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Animal Experiments

SIR,-Having been otherwise occupied, I
have only just read Professor J. L. Gowans's
Stephen Paget lecture (23 March, p. 557)
and your leading article on this subject (p.
528). I confess to being a Gowans fan and
regard everything he says as the truth and
nothing but the truth, but his experience
may not be wide enough for me to regard it
as the whole truth. As a professor I signed
many applications for licences and certifi-
cates; as the head of a royal college I
coun,tersigned many more. Most of those I
refused to sign were promptly signed by the
head of another royal college. As a member
of the Home Office Advisory Conmittee I
disagreed with my colleagues on many
occasions but was usually outnumbered.
Finally on 10 Apri-l I asked (in the House
of Lords) whe-n Her Majesty's Government
were going to take notice of the Littlewood
report and received a totally negative and
unsatisfactory reply. I asked if they would
not, at least, reconstitute the Advisory
Committee (which could be done without
legislation) and reconsider its functions. The
reply took the line of your leading article
(wiPh which I do not agree)-namely, that
the scienists were the best judges of right
or wrong in this field.
The kind of experiment to which I parti-

cularly object is that which, for purely
academic knowledge, subects an animal to
physical and psychological stress. No one
will convince me that cats and dogs in small
cages are happy. Anyone with feeling knows

when animals are suffering and miserable,
even if no physical hann has been done to
thern.
What we need, urgently, is an active com-

mittee which will meet regularly and con-
sider the whole problem, as opposed to the
present commnittee which meets only rarely
to consider a special case of unusual severity
(and, as the coamittee consists solely of
scientists, usually agrees to the application).

I am sure that our oonditions arnd inspec-
tion of animal experiment are the best in
the world. I am equally sure that they
could be still further improved.-I am, etc.,

PLATT
House of Lords,
London S.W.1

Jaundice after Halothane

SIR,-Between your issues of 2 February
and 30 March no fewer than 12 letters have
been published coxnenting on our article
on post-halothane jaundioe (5 January, p.
5), illustrating the great interest and concern
among anaesthetists about this rare but im-
portant complication.
The methods by which the Committee on

Safety of Medicines collects and assesses
reports of suspected reactions to drugs of
all types are explained in the accompanyang
letter from the comnmittee's medical assessor
and we will res,trict our reply to such ques-

tions that are answerable with the data
available to us.

Several correspondents have suggested that
we made insufficient efforts to exclude
alternative causes of jaundice-for example,
"stones in the common bile duct, massive
haemolysis, or viral hepatitis" (Professor
B. R. J. Simpson and others, 16 February,
p. 288). It would not have been possible to
assess many of the reports solely on the
basis of the limited amount of information
that can be contained on one of the com-
mittee's reporting cards. Frequently the
nature of the operation, the past anaesthetic
history, and even the fate of the patient
were not recorded in the initial report.
However, the majority of our 130 cases were
followed up either by correspoxndence or
interview by a medically qualified field
officer. Follow-up was not attempted in 13
cases, mostly those reported before the team
of field workers had been recruited, and it
failed in a further six cases. Sufficient in-
formation to exclude other causes of
jaundice was obtained for 111 (85%) of the
patients, and we have no reason to believe
tha.t many of the remaining 19 were wrongly
attributed. Hoowever, even if these 19 cases
are excluded, our results with retard to the
rapidity with which jaundice developed after
single or multiple exposure to halothane are
unaffected. The mean interval between a
single halothane exposure and the onset of
jaundice was 11-8 days, while that after a
second exposure was 6-7 days, after a third
exposure 4-7 days, after a fourth exposure
5-5 days, and after an unspecified number of
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exposures 4-5 days, figures which are very
sinilar to those in our published series
(11-7, 6-7, 4-6, 5-3 and 4-5 days respectively).
We excluded fromn our analysis one patient
found at necropsy to have a carcinoma of
the bile duct and another with abnormal
liver function tests who did not actually
become jaundiced. More than 25 further
cases were reported or followed up too late
for inclusion in the analysis.
Dr. M. H. M. Dykes and his colleagues

(30 March, p. 638) referred to our omission
of details of statistical tests and to the
"'unquestioned qualifications of the statistical
consultants available to the authors." It was
precisely because of the latter and because
all the data were displayed in our paper that
we did not burden readers with details of
the sumerous tests that were performed. A
Mann-Whitney U test on the pooled
double- and triple-exposure groups com-
pared with the single exposure groups gave
a value (of U) such that the nornal deviate
(z) equalled 2-94 (P=0-0016, single-tailed).
Several t-tests on the raw data and on
various transformations of the data gave
results which were consistent with the non-
parametric test.

It is not possible to oompare Professor
Simpson's 175 post-halothane cases with our
own series. Indeed, his letter suggests that
the two series are not oomparable in at least
one important respect. The mortality of
10% in his series contrasts with the
mortality of 51% in ours, suggesting that a
relatively larger proportion of mild cases
were included in lhis series. However,
Professor Simpson's letter adds support to
our conclusion that multiple exposures to
halothane increase the risk of postoperative
jaundice since only 15% of the patients in
our series and 19% of the patients in
Professor Sinpson's series had developed
jaundice after a single exposure to halothane,
Other correspondents have referred to the

fact that the committee has received no
reports of postoperative jaundice occurring
in patients who had not received halothane
as part of their anaesthetic. It is possible
that anaesthetist-s may have neglected to
report "non-halothane jaundice" and we
have ourselves stressed that our data were
probably highly selected. So far, however,
no such reports have been received by the
conmiittee in the three months followin
the publication of our paper.
We have suggested that the reported

death rate after multiple exposure to
halothane within a period of one month
was about 10 times the risk of death from
infectious hepatitis among the general
population in any one year. Since, however,
the deaths of patients in our series occurred
within two months of the most recent ex-
posure to halothane, we may have presented
an unduly optimistic comparison. The risk
that a hypothetical "control" patient selected
from the general population on the same
day that a patient had been re-exposed to
halothane would die from infectious
hepatitis within a similar period could be
over 60 times less than the risk to the
patient re-anaesthetized with halothane.
None of your correspondents has denied

the probable existence of "halothane
hepatitis" as an uncommon oompltiction of
anaesthesia. Its real incidence remains to be
determined and it is hoped that more oom-
plete reporting of jaundice following

anaesthesia with any agent will clarify the
situation.-We are, etc.,

W. H. W. INMAN
Committee on Safety of Medicines,
London E.C.2

W. W. MUSHIN
Departnent of Anaesthetics,
Welsh National School of Medicine,
Cardiff

SIR,-The methods by which the Comnittee
on Safety of Medicines collects information
about events that are suspected of being due
to the adverse effect of a drug are well
known in the United Kingdomn, but it is
understandable that they should be less well
known elsewhere. It may therefore be help-
ful if I answer briefly the questions asked
by Dr. M. H. M. Dykes and his colleagues
(30 March, p. 638) following Dr. W. H. W.
Inman and Professor W. W. Mushin's paper
(5 January, p. 5).

(1) In the United Kingdom reports a-re
requested from all doctors and dentists who
observe adverse effects in patients under
their care, the Registrar-General, who re-
ceives reports of deaths attributed to the
use of drugs, coroners, and the pharma-
ceutical industry.

(2) The amount of information routinely
requested is specified on special reporting
cards. I have sent one to Dr. Dykes and
will be glad to provide copies for other
doctors on request.

(3) The scientific staff of the comnmittee
examine and classify all reports individually.
The action taken subsequentl-y depends on
t-he nature of the report. Validation of all
reported drug reactions is not undertaken
routinely, but additional information is
sought about specific cases when new risks
are suspected or old risks require to be
evaluated. This may involve correspondence
with the doctor who reported the effect or
he may be visited by one of the 80 part-
tine medical officers who assist the com-
mittee in different parts of the country. A
detailed study of a random sample of the
reports has shown that they are made
responsiXblv.1

(4) It is impracticable to define "specific
diagnostic criteria" before cdassifying a re-
action as probably, or possibly, or not due
to a particular drug. Firstly, the committee
would have to adopt different crxteria for
each reaction. Secondly, reports are received
from a wide variety of doctors practising
under different conditions with different
facilities. Thirdly and most importantly, it
is impossible to formulate diagnostic
criteria for a new reaction before it is recog-
nized, and any attempt to do so would serve
only to prevent the comnittee from alerting
the profession to a previously unsuspected
hazard.
More detailed accounts of the conmittee's

adverse reactions system have been pub-
lished elsewhere.2 3-I am, etc.,

DAVID MANSEL-JONES

Committee on Safety of Medicines,
London E.C.2

1 Inman, W. H. W., and Evans, D. A. P., British
Medical Yournal, 1972, 3, 746.

2 McLachlan, G., ed., Portfolio for Health 2, p. 63.
London, Oxford University Press, 1973.

3 World Health Orgnization, Technical Report
Series No. 498, p. 37. Geneva, W.H.O., 1972.

Dangerous Patients
SIR,-The leading article (23 March, p.
527) under this head oonfuses the issue.
The pxoblem is not the law but the material
provision. Fourteen years ago the British
Medical Association' together with other
concerned bodies suggested remedies. To
the present time little has been done despite
the urgency of the problem, though it is
understood that new and constructive pro-
posals along the lines previously recom-
mended are inmninent.
The special hospitals are out of date,

overcrowded, too big, too centralized, too
divorced from other types of provision. A
number of smaller units with facilities for
investigation and research and with closer
links with the mental health service
generally are needed, with regional affilia-
tions. There is a need for developmnent of
forensic psychiatry, of relevant aspects of the
social services, and of the penal system in
close association. Present developnents re-
duce the need for a clear distinction between
the "criminal lunatic" and the "criminal."
It is all too easy under the law as it exists
to lock up anyone who is thought to be
dangerous. Long before 1959 admissions to
Rampton were commonly of patients who
had made no court appearance but who were
a trouble to manage in local hositals. In
section 97 of the Mental Health Act the
phrase is "dangerous, violent or criminal."
The main bar to admission to secure units
is lack of space. The proposed "'medium"'
security units might accommodate some of
those not needing "maximum" security. But
"mediumn" security implies adequate s+affing.
Meanwhile there seems no reason why, if
prison oonditions could be made suitable,
some of those who are a continuing danger
to society could not be more appropriateay
lodged there.-I am, etc.,

BIUAN KIRMAN
Queen Mary's Hospital for Children,
Carshalton,
Surrey
1 British Medical Yournal, Supplement, 1960, 2, 228.

SIR,-Your leading article (23 March, p.
527) raises a point of increasing importance
at the present time. Is it not time that both
psychiatrists and their patients realized that
there are patients who require secure
(locked ward) acoommnodation, not for
punishment, as seems to be constantly irn-
plied, but because of the nature of their
symptoms, which of course they cannot help.

I would have thought they were entitled
to these facilities rather than being allowed
out to commit crimes, be social pests in the
community, or kill themselves.-I am, etc.,

J. ELWES DUFFIELD
Littlemore Hospital,
Oxford

Chronic Brucellosis

SIR,-YOUr leading article (23 February, p.
299) needs the following oommnent. The
statement that the examination of the
patient's blood for brucella antibodies may
lkad to the diagnosis is obviously correct,
but the following remark that if the agglu-
tination test, the mercaptoethanol test, the
complement fixation test, and the antihuman
globulin test are all negative the diagnosis
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