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treated with piperazine. On this occasion he developed a severe exfoliative
erythroderma within three hours and was admitted to hospital. The rash
cleared over several weeks with the use of topical steroid ointments. Some
weeks later with his agreement he was readmitted and challenged with 50 ,sg
piperazine hydrate by mouth. This provoked a generalised maculopapular
erythema within hours with shivering, anxiety, and a tachycardia of 140
beats/min. Subsequent patch testing showed him to have a contact allergy
to 1% ethylenediamine (++ reaction at 48 and 96 hours) but not to 1%
promethazine, 1% mepyramine, 1% diphenhydramine, 0-5% antazoline,
and the standard European battery of contact allergens. On further inquiry
he identified Tri-Adcortyl cream (Squibb) as a medicament that he had used
previously. The constituents of Tri-Adcortyl cream include triamcinolone
acetonide, neomycin, gramicidin, nystatin, parabens, and ethylenediamine.

Comment

Initial inquiry to the manufacturers produced the reply that they
were unaware of any dermatological adverse effects associated with
the use of piperazine. In 1978 Burry reported a case from Australia
of a patient sensitised to ethylenediamine by topical use of Kenacomb
cream (the Australian equivalent of Tri-Adcortyl) who developed a
systemic reaction to piperazine,2 and Calnan had previously drawn
attention to cross sensitivity between the two.3
The potential danger of administering aminophylline to a patient

who has a contact allergy to ethylenediamine is well known.' Topical
use of Tri-Adcortyl cream is probably the commonest cause of
contact allergy to ethylenediamine,4 and the potential importance
of these cross reactions is such that prescribing physicians should be
aware of the hazards that may accompany sensitisation to ethylene-
diamine.

I White MI, Douglas WS, Main RA. Contact dermatitis attributed to
ethylenediamine. Br MedJ 1978;i:415-6.

2 Burry JN. Ethylenediamine sensitivity with a systemic reaction to piper-
azine citrate. Contact Dermatitis 1978 ;4 :380.

3Calnan CD. Occupational piperazine dermatitis. Contact Dermatitis
1975;1 :126.

4 Burry JN, Kirk J, Reid JG, Turner T. Environmental dermatitis: patch
tests in 1000 cases of allergic contact dermatitis. Med J3 Aust 1973;2:
681-5.

(Accepted 6 May 1983)

Department of Dermatology, Bristol Royal Infirmary, Bristol BS2
8HW

S WRIGHT, MA, MRCP, registrar
R R M HARMAN, MB, FRCP, consultant

Correspondence to: Dr R R M Harman.

Primary hepatic cryptococcosis

Cryptococcosis, a widespread disease caused by the fungus Crypto-
coccus neoformans, is uncommon in the United Kingdom.' The dis-
seminated form ofthe infection usually occurs in immunocompromised
patients and may affect the central nervous system, lungs, skin, bones,
and other organs. Primary cryptococcosis of the liver in an otherwise
normal patient has not previously been reported; we report one such
case.

Case report

A 33 year old housewife presented with an upper respiratory tract infec-
tion. One week later she developed abdominal pain and nausea and was
referred to hospital. On admission she was feverish and had severe upper
abdominal tenderness. Cholecystitis was diagnosed provisionally, and she
was treated with intravenous antibiotics, fluids, and analgesics.

Investigations showed a haemoglobin concentration of 11-1 g/dl and a
white cell count of 30-5 x 109/1 with 85%/ neutrophils. Electrolyte concentra-
tions were normal, and a raised alkaline phosphatase activity of 776 IU/l
(normal 350 IU/1) was the only abnormal result of liver function tests. A
chest x ray film was normal, and routine bacteriology of blood, urine, and
sputum did not yield any significant pathogen. An ultrasonic scan of the
upper abdomen showed gall stones; the liver and pancreas were normal.
Her clinical condition deteriorated, and laparotomy was performed within

48 hours of admission. At operation the gall bladder was tense and contained
stones. The liver was studded with multiple white lesions; a frozen section
of one lesion was reported as non-malignant. A cholecystostomy was carried
out. Subsequent paraffin sections of the liver nodules showed florid granu-

lomatous changes, and staining by Grocott's technique showed the presence
of yeastlike organisms. Cryptococcosis was diagnosed by the finding of an
encapsulated yeastlike fungus in a specimen of bile, isolation of the organism
on Sabaraud's medium, and identification of C neoformans by biochemical
tests. A cryptococcal agglutinin titre of 1/8 in serum taken on the sixth day
of illness was consistent with the diagnosis.

Sh, was treated with intravenous amphotericin and flucytosine for six
weeks. She recovered completely and remained well.
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Biopsy specimen of liver nodule showing yeastlike fungi.

Comment

Sabesin et al reported on a patient with hepatic cryptococcosis who
apparently had no primary illness and presented with features of
liver failure.2 Necropsy showed disseminated cryptococcosis affecting
various organs including the liver. In our patient there was no
clinical or radiological evidence to suggest that other systems were
affected.
The respiratory tract is recognised as the most comrnon portal of

entry for cryptococci, although the evidence for this is mostly cir-
cumstantial.3 The disease has been produced in experimental monkeys
by the oral route.4 As only the hepatobiliary system was affected in
our patient, we consider that ingestion was probably the method of
infection.

Successful treatment with amphotericin and flucytosine has been
reported by others.- Our patient, however, suffered from an acute
toxic delusional state, which is a recognised side effect of amphotericin.
This and other serious side effects may accompany this regimen and
indicate the need for an assessment of alternative anticriptococcal
regimens.5

We thank Mr AD Barnes for permission to report this patient, Dr PP
Brown for his encouragement and support, Dr CK Campbell and the Public
Health Laboratory Service Mycological Reference Laboratory, London
School of Hygiene and Tropical Medicine, for mycological investigation,
and Miss T Smallwood for typing the report.
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