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Familial Incidence of Cerebral Aneurysms

Brit. med. J., 1966, 1, 147-148

The heredo-familial incidence of cerebral aneurysms has been
increasingly recognized in recent years. In 1942 O'Brien reported
a patient with middle cerebral aneurysm whose twin brother
might have died from a cerebrovascular accident eight years

previously. Jokl and Wolffe (1954) described sudden death
from such diseases in identical twins. Chambers et al. (1954)
were the first to detect this malady in father and son. Ross
(1959) noted the occurrence of cerebral aneurysms in mother
and daughter. Ulirich and Sugar (1960) reported the disorder
in members of the same family--in two pairs of brothers, one

uncle-nephew pair, and one brother-sister pair.
In the European countries there have been occasional refer-

ences on the subject in the German literature (Eck, 1957;
Krayenbiihl and Yasargil, 1958), but none in the English
literature. In a survey of 337 cases of proved intracranial
aneurysms admitted to our unit during the period 1957 to 1965
six cases showed this familial incidence.

CASE 1
A man aged 52 was admitted on 6 November 1956 com-

plaining of sudden buzzing sensations in the head that morning,
followed by vertigo, vomiting, and then severe pain in the back
of the neck. Later he developed a left hemiparesis, which included
the face, with mental confusion and marked stiffness of the neck.
Both fundi showed haemorrhagic exudates with some degree of
papilloedema. Blood-pressure was 170/120 mm. Hg. Lumbar
puncture confirmed subarachnoid haemorrhage. Right carotid
angiogram showed a small aneurysm at the origin of the posterior
communicating artery. Operation was deferred because of the
deterioration in his condition, and on 6 December the right internal
carotid artery was clipped intracranially below the bifurcation just
distal to the aneurysm, and also in the neck. A temporal-lobe
haematoma was evacuated at the same time. The patient developed
signs of raised intracranial tension on the first post-operative day;
his condition gradually deteriorated, and he died on 8 December.
Post-mortem examination revealed a terminal haemorrhage from a

previously undetected aneurysm at the bifurcation of the right middle
cerebral artery and two other aneurysms on the opposite middle
cerebral artery.

CASE 2
A woman aged 45, sister of Case 1, had a subarachnoid

haemorrhage confirmed by lumbar puncture in July 1957. She had

severe headache and aphasia, and developed marked stiffness of the
neck. There was no other neurological abnormality. Blood-pressure
was 165/120 mm. Hg. Left carotid angiogram revealed a large
trilocular aneurysm projecting upwards from the outer portion of

the left middle cerebral artery. On 21 August 1957 a large fronto-

temporal clot was evacuated and a silver clip was applied to the
neck of the aneurysm. She made a slow and partial recovery;
a severe degree of dysphasia persisted.

CASE 3

A woman aged 62 was admitted on 30 March 1957 with

a history that 10 weeks before she had had nausea and vomiting
and severe headache; this was followed two weeks later by slight
ptosis of the right eye and diplopia. The right pupil was larger
than the left, though reacting to light; the right sixth nerve was also

paralysed. The disks were slightly blurred and the visual fields
were full. Blood-pressure was 135/90 mm. Hg. Bilateral carotid

angiogram showed a very large infraclinoid right carotid siphon
aneurysm in the cavernous sinus. Unfortunately she had a severe

reaction to the angiogram, with pyrexia and respiratory distress.

Her condition did not improve. She became grossly disorientated
and developed paralysis of the left arm. Her condition gradually
deteriorated, and she died on 26 April 1957. Permission for necropsy

was refused but a thrombotic occlusion of the right cerebral vessels
was suspected.

CASE 4
A man aged 34, a son of Case 3, was admitted on 6

December 1957 with a history of headache for the past three
weeks. The headache had become more severe two days before
admission. He was mentally confused, otherwise there was no

neurological abnormality. Blood-pressure was 140/100 mm. Hg.
Cerebrospinal fluid was uniformly blood-stained. Bilateral carotid
angiogram showed a very large flask-shaped aneurysm about 2 cm.

in diameter with a narrow neck at the left terminal carotid bifurca-
tion. On 18 December 1957 a common carotid ligation was

performed in the neck with satisfactory recovery.

CASE 5
A woman aged 42 was admitted on 31 August 1964 with a history

of sudden severe headache, vomiting, and confusion followed by
neck stiffness but no other abnormal neurological signs. Blood
pressure was 150/90 mm. Hg. E.E.G. showed well-marked left-
sided episodic slow activity. Carotid angiography demonstrated a

single well-defined aneurysm at the trifurcation of the left middle
cerebral artery. On 8 September 1964, under hypothermia and
controlled respiration, the aneurysm-which was of " bagpipe"
type, with all four vessel trunks entering it near its base-was
dissected out and a large Mayfield clip applied across the body,
excluding the thin purple fundus from the circulation. There was

some respiratory difficulty for some hours after operation, thought
to have been an abnormal reaction to curare, but the patient then
made a good recovery and now lives a normal life.

CASE 6
A 15-year-old youth, a son of Case 5, was swimming on 24 July

1965 when he felt dizzy, fell, banged his head, aspirated some

water, and was given artificial respiration. Next day he had head-
ache, photophobia, diplopia, and neck stiffness. On 4 August a

generalized epileptic fit, most marked on the right side, occurred.
E.E.G. showed generalized abnormality. Echoencephalogram showed
no midline shift. He remained drowsy, developed a low-grade
papilloedema, and on 13 August a left hemiparesis. On 14 August
a ventriculogram was done, but this showed no abnormality and
the ventricular cerebrospinal fluid was normal. The hemiparesis
recovered over two or three days. On 26 August ventricular
puncture was done and the cerebrospinal fluid was found to be
heavily stained with old blood. On 30 August bilateral carotid
angiography demonstrated a saccular aneurysm of the anterior
communicating artery. On 1 September under hypothermia and
controlled respiration a bifrontal craniotomy was performed and
clips were applied to the anterior communicating artery on both
sides of the aneurysm. The patient's condition was satisfactory for
48 hours after the operation, and he was alert and orientated. He
then suddenly lapsed into coma, with respiratory arrest, requiring
assisted respiration and tracheostomy. His blood-pressure fell and
became progressively more difficult to maintain, and he died on 12
September. Permission for necropsy was refused.

COMMENT
It is recognized that saccular aneurysms of the circle of

Willis have a congenital aetiology consisting in a defect in the
media and elastic coat at the bifurcation of a vessel (Forbus,
1930). The finding of such aneurysms in siblings and parent-

offspring suggests that the weakness of the vessel wall is
transmissible.

The authors wish to thank Mr. A. R. Taylor and Mr. D. S.
Gordon, neurological surgeons, Royal Victoria Hospital, Belfast, for
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permission to include some of their cases, and also Dr. Jayanti
Chakravorty for her help.

BINoY G. CHAKRAVORTY,* PH.D., M.B., M.S.,
F.R.C.S., F.R.C.S.ED.,

Senior Neurosurgical Registrar, Royal Victoria Hospital,
Belfast.

COLIN A. GLEADHILL, M.D., F.R.C.S.ED.,
Neurological Surgeon, Royal Victoria Hospital, Belfast.

* Present address: Institute of Postgraduate Medical Education and
Research, S.S.K.M. Hospital, University of Calcutta.
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Fatal Case of Toxic Erythema after
Chlorpropamide (Diabinese)

Brit. med. 7., 1966, 1, 148

Chlorpropamide is widely used for the control of late onset non-
ketotic diabetes mellitus, and is classed as an arylsulphonylurea.
Among its many side-effects are blood dyscrasias, which include
thrombocytopenia (Fitzpatrick, 1963), leucopenia, low-grade
anaemia, eosinophilia (Rothfeld et al., 1960), aplastic anaemia
(Erslev, 1964), and agranulocytosis (Stein, 1964). Transient
gastrointestinal disturbances, intolerance of alcohol, hypo-
glycaemia (sometimes prolonged), impairment of liver function
(Rothfeld et al., 1960), foetal damage (Campbell, 1963), and
neuropathy have been reported.

Purely dermatological toxicity often shows itself as an erythe-
matous rash of varying severity which disappears on withdrawal
of the drug. Photosensitivity (Hitselberger and Fosnaugh,
1962), erythema nodosum, erythema multiforme (Stewart et al.,
1959), and the Stevens-Johnson syndrome (Yaffee, 1960) have
occurred, but hitherto no fatal reaction has been reported in the
literature. These skin manifestations are paralleled closely by
those due to the sulphonamides, and the fatal effects of some
long-acting preparations have recently been reviewed in these
columns (B.M.7., 1964).

CASE REPORT

A lady of 71 consulted her doctor about a scaly rash on
her knees and excessive thirst. Psoriasis and diabetes mellitus were
diagnosed and Diabinese (chlorpropamide) prescribed, 250 mg. twice
daily being given for three days, then increased to 500 mg. twice
daily for two days, and-lowered to 250 mg. twice daily as glycosuria
was controlled. A few days later she developed an extensive purplish
skin eruption, while mouth lesions rendered swallowing painful.
The drug was withdrawn on the third day of this reaction and anti-
histamine given.

She was admitted to hospital on the tenth day of the rash, and
examination showed perhaps 85% of the skin involved by purpuric
lesions, some of which could be recognized as target-like. Marked
crusting was present on her face and lips, there was severe con-
junctivitis and chemosis, and the oral mucosae were denuded. Large
intact bullae were present on the feet and ankles. Her blood-pressure
was 150/70 mm. Hg, and no abnormality was found in the heart,
lungs, or abdomen. Though a diagnosis of severe drug eruption
was made at this time, her general condition gave no cause for alarm.
Plasma electrolytes, alkali reserve, and urea were normal, while the
blood sugar was 296 mg./100 ml. A radiograph of the chest showed
slight cardiac enlargement, a clean sample of urine revealed 20
leucocytes per high-power field, and culture yielded a moderate
growth of Staph. pyogenes. Her white cell count was 5,000, and
E.S.R. was 27 mm./hour.

However, after a further 48 hours her condition deteriorated, the
eruption had become more extensive, and a staphylococcus was

isolated from the mouth and conjunctivae which was sensitive to a
wide range of antibiotics, though untypable by phages. Her blood
sugar rose to 520 mg./100 ml. and urine became strongly positive
for ketones. Treatment with soluble insulin controlled this moderate
ketosis, but she remained very ill and died suddenly despite intra-
muscular hydrocortisone and soluble penicillin.

At necropsy almost the entire epidermis was found to be peeling
off, more large bullae having formed terminally. The histopathology
showed gross dilatation of the dermal blood-vessels and oedema,
while the epidermis showed clefting due to spongiosis. No true
acantholysis was demonstrated. Some bile-stained fluid was found
in the trachea and main bronchi, while terminal lower lobe bronchi
showed hypostatic congestion and oedema. There were irregular
areas of greyish translucent appearance visible throughout the
pancreas. The liver showed only foci of fatty change. Bladder
and ureters were normal and the arteries were almost entirely free
of atheroma.

COMMENT

The skin lesions of this case were similar to those described
by Rothfeld et al. (1960), whose patient fortunately recovered
despite hepatic damage. The eruption was basically an
erythema multiforme with severe mucosal involvement. The
fatality rate in erythema multiforme, even the severe variety
(Stevens-Johnson syndrome), is only variably related to the
extent of the skin lesions, while necropsy fails to reveal the
immediate cause of death in many cases. Furthermore, a severe
biochemical dyscrasia was excluded in the present case. Her
ketotic exacerbation of diabetes mellitus was attributed to wide-
spread skin sepsis, though there may have been a minimal
urinary infection.
That this clinical picture resulted from Diabinese (chlor-

propamide) is most probable, judging from the time relationship
and from the fact that similar but less severe cases have been
described before. Neverthless, pure coincidence is remotely
possible.

I would like to thank Dr. I. B. Sneddon for permission to publish
this case and for his helpful advice on its preparation.

GEOFFREY L. TULLETT, B.SC., M.B., M.R.C.P., D.P.M.,
Senior Registrar in Dermatology,

Rupert Hallam Institute, Sheffield Royal Infirmary.
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