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Points

Clinical trials and the acceptance of
uncertainty

Sir AUSTIN BRADFORD HILL (Shrewsbury SY4 IDL}
writes: Professor Michael B Bracken's leading article
(2 May, p 111) led me to reflect on the role played by
randoinisation in clinical trials. It is perhaps widely
believed (but certainly not by Dr Bracken) that
randomisation per se contributes to the ethical
problem inherent in a clinical trial. In my view it plays
no such part. A treatment is put forward for care or
prevention of an illness-for example, large doses of
vitamin C for the common cold. The clinician thinks
that there is no evidence of its value (or hazards) and
that the only way in which he can satisfy himself is to
conduct a trial in which he will have two groups of
patients, as similar as he can make them, one to be
given the proposed treatment and the other to be given
the accepted treatment of the day or a placebo.
Presuming, of course, that he has obtained their
informed consent, is he entitled to use his patients in
that way? That is the ethical problem that he has to
face and on which he must make his decision.
Randomisation plays no part in it. It comes in after his
decision merely as a technique for producing the two
groups in an unbiased way and securing as far as
possible their comparability. It is no more than a
technique, as are the means he will use in assessing the
results ofthe trial-for example, using the stethoscope
to listen to breath sounds in the bronchus.

Effects of breast conservation on
psychological morbidity

Dr D J FAIRLAMB (Royal Hospital, Wolverhampton
WV2 IBT) writes: Dr P Saxby is taking anecdotal
liberties when he states that "Radiotherapy will
damage the breast further" (9 May, p 1232). I do not
intend to be an apologist for bad radiotherapy, but
even the most aggressive radiotherapist will restrict
his major complication-rate to 10%. My experience of
111 patients followed up for at least two years after
lumpectomy, boost irradiation to the primary site, and
external radiotherapy argues against Dr Saxby's state-
ment. Cosmetic change in shape as a result of radio-
therapy occurred in three patients, and a further six
developed local recurrence requiring mastectomy.
The main determinant of cosmetic outcome is the
extent of the lumpectomy. The treatment of large
tumours (or small tumours widely excised) in small
breasts leads to poor cosmetic results. Conservation
therapy is not applicable to every patient, and each
case must be taken on its merits. Reconstruction is a
valuable procedure, but it is achieved only after a
mastectomy, which is known to cause psychological
morbidity. Studies to date suggest that "retention of
the breast promotes better self-and body-image
and has less negative impact on sexuality,"' though
anxiety and depression affect both groups ofpatients.2

I Sinsheimer LM, Holland JC. Psychological issues in breast
cancer. Semin Oncol 1987;14:75-82.

2 Fallowfield Ll, Baum M, Maguire GP. Psychosocial sequelae of
mastectomy in breast conservation. BrJ Cancer 1987;55:340.

Professor HAROLD ELLIS (Charing Cross and West-
minster Medical School, London SWIP 2AP) writes:
Dr P J Saxby commented on poor functional results
after local excision and radiotherapy for carcinoma of
the breast (9 May, p 1232). Careful follow up studies
ofpatients treated by thistechniquewithacombination
of careful surgery and skilful radiotherapy show
that excellent cosmetic results are obtained in most
patients. In our own review of47 patients undergoing
this treatment in 1982 who were assessed one year
after treatment for functional results the appearance of
both breasts was identical in 34% of the cases.' No
patient had arm oedema or restricted arm movements.
No patient had severe telangiectasia, although three
had it to a moderate degree. Only four patients (those
with large tumours) suffered extensive tissue loss, and
only four had moderate fibrosis resulting from the
radiotherapy; in 30 patients this was entirely absent.

These results should reassure both patients and their
doctors that excellent cosmetic and functional results
may be obtained by this technique in most cases.

1 Bulman AS, Cassoni AM, Ellis H. The functional results
following primary treatment of breast cancer with breast
conservation. Eur Surg Oncol 1985;11:247-9.

Why the excess mortality from
psychiatric illness?

Dr C J BRUTON (Runwell Hospital, Essex SS11 7QE)
writes: Professor Andrew Sims asks, Why the excess
mortality from psychiatric illness? (18 April, p 986).
For the past 20 years I have performed postmortem
examinations in a general psychiatric hospital, and I
can remember a number of deaths in which the
patients, usually schizophrenic, did not mention their
symptoms to the nursing staff. In particular, I can
recall about half a dozen who died from generalised
peritonitis from a ruptured peptic ulcer after what
must have been one Qr two days of extreme pain.
Nevertheless, these patients had continued, uncom-
plaining, in a world-of their own, showing virtually no
signs of illness until the last. I-can also imagine that
some patients with chronic schizophrenia or advanced
dementia might not mention the breathlessness of
cardiac failure, or the chest pain associated with
angina, so that treatment is delayed or not started at
all, I believe that this failure to report symptoms may
be partly responsible for the excess mortality noted by
Professor Sims.

Syringe driver in terminal care

Drs ROBERT J DIcKsoN and P S B RUSSELL (Mount
Vernon Hospital, Middlesex HA6 2RN) write: It was
gratifying to read the laudatory comments of Drs
Simon Dover (28 February, p 553) and D Snadden (4
April, p 906) about the use of the Graseby syringe
driver in the relief of pain. We are concerned to see
from Dr Snadden's letter, however, that it seems to be
becoming common practice to give an antiemetic
routinely with the opioid. In our experience in the
eight years since- we first reported this use of the
syringe driver' nausea is seldom a problem with
continuous subcutaneous narcotic injections after the
initial 24 or 48 hours, and ifan antiemetic is necessary
we believe that haloperidol 3-5 mg in 24 hours is more
effective and a more rational choice than metoclo-
pramide.

I Russell PSB. Analgesia in terminal malignant disease. BrMedJ
1979;i: 1561.

Diabetogenic effect of cyclosporin

Dr ILJA HULINSKY (Institute for Clinical and Experi-
mental Medicine, Videfiska 800, CS-14000 Prague,
Czechoslovakia) writes: If the conclusions of Dr J j
Bending and colleagues are correct their case would
definitely be one of drug induced diabetes (14
February, p 401).' The fact that cyclosporin A is
cytotoxic to fi cells has been well demonstrated.2 My
objection, however, is to their interpretation of the
basal C peptide values. Even though the paper does
not mention it, the figure seems to indicate that the
first "depressed" value was seen some time after the
onset of diabetes, when the patient was already being
treated with insulin. The basal C peptide value might
then be low because of the suppression of insulin
secretion caused by the administered insulin. The
basal value in this case is therefore meaningless
without a concomitantly measured stimulated level-
for example, during a six minute glucagon stimulation
test. In' our experience it is uncommon for the
stimulated level to reach normal values in the honey-
moon period of type I diabetics even in complete
remission. Nevertheless, the article highlights the
importance of research into immunosuppressive
therapy in diseases with an autoimmune pathogenesis
and the need for more specific, less toxic agents.

Careful judgment of incomplete results is essential in
this quest, particularly about the ethical questions
regarding the efficacy and safety of such treatment.

1 National Diabetes Data Group. Classification and diagnosis of
diabetes mellitus and other categories of glucose intolerance.
Diabetes 1979;28:1039-57.

2 Andersson A, Borg H, Hallberg A, Hellerstrom C, Sandler S,
Schnell A. Long term effects of cyclosporin A on cultured
mouse pancreatic islets. Diabetologia 1984;27:66-9.

Terms and conditions of service

Dr J B WooD (County Hospital, Hereford HRl 2ER)
writes: I would like to bring to Scrutator's attention
(11 April, p 982) item 330 of the Terms and Conditions
ofService ofHospital Medical and Dental Staff, which
reads: "A practitioner shall be free, without the prior
consent ofthe employing authority, to publish books,
articles, etc, and to deliver any lecture or speech
whether on matters arising out of his hospital service
or not." Some years ago I used this paragraph to head
off an attempt to muzzle our nurses, arguing that if
hospital doctors had this freedom it should not be
denied to the nurses. This is one ofthe most important
terms and conditions of service, which should be
defended vigorously. There is no such freedom in the
armed services, nor was there in the colonial service,
and I think that an authoritarian ministry, region,
or district would be pleased to see this paragraph
removed.

Measles and the government

Drs Dstw. WALKER and HARDEN CARTER (Depart-
ment of Community Medicine, Fife Health Board,
Fife KY7 5PB) write: We welcome and endorse Dr
Tony Smith's call (18 April, p 989) for an effective
programme for the introduction of a vaccine against
measles, mumps, and rubella. In Fife, the uptake of
measles vaccine stands at 88%, so a 95% uptake of the
combined vaccine is a realistic target. By interviewing
parents and health workers we have been able to
identify their particular concerns about the intro-
duction of such a vaccine and so provide health
education and support material, which we believe will
ensure the highest possible vaccine uptake. We are
introducing the combined vaccine this May so we
added mumps and rubella to our list of notifiable
diseases at the beginning ofMarch. This will enable us
to monitor the incidence ofmumps and rubella as well
as measles after the vaccine is introduced. We will also
closely evaluate the impact ofthe health education and
support material that we are producing as part of our
publicity campaign. Wehopethat our experience with
this will be helpful to other areas when the combined
vaccine is introduced nationwide.

Dangers from dissolution of latex in Celestin
endo-oesophageal tube

Mr C E FANGHANEL (Ambleletin Ltd, Tetbury,
Gloucestershire GL8 8TL) writes: As manufacturers
of the range of Celestin endo-oesophageal tubes we
followed with interest the recent correspondence
(4 April, p 899) about this prosthesis. Our leaflets
on the use of Celestin endo-esophageal tubes have
always outlined the difficulties that may be encoun-
tered in the insertion and subsequent management of
any tube; we have emphasised the need to monitor
patients regularly; and every Celestin tube is accom-
panied by a note to this effect and a recommendation
that all practitioners should study the relevant leaflet.
The Celestin tube is probably one of the most widely
used tubes in the world, and sales run well into six
figures. Viewed in perspective, therefore, if dissolu-
tion was assumed to occur 10 times more often than is
reported this would still give an incidence ofthe order
of 1--in a 1000. We believe this to be a reasonable
record, but we will nevertheless continue in our efforts
to improve the tube as new technology becomes
available.
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