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Gangrene in Behsetes Syndrome

SIR,-We should like to report a case of
Behqet's syndrome in which gangrene of the
forefoot was considered to be a manifestation
of the disease.
The patient, aged 35 when first seen in

1955, has had symptoms since the age of 16.
Mouth ulceration has been a recurrent
problem, but genital ulceration occurred only
once at the age of 38. Iritis occurred in
1957 and 1961 and left no residual damage.
Arthralgia and stiffness, features since the
age of 17, have been controlled by analgesics
and physiotherapy. Skin nodules, appearing
at intervals, have shown a nodular vasculitis
on biopsy. Since 1957 ulcers of the lower
legs have been slow to heal even with inten-
sive therapy. Acneiform eruptions and local
pyoderma of the chest and thighs have always
responded to antibiotic therapy.
He was admitted to hospital in January 1967

with a 10-day history of constant right forefoot
pain, aggravated by leg elevation. The foot,
initially cold and white, had become blue-black
in colour. He gave no history of Raynaud's
phenomenon, claudication, or angina. There was
gangrenous change with a demarcation line just
proximal to the metatarsal heads and there was
delayed filling of the veins on the dorsum of the
foot. The peripheral pulses were easily palpable,
though a right femoral bruit was audible. Shal-
low, clean ulcers were present on the left foot,
and leg, and there was an acneform eruption on
his thighs and buttocks. No other abnormality
was found. Investigations revealed: haemoglobin
14-4 g./100 ml.; E.S.R. 51 mm./hr.;
W.B.C. 11,000; prothrombin activity and
glucose tolerance test normal; and fasting serum
cholesterol 135 mg./100 ml. No cold agglutinins
were found and oscillometry was normal.
Radiographs showed some sclerosis of the sacro-
iliac joints which had not progressed. There
was no evidence of vascular calcification.
When conservative therapy followed by right

lumbar sympathectomy was unsuccessful, am-
putation of the forefoot had to be carried out.
Recovery from these operations has been
uneventful.

Behget's' original description included the
triad of relapsing iritis with recurrent ulcera-
tion in the mouth and on the genitalia. Many
other apparently associated systemic mani-
festations 'have been added to the syndrome,2 3
including vascular disorders. Thrombophle-
bitis is common, and arterial involvement,
usually associated with aneurysm formation,
has been described.4 Gangrene has been
reported only once, by Pallis and Fudge,5 who
described minimal finger-tip lesions.
The basic pathological process in this con-

dition is probably a vasculitis.' In the ab-
sence of larger vessel involvement the
gangrene in this case was presumably due to
lesions of the small vessels of 'the forefoot.
The cause of this disease is not known. The
administration of corticosteroids appears to
suppress some of the systemic symptoms in
a small number of patients, but there is no
evidence that 'they halt, or even alter, the
underlying pathological abnormality.
We wish to thank Dr. R. J. G. Sinclair for

permission to publish details of this case, and
Mr. A. I. S. Macpherson for undertaking the
Gurgical management.

-We are, etc.,

ALASTAIR G. MOWAT.
T. E. HOTHERSALL.

Rheumatic Diseases Unit,
Northeem General Hospital.
Edinburgh 5.
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Anticonvulsant Therapy, Folic Acid
Deficiency, and Neuropsychiatric

Disorders

SIR,-I would like to comment on the
conclusions made by Drs. N. Weckman and
R. Lehtovaara,' 2 who concluded that there
was no relation between anticonvulsant
therapy, folate deficiency, and neuro-
psychiatric disorders.
The association of megaloblastic anaemia

and anticonvulsant therapy has been the
subject of many publications and is recog-
nized by most physicians. The anaemia re-
sponds to folic acid, and several authors' 4
have independently described low serum
folate activity in drug-treated patients. These
have been large and detailed surveys.
Furthermore, since our original report' I
have had the opportunity of witnessing low
C.S.F. folate activities in treated epileptics,
which was significantly different from that of
a control group irrespective of whether the
results were analysed using a log-normal or
a gaussian distribution.

It is difficult to explain the discordant
results obtained by Drs. Weckman and Leh-
nvaara, and I think there must be a syste-
matic difference in technique in carrying out
the folate assays. With particular reference to
the C.S.F. folate activity it is of note that the
mean C.S.F. folate of their control groups
is well below the range found by Herbert.6
Furthermore, I believe when designing such
a study it is important that the parameter
being studied should be compared with as
normal a section of the community as pos-
sible. With regard to the C.S.F. folate acti-
vity the moral objections of performing
lumbar punctures on normal healthy subjects
is self-evident. Clearly a compromise must
be made, and perhaps I can suggest certain
criteria that can be applied to these hospital
control subjects:

(1) A normal serum folate.
(2) The C.S.F. should be normal with respect

to the total protein, cell count, Pandy, Nonne-
Apelt, and Lange tests.

(3) The patient should not have suffered from
any recent neurological catastrophe and should
have no progressive neurological illness.

(4) The patient should be receiving no drug
therapy.

(5) The specimens should be taken while the
patient is fasting.

If these criteria are not fulfilled a falsely
high proportion of " control subjects " will
have a low C.S.F. folate activity.

Prolonged intoxication with the anticon-
vulsant epanutin is a recognized cause of
permanent dysfunction of the central nervous
system both in the experimental animal and
in man.7 More recently neuropathy has been

described as a complication of proloaged
anticonvulsant therapy.8 The relationship
of anticonvulsant-induced folate deficiency
to neuropsychiatric disorders has also been
the subject of several detailed studies.-"1
The increase in fit frequency following folate
therapy in folate-deficient anticonvulsant-
treated epileptics can in some instances be
dramatic," which, together with neurological
and psychiatric improvement,'0 13 lends sup-
port to the concept that anticonvulsants act
by interfering with folate metabolism, and
in occasional cases result in severe neuro-
psychiatric sequelae.-I am, etc.,

DEREK G. WELLS.
Epsom, Surrey.
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SIR,-The reversible acute symptoms and
signs of cerebellar dysfunction in epileptic
patients on treatment with hydantoinates are
well known. It is also well established that
large doses of hydantoinate may cause
parenchymatous cerebellar degeneration.' '

In recent times peripheral neuropathy and
myelopathy have been reported as complica-
tions of anticonvulsant therapy, and are
believed to be due to antifolate activity of
the anticonvulsant drugs'-which also
accounts for the megaloblastic erythropoiesis
which occurs in association with administra-
tion of anticonvulsants. Psychiatric distur-
bances have occurred in the presence of low
serum folate concentrations suggesting a
causal relation.`6 The mechanism by which
the neurological complications are produced is
controversial, however. Antifolate activity
may not account for all the known facts. I
report here a case of acute reversible neuro-
pathy complicating treatment of epilepsy with
phenobarbitone and phenytoin.
A 15-year-old girl presented with a six-month

history of generalized (idiopathic) epilepsy.
Detailed clinical examination showed no neuro-
logical defect. Investigations including plain
radiographs of chest and skull, fasting blood
sugar, serum calcium, phosphate and alkaline
phosphatase, serum urea and electrolytes, and
blood Kahn test were normal. She was treated
with phenobarbitone 30 mg. and phenytoin 100
mg. three times daily. Four weeks after com-
mencing treatment she developed stomato-
glossitis, dizziness, ataxia of gait, and a diffuse
maculopapular rash.

Neurological assessment showed horizontal
jerky nystagmus on lateral gaze in either direc-
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tion, cerebellar ataxia in all limbs, and in her
gait. Vibration sensation was absent in the
anterior superior iliac spines and below in the
lower limbs; joint position sensation was absent
in. the toes; and two-point discrimination was
impaired in the soles of the feet. Appreciation of
light touch, pain, and temperature was normal.
The knee and ankle jerks were absent in the
lower limbs. Cerebrospinal fluid examination
showed no abnormality. Haemoglobin was 14-4
g./100 ml., with normal white cell count and
normal morphology of the blood cells. Serum
folic acid was low at 2 m/ug./ml. and serum B12
was normal at 560 ju/g./ml. Motor nerve con-
duction velocity in the peripheral nerves was
normal. Phenytoin was withdrawn, and pheno-
barbitone was increased to 60 mg. three times
daily. In addition she was given 3 compound
aneurin tablets (B.P.C.) three times a day and
10 mg. of folic acid three times a day by mouth.
Within six weeks the rash, stomatoglossitis,
and the neurological symptoms and signs com-
pletely disappeared.

I interpret the course of events that this
patient's nutritional status was on *the verge
of being deficient, and that anticonvulsant
therapy precipitated acute vitamin(s)
deficiency, which fortunately was reversible.
In nutritional deficiency syndromes in man
multiple deficiencies often occur, and although
serum folate was low in this patient I cannot
blame the neuropathy on the low serum folate
alone. It is interesting that the patient had
no anaemia, despite the low levels of serum
folic acid. This is in conformity with the
findings of Reynolds et al., who found that
anaemia and segmented macropolycytes in the
peripheral blood of patients with megalo-
blastic erythropoiesis complicating anti-
convulsant therapy are not constantly
present.-I am, etc.,

B. 0. OSUNTOKUN.
Department of Medicine,

University of Ibadan,
Nigeria.
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Unusual Cause of Urinary Obstruction
SIR,-I was most interested to read the

account of a case of urinary obstruction due
to vulvar fusion reported by Mr. M.
Damanski and his colleagues (10 May, p.
385). A patient presenting many similar
features has been attending this hospital for
some years past, and demonstrates an addi-
tional hazard of the condition.

In 1958 the patient, then aged 72, had a
simple vulvectomy for leucoplakia of the
vulva. She remained well until 1963, when
she complained of difficulty in passing urine,
culminating in an episode of acute retention
followed by dribbling incontinence. The
appearance of the vulva was the same as that
seen by Mr. Damanski and colleagues-
namely, almost complete fusion of the labia

leaving only a pinhole opening posteriorly
through which urine drained from a vulval
reservoir. Unfortunately the condition was
initially diagnosed as simple postoperative
vulval stenosis, and the opening visible was
thought to be the urethral orifice. A dilata-
tion was carried out and a Foley catheter
inserted. The balloon of the catheter lying
in the vulval or lower end' of the vagina, and
not in the bladder as supposed, produced
complete obstruction to the egress of urine
to the exterior. Retention of urine was
relieved only by the removal of the catheter.

Separation of the fused labia has since
been carried out on two occasions, as the
condition has been found to recur gradually
despite the use of dilators by the patient.
Local oestrogen therapy was found to be of
only marginal benefit in this patient. In a
small number of prepuberal children with
labial fusion, 'however, seen during the last
'few years, the external application of oestro-
gen cream has usually resulted in spon-
taneous separation of the labia and operative
division was unnecessary.

I wish to thank Dr. E. E. Rawlings for per-
mission to publish details concerning this
patient.
-I am, etc.,

L. W. PURNELL.
Hope Hospital,

Salford, Lancs.

SIR, In a report in these columns (10
May, p. 385), Dr. M. Damanski and others
refer to a case which they had discussed
with me, and which was diagnosed as lichen
sclerosus et atrophicus causing urinary
obstruction. The history is, however, that
of benign mucous membrane pemphigoid
causing fusion of the labia and of the vulva,
as well as buccal involvement. Lichen
scierosus et atrophicus may cause extensive
atrophy of the genitalia and of the surround-
ing skin, and this may result in markdd
narrowing of the introitus; fusion of the
vulva and of the labia, as in the case

reported, is a feature of benign mucous
membrane pempihigoid.-I am, etc.,

D. I. MCCALLUM.
Nottingham.

Team Work in Paediatric Care

SIR,-The article by Drs. G. N. Marsh
and A. B. Tompkins on paediatric care in
general practice (12 April, p. 106) raises
many useful points, and it might be worth
considering in more detail possible develop-
ments in the school health service. Much
is said today about specialization within the
field of general practice and the importance
of team work. The school has a biological
unity of its own, an atmosphere and influ-
ence created by the headmaster, staff, pupils,
and parents. A doctor is an essential mem-
ber of this team, a coordinator and source
of advice and information. If every general
practitioner looks after his own patients in
the school there will be much waste of time
and none will really participate in the life
of the school.

If one doctor in a group practice specializes
in developmental paediatrics and the psycho-
logical and physical elements of learning and
living, he should be in a position to assess
and advise in individual needs of children
and stimulate health education. He should
be a member of a corps d'lite of general
practice, the point at which education and
medicine in the service of the future genera-
tion are most dynamic in preparation for
living. He can report as necessary to other
general practitioners in the area and receive
advice and inquiries from them. He should
be linked with the student health service and
an equivalent service for all adolescents to
provide continuity over a period of years as
they are phased out from school to work at a
vital and vulnerable stage of development.
I am, etc.,

M. E. M. HERFORD.
Farnham Royal,

Bucks.

Pampered Patients
SIR,-I refer to the proceedings of the

G.M.S. Committee (Supplement, 24 May,
p. 91) with special reference to the question
of the transport of patients to a general
practitioner's premises by means of a local
authority ambulance service.

I suggest that we should not forget the
basic principle which guided those who first
conceived the idea of a National Health
Service. This, surely, was that no individual
should suffer ill-health because he could not
afford the cost of medical treatment.

I would further suggest that, despite
inadequate capital resources, especially in the
hospital service, this principle has been met.
Indeed, this principle has been over-met.
The British patient is now pampered, over-
drugged, and over-doctored.
Now we find ourselves in a situation where

our elected representatives on the G.M.S.C.
are willing to spend valuable time discussing
the question of providing free transport for
the patient to the general practitioner's pre-
mises. A reasonable sequitur would be the

provision of free transport to the dentist,
the solicitor, and the town hall, to name just
a few.
When, oh, when, is the kissing going to

stop ?-I am, etc.,

Leicester. LOGAN MITCHELL.

Need for Local Hospitals

SIR,-In districts like this one very great
hardship is caused by the closing or down-
grading of the small hospital. Public trans-
port is lamentable, and we need more than
anything local hospitals with visiting con-
sultants. It is high time that the structure
of the whole hospital service was reviewed
and revised. People do not pay all that
money into B.U.P.A. without reason.-I am,
etc.,

JOHN ELAM.
Penrith, Cumberland.
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