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Pointers
Hepatitis in Renal Patients: Hepatitis is a hazard
to patients and staff in haemodialysis units;
screening for hepatitis-associated antigen and
antibody is reported to have helped in locating
probable sources of infection and in ending an
outbreak at the Royal Free Hospital (p. 603).
Management of Diabetes: The therapeutic use
of the sulphonylurea tolazamide was studied in
28 patients and is reported to be beneficial in
the treatment of maturity-onset diabetes (p. 606).
Diabetic Acidosis: Biochemical studies in 11
patients with severe acidosis showed that they
required less alkali therapeutically than had been
estimated on an accepted formula (p. 610).
Ischaemic Feet: A local insufficiency in blood
flow rather than a regional one was considered
to be the cause of skin lesions of the feet in
association with peripheral vascular disease
(p. 612).
Postoperative Thrombosis: Electrical stimula-
tion of the calf muscles reduced the incidence of
deep vein thrombosis in the legs (p. 615).
B12 and Skin Diseases: Excretion in the urine
of vitamin B12 was below normal in patients
with various skin diseases, and there was a
correlation between the abnormality and the
extent of the rash (p. 618).
Gastrointestinal Fluid: Aspiration of gastro-
intestinal fluids causes metabolic problems; the
composition of a replacement solution is
described (p. 622).
Cephalexin: Given by mouth for the treatment
of urinary tract infection, this antibiotic led to
some patients' acquiring Pseudomonas aerugi-
nosa infections (p. 624).
Iron Dextran Infusion: Chloroquine was found
to reduce reactions to intravenous infusion of
iron dextran, but promethazine did not do so
(p. 625).
Case Reports: What is believed to be the first
case of retroperitoneal fibrosis causing localized
portal hypertension (p. 627). Two cases of mul-
tiple sclerosis in Africans (p. 628).
Personal View: A medical student trained in
Germany discusses some contrasts between that
country and England (p. 642).
Clofibrate: The "Today's Drugs" article
reports on this drug for lowering the plasma
concentration of lipids (p. 632).
Genetic Disease: A register of individuals and
families with genetic disease is described and
its use in genetic counselling discussed (p. 636).
Therapeutic Trials: A system of checking
reports on therapeutic trials for their validity is
set out and some contrasts between journals
noted (p. 637). See also leading article this page.
Leprosy: Archaeological evidence for leprosy is
described and illustrated. (p. 640).
Doctors' Pay: Report of B.M.A. Council meet-
ing (Supplement, p. 87). Leader at p. 598.

Double-blind or Not?
The controlled clinical trial has become an accepted method of assessing a

treatment that is not immediately of obvious value, and the general
principles of such trials are now well known. They entail comparison of a

new treatment with an established treatment of known value or, if one

does not exist, with a placebo, and the random allocation of patients to
one or other treatment group. An additional recommendation is sometimes
made that the trial should be "double-blind," but the reasons for this are

less well understood, and the technique is not always applied appropriately.
A trial is said to be "double-blind" when both the patient and the doctor
who is treating him do not know which treatment the patient is receiving.
Often enough this is easy to arrange, but in some circumstances it may
create practical and ethical problems of some complexity. The recom-

mendation should therefore not be made without serious consideration of
the need for it.
The purpose of the double-blind technique is to eliminate bias resulting

from any preference, conscious or unconscious, that the doctor or the
patient may have for a particular remedy. Such preference may influence
two aspects of treatment-the administration of it and the assessment of
its effects. Thus the doctor's enthusiasm or lack of it may be communicated
to the patient, thereby affecting his symptoms and degree of co-operation;
it may also affect the doctor's evaluation of the patient's response. Conse-
quently the greater the possibility for the intrusion of bias the more

important it is to use the technique. Though bias may affect the administra-
tion of treatment, it is in the assessment of the response that it is most
likely to intrude. Consequently whenever possible the assessment of the
effects of treatment should be carried out independently of the doctor in
charge by someone who is ignorant of the method of treatment used.

This is straightforward when the measure of response is biochemical,
haematological, radiological, or histological in character. Thus an inde-
pendent haematologist can examine blood films in a trial of drugs for
leukaemia, and a radiologist can report on x-ray films of peptic ulcers in
ignorance of-the treatment given. When the patient must be present for
the results--of treatment to be assessed, a second doctor may undertake the
measurement of them-for example, the blood pressure in a trial of hypo-
tensive drugs or range of movement in a trial of treatment for arthritis.
Rarely, as when survival is the criterion of success, misinterpretation of the
outcome is impossible, though the causes that led up to it may be ques-
tioned. But whenever the assessment of the results of treatment involves
the recording of symptoms or the patient's history, this must be done
"blind," so easy is it for bias to intrude in the method of questioning or the
interpretation of the patient's response.

If the assessment of the results can be separated from the management
of the patient, this removes the principal need for using the double-blind
technique, and the question arises whether it is necessary to take pre-
cautions to ensure that the investigator also administers treatment in an
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unbiased way. It is not difficult to see how the doctor who is
aware of what each patient receives may communicate greater
confidence and provide additional psychological support to
patients on a treatment he prefers. Such factors may well
affect the patient's clinical course. Certainly we should
assume they do, for we are ignorant ofmany factors influencing
resistance and survival. Though certain conditions such as
anxiety and depression are clearly more open than others to
such influences, there is hardly any symptom that may not be
modified to some extent by suggestion. Thus 60% of patients
were found to experience an appreciable reduction in the
frequency of their attacks of angina by means of suggestion,'
and placebos were as effective as 30 mg. codeine in inhibiting
the cough reflex.2 Suggestion may even overcome pharma-
cological effects, as in the alleviation of vomiting by ipecacu-
anha,3 or it may make saline superior to morphine in certain
patients for the relief of postoperative pain.4
The chosen plan of management may also distort the results

in more subtle ways. For example, it may involve more fre-
quent attendance at hospital for the patients on the treatment
being tested, and it may encourage greater diagnostic precision
in the treatment group than in the control group, so that mild
complications are detected more readily in the former.
One essential safeguard when using the double-blind

technique is that the doctor should always bc able to break the
code at short notice if in his opinion the patient's further
treatment necessitates a knowledge of what treatment that
patient has already received. In practice this seldom creates
difficulties, and freedom to break the code is not often used.
But the knowledge that it is there is often essential to enable
the physician to collaborate ethically in the trial. A second
requirement is that no appreciable additional discomfort or
danger to the patient may be introduced. This restricts the
double-blind approach to the comparison of subjectively and
outwardly similar treatments, or where these can be made so
without pain or harm resulting. Studies in which an incision
has been made under anaesthetic in a control group to mimic
genuine surgical treatment would not now be considered
justifiable. Consequently whenever only one of the treatments
in a trial entails an operation, an anaesthetic, or even perhaps
injections, the clinician can hardly be kept in ignorance since
a similar treatment must not be given to the patients in the
control group. Thus comparisons of electric-convulsion treat-
ment with antidepressant drugs or of surgical operation with
radiation or cytotoxic drugs cannot be conducted double-blind.
In these circumstances bias may be reduced (if it is likely to be
of any significance) by arranging for an independent colleague
to assess the patient's state.

Difficulties may also arise when one treatment has an evident
side-effect, as in trials involving stilboestrol given to men or
of j-adrenergic blocking agents, when the fall in pulse rate is
often appreciable. It would also be difficult to keep a trial of
diets blind to the doctor, since the patient cannot be relied on
not to disclose his treatment to him. Clearly too the thera-
peutic influence of suggestion is inaccessible to evaluation by
this method, for a doctor cannot give psychological support to
one group and not to another without his knowing about it.
Thus it is not possible to test the value of wart charming in this
way. These limitations imply not that such methods of treat-
ment are impossible to test in a trial but merely that conceal-
ment from the doctor in charge is impossible. Alternative
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methods must be found for eliminating bias from the assess-
ment of results.
There is considerable scope for ingenuity in concealing from

the clinician which treatment a particular patient is receiving.
Variable-dose regimens need not be excluded, for instance, as
is sometimes believed, provided the daily dose of the drugs
under comparison can be divided into a similar number of
tablets. The pathologist can make the necessary adjustments in
dosage in a trial of anticoagulant drugs and at the same time
alter the dosage of placebo tablets to mislead the clinician. If
hypnotics with differing times of action are being compared,
they will have to be taken at different intervals before the
maximum effect is required, and this would ordinarily indicate
which drug is being taken. If, however, a placebo tablet is also
prescribed and taken at the time appropriate for the other
drug, the doctor's ignorance of the type of treatment can be
preserved.
A good double-blind clinical trial is time-consuming and

exacting to perform, and it is understandable that only a small
proportion of all reported clinical trials are of this type. When
the double-blind technique is not feasible, close attention to
the reasons for which the technique is recommended will often
enable the influence of bias to be minimized. In no circum-
stances should a double-blind trial be undertaken automatic-
ally without considering whether it is both necessary and
ethical. Nor should attention be deflected from other important
procedures for making a clinical trial reliable. These are the
subject of an article by Drs. N. D. W. Lionel and A. Herx-
heimer at page 637 of the B.M.J. this week.

New Review Body
The Council of the Association heard last week that the
autonomous committees representing hospital doctors and
general practitioners had instructed their negotiators to agree
to the increases in salaries and in fees and allowances con-
sequent on the Government's decisions on the Twelfth Report
of the Review Body. A report of the proceedings of Council
appears in the Supplement.

In difficult circumstances the B.M.A. has done well for the
profession and deserves its thanks. Especially welcome is
that the younger consultants at the bottom of their salary
scale are to receive the full 30 ,. But inevitably, and not for
the first time, some doctors have incurred a bad debt. Mr.
Walpole Lewin made a strong case for special consideration
to be given to the loss of pension benefit suffered by senior
consultants, whose superannuation is calculated on their
salary in their last three years' service. Thanks to the tax
man, a failure to get a 10% increase on current gross salary
is not a grave loss but the consequential reduction in pension
is. Superannuation and salaries are so closely linked that it
is to be hoped in future they can be considered together.
The B.M.A. is particularly to be congratulated for its part

in preserving the review body system. The most urgent
matter now is to get on with discussions on setting up a new
review body and furnishing it with what might be called its
terms and conditions of service. This is urgent not only
because a further review of doctors' and dentists' pay is due
in eight months' time, but also because the discussions should
be held while the lessons learned from the recent dispute are
still freshly in mind. The B.M.A. has armed its negotiators
with a list of conditions aimed at guaranteeing the indepen-
dence and impartiality of the new review body, and these are
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