
Recruiting patients to clinical trials: lessonsfrom studies ofgrowth hormone treatment in renalfailure

Appendix
GROWTH HORMONE STUDIES CHECKLIST
(of information given to parents during initial visit)

1. Trial patient/parent information leaflet given
2. Purpose of trial

(a) To measure improvements in growth rate with growth
hormone

(b)To measure effects on renal function
3. Small possibility of causing deterioration to renal function

(NB. Predialysis and transplant study only)
4. Randomised trial - treatment either from year 1 or year 2

(NB. Transplant study only)
5. Treatment involves daily injections
6. If consenting, day admission required for tests to see if suit-

able
7. Thereafter, will involve tests on day patient basis every six

months
(Whether starting growth hormone in first or second year)

(NB. Predialysis and transplant study only)
8. Treatment can be stopped at any time, if problems arise or

at parents' request
9. Possible/expected outcome of growth hormone treatment

Commentary
'Informed consent' first arrived on the American
medical scene in 1957 in the context of daily
clinical practice when a court concluded that
doctors had a duty to disclose the 'facts which
are necessary to form the basis of an intelligent
consent' by the patient to a proposed treatment. I

In the 1960s, after the uproar over the docu-
mentation of unethical research in both the
United States and the United Kingdom, the
concept of informed consent was extended to
research. A formal process of obtaining consent
from the patient subjects (or parents) and autho-
risation by a research ethics committee gradually
became standard practice. For 'research', the
standard of disclosure is higher than that recog-
nised for 'treatment' simply because of the
greater uncertainties involved. Smithells has
pointed out the paradox: 'I need permission to
give a new drug to half my patients, but not to
give it to them all', and warned that this higher
standard might have the effect of obstructing
high quality research and thus of promoting the
use of unproved and possibly harmful treat-
ments in an uncontrolled fashion.2 In this paper,
no mention is made of any discussions with a
research ethics committee, but I assume that this
clinical trial was considered as 'therapeutic
research' rather than conventional treatment
though genetically engineered growth hormone
is regularly used in other circumstances.
The trial illustrates some of the frustrations

of trying to achieve a balance among compet-
ing interests. The painstaking efforts of
Postlethwaite and his colleagues in attempting to
maintain scientific validity while respecting the
need for the informed consent of their patients
are commendable. This was a carefully thought
out approach to a difficult problem, but it is
difficult to avoid the impression that some
recruitment bias must have been introduced by
the rather complex process of obtaining 'staged'
informed consent. At four paediatric centres,
treatment was offered 'to all patients who met
the entry criteria'. These criteria are not stated,
and no information is given on the proportion of
refusals, either at the outset or after attempts at
increasing patient understanding. Patients had
'random allocation to either growth hormone or
no treatment whereas the remainder all had
growth hormone in the first year of the study'.
This random allocation is difficult to follow.

'Neutral standardised information' was provided
'in the special circumstances of a clinician and a
family who have a longstanding professional
relationship in the care of a child with life threat-
ening chronic illness', but as the investigators
discovered, it proved impossible to remain
neutral and 'help with the decision' was given
when difficulties became apparent.

In a state ofuncertainty about the benefits and
risks of treatment and relatively small numbers
of patients, a fully randomised control design
involving more centres, and perhaps using an
independent recruiter, might have avoided some
of these difficulties. It would also have provided
safeguards: 'the hoped for benefits and unantici-
pated risks are distributed equitably and there is
the potential for reducing the number involved
in any therapeutic disaster'.3

In spite of all these efforts, it proved difficult
to achieve patient and parent understanding,
even in the context of a longstanding
therapeutic relationship. They indicate that
'good understanding neither facilitated nor
inhibited decision making', yet state that 'over-
whelmed by evidence, parents may have great
difficulty in deciding, and that 'none of the six
whose understanding was poor said they had a
lot of difficulty deciding'. Do these responses not
simply imply that, for some participants at least,
the less understanding there was about the
study, the easier it was to decide to enter - a
problem of consent that is not unique to this
study. In research as in other aspects of the
doctor-patient relationship, much still depends
on trust!
The validity of informed consent for treat-

ment is usually reviewed only in retrospect at
the time of a lawsuit for malpractice. In the
context of research it has not been tested to
date. After the landmark case of Sidaway v
Bethlem Royal Hospital,4 it seems to be gener-
ally accepted, in this country at least, that
'appropriate disclosure' of the risks of a par-
ticular treatment should be judged, not by
some absolute standard, but by the 'prudent
doctor' test, and according to the standard
adopted by other careful practitioners. This
usually means that the doctor retains some
discretion, and does not have to disclose a
particular risk to a patient if he considers that
to do so would threaten the patient's mental
or physical health. For research, even thera-
peutic research, it is axiomatic that the
requirements are more stringent. There will
be some who will be critical of the investiga-
tors for not disclosing 'a small but unquanti-
fied risk of malignancy'. In the circumstances
described here, I believe that the judgment of
the clinician-investigators was correct.
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