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The common features of these cases are the development of
ptosis at an early age (under 20 years) and small stature. Retinal
pigmentary degeneration was seen in all except the cases of
Sandifer and Ross et al. The pigmentary epithelium appears
thin and atrophic and there is diffuse mottling of the pigment
epithelium, greatest in the peripapillary zone. There is diffuse
stippling of pigment over the retina and heavier pigmentation
in the macula without serious impairment of central vision
(Kearns, 1965). Sensorineural deafness of varying severity was
reported in six cases. Muscular weakness occured in seven cases,
sometimes involving only the orbicularis oculi, but in one
leading to dysphagia and in another to shoulder-girdle wasting.
The cerebrospinal fluid was examined in five cases and the
protein was found to be raised in all (70-166 mg/100 ml).

Progressive external ophthalmoplegia was thought to be due
to degeneration of the oculomotor nuclei until Sandifer showed
myopathic changes in the lateral rectus muscle of his case. More
recently, however, the difficulties of distinguishing between
myopathic and neuropathic changes in ocular muscles have been
recognized. (Rosenberg et al., 1968); and Drachman et al. (1969)
showed that apparent myopathic abnormalities can be produced
by section of the oculomotor nerve in dogs. It is now generally
believed that the opthalmoplegia is neuropathic in origin.
Necropsy was performed in the three patients who died. In the

case reported by Jager et al. no abnormality was found in the
central nervous system, whereas in that of Daroff et al. there was
vacuolation and decrease of neurones in the oculomotor nuclei,
mammillary bodies, and habenular nuclei, and in Kearns's case
there was siderosis and loss of neurones in the substantia nigra
and vestibular nuclei but no abnormality of the oculomotor
nuclei. The heart showed no abnormality in the cases of Jager
et al. and Daroff et al. and only slight subendothelial fibrosis and
slightly thickened endocardium in Kearns's case.

The disability produced by the neurological disorder in these
patients is slight, and apart from cosmetic considerations there
may be no symptoms. Diplopia rarely'occurs. The development
of heart block radically alters the progress of an otherwise
relatively benign synd-rome. Complete heart block is often
preceded by the E.C.G. pattern of partial bilateral bundle-
branch block shown by marked left axis deviation in standard
leads and right bundle-branch block in precordial leads (Lasser
et al., 1968).
When a patient with progressive external opthalmoplegia

presents with episodes of disturbed consciousness the possibility
of Adams-Stokes attacks should be carefully considered. If
heart block is shown implantation of an artificial cardiac pace-
maker now represents a safe and effective method of treatment.

We wish to thank Dr. H. A. Fleming and Dr. M. F. T.
Yealland for their encouragement to report this case.
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Cullen's Sign, a Feature in Liver
Disease
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Cullen's sign, a discoloration caused by blood around the
umbilicus, has been described many times in association with a
ruptured ectopic pregnancy or acute pancreatitis (Smith and
Wright, 1935; Fallis, 1937). Though Hofstatter first reported its
occurrence in 1909, he did not relate it to any underlying
disorder, and it was Cullen (1918) who first recognized its
relevance to ruptured ectopic pregnancy. A similar discoloration
in the flanks was also described in acute pancreatitis by Turner
in 1920, and this particular sign now bears his name.

Cullen's sign has rarely been described except in these
conditions. In 1922 Stemnberg reported it in association with a
case of adenocarcinoma of the liver, and it was described in a
case of possible cirrhosis with portal hypertension by Hellendal
in 1934. We report its occurrence in two patients who were
admitted to Harare Hospital within six months of each other,
both diagnosed as having primary carcinoma of the liver.

Department of Medicine, University of Rhodesia, Salisbury, Rhode-

T. A. MABIN, M.B., B.SC., Junior Resident Medical Officer
M. GELFAND, M.D., F.R.C.P., Head of Department of Medicine

Though ectopic pregnancy is commonly encountered in this
hospital, and also acute pancreatitis, but to a lesser degree, no
occurrence of Cullen's sign in association with them has been
recorded over the past five years (1968-72).

Case 1

A 32-year-old man was admitted to hospital with a two-week history
of pain in both hypochondria and a feeling of fullness in the abdomen.~~~~~~~~~~~~~~~~~~
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FII;. 1-Case 1. Photograph showing extent of discoloured area.
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He had suffered a severe loss of weight over this period. On examination
he was ill-looking though there were no signs of acute blood loss. He
was not anaemic and not jaundiced. His liver was enlarged 2 cm and
was firm, extremely nodular, and not tender. There was no bruit.
Cullen's sign was positive, and there was clinical evidence of free fluid
in the abdomen (fig. 1). The peritoneum contained a lightly blood-
stained fluid. Proctoscopy revealed a haemorrhagic mucosa, but a
biopsy specimen taken at sigmoidoscopy proved to be normal.

Investigations.-Hb 19-6 g/100 ml; Urea 40 mg/100 ml; serum
amylase 145 Somogyi units; bilirubin, total 1-6 mg/100 ml, conjugated
0.9 mg/100 ml; Alkaline phosphatase 31 K.A. units; a-fetoprotein
positive. Bleeding studies showed nothing abnormal except for a
prolonged prothrombin time (19 sec). Liver scan showed two defects
in the right lobe. A liver biopsy was not considered safe in this case.
Nine days after admission he passed three melaena stools and

collapsed. He was resuscitated and given blood. His condition
deteriorated and, because of persistent gastrointestinal bleeding a
laporotomy was performed three days later. This showed a ruptured,
bleeding, hepatoma with involvement of the peritoneal surfaces. He
died six hours later.

Case 2

A 64-year-old African man plesented with a two-week history of pain
in his right hypochondrium and a feeling of fullness after meals. He
had suffered a loss of weight over the few weeks before admission.
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FIG. 2 Case 2. Appearances of circular haemorrhagic area.

On examination he was ill-looking, jaundiced, but not anaemic. His
liver was enlarged 3 cm, palpable in the epigastrium, and was firm,
very irregular, and not tender. Cullen's sign was positive and there was
evidence of free fluid in the abdomen (fig. 2). The peritoneum

contai aed blood-stained ascitic fluid. A rectal examination was
normal.

Investigations.-Hb 15-6 g/100 ml; urea 40 mg/100 ml; serum
amylase 250 Somogyi units; bilirubin, total 2-1 mg'100 ml, conjugated
0 9 mg/100 ml; Alkaline phosphatase 12 5 K.A. units; a-fetoprotein
strongly positive. Bleeding studies showed nothing abnormal except
for a slightly prolonged prothrombin time (16 sec). Liver scan showed
a large defect at the edge of the right lobe. The patient refused a liver
biopsy.
At peritoneoscopy the ascitic fluid was seen to be blood-stained and

a large mass was visible in the liver. A biopsy specimen was taken of
the omentum around the falciform ligament of and the skin around
the umbilicus to try to establish the histological changes giving rise to
Cullen's sign.

It was reported that the discoloration was caused by the escape of
free blood cells into the subcutaneous tissues. A test with Perl's stain
showed a larger than normal amount of haemosiderin with macro-
phages in the process of ingesting this pigment, thus indicating that
there was free blood in the periumbilical tissues. The biopsy specimen
of omentum was normal.

Comment

Clinically we were satisfied that both these patients were typical
cases of hepatoma-a common disorder among Africans in
Rhodesia.
Both had blood-stained ascitic fluidand a positive x-fetoprotein,

and in both patients liver scans were consistent with a mass in
the liver. In our experience a positive a-fetoprotein is diagnostic
of hepatoma and the other features present in these two patients
leave us in no doubt as to the nature of the lesions.
From our hospital records it seems that, though ectopic

pregnancies are common, but acute pancreatitis is less so,
Cullen's sign has not yet been recorded here. The occurrence of
this sign in two patients with liver disease suggests that, in
Africa, it may be more commonly associated with this than with
the other two emergencies.
The presence of this sign in both patients was attributable to

disease of the liver, and we were hoping to establish that it
originated via the falciform ligament. A biposy specimen
of omentum showed this to be normal. The question arises as to
how the blood came to be in the periumbilical area. If it was not
via the umbilical vein, the only alternative is by retroperitoneal
spread (Fallis, 1937). This seems to us to be most unlikely,
particularly as the area of skin involved is so sharply circum-
scribed.

We would like to thank Dr. T. G. Ashworth, lecturer in pathology,
for the histological report.
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