's views"'7-do not remove bias sufficiently.

"CONCERN FOR THE INTERESTS OF THE SUBJECT MUST
ALWAYS PREVAIL OVER THE INTEREST OF SCIENCE AND
SOCIETY"

Many patients become subjects of research from
which they receive no direct benefit. The research may
be non-therapeutic or, as a result of randomisation in a
therapeutic clinical trial, the patient may be given a
treatment which turns out to be ineffective or not given
what turns out to be an effective treatment.
A subject's failure to benefit directly need not mean

that concern for the interest of science and society has
prevailed over concern for that of the subject. Doctors
have a duty to avoid harm to their patients and to serve
their best interest. But they also have a duty to respect

the autonomy of patients as persons, who are the final
arbiters of what is in their own best interest. A patient
may have an altruistic interest in taking part in non-
therapeutic research, or an interest in the possibility,
however remote, of direct benefit. Informed consent
means that the patient freely accepts the implications
of the uncertainty principle which, scientifically as well
as ethically, justifies the study.

Is it ethically justifiable to invite patients, for whose
condition there is no existing treatment, to be random-
ised to a new treatment or a placebo? Since a clinical
trial implies some chance of the new treatment being
effective have these patients, in their own interest, any
alternative to accepting? (British doctors, after all,
have an alternative. If they judge that it is in their
patient's best interest they can obtain the new treat-
ment as an "innovative therapy.")4

This argument seems strongest when the new
treatment is designed to delay or arrest the progress of
a life threatening disease. But such treatment, un-
fortunately, often carries the highest risks. For the
patient the new treatment could result in a shorter or
more distressing existence than no treatment. In
some clinical trials-for example, a recent cardiac
arrhythmia suppression trial89- non-intervention
groups have actually had better survival rates. Asking
these patients if they are willing to be randomised to a
new treatment or a placebo, then, is not offering them
a choice which, in their own interests, they cannot
refuse. Here again, informed consent to the impli-
cations of the uncertainty principle is the relevant
ethical criterion.

AIDS AND CLINICAL TRIALS IN THE UNITED STATES

For several decades most patients have implicitly
accepted the logic of the uncertainty principle and, if
asked, have agreed to take part in clinical trials. But in
the past few years significant numbers of patients with
HIV infection or AIDS have criticised this research
method, taken direct action to subvert it, and forced
researchers and regulatory authorities to adopt new
strategies."' Some factors contributing to this are
specific to HIV infection and AIDS, to the United
States, and to those initially infected there and in
Europe. What is being learnt from this experience,
however, has wider application.
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The specific factors are, firstly, that patients mostly
remain well but aware that they have a new and life
threatening condition during a long latency period.
Secondly, in the United States the only potentially
effective treatment known to clinical scientists (zido-
vudine) was initially available only to patients in
placebo controlled clinical trials. For many poorer
patients entering these trials was their best and some-
times only hope of effective medical care." Thirdly,
those initially infected in the United States and Europe
included a large proportion of young and articulate
homosexual men, often associated with homosexual
organisations politically geared to defend the interests
of minorities against establishments."
Many of these patients became exceptionally well

informed both about AIDS and about clinical trials.
They did not reject the uncertainty principle so much
as its interpretation. Were scientists giving patients'
interest in treatment the benefit of the doubt over their
own interest in reliable data? Against the background
of gay politics and American health care inequities
organisations like Act Up (the AIDS Coalition to
Unleash Power) argued that growing evidence of
zidovudine's effectiveness made it unjustifiable to
withhold the only effective treatment from any patient
who could benefit from it.

Patients themselves also took direct action. Accord-
ing to one American report," "they lie to get into
studies (often with the help of their own physicians)
and, once enrolled, lie about their medical condition
and level of compliance." These patients, the report
continued, "attempt to frustrate the use of placebos
. . by analysing the drugs they receive, thereby un-
blinding the study, or by pooling the drugs, which
ensures that they will receive some portion of the
active substance while playing havoc with the assigned
dosage levels."
Widespread recourse to such desperate measures

made it clear that the scientific goals of clinical trials
could not be achieved if subjects did not share the
scientists' interpretation of the uncertainty principle.
In response to this the American regulatory authorities
shifted from a scientifically very strict clinical trial
process to one which allowed large exceptions on social
grounds. This included widespread "compassionate
release" of"promising" new AIDS drugs before clinical
trials of their safety and effectiveness had been com-
pleted.'0
AIDS patients, no less than AIDS researchers, are

part of well informed international networks.'2II Com-
passionate release of a new drug in one country can be
taken by patients in another as evidence of its effective-

ness. This can make it more difficult to recruit patients
for clinical trials either of the new drug or ofalternative
treatments. The "promising" treatment may be better
than the alternatives. But without trials on both that
cannot be known. As a result even present patients
(especially given the long latency period) may be
denied the most effective treatment.

Participation, choice, and flexibility
The American experience suggests that allowing

either the immediate needs of patients or the long term
goals of science to prevail over the other is in the best

M interest of neither. Both interests are best served,
o rather, when there is enough mutual agreement about
¢ application of the uncertainty principle to persuade

patients to be randomised and scientists that the study
t will yield reliable conclusions. In practice this requires

an approach which embodies three features untypical
J of many clinical trials before the advent of AIDS:z
Z participation, choice, and flexibility.

An attempt to embody these features can be seen in
the design of the current Medical Research Council
alpha trial of didanosine in patients with symptomatic
HIV disease who are intolerant of zidovudine. 14 In the
test tube didanosine looks like a promising alternative
to zidovudine, prolonged use of which 30-40% of
symptomatic patients are unable to tolerate, and the
efficacy of which probably declines over time.5 But the
risks of didanosine include pancreatitis in 3-29% of
patients treated with it,'6 and there is no firm evidence
of clinical benefit. One reason for the lack of evidence
is that although over 10000 patients have received
didanosine in the United States, they have done so
in "compassionate release" ("expanded access" or
"compassionate use") programmes (A J Pinching,
personal communication).
When a strictly controlled clinical trial in the United

States was invalidated by tactics similar to those
described above it became clear that many HIV
positive patients did not share their clinicians' un-
certainty about potential benefits and risks of didano-
sine. But the clinicians were sufficiently hopeful about
the potential benefits to believe that a clinical trial was
merited.

Conducting a trial would be justified, however, only
if it was likely to yield reasonably reliable conclusions.
This meant recruiting sufficient patients who were
willing to abide by the terms of the trial. Participation,
choice, and flexibility seemed the best way to achieve
this. It was desirable, firstly, for the patient population
from which trial subjects would come to be involved in
designing the trial and to be represented on the
committee overseeing it. This might have been difficult
to achieve in the earlier days of clinical trials, but AIDS
advocacy groups are only the latest of many disease
related patient organisations which have sprung up in
the mean time. Participation was desirable, not simply
to persuade patients that their interests were being
taken seriously but also to establish what these
interests were, so that the trial could be designed in a
way which took them into account and thus secured
maximum recruitment.

Participation confirmed the impression that while
many HIV positive patients believed that their best
interests would be served by receiving didanosine,
some shared the clinicians' uncertainty and wanted
more evidence before deciding whether it was best for
them. Choice was built into the trial, accordingly, by
giving it two arms and by asking patients themselves to
decide which they preferred to enter.'3 In arm A
patients would be randomised to a high dose, a low
dose, or placebo, and in arm B, to either a high or a low
dose (the low dose being not so low, however, as to
be equivalent to placebo). The clinical scientists
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reckoned that if even relatively small numbers of those
patients who shared their uncertainty chose A, the trial
would yield scientifically reliable and clinically helpful
information about the drug's effects. Flexibility was
also built in by limiting exclusion and inclusion criteria
to the minimum and opening the trial to as many
patients as possible-leaving no need for the equiva-
lent to "compassionate release."

Consequences of new approach
This approach has had significant consequences of

two different kinds (A J Pinching, personal communi-
cation). Firstly, participation in the oversight of a trial
can serve both patients' and research interests in quite
practical ways. A patient representative can draw
attention to the need for investigation and management
of possible concomitants of a trial which affect the
patient's quality of life -for example, the development
of diarrhoea and whether it is linked to either the drug
or its packaging.

Secondly, the discouraging immediate conse-
quences of this approach have been followed by more
positive long term ones. The immediate consequences
were that large numbers of patients were recruited to
the study and that some chose to enter the arm
including a placebo-but unfortunately not enough to
satisfy the scientific requirements. The longer term
consequences, however, were that when patients
and their representatives became aware of this they
increasingly expressed concern about the need for
placebo controlled studies-in order to learn more
about the effects of the toxic drugs with which so many
were being treated.
Thus as a result of researchers encouraging patients

to participate and make their own choices patients
in due course began to understand and share the
researchers' interpretation ofthe uncertainty principle.
But that interpretation now included the researchers'
recognition of patients' expectations as a crucial
variable in the degree of certainty they could expect
from a clinical trial. The implication, therefore, is not
that the researchers have regained old ground but that
shared understanding can be maintained only by
exploring further the new ground on which alpha took
a first step.

In AIDS research this may mean devising further
trials which give patients the choice of a number
of different arms, including placebo options. These
might compare, for example, different anti-infective or
prophylactic drugs, drugs in different dosages, or
different combinations of drugs-the last seeming at
present a particularly promising avenue.

This new approach has implications not just for
clinical trials involving HIV and AIDS patients but
also for medical research generally.'7 Clinical trials
were devised at a time when many people regarded
science as a mystery, health care as a benefaction, and
professional judgment as unquestionable. But times

have changed, and patients with HIV or AIDS display,
in an accentuated way, the moral claim of growing
numbers of people today to be informed about and to
participate in choices affecting their lives. The ethical
criteria which have been applied to clinical trials with
HIV and AIDS patients, in other words, foreshadow
those appropriate to medical research trials generally.
If the disabling problems which have beset AIDS
research in the United States are not to be constantly
repeated new ways of implementing this mutually
empowering approach must continue to be sought.
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ANY QUESTIONS

Are there any gastrointestinal pathogens that water sterilising
tablets, used correctly, do not protect against?

Commonly used water sterilising tablets depend for their
action on the liberation of chlorine or iodine. Chlorine
tablets are bactericidal (except with regard to Mycobacterium
tuberculosis) and fungicidal, but they have limited or no
effect on protozoa and viruses. Even when used correctly
they will not destroy giardia and amoeba, perhaps the
commonest troublemakers. Iodine tablets containing
tetraglycine hydroperiodide will kill the vast majority of
bacteria and also fungi, viruses, cysts, and protozoa.

Iodine will kill amoeba and giardia. Iodine tablets are not
easy to keep: unless the container is airtight the volatile
halogen evaporates and attacks metal in the neighbour-
hood. Neither chlorine nor iodine will work if there is a lot
of protein in the water. ' It is therefore imperative to filter
the water before sterilisation.2 - BENT JUEL-JENSEN,
emeritus consultant physician in communicable diseases,
Oxford
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