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SiR,-In a letter sent to all doctors and
dentists in the United Kingdom on 3
January 1974 the medical assessor for the
Committee on Safety of Medicines draws
attention to 130 reports concerning jaundice
following 'the use of halothane for anaes-
thesia. These reports had been volunteered
to the comuittee under its usual report-
ing procedure for adverse reactions to drugs.
He states that the conmittee accepts that
the findings of the analysis of these reports
published by Dr. W. H. W. Inman and
Professor W. W. Mushin (5 January, p. 5)
"add support to the previous published
evidence that jaundice may on occasion
follow the administration of halothane." He
goes on to point out that the report by Dr.
Inman and Professor Mushin "shows that
. . .multiple exposure to halothane carries a
relatively greater risk than single ex,posure,"
the risk being apparently dependent on the
interval between administrations of halo-
thane.
This belief may well prove to be correct,

but before it is accepted and current clinical
anaesthetic practice changed-an action of
enormous consequence for anaesthesia and
for health-the grounds upon Which it is
based need full examination. We are of the
opinion that the evidence reported so far
does not support the belief.

Dr. Inman and Professor Mushin note
that the reports to the committee do not
attribute a causal connexion with any
anaesthetic agent.s other than halothane and
that the reports are highly selected. More-
over they state that there is fairly general
agreement that out of several possible factors
multiple exposure to halothane has been a
commnon one. In support of their conclu-
sions they cite the paper by Professor
Mushin and his colleagues' in which the risk
of jaundice was estimated to be between
1 in 6,000 and 1 in 20,000 among patients
exposed to halothane more than once within
a four-week period. This incidence was
calculated from a survey of patients
anaesthetized in Cardiff. Out of 123,516
patients given a general anaesthetic, two
came to postmortem examination with
hepatic necrosis attributed to anaesthesia,
one of these having hadtwohalothaneana-
esthetics -and one having had two non-
halothane anaesthetics. On the basis of the
fact that 70% of patients had halothane and
an estimate that 7% of these had two ex-
posures within 28 days (based on a local
survey of 558 consecutive patients coming
to surgery), from the occurrence of this
single case of hepatic necrosis they cal-
culated the incidence to be 1 in 6,000 (70%
of 123,516=86,461; 7% of 86,461=6,052).
Calculating from their figures the incidence
of hepatic necrosis from two non-halothane
anaesthetics on exactly the same basis we
find that the risk is 1 in 2,594. One Would
have to conclude that patients would be
almost three times less likely to develop
hepatic necrosis with repeated administration
of halothane ithin 28 days than of other
anaesthetics. T.his estimate may well be
correct and we contend that it is just as
probable because there is no statistlical sense
in either case.

In view of -the bias inherent in the reports
to the Committee on Safety of Medicines we
propose that to obtain a valid conclusion
requires a very large prospective study. With
an estimated incidence of jaundice follow-
ing halothane anaesthesia repeated within

four weeks of between 1 in 6,000 and 1 in
20.000 this would require the prospective
study of 2,000,000 randomly allocated
anaesthetics to satisfy the null hypothesis, a
formidable undertaking. This is of the order
of studying all patients anaesthetized in one
year in N.H.S. hospitals. Until this has been
done we respectfully suggest that the
assessor's letter is needlessly alarmist.-We
are, etc.,

J. F. ROBSON
J. NORMAN

Department of Anaesthetics,
Royal Postgraduate Medical School,
London W.12

I Mushin, W. W., Rosen, M., and Jones, E. V.,
British Medical Yournal, 1971, 3, 18.

Chronic Brucellosis

SIR,-Your interesting leading article
(23 February, p. 299) correctly says that
treatment of this condition may be difficult.
In my part of the world the disease is not
rare and creates much disability and suffer-
ing. Accordingly I sought advice on treat-
nient from a former colleague in the Public
Health Laboratory Service whose experience
of the problem was much greater than the
usual. He advised two 170-mg capsules of
clomocycline four times a day for not less
than six weeks. In a single, long-suffering
patient the benefit was dramatic, including
relief of signs and symptoms and a fall in
antibody titre.
One successful case is little enough

evidence, I agree; but so few doctors seem
to realize the need for substantial dosage and
a relatively long course of treatment that
you may think it worth presenting the de-
tails.-I am, etc.,

J. W. How:uE
Newtonmore, Inverness-shire

Colour Television Hazard

SIR,-A recent tragedy in this town has
prompted me to write in the hope of pub-
licizing a potentially lethal hazard of the
colour television set, which is becoming part
of the family in Britain.
Four children were admitted to this hos-

pital late one evening from a home in which
a colour television set had gone up in
smoke. The youngest two were brought in
dead (ages 1 and 2 years). The third (aged
4 years) was in acute respiratory distress
and the fourth (aged 7 years) was moribund.
This last child died after two days in the
intensive care unit on a respirator (she had
fixed dilated pupils and apnoea on ad-
mission). All had been sleeping soundly in
bed. The father was working a night shift;
the mother had gone into the neighbouring
house for a while, leaving the television set
switched on. She was later sumnoned to her
house to find it filled with copious noxious
fumes.
A few evenings after this terrible event a

colour television set in the residents' mess
of this hospital burst into smoke, when a
doctor had sufficient presence of mind to
disconnect the set from the mains supply. It
would seem that there may be some defect
in the design or construction of colour tele-
vision sets as similar episodes have been
reported from other areas, though I have
not heard of loss of life occurring elsewhere.

It seems an urgent situation which de-

mands that all parents be warned about the
danger of leaving a colour (or black and
white?) television set connected to the
mains supply and then leaving children un-
attended in the home.-I am, etc.,

B. H. GOODRICH
Poole General Hospital,
Poole, Dorset

Death during Dental Anaesthesia

Sm,-In your medicolegal column (2
February, p. 207) you report the inquest on
a recent death during dental anaesthesia at
which the cardiac arrest was attributed to
asphyxia. May I put on record my reasons
for doubting the validity of this explanation?
Four days after the cardiac arrest, When

the patient was still alive though decerebrate
(he died next day), the dentist gave me
verbally a detailed account of the case. He
was quite definite that the patient, who was
"nervous and palish," was seated semi-
upright at a tilt of 450. While the extraction
was being attempted, after induction with
methohexitone, there was movement of the
head, but not of the limbs. He gave six
breaths of nitrous oxide (without oxygen)
and then withdrew the mask, after which
breathing continued normally and there was
no further movement. Nothing amiss was
noticed until suddenly, within three
minutes of needling the vein for induction,
the patient collapsed with cardiac arrest.
A week after *this talk with the dentist

and two weeks before the inauest Professor
Sir Robert Macintosh and I visited him in
his surgery; we also talked to his chairside
assistant. The dentist confirmed the
sequence of events he had already described
to me and was certain that the cardiac arrest
occurred within three minutes of needling
the vein. He also confirmed that during this
interval nothing amiss was noticed, either
by himself or by his chairside assistant. The
latter knew the patient, who was formerly
her employer, and was struck by his pallor
as he entered the surgery. Demonstrating
with a subject in the chair, she estimated
the patient's itilt as a good deal more up-
riaht than 45°.

I attended the inques,t and have a tran-
script of the proceedings in front of me.
Referring to the patient's colour, the dentist
said that the face was pale throuehout. He
gave the position of the chair as between 50'
and 550 from the vertical, but later put it
at "something in the order of 50°", indicat-
ing with his arm a tilt of about 45°.
Reviewing the case, I think it unlikely

that so brief an administration of nitrous
oxide would deepen anaesthesia appreciably
or produce much anoxia; and both would
be quickly reversed by the suoceeding
breaths of air. In a young healthy person,
such as the patient, asphyxia does not pro-
tress to the point of cardiac arrest either
insidiously or with such speed; it does so
only when it is severe and vrolonged, with
signs so gross-indeed so terrifying-that
not even a child could fail to notice them
and appreciate their seriousness.

Sir Robert and I concluded that, of the
two possible causes of the cardiac arrest,
asphvxia was the less likely one. We thought
it probable that the patient fainted after the
nrick of the needle and then continued to
be kept head up, the faint remaining un-
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detected until it had resulted in cardiac
arrest. This can easily happen; I have re-
portedl 2 several fatalities from this cause
with specialist anaesthetists.-I am, etc.,

J. G. BOURNE
Salisbury, Wilts

I Bourne, J. G., Anaesthesia, 1970, 25, 473.
2 Bourne, J. G., Lancet, 1973, 1, 35.

X-Trisomy Associated with Hodgkin's
Disease

SIR,-X-trisomy is not connected with any
characteristic clinical syndrome. Many
47,XXX women have no clinical abnormality,
gynaecolgical or otherwise, and are even
fertile. Others are mentally retarded.3-3
We should like to report a case of

X-trisomy associated with Hodgkin's disease.
An 18-year-old girl (whose mother was aged
42 and father aged 45 at the time of her
birth) had generalized lymph node enlarge-
ment which had appeared one month pre-
viously. Biopsy of a lymph node showed
Hodgkin's disease. The patient was of
medium growth and had menstruated
regularly since the age of 14. Gynaecological
examination showed a slightly hypoplastic
uterus. Her mental development was normal
(I.Q. not estimated).
The cells obtained directly from the lymph

node and from culture of peripheral lympho-
cytes contained 47 chromosomes, the addi-
tional one being the size of a member of
group C. The presence of an extra chromo-
some in group C in a patient without
phenotype anomalies suggested that it was
an X chromosome. This suggestion was
supported by the occurrence of double Barr's
bodies in cells from buccal mucosal smears
(fig. 1). Thus the 47,XXX karyotype was

i~~~~~~~~~~m-~~~~~~~~~~~~~~~ ,
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Fig. 1 Lymph node cell with a 47,XXX karyo-
type. Inset Buccal epithelial cell with double
Barr's bodies.

established. Mitoses from the peripheral
blood showed a short-arm deletion of a G
chromosome, probably 22 p-, in 30%' of the
cells counted. A similar anomaly was de-
scribed by Gunz and Fitzgerald in lymphatic
leukaemia. The fact that this anomaly was
not seen in lymph node cells in our case is
difficult to explain. Tetraploid cells were an
almost constant feature in cases of Hodgkin's
disease observed by Coutinho et al.,5 though
in some cases chromosomal abnormalities
were not found in lymph node cells.

It is known that constitutional chromosome
anomalies may predispose to neoplasia.6 On
the other hand the results of O'Riordan

et al.7 indicate that (with the exception of
Down's syndrome) there is no increased
susceptibility to cancer in. general among
persons who carry autosomal rearrangements
or sex chromosome aneuploidy.-We are,
etc.,

HALINA LECH
BAMBA POLANECKA
LUCJAN WISNIEWSKCI

Department of Clinical Genetics,
Institute of Obstetrics and Gynecology,
Biatystok Medical School,
Warsaw

I Dewhurst, C., 7ournal of Obstetrics and Gynae-
cology of the British Commonwealth, 1971, 78,
1058.

2 Lucas, M., Dewhurst, C. J., Hurley, R.,
Anderson, S., and Blunt, S., 7ournal of
Obstetrics and Gynaecology of the British
Commonwealth, 1971, 78, 1087.

3 MacLean, N., Court Brown, W. M., Jacobs, P. A.,
Mantle, D. J., and Strong, J. A., Yournal of
Medical Genetics, 1966, 5, 165.

t Gunz. F. W., Fitzgerald, P. H., and Adams, A.,
British Medical Yournal, 1962, 2, 1097.

r, Coutinho, V., Bottura, C., and Falcao, R. P.,
British Yournal of Cancer, 1971, 25, 789.

6 Koller, P. C., The Role of Chromosomes in
Cancer Biology (Recent Results in Cancer Re-
search No. 38). London, Heinetnann, 1972.

7 O'Riordan, M. L., Langlands, A. O., and
Harnden, D. G., European Yournal of Cancer,
1972, 8, 373.

Cauda Equina Syndrome in Ankylosing
Spondylitis

SIR,-The association between the cauda
equina syndrome in ankylosing spondylitis
and posteriorly projecting diverticula from
the lumbosacral canal confirmed by Dr.
D. J. Thomas and others (26 January, p.
148) has been fully established. Since report-
ing my original cases1 I have seen one
further example and have been sent details
of two other cases. Similar findings have
been reported by other observers23 who have
commented on the widening of the canal
often seen. These diverticula will not be
seen if myelography is performed in the
usual prone position as they do not extend
posteriorly but excavate the laminae and
spinous processes.
How these remarkable destructive lesions

arise and how they could be responsible for
the cauda equina lesion is quite unknown,
but indeed very little seems to be known
about the state of the meninges and the
spinal canal in this disease in the absence of
this neurological complication.-I am, etc.,

W. B. MATTHEWS
Departn'ent of Clinical Neurology,
Churchill Hospital,
Oxford
I Matthews, W. B., Yournal of Neurological

Sciences, 1968, 6. 561.
2 Ro-enkranz, W., Yournal of NeurosurgerY, 1971,

34, 241.
3 Russell, M. L., Gordon, D. A., Ogryzlo, M. A.,

Pnd McPhedran. R. S., Annals of Internal
Medicine, 1973, 73, 551.

Histidine for Treatment of Uraemic
Anaemia

SIR,-Professor C. Giordano and his
colleagues in Naples have recently presented
data suggesting that histidine supplements
improve the anaemia associated with chronic
renal failure.1 But there are some in-
consistencies in their work on- this subject
which make it difficult to interpret the
results.
The data from 20 of the 28 patients whomn

they discuss in this recent paper were pre-
viously reported at the European Dialysis

and Transplant Association (E.D.T.A.) meet-
ing in Vienna in June .1973.2 These 20
patients were then stated to have received
no iron supplements, whereas according to
the recent paper' the 28 patients were given
iron and folic acid. As patients on haemo-
dialysis are sometimes iron-deficient it is
important to know whether or not the
patients were given iron. The protocol of the
study described in the abstract3 of the
E.D.T.A. communication was different from
that of the study which was subsequently
published.12 In both studies patients on
maintenance haemodialysis were given
histidine supplements. According to the
abstrac3 the reticulocyte count rose sig-
nificantly after histidine, whereas in the most
recent paper' there was a significant fall in
reticulocytes by the end of two months'
treatment with histidine.
The patients' diet is described in the two

papers' 2 as a "free diet" without the protein
intake being specified. The protein content
of the diet is of immediate relevance in a
study in which it is claimed that amino-acid
supplements are necessary. There is some
evidence that the patients were eating a low-
protein diet. Fifty per cent. of the patients
received only 12-15 hours of haemodialysis
per week. But in spite of being underdialysed
their predialysis blood urea levels varied
from only 75 to 110 mg/100 ml. This sug-
gests that the patients were eating a low-
protein diet, perhaps because of habit or
advice or because of the anorexia associated
with underdialysis. It is possible, therefore,
that the low plasma histidine levels before
histidine treatment were due in part to
deficiency of protein and therefore of
histidine. It would seem more reasonable to
correct this deficiency by increasing the
protein intake and, if necessary, the hours of
dialysis than to attempt to correct with
histidine supplementation what is probably
a generalized amino-acid deficiency.

Professor Giordano suggests that there
should be an extensive controlled trial of
histidine treatment for the anaemia associated
with chronic renal failure. Before this sug-
gestion is acted upon it would be of great
help if the data ooncerning iron supplements,
reticulocyte response, and dietary protein
intake could be clarified.-We are, etc.,

M.-PHILLIPS
C. POLITIS-TSEGOS
HUGH DE WARDENER

Charing Cross Hospital Medical School,
London W.6
I Giordano, C., et al., British Medical Yournal,

1973, 4, ?14.
2 Giordano, C., et al., Proceedings of the European

Dialysis and Transplant Association, 1973, 10,
160.

3 Giordano, C., De Santo, N. G.. Rinaldi, S.,
Esposito, R.. and Acone, D., Kidney Inter-
national, 1973, 3, 4A.

Oral Contraceptives and Thromboembolism

SIR,-I was rather surprisej to read the
paper by Mrs. May A. Badaracco and Dr.
M. P. Vessey (9 February, p. 215) which
draws important conclusions about oral
Contraceptives from what appears to be
slender evidence from the patients involved.

In your leading article (p. 213) you are
happy to accept this evidence. You quote
Drill,' who reported on 15 prospective
studies each involving more -than 1,000
woman-years of use of the contraceptive pill.
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