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Aftercare for participants in clinical
research: ethical considerations in an
asthma drug trial
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Abstract
The issue of aftercare for participants in clinical research
was explored in the context ofan asthma drug trial.
Although there may be financial constraints and
practical difficulties with implementation, the results
show that it may be feasible for clinical investigators and
commercial sponsors to take on some limited
responsibility for the medical care of research subjects
after clinical trials. However, the ethical implications for
this practice remain unclear. On the one hand, society
may have a moral obligation to compensate and reward
some of its members who assume the risk of research
subjects for the benefit of society as a whole. On the
other hand, the promise of aftercare may provide an
inducement to volunteers which, under certain
conditions may be considered morally wrong and
scientifically unsound.

Introduction
The concept that research subjects deserve to be
compensated for research-related injuries was first
promulgated in the 1960s, considered by a number
of government agencies in the 1970s, and gained
general acceptance in the 1 980s when it was
included in the International Guidelines for Biomedical
Research Involving Human Subjects, published by the
World Health Organisation and Council for
International Organisations of Medical Sciences
(1,2). While not yet incorporated into law, there is
such a prospect sometime in the 1990s (3). This
concept is based on the ethical principle of distribu-
tive justice, where society as a whole, which stands to
gain from advances in medical knowledge, owes a
debt to those of its members who assume increased
risks as research subjects to provide the benefits of
research to society (1,3).

This concept may be taken one step further to
imply some moral obligation on the part of society,
sponsors and clinical investigators for the welfare of
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research subjects after the completion of clinical
trials, and indeed, such an extension has been con-
sidered by the current European Good Clinical
Practice (GCP) guidelines, which state that 'the
investigator is medically responsible for those
subjects who are under his/her care for the duration
of the trial and must ensure that appropriate medical
care is maintained after the trial' (4). However, such
an extension would be financially prohibitive in the
case of subjects with chronic diseases, and the finan-
cial burden of providing hospital, medical care and
medications for research subjects beyond the
duration of the clinical trial would deter even the
most affluent of pharmaceutical companies from
doing clinical trials for chronic diseases. In this
study, we explored the ethical justifications and
practical ramifications of this concept in the context
of a clinical drug trial for asthma, a chronic disease in
children (5-8).
Asthma is a chronic respiratory illness charac-

terised by airway inflammation, resulting in recur-
rent and reversible airway obstruction. The mainstay
of treatment consists of regular administration of
bronchodilators (for example, theophylline, beta-
agonists) and/or anti-inflammatory agents (for
example, cromoglycate, corticosteroids). For about
half the children diagnosed with asthma, significant
symptoms persist into adult life (9,10). This issue of
aftercare for children with asthma recruited into our
clinical trial of ketotifen (5), a drug as yet unlicensed
in Australia, was discussed with our commercial
sponsor. The company agreed to provide the drug
free-of-charge to all the children under a 'compas-
sionate use' protocol until such time as it became
licensed under the Pharmaceutical Benefits Scheme,
where it would be either free or subsidised by
government, depending on a means test. The
question of medical and hospital aftercare for the
children was not a major consideration because of
universal health cover in Australia. A more relevant
question was whether the parents of these children
would gain enough information about asthma
management during the course of the clinical trial, or
whether there would be a need to provide a formal,
structured asthma education programme, similar to
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those shown to be effective in reducing morbidity in
this disease (11,12). As part of this consideration, we
decided to assess the knowledge and attitudes of the
parents at the end of the trial to determine the need
for providing structured education programmes to
these patients.

Methods
The subjects for the present study were recruited
from parents who had volunteered their children for
a randomised, double-blind, placebo-controlled trial
of ketotifen, a new and unlicensed oral asthma drug
(5-8). The subjects were recruited between one to
four months after completion of the clinical trial. Of
the 46 families in this category available to partici-
pate in this study, 43 accepted, giving a participation
rate of 91-5 per cent. Comparison families were
recruited from children admitted to the same
hospital with a definite diagnosis of asthma, but who
had not participated in any clinical trial. The
children were matched for age and severity of illness.
Of 60 families in this group, 55 accepted our invita-
tion to join the study, to give a participation rate of
91-7 per cent.

For the present study we used a 77-item question-
naire, each with five to ten questions which was

developed to assess the knowledge, attitudes,
compliance and misconceptions about asthma and
its treatment (13-16). The parent most involved in
the child's asthma management was asked to
complete the questionnaire. Detailed sociodemo-
graphic information was also obtained. The com-

pleted questionnaires were coded and analysed by
computer using the SAS statistical package (17).

Fisher's exact test (for 2x2 tables), and Pearson's
Chi-square test were used for statistical analysis.
Continuous responses were analysed by Students
t-test. The level of significance was taken as p<005.

Results

SOCIODEMOGRAPHIC CHARACTERISTICS
There were no significant differences between the
two groups of parents in the variables of age, educa-
tion, parity, occupation, marital status and ethnic
background (data not presented).

PARENTAL KNOWLEDGE AND ATTITUDES ABOUT
ASTHMA
Summary data on parental knowledge and attitudes
about asthma are presented in Table 1. It can be
observed that parents who participated in the trial
had significantly greater knowledge of the aetiology
of asthma than the comparison group. However,
their knowledge level was no greater than that of the
comparison group for all other aspects of asthma.
Participant parents had more negative views about
the impact of asthma on children, a greater satisfac-
tion with the family doctor, much lower usage of
alternative medicine and a more positive attitude
towards medication than the comparison group
(Table 1).

Discussion
Whether or not volunteers for clinical research
deserve compensation for research-related injuries
and medical care afterwards depends on society's

Table 1
Summary data on parental knowledge and attitudes about asthma

Frequency of correct answers (mean %)
Knowledge and attitudes
about asthma Participant group Comparison group

Knowledge
Aetiology 74-7 55-7*
Pathophysiology 42-3 44.9
Symptomatology 54-7 50*9
Precipitants 76-7 77.7
Medications 57.4 52-7
Outcome 41-8 46-7

Attitudes
Effect on children 44-2 26-6*
Effect on family 57-6 52-0
Satisfaction with doctor 95-3 78.2*
Use of alternative medicine 5-8 36.3*
Medications 15-8 35.5*

*Statistically significant difference.
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perception of their roles and motivations (1,3). If
research subjects are regarded as altruistic heroes or
giftgivers, then they would not expect compensation
and there is no obligation on the part of society to
compensate them, although it may wish to do so as a
gesture of appreciation. If research subjects are
regarded as opportunists who volunteer to gain
access to better medical supervision and care, as in
the case of some parents who volunteered their
children for an asthma drug trial (6), or as in the case
of some AIDS patients, to gain access to potentially
curative experimental drugs, then there may be no
clear moral obligation for compensation. If research
subjects are regarded as willing contractors in a
business arrangement, then there is no case for com-
pensation, but it is unlikely that research subjects
really understand all the risks involved, nor is the
informed consent process completely foolproof (1 8).
Finally, if research subjects are regarded as victims,
then they do have a strong moral entitlement to com-
pensation. Hence, there may be a small degree of
'victimisation' in even well-conducted clinical trials,
because the informed consent process acts as a social
filter to select for inclusion 'these who do not under-
stand, those too frightened to refuse, those who are
socially disadvantaged' (18,19). Our own study of
parents who volunteered their children for clinical
research confirmed that volunteering parents were
socially disadvantaged, emotionally vulnerable and
psychologically predisposed to volunteering (6,7). In
reality, there is a little bit of altruistic hero, giftgiver,
opportunist, willing contractor and victim in all
research subjects, and it is indeed the current con-
sensus (1,3) that it would be not only uncharitable
but also unjust to deny compensation, and by exten-
sion good medical aftercare, to these individuals.

Continuing supplies
The issue of aftercare for participants in clinical
research was examined in the context of an asthma
drug trial in children in terms of its practical limita-
tions. Because of universal health cover in Australia,
the long term medical care of these children includ-
ing their need for hospitalisation did not present
itself as a relevant issue. More relevant was the
responsibility ofproviding the children with continu-
ing supplies of the medication used in the clinical
trial for as long as it is needed, but it was considered
too financially burdensome by our commercial
sponsor, so a compromise was reached to provide it
free-of-charge until it becomes licensed and govern-
ment-subsidised under the Pharmaceutical Benefits
Scheme. As it turned out, there was no need to
invoke this provision because the drug (ketotifen)
was shown to be ineffective in the children con-
cerned (5). A third issue was whether the parents
would have gained enough knowledge from the
clinical trial to manage their children's asthma
better. The data showed that although their under-

standing of the aetiology of asthma was better than
the comparison group, their overall level of
knowledge was quite poor and no better than the
comparison group. Attitudes are important pre-
determinants of behaviour, and in this regard, they
were more negative about their children's asthma,
more compliant with medications and more trusting
of orthodox medicine than the comparison group.
These findings indicate that the participating parents
would benefit from enrolment in an asthma educa-
tion programme. As it turned out, we were able to
provide the children and parents in our study with
continuing care and the benefits of an asthma educa-
tion programme because of special funding from the
Australian Department of Health, Housing and
Human Services (20).

While the practical issues of aftercare for our par-
ticular group of research subjects and their parents
appear to be amenable to a problem-solving
approach, our particular set of circumstances may not
apply to other types of diseases or health care systems.
In countries without free universal health care, the
costs of medical and hospital care may constitute a
financial disincentive to clinical trials. For treatment
of certain chronic diseases such as enzyme medication
for Gaucher's disease or anti-rejection medication for
organ transplants, where the cost of such medications
can run into tens of thousands of dollars per patient
per year, pharmaceutical companies would have to
pass on the cost to consumers, leading to even higher
prices, although this can be considered an equitable
way to compensate research subjects who contributed
to the development of the drugs in the first place. But
the offer of aftercare to research subjects may provide
an inducement to volunteer which under certain
conditions, may be considered morally wrong and
scientifically unsound.

In conclusion, the issue of aftercare for research
subjects is fraught with practical difficulties and
ethical complexities. This study, the first of its kind
to explore this neglected area of clinical ethics, may
provide a stimulus for the wider discussion of the
ethics of post-trial practices.
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News and notes

East Asian Conference on Bioethics
The first East Asian Conference on Bioethics will be
held from November 3-5 1995, in Beijing, China.
The theme of the conference is bioethics in East Asia

and topics will include: The philosophical basis of
bioethics in East Asia; Goals of medicine - East and
West; Beyond autonomy and human rights; Medical
genetics and the human genome project; Reproductive
technology and reproductive health - a feminist per-
spective; The allocation of health resources and the

concept of justice, and Environmental ethics and the
future of the earth.
The official language of the conference is English.
For further information please contact: Secretariat,

EACB '95 Mr Gu Dezhang, Chinese Medical
Association, 42 Dongsi Xidajie, Beijing 100710, China.
Telephone: (86 10) 5134885; 5250394. Fax: (86 10)
5123754.
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