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Clinical trials without consent: some experiments

simply cannot be done

THREE ARTICLES in the Christmas issue of the Journal,'

responding to media coverage of a proposed clinical trial,*
failed to address the objections raised to conducting the trial
without patient consent. The proposed trial, the Royal North
Shore (RNSH) and Ambulance Regional Study of a Stenting
Strategy as an Alternative to Lytic/Medical Therapy in Acute
Myocardial Infarction (RARE SALAMI), was to be con-
ducted in Sydney’s Northern Area Health Service. The aim
was to compare two regimens of management of patients
with acute myocardial infarction and determine whether,
despite some additional transit time, diverting ambulances
past local hospitals (where patients would receive thrombo-
lytic treatment) and on to the services at RNSH (where
patients would be treated with percutaneous coronary inter-
vention) would be beneficial to patients (Box 1).! The trial
would involve the ambulance service, RNSH and the emer-
gency departments of four district hospitals within the
health area. Senior medical staff from two of the emergency
departments were among those who expressed concerns in
the media reports.?

Diversions from standard treatment

Inherent in the trial were a number of diversions from
standard treatment and procedures. These included contra-
vening the standard advice provided to the community
regarding emergency cardiac care — to attend the nearest
hospital emergency department as quickly as possible; inter-
ference in established therapeutic networks and ongoing
therapeutic relationships, including relationships with hospi-
tals; and, most importantly, delays in time to treatment.
Delays in time to treatment were to be caused by:
m Performing a resting 12-lead electrocardiogram (ECG) at
the point of ambulance pick-up of patients with cardiac
symptoms for the purpose of the selection and allocation of
trial subjects;
m Informing the allocating person at the ambulance control
centre of the computer report of the ECG and awaiting
randomisation;
m Transport of subjects randomised to the experimental
group past hospitals with facilities for thrombolytic treat-
ment and a private tertiary hospital providing acute invasive
cardiac procedures, thereby adding up to about 40 km of
suburban roads to the emergency dash.
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1: Proposed sequence of events for a trial to
compare two regimens of management for acute
myocardial infarction

Patient calls ambulance because of cardiac symptoms

Ambulance officers arrive, decide whether symptoms are cardiac
and perform 12 lead ECG

Officers advise Central Control that ECG criteria for study are fulfilled

Central Control allocates patients to RNSH
or local hospital arm of study

RNSH arm of study Local hospital arm of study
* Driven past local district hospitals * Driven to nearest government
and any non-government tertiary emergency department and past
facility any non-government tertiary facility
* Arrive at emergency department * Arrive at emergency department
* Emergency treatment commenced * Emergency treatment commenced
» Consent given to enter trial « Consent given to enter trial

RNSH =Royal North Shore Hospital.

® Adding uncontrolled clinical variables (eg, intercurrent
illnesses) and location difficulties caused by heavy traffic at
peak periods, a lift bridge and intermittent road closures due
to environmental hazards (eg, low-level flooding, bushfires).

Opposition to the trial

It was evident from all the M¥A4 articles that many people
within the profession and in the community opposed the
trial. There are several reasons for this opposition, includ-
ing:

m local geographical issues of transport and the present
distribution of health services;

m issues of risk and inconvenience for patients;

® methodological issues such as experimental design,
rationale and execution of the trial; and

® no provision for meaningful consent before entry into the
trial.I"*

Despite this opposition, at the time of the media investiga-
tion the trial was about to be implemented. Members of the
community and hospital and ambulance staff not wanting to
be involved in the trial were about to be included. Indeed, in
the period between the media reports and the Christmas
issue of the MFA, one metropolitan council included in the
trial area formally documented its view in relation to the
proposed trial and conveyed this to the relevant ethics
committee.”> The following motion was carried unani-
mously:
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Council opposes the conducting of medical trials on any
member of the community without their full informed
consent — this particularly applies in the treatment of
cardiac conditions.

Patient consent

In the M¥A articles it was proposed that “ethics committees
(can) assume the responsibility of giving consent on behalf
of patients”,! and that, “almost by definition, people in the
midst of life-threatening medical emergencies, who may be
unconscious, in shock, in extreme pain or delirious, surren-
der their normal sentient ability to consent”.? However, this
denies one of the cornerstones of medical ethics — the
patient’s right to self-determination.

This is not to say that clinical trials should be discarded.
Experimenting on patients, often in the form of a clinical
trial, is an essential element of evaluating drugs and thera-
peutic innovations. Patients are patients because they
present for and need treatment. They are entitled to a
treatment that is tried and true — in this case, standard
rescue protocols for myocardial infarction — and, unless
otherwise indicated, they must reasonably trust that that is
what they are getting. Accordingly, medical staff and, in this
case, ambulance personnel are obliged to provide such care.
Service organisations and clinician-researchers may experi-
ence tension between their obligation to provide a certain
type of treatment and the need to divert from accepted
standards for research purposes.

Fortunately, there are guidelines to ease this tension and
to chart the correct course of action. The Nuremberg Code
of 1947% is the modern forerunner of these guidelines. It has
the appeal of being a simple 10-point code and, until 1964,
when the World Medical Association (WMO) produced its
first set of guidelines (the Declaration of Helsinki), was the
only code of its kind. Subsequently, there have been revi-
sions of the WMO?’s Declaration’ and the development of
various national codes, including the Australian National
Health and Medical Research Council (NHMRC) state-
ment on research involving humans. The NHMRC’s 1999
National Statement® is currently the primary guide to
clinical research in Australia. As with other guides, it
emphasises the importance of fully informed consent and
sets out the circumstances in which patients can be included
in clinical trials without their knowledge or consent.

Criteria for proceeding without consent

Consent is reviewed in considerable detail in the NHMRC
Statement on Ethical Conduct in Research Involving
Humans.® Statements relating to areas where consent is
either waived or considered not necessary appear in para-
graphs 1.11, 6.9, 14.4, 15.8, 16.13 and 17.1 and 17.2.
Paragraphs 14.4, 15.8 and 16.13 relate to identifiable data,
tissue samples and genetic issues. Interestingly, even in
survey-type activities where consent is not required, Part 17
ensures there should be no element of deception. Part 6
considers emergencies, intensive care, terminal care, those
with impaired capacity for communication, those highly
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2: Summary of National Health and Medical Research
Council guidelines for research without consent

Paragraph 1.7

If a participant lacks competence to consent, a person with lawful
authority is provided with the information and exercises that choice.

Paragraph 6.9

When conformity to the principle of consent (paragraph 1.7) is not
feasible, and neither the participant nor the individual’s
representative can give consent in advance, a Human Research
Ethics Committee may approve a research project without prior
consent provided the proposal

(a) is not contrary to the patient’s interest;

(b) does not place the patient at any more risk than that which is
inherent in the patient’s condition;

(c) is based on a valid hypothesis; and

(d) the patient, the patient’s relatives and legal representatives will
be informed as soon as possible and given the choice to continue
the experiment or withdraw the patient.

3: Summary of FDA Guidelines for research
without consent

1. Life-threatening situation, available treatments unproven or
unsatisfactory and an experiment, including the use of placebo,
is needed to answer the question.

2. Consent not feasible because (a) of the medical condition,

(b) it must be administered before an authorised person can
give consent, (c) it is not possible to identify subjects before
the condition occurs.

3. Subjects may benefit because (a) they are in a life-threatening
situation, (b) animal or preclinical studies show the potential for
benefit, (c) the risks are reasonable allowing for what is known
about the condition.

4. The study could not be conducted without a waiver.

5. The time window for the experimental intervention is defined and
during this time the investigator is committed to finding the
subject’s duly authorised representative rather than proceeding
without consent.

6. Community consultation before the study to explain risks and
expected benefits.

7. Public disclosure of the results.
. Independent monitoring of the results.

9. The subjects (or their representatives) are informed as soon
as possible as to their inclusion in the study.

oo

dependent on care, and the unconscious (see summary in
Box 2). In relation to emergency situations, the vulnerability
of patients and relatives is acknowledged, as is the inability
to obtain consent. When research may produce a “.
reduction of potential benefits”, Part 6.9 gives specific
guidance, stating that the research should not be contrary to
the patient’s interests; must be based on valid scientific
hypotheses; must ensure that the patient/relatives are able to
give consent or withdraw the patient from the research as
soon as reasonably possible; and, most importantly, must
ensure that there is no increased risk to the individual.
Leeway has been allowed for proceeding with experimental
techniques without consent when a number of the condi-
tions are met. The essence of these can be summarised as
follows:
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m The choice is between essentially no treatment and
experimental treatment;

m The experimental treatment offers the chance of benefit
and no greater harm; and

m There are reasonable grounds for assuming that the
patient would consent if he or she were able to.

Similar leeway has been allowed by the Food and Drug
Administration (FDA) in the United States. The FDA
undertook review of this area in response to concerns
expressed by researchers that “. .. current rules are making
high quality acute care research difficult or impossible to
carry out when the need for such research is increasingly
recognized”. As a result, regulation 50.24 became effective
in 1996.° These guidelines are summarised in Box 3.

While institutional ethics committees may interpret the
FDA guidelines differently for specific treatments,'® the
circumstances that allow waiver of consent in emergency
situations are similar to those outlined by the NHMRC.
They include proceeding with acute resuscitation that is
experimental at the time of a cardiac arrest when standard
treatment has failed; trialling the acute use of a neuroprotec-
tive agent when a patient arrives in the emergency depart-
ment in a deeply comatose state; or, as recently reported, the
administration of standard anticonvulsants by ambulance
personnel.!!

Will patients be harmed?

The downside of any clinical experiment is that the hypoth-
eses may turn out to be wrong and patients may be harmed.
The RARE SALAMI trial requires delaying accepted effica-
cious cardiac treatment in emergency situations in which
there is a very high mortality rate in the first hours. The
hypothesis that no harm will be done to the patients is put
forward in one of the articles as a foregone conclusion,! but
doctors with a working knowledge of local practicalities of
the catchment area were clearly not convinced by these
arguments,? and neither were the intended research sub-
jects, their representatives and statutory authorities, who
were moved to formalise concerns.!””> Such situations are
succinctly covered in the Nuremberg Code. Point 5 states:
No experiment should be conducted where there is an a
priori reason to believe that death or disabling injury will
occur; except, perhaps, in those experiments where the
experimental physicians also serve as subjects.

Conclusions

Komesaroff is correct in stating that this imbroglio provides
several important lessons about process.’ In addition, it is a
reminder of the need to guard against confusing “consent to
treatment” with “consent to research”, and to avoid distort-
ing what the guidelines say. This applies particularly to what
the NHMRC National Statement says about consent for
research in persons highly dependent on medical care.
Finally, it is most important to remember what calling an
ambulance is all about.
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With regard to consent, the trial cannot be imposed on an
unwilling community and unwilling doctors. It should not
proceed until the following conditions are met:

1. At the communaity level

m There is factual agreement between the researchers and
the community as to the time delays involved;

m There is broad agreement within the profession as to the
risk to patients;

m There is agreement between researchers and the local
community, including local general practitioners and spe-
cialists, as to the disruptions that would be caused by the
trial;

® Arrangements are in place to detect and make good any
harms caused; and

m The community agrees that the benefits of the project to
their community are worth the costs to the community.

2. At the level of individual research subjects

m All persons in the communities involved with the trial
have been informed of the details of the proposal, including
the risks and benefits to research subjects, by means of
mailing and public meetings, and their comprehension of
the information has been established by a survey; and

m There are provisions for opting out and confirmation of
informed consent at the point of first contact by ambulance
personnel.

This is informed consent in action. Without it, some
experiments simply cannot be done.
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