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Tetrabenazine for Huntington's Chorea

SIR,-I read with interest Dr. M. A.
Dalby's article' and Dr. R. Thavasothy's let-
ter (25 April, p. 237). I would like to report
a further two patients suffering from
Huntington's chorea who were treated with
tetrabenazine (Nitoman). In both patients
treatment resulted in marked diminution of
involuntary movements. Both pa nts be-
came depressed, and this resp jrded to
treatment with a monoamine oxidase in-
hibitor. During the period of observation
the dementia continued to worsen.
A man aged 61 was first seen in January

1967 when he complained of ;erky involun-
tary movements of all limbs for the past
nine months (his wife said thley had been
present for three years) and some impair-
ment of concentration. He had had a partial
gastrectomy in 1947 for duodenal ulcer, and
a left nephrectomy in 1961 for renal
calculus. A sister who died of pneumonia at
the age of 59 was said to have had Hunt-
ington's chorea. Its presence was not
detected in either of his parents, but his
father died at the age of 53.
On examination he had choreiform move-

ments of the limbs and face and slight spas-
ticity of the legs. A diagnosis of Hunting-
ton's chorea was made. The spasticity was
attributed to cervical spondylosis. He was
given supportive therapy.

In May 1969 he was admitted to hospital
suffering from lower bowel obstruction due
to faecal impaction. At this time the
invoiuntary movements were noticeably
worse, he was unable to walk unaided, had
difficulty in swallowing, and his speech was
unintelligible. A course of enemas relieved
the faecal impaction, and treatment with
tetrabenazine 50 mg. t.d.s. was started.
Within 48 hours medical and nursing staff
were convinced that the involuntary move-
ments were diminished, although the patient
did not accept this. When seen in out-
patients two weeks later the movements had
diminished considerably. He was able to
pick up a cup for the first time in six
months and could light his cigarette, but he
had become very depressed. Tetrabenazine
was continued and isocarboxazid (Marplan)
10 mg. t.d.s. was added. He continued to
improve and when last seen, ten months
after the start of treatment, he was able to
dress himself, although with difficulty.
The second patient was observed by his

wife to have abnormal movements in 1964,
when he was 48 years old. There was no
relevant family history. A sister died at the
age of 26 from diabetes. Both parents died
in old age. However, on the basis of
choreiform movements and mild intellectual
impairment a diagnosis of Huntington's
chorea was made. Over the next five years
the abnormal movements and mental
impairment progressed relentlessly. By June
1969 he was making frequent flinging move-
ments of the limbs and writhing movements
of the trunk, his writing and speech were
unintelligible, and he could walk only a few
paces unaided. Treatment was started with
tetrabenazine initially in a dose of 25 mg.
t.d.s., then 50 mg t.d.s. Improvement was
striking. Sixteen days after the start of
treatment he could sign his name perfectly
and the abnormal movements were
diminished. He complained of feeling tired,
and appeared depressed and more mentally
retarded than usual. Treatment with tet-

rabenazine was continued and isocarboxazid
10 mg. t.d.s. added. Two months after the
start of treatment he no longer had to sit on
his hands to keep them still, and appeared
in reasonable spirits. He was able to walk
unaided and his speech was clearer. This
improvement was maintained ten months
after the start of treatment, but subse-
quently some deterioration occurred. His
dementia continued to progress.
He also suffered from late onset diabetes,

which had been controlled since 1963 with
diet and chlorpropamide. Control had begun
to deteriorate before the tetrabenazine was
commenced, and after failure of other oral
hypoglycaemic agents, he was finally
stabilized in February 1970 on lente
insulin 30 units daily.

I would like to thank Dr. Neville Southwell
for his advice and permission to study his patients,
and also to Roche Products Ltd. for supplies of
the drug Nitoman. -I am, etc.,

COLIN A. SOUTAR.
Orpington Hospital,

Orpington, Kent.
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Benign Intracranial Hypertension
SIR,-I am struck by the disparity

between the advice given in your leading
article (5 September, p. 536) upon the
radiological investigation of benign intra-
cranial hypertension and the remarks made
by Drs. B. G. R. Neville and J. Wilson in
their article in the same issue (p. 554).

In their article Drs. Neville and Wilson
state that "the risk of special
neuroradiological studies outweighed the
advantages." The leading article states that
after skull radiographs "Contrast
radiography is then needed...."

I am in full agreement with Drs.
Neville and Wilson. This diagnosis, as
stated in your leader, is one of exclusion of
the causes of raised intracranial pressure.
Angiography can do damage to an already
oedematous brain. Needling what may be
classically small and pinched ventricles is
far from easy and again may be a traumatic
procedure. Lumbar encephalography carries
all the attendant risks in the presence of
raised pressure and should not, in my view,
be attempted without prior preparation with
mannitol or urea. This will enhance the
chances of ventricular filling. Isotope studies
can be of great value in the differential
diagnosis of raised intracranial pressure and
should be the investigation of first choice.

It is of interest to note that in several
cases seen in this hospital and at least one
of Drs. Neville and Wilson's (Case 3) there
has been no sutural diastasis in the presence
of markedly raised intracranial pressure.
The only reference I know to this fact is
recorded by Kalbag and Woolf.1-I am, etc.,

A. S. BLIGH.
Department of Radiology,

Royal Infirmary, Cardiff.
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Malignancy and Dermatitis

SIR,-Having read the reports of two
cases of dermatitis herpetiformis, steatorr-
hoea, and malignancy by Drs. E. Gjone and
A. Nordoy (7 March, p. 610), I would like
to report a case of dermatitis herpetiformis
associated with carcinoma of the lung.
The patient, a man, was first diagnosed

as suffering from dermatitis herpetiformis in
1948 when he was aged 34 and therapy
with sulphapyridine was then commenced
and continued until his death in 1969. In
1963, he suffered an uncomplicated myocar-
dial infarction and was further investigated
in 1965 for a vague complaint of general-
ized weakness, with a negative result.
He was re-admitted in November 1969

for investigation for a clinically detected
pleural effusion. Haemoglobin 12-8 g./100
ml., M.C.H.C. 32, W.B.C. 10,800 (normal
differential), urinanalysis revealed
glycosuria, but a subsequent glucose toler-
ance test was within normal limits; serum
LDH 310 units. Chest x-ray confirmed the
presence of rib metastases. The patient had
not described gastrointestinal symptoms on
any of his admissions. A small bowel biopsy
was not performed.
Post-mortem examination confirmed the

diagnosis of carcinoma of lung, which
microscopically was seen to be a poorly
differentiated round cell carcinoma of
bronchus.

It may well be that dermatitis herpe-
tiformis can be added to the list of skin
lesions known to coexist with or precede
lung cancer.-I am, etc.,

J. H. HORGAN.
Department of Medicine,

St. Laurence's Hospital,
Dublin.

Induction of Labour with Synthetic
Oxytocin

SIR.-The article by Dr. M. E. Pawson
and Mr. S. C. Simmons (25 July, p. 191)
on the induction of labour prompts us to
record a method of delivering intravenous
synthetic oxytocin which we have been using
for some time and have found most
satisfactory.
The equipment needed is shown in the

diagram. A 1-litre bottle of 5 %/ dextrose,
an 18 in. (45 cm.) long FG 6 suction
catheter, and a 20 ml. syringe.
The catheter is fed well into the bottle

down the glass airway. The solution of
synthetic oxytocin is then mixed in the
syringe (20 units with 18 ml. of dextrose),
the syringe is connected to the catheter,
and in turn taped to the side of the bottle
(transparent tape has the advantage that the
marks on the syringe can be seen through
it). The infusion is then set up intra-
venously in the conventional manner and
set running at 40 drops per minute.
Two units (2 ml.) are then injected from

the charging syringe into the infusion bottle
and the dose is increased by an increment
of two units every 15 minutes until either
satisfactory labour pains are induced or the
full 20 units (20 ml.) have been added.
Occasionally the syringe is recharged with
20 units of syntocinon in 20 ml. and the
infusion strength increased even further.
The advantages of this method are:
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There is a great saving in nurses' time and
temper. Instead of tedious attention to the
drip rate and time-consuming alteration of
the concentration of synthetic oxytocin in
the infusion bottle, all that is required is a
light pressure of the syringe plunger once
every quarter of an hour. The very
simplicity of the method enables the con-
centration to be increased expeditiously and
the optimal strength attained early.
The apparatus is inexpensive and it is

rarely necessary to use more than one litre
of 5 % dextrose. The amount of synthetic
oxytocin can readily be varied. The example
given above is for the induction of labour
before or after amniotomy, but in the case
of uterine inertia, exactly the same method
can be used with 5 or 10 units in the
charging syringe.
The principle that must be followed at

all times is that the infusion is titrated
against the strength of uterine contractions.
It is clear that the significance in terms of
concentration of a 2-unit addition to the
infusion bottle becomes progressively
greater as the level of residual fluid in the
bottle diminishes. Provided that the drip
rate is kept at approximately 40 drops per
minute and the increments are added
regularly every 15 minutes this rarely con-
stitutes a problem, but when the level of
fluid in the bottle falls below about 300 ml.
it is wise to make additions of only 1 unit
at a time.
One snag that has been encountered a

few times is that the glass airway intake tube
may be of too small a bore to take an FG 6
catheter. This is unfortunately not evident
until the rubber seal has been removed and
the bottle has therefore to be wasted.-We
are, etc.,

S. L. BARLEY.
H. A. RIPMAN.

Ipswich and East Suffolk Hospital,
Ipswich.

Postoperative Leg Vein Thrombosis

SIR,-We congratulate Mr. N. L. Browse
and Mr. D. Negus (12 September, p. 615)
on their paper which confirms the conten-
tion of Doran and White' that electrical
stimulation of the calf muscles during
operation will reduce the incidence of deep
vein thrombosis in the stimulated leg.
We have been conducting a parallel

investigation using 1251-fibrinogen on the same
lines as Mr. Browse and Mr. Negus-that is,
stimulating one leg only during operation

and using the unstimulated opposite leg as
a control. To our surprise we found a
greater incidence of thrombosis on the
stimulated side.
Total number of patients . . 41
Number forming thrombi in legs .. 16
Total number of thrombosed legs . . 22
Thrombi on unstimulated side only 3
Thrombi on stimulated side only... 7
Thrombi on both sides .. 6
Total number of thrombi on stimulated side .. 13
Total number of thrombi on unstimulated side .. 9

We are encouraged to continue this work
until we have a more significant total to
report. Meanwhile one may be forgiven for
wondering whether there is more in this
problem than at first meets the eye.-We
are, etc.,

L. R. DE JODE.
M. KHURSHID.

W. W. WALTHER.
Department of Pathology,
Whipps Cross Hospital,
London E. I l.
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Antibiotic Therapy and
Gut Flora

SIR,-Dr. H. Gaya and others (12 Sep-
tember, p. 624) report a significantly higher
rate of recovery of Pseudomonas and Pro-
teus spp. from the faeces of patients receiv-
ing oral cephalexin compared with those
receiving other antibiotics or no chemo-
therapy. Both Pseudomonas and Proteus are
relatively resistant to the cephalosporins,
and it is therefore to be expected that such
organisms will be selected in the presence of
antibacterial agents which suppress the
commensal flora. The importance of these
antibiotic-resistant bacteria must, however,
be related to their numbers, and in our
opinion undue attention should not be paid
to their mere appearance in cultures of the
faeces. Detailed examination of bowel con-
tents or faeces using sensitive cultural tech-
niques will reveal small numbers (10-100/g.),
of organisms such as Proteus, Staphylococcus,
yeasts, and even Pseudomonas in a large
number of normal individuals not receiving
antibiotics. The numbers increase in long-
term hospitalized patients including those
not actually receiving chemotherapy.' These
changes in bowel flora may follow ingestion
of the resistant species as the authors sug-
gest in a number of cases, but in others is
due to progressive selection of minority
populations already present. Patients in
different hospitals may therefore vary in
their degree of colonization with antibiotic-
resistant strains dependent upon local envir-
onmental conditions (including the state of
culinary hygiene) and on the nature of the
antibiotic regimen.

In Edinburgh2 a large series of patients
has been specifically examined for changes
in their gut flora during and after
chemotherapy. Our conclusion is that while
changes can be shown to occur in the qual-
ity of the bowel flora in the majority of
patients receiving oral antibiotics this is
of little clinical importance as the number of
antibiotic-resistant organisms is small (less
than 105/g.) More marked increases in
undesirable resistant species may occur in
individual patients who may demonstrate
side effects and become a source of contam-

ination to others. The development of this
state should be avoided by regulation of
therapy and adequate bacteriological moni-
toring.
More recently cephalosporins, including

oral cephalexin, have been administered to
children in hospital for both treatment and
prophylaxis of infection as part of an anti-
biotic trial." Monitoring of the environ-
ment, the attendants, and the surfaces and
faeces of the patients has not revealed any
undue change in bowel flora nor the selec-
tion of antibiotic-resistant species such as
Proteus and Pseudomonas in numbers
greater than 103-104/g.-We are, etc.,

J. C. GOULD.
A. J. KEAY.

Central Microbiological Laboratories, and Depart-
ment of Paediatrics,
Western General Hospital,

Edinburgh.
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Profile Analysis

SIR,-We have read with considerable in-
terest and surprise the leading article (22
August, p. 417) entitled "Profile Analysis."
Interest because the subject is intensely
topical, treating as it does with the possible
benefits which might be achieved by the
application to general practice of multiple
screening procedures making use of auto-
mated laboratory techniques as cur-
rently available in hospitals. Our surprise
is occasioned mainlv by the fact that you
appear, by your leading article, to be sug-
gesting that the views put forward by
Professor Whitehead in his inaugural lec-
ture open up a new millennium for the
general practitioner.
Some time ago one of us submitted to

you the manuscript of a paper representing
the results of a considerably larger survey
of profile screening in general practice than
that reported by Professor Whitehead and
his colleaeues, and which vou decided you
were unable to publish. This work, while
obviously carried out in a hospital labora-
tory, had the merit of having been con-
ceived and assessed by the general practi-
tioner concerned, and we feel therefore that
the views set out in it perhaps reflect better
the impact of profile screening on general
practice, than those of Professor Whitehead
and his-to use your own term-enthusias-
tic colleagues. In brief, we are of the
opinion that while there may be some
benefit to the general practitioner from hav-
ing available to him profile screening facili-
ties, such benefit varies a great deal,
depending upon the accuracy of the normal
range of values which is accepted and the
practical difficulties of the time that has to
be spent in the investigation and follow-up
of abnormalities suggested bv the results of
the profile screening tests. There are also
problems of prompt communication of
results and prompt collection of specimens,
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