
30 May 1970 BDAfA 539

Correspondence

Correspondents are asked to be brief.

Smallpox Vaccination
M. F. Dixon, M.B ....................... 539

Safe Hypnotics
A. D. Clift, M.B ......................... 539

Campbell de Morgan Spots
H. P. Ferrer . ......................... 539

Adjuvants to L-Dopa Therapy for
Parkinsonism
J. Braham, M.D ......................... 540

Prophylaxis of Venous Thrombosis
V. V. Kakkar, F.R.C.S., and others .... ..... 540

Use of Broad-spectrum Antibiotics
M. Patricia Jevons, M.D .................. 540

Phage Treatment of Severe Burns
B. R. Sandiford, M.D., F.R.C.PATH.......... 541

Evaluation of Simpson
W. B. Gough, M.B ..................... 541

Pregnancy and Crohn's Disease
P. F. Boreham, F.R.C.S., and D. H. K.
Soltau, F.R.C.O.G ........................ 541

Crohn's Disease and its Consequences
J. W. Paulley, F.R.C.P .................... 542

Haemoglobinopathies and Anaesthesia
L. R. Davis, M.D., F.R.C.PATH ............. 542

Haemophilus aphrophilus Endocarditis
K. Zinneman, F.R.C.PATH .542

Nifuratel (Magmilor) in the Treatment of
Trichomoniasis
A. G. S. Grimble, F.R.C.P., and D. J. Wright,
M.B ................................... 542

Cardiac Catheterization
S. A. Copeland and N. H. Brooks; D. E.
Jewitt, M.R.C.P., and others ................ 542

Cost of Treatment
A. P. J. Ross, F.R.C.S ..................... 543

Free Thyroxine Index
F. Clark, M.R.C.P., and Hazel J. Brown .... 543

Teething Troubles
C. Josephs, M.D ......................... 543

Self-examination of the Breast
M. Donaldson, F.R.C.O.G ................. 544

The Eternal Triangle
N. Capener, F.R.C.S ...................... 544

Propranolol in Hypertension
F. J. Zacharias, F.R.C.P., and K. J. Cowen,
M.B................................... 544

The Community Physician
E. A. Smith, M.R.C.P. Glasg., and D. H.
Vaughan, D.P.H ......................... 544

Appointments in Libya
D. E. C. Mekie, F.R.C.P. Ed ............... 544

Contracts for Hospital Doctors
Sir Hedley Atkins, K.B.E., F.R.C.S ........... 545

Profession-or Trade?
D. C. Clark, F.F.A.R.C.S.; Mabel L. Haigh,
M.B ................................... 545

Photographs of F.R.C.P.s.
C. Newman, F.R.C.P ..................... 545

Smallpox Vaccination

SIR,-Your leading article "For and
against Smallpox Vaccination" (9 May,
p. 311) highlights the present controversy
regarding routine vaccination. Of particular
concern is the finding that the incidence of
serious complications of vaccination greatly
outnumbers the incidence of smallpox itself
in Western countries.
The potentially fatal complications of vac-

cination could be avoided by using an inac-
tivated vaccine. Unfortunately the develop-
ment of an effective heat-killed vaccine has
met with only partial success. In the
absence of such a vaccine, serious complica-
tions can be minimized by constant regard
to the established contraindications to vac-
cination. Some specific contraindications
such as pregnancy, eczema, and septic skin
conditions are well known, but more
recently other important categories have
been recognized. I refer to leukaemias,
malignant lymphoreticular neoplasms
(reticuloses), and patients on immuno-
suppressive therapy.

I have recently reported a case of progressive
vaccinia (vaccinia necrosum) occurring in a
patient with lymphosarcoma.1 The patient, a
man aged 67, was vaccinated by his general
practitioner prior to a trip abroad. Lymphosar-
coma had been diagnosed five years earlier, and
he had received several courses of irradiation.
Subsequent to vaccination he was treated with
corticosteroids for an episode of haemolytic
anaemia. Progressive extension of the inocula-
tion site and the appearance of satellite and
metastatic lesions followed, and he died with a
vaccinial pneumonia 27 days after vaccination.
A review of the literature revealed 40

adult cases of progressive vaccinia. In 36 of
these cases the disease was associated with
a leukaemia or a reticulosis. This consistent
association is not a new finding, however,
and most current medical textbooks include
leukaemias and reticuloses among the
contraindications to anti-smallpox vaccina-
tion. Nevertheless, the continued occurrence
of progressive vaccinia in such paients sug-
gests that the information has not yet
reached all concerned with vaccination. Fur-

thermore, the use of immunosuppressive
therapy, including corticosteroids and
irradiation, is on the increase.
Unless all doctors involved with vaccina-

tion are made aware of these important
contraindications, and patients receiving
such treatment are warned of the dangers
of vaccination, more unnecessary deaths are
inevitable.-I am, etc.,

M. F. DIXON.
Department of Pathology,

University of Edinburgh.
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Safe Hypnotics
SIR,-Drs. I. Haiden and I. Oswald, (9

May, p. 318), have shown clearly the devel-
opment of rapidly acquired drug tolerance
and dependence.
Today, I saw a 61-year-old lady who had

been admitted to hospital three days ago
after an overdose (quantity unknown) of
butobarbitone. She recovered consciousness
in 24 hours and was discharged the next
day. That night, she claims, she did not
sleep at all despite nitrazepam 10 mg. and
diazepam 5 mg. t.d.s.. When I saw her she
was agitated. depressed, and felt desperately
in need of sleep.

It is noteworthy that this patient had not
been on hypnotics regularly and had in fact
stored her butobarbitone from two years
ago; she took the overdose in a mood of
depression on hearing she needed a mastec-
tomy. This patient also serves to underline
the inherent dangers of using barbiturates
as hypnotics when adequate alternatives are
now available.' It would seem that unless
nitrazepam is much more likely to produce
dependence than the barbiturates it is now
the drug of choice for insomnia.

It is salutary to recall that at least 1.30/%
of patients in general practice are hypnotic-
dependent.' Surely it is desirable that the

huge quantity of drugs represented by this
should be comparatively harmless if taken
in excess.-I am, etc.,

ANTHONY CLIFT.

Manchester.
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7ournal, 1968 4, 613.

Campbell de Morgan Spots

SIR,-The hypothesis that the Lancaster
outbreak of the above lesion was of food-
borne origin was based on the comparative
scarcity of community cases. Drs. R. H.
Seville and G. Birchall mention in their let-
ter (9 May, p.364) the fact that they saw
several cases in the hospital outpatients.
However, what was remarkable was that
despite notices being sent to general practi-
tioners, health visitors, and district nurses in
the area there were so few cases reported in
the community in comparison with the very
large number observed in institutions in the
area.

It would be remarkable if a food-borne
outbreak of any kind followed the same pat-
tern in different areas, and before discard-
ing the food-borne hypothesis I think that
much more evidence is needed. As I
suggested in my original letter (7 March,
p. 628), the food-borne agent may well have
been one factor in the outbreaks that we
observed. Although it is arguable that
ambient temperatures in institutions are
higher than those affecting patients in the
community, of the nine homes for the
elderly which were under my care at that
time two only were affected by the
outbreak, although the conditions in each
were very similar.

I would submit, therefore, that the
original hypothesis cannot be so easily dis-
missed, and I hope that in any future
outbreaks the possibility of a food-bome
agent may be considered, as on
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epidemiological grounds the case against the
food-borne hypothesis is still open.-I am,
etc.,

H. P. FERRER.
Department of Social
and Preventative Medicine,

University of Manchester.

Adjuvants to L-dopa for Parkinsonism

SIR,-Notwithstanding the generally satis-
factory response of Parkinsonian patients
to L-dopa, undesirable side-effects and the
high cost of the drug have led to attempts
to reduce dosage with the aid of other
agents. Success in this field has been repor-
ted using dopa-decarboxylase inhibitors,'
which, since they do not pass the blood
brain barrier, act so as to prevent peripheral
"wastage" of dopa. IHowever, these prepara-
tions have not yet become generally avail-
able, and it was thought that mention of
two other attempts to enhance the effec-
tiveness of relatively small doses of L-dopa,
albeit unsuccessful, might be of practical
and theoretical interest.
The following schema shows some of the

pathways by which dopa is converted to its
various end products; the enzymes involved
are bracketed. Dopa - (dopa-decarboxy-
lase) - dopamine.
Pathway 1. - Dopamine - (dopamine

beta-oxidase) noradrenaline.
Pathway 2.- Dopamine - (monoamine

oxidase) -- dopac - (catechol-o-methyltrans-
ferase) - homovanillic acid.
Pathway 3. - Dopamine - catechol-o-

methyltransferase) - methoxytyramine --
(monoamine oxidase) - hornovanillic acid.

Since pyridoxine is a co-factor in the
enzymatic activity of dopa decarboxylase,
alterations in concentration of this vitamin
might be expected to influence conversion
of dopa to dopamine. The administration of
pyridoxine has been reported to have redu-
ced the anti-Parkinsonian effectiveness of a
given dose of L-dopa.' On the assumption
that this was due to enhanced extracerebral
(and hence therapeutically undesirable) con-
version of L-dopa to dopamine it was deci-
ded to combine i-dopa therapy with the
anti-tuberculosis drug isoniazid, which
causes marked depletion of body stores of
pyridoxine.

Five Parkinsonian patients were
maintained on 1-2 g., L-dopa for a week
and their status recorded with regard to
akinesia, rigidity, and tremor. Isoniazid (5
mg/kg.) daily was added, and the patients
observed for a period of 10 days. No
change in clinical signs was noted. Another
trial involved an attempt to inhibit Lhe
enzyme dopamine beta-oxidase (Pathway 1
above) by administration of distilfiram
(Antabuse). This has been shown experi-
mentally to increase dopamine levels in the
caudate nucleus, hypothalamus, and brain
stem with marked reduction of brain stem
noradrenaline.A It has also diminished
motor restlessness in cats induced by pre-
vious medication 'with i.-dopa, pheniprazine
(a monoamine oxidase inhibitor), and reser-
pine.' Four Parkinsoniian patients stabilized
as above on 1 g., L-dopa daily were given
antabuse 0-5 g., t.i.d. for 9 days together
with ascorbic acid (a potentiator of the
Antabuse block by virtue of its action as a
reducing agent.) Again, no improvement
could be related to combined therapy

An explanation for this disappointing
result probably lies in evidence ,that not
more than 3% of exogenous dopamine is
metabolized to noradrenaline,5 so that even
if total enzymatic block had been achieved
the corresponding increase of dopamine
would probably have been only marginal.
The hoped-for but unrealized aims of these
trials were to obtain greater effectiveness
from low doses of L-dopa by adding other
agents in quantities known to be therapeu-
tically safe. It is possible that higher dosage
levels in experimentally induced extra-
pyramidal syndrornes in animals would
throw light on the mode of action of L-
dopa, perhaps less simple than has hitherto
been believed.

Another theoretical means of increasing
dopamine stores would be by blocking the
enzyme catechol-o-methyltransferase which
leads eventually to the formation of homo-
vanillic acid (Pathway 3 above). Pyrogallol
is a catechol-o-methyltransferase blocking
agent, but seems to be too toxic for trial in
humans.-I am, etc.,

J. BRAHAMI.

Department of Neurology,
Tel-Hashomer Government Hospital,

Israel.

REFERENCES
1 'issot, R., Presse Medicale, 1969, 77, 617.
2 Duvoisin, R., et al. quoted by Cotzias G. C.,

Papavasiliou, P. S., and Gellene, R. New Eng-
land 7ournal of Medicine, 1969, 281, 272.

3 Goldstein, M., and Nakajima, K. 5ournal of
Pharmacology and Experimental Therapeutics,
1967, 157, 96.

4 Reis, D. J., Moorhead, D. T., and Merlino, N.,
Archives of Neurology, 1970, 22, 31.

5 Rutledge, C. O., and Jonason, J., Yournal of
Pharmacology and Experimental Therapeutics,
1967, 157, 493.

Prophylaxis of Venous Thrombosis

SIR,-In an article on diagnostic accuracy
in venous thrombosis (18 April, p. 142) it is
claimed that the '251-labefled fibrinogen test
is too complicated and time-consuming to
be used as a routine procedure for screen-
ing high risk patients. This is true of the
technique used by the authors. However, it
has now been superseded in most centres in
Britain by the ratemeter.1 The test is per-
formed by a technician or physiotherapist
and takes only a few minutes. We have now
arrived at the situation where we could
argue with equal force that a haemoglobin
estimation is too complicated and time-con-
suming. The article adds no new informa-
tion to what has already been published2 3
and confirmed by others.4

In the second article by the same authors
on dextran-70 in the prophylaxis of post-
operative venous thrombosis (18 April,
p. 144) it was disappointing to see the un-
equivocal support which they have given to
the idea that dextran-70 is an efficient
method of prophylaxis in preventing post-
operative venous thrombosis. In a recent
symposiums devoted entirely to this subject
the evidence from many centres regarding
the usefulness of dextran-70 was conflicting.
We have been unable to show any signifi-
cant reduction in the incidence of deep vein
thrombosis in a group of 58 surgical
patients who received dextran-70, when
compared with a control group receiving no
prophylactic measures.5 In addition, the
dangers of this therapy in high risk
patients, very often elderly patients under-
going major operations, must be
emphasized. In our series, two patients de-

veloped alarming symptoms and dextran-70
had to be discontinued. One patient devel-
oped acute massive pulmonary oedema and
died, and the other developed acute heart
failure from which he recovered.

In the absence of really effective
prophylaxis, treatment is still an important
feature. It is much moie effective when
carried out at the earliest possible moment
in those patients where thrombi are spread-
ing from the calf into the larger veins. It is
in this group that there is a real danger of
pulmonary embolism.6 To accomplish this at
the present moment the best method is to
screen all patients "at risk" with the
ratemeter, and to institute treatment at the
proper time.-We are, etc.,

V. V. KAKKAR.
J. T. G. RENNEY.

A. N. NICOLAIDES.
King's College Hospital Medical School,
London S.E.5.
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Use of Broad-spectrum Antibiotics

SIR,-I have recently received a numbcr
of wall charts entitled The Beechamn Range
of Penicillins, for display in our hospital
wards, presumably as a guide to treatment
for the junior medical staff. Under the col-
umn entitled "Indications" there are several
entries with which many bacteriologists
would not agree, but one of the entries
under Ampiclox Neonatal (ampicillin and
cloxacillin) prompts me to write to you.

This broad spectrum combination is
advocated for "Treatment of confirmed or
suspected infections in neonates including
Pneumonia, Septicaemia, 'Failuire to
thrive'" (my italics). It is the recommen-
dation for the empirical use of such a pow-
erful combination of drugs which I find
particularly disturbing. Antibiotics are al-
ready used uncritically enough in man. The
Swann report' endorsed the disquiet
previously expressed about the disastrous
results of their indiscriminate use in calves.
with the consequent selection of enteric
pathogens with multiple drug resistance.
There is no reason for supposing that
human infants are immune to simil2r
effects.
Apart from this probable long-term influ-

ence of the indiscriminate use of these valu-
able drugs there is, I think, another real
danger in adopting such recommendations.
Administration of broad-spectrum antibiotics
results in a profound alteration in the nor-
mal flora of the body and renders the
patients especially susceptible to colonization
by multiply resistant organisms, particularly
Pseudomonas sp., Staph. aureus, and Can-
dida sp., and many bacteriologists believe
that patients on such drugs should be
nursed in isolation. This is seldom possible,
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