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SHORT REPORTS

Acute leukaemia after four years of
melphalan treatment for melanoma

Numerous reports of the development of acute leukaemia as a compli-
tion of haematological malignancy, in particular of multiple myeloma,
have recently been reviewed,' but we have found no mention of
acute leukaemia after the successful treatment of malignant melanoma
without prior radiotherapy.

Case Report

A 44-year-old woman was referred to this centre with a history of two
month's intermittent epistaxis and haematuria and five month's weakness
and bruising. In 1966 a melanoma had been excised from her left calf,
followed by a block dissection of the groin one year later for metastatic
melanoma. Over the next four years she remained well on intermittent
maintenance courses of melphalan 1-2 mg daily to a total of about 1500 mg.
On examination shewas paleand had widespread ecchymosesand an enlarged

liver and spleen (4 cm and 3 cm below the costal margin respectively).
Investigations showed haemoglobin 8-9 g/dl; mean corpuscular volume

(MCV) 85 fl; mean corpuscular haemoglobin (MCH) 23-3 pg; leucocyte
count 13-1 x 109/1 (neutrophils 3-1 x 109/1); blast cells 8-2 x 109/1; platelet
count 15 x 109/1; plasma calcium 2-4 mmol/l (9-6 mg/l00 ml); albumin
2-9 g/l; blood urea 6-6 mmol/l (40 mg/100 ml); urate 9 35 mmol/l (5-9 mg/
100 ml). Cultures of blood and urine were sterile but there was heavy pro-
teinuria and macroscopic haematuria. Bone marrow aspirate consisted
largely of myeloblasts, some of which contained azurophilic granules. The
Sudan black stain was strongly positive.
Treatment was started with one dose of 100 mg daunorubicin intravenous-

ly, 150 mg cytarabine daily for five days and allopurinol 100 mg three times
a day. She was transfused with whole blood and platelet concentrates.
A pyrexia of 39°C was unaffected by 80 mg gentamicin, 150 mg clindamycin,
and 500 mg cephalexin three times a day, and 500 mg cloxacillin four
times a day. Acute renal failure supervened, the blood urea rising to
80 5 mmol/l (500 mg/100 ml) and the patient died six days after admission.
Necropsy showed widespread haemorrhages. There were gross submucosal
haemorrhages producing obstruction in both ureters, which appears to
have been the cause of the renal failure. Diffuse leukaemic infiltrates replaced
bone marrow and were also found in lymph nodes, heart, lung, liver, spleen,
and kidneys. All these tissues contained multinucleate giant cells which
resembled megakaryocytes and showed considerable mitotic activity, coarse
nuclear lobulation, and high nucleocytoplasmic ratio, but they did not
appear to be forming platelets. Histochemical stains were unsuccessful
due to the age of the post-mortem cytological specimens.

Discussion

There is no doubt that the clinical and haematological syndrome
was of acute myeloblastic leukaemia, though the origin of the multi-
nucleate cells remains unclear. They were seen only in post-mortem
specimens and could not be found in the pretreatment aspirate.
Possibly they were osteoclasts, an atypical cytological reaction to
chemotherapy or megakaryocytes, whose proliferation is known to
occur as part of acute myeloblastic leukaemia.2
The occurrence oC dual malignancies has been long recognised.

In a recent review of multiple myeloma terminating in acute leukaemia
Rosner' points out that acute leukaemia rarely develops in solid
tumours occurring outside the lymphoproliferative and myelopro-
liferative groups not treated with prior radiotherapy.
There are now 56 well-documented cases of acute leukaemia

occurring in myeloma.' 3 All were myeloblastic or myelomonocytic
and 50 out of the 56 patients had received prolonged therapy with
an alkylating agent-either melphalan or cyclophosphamide.
Whether the acute leukaemia is part of the natural history of the

myeloma or is directly due to prolonged chemotherapy is controversial.
The occurrence of this case treated with an agent commonly used
in the treatment of myeloma adds weight to the concept that this
complication is related to the chemotherapy rather than the nature
of the primary neoplasm.

We thank Dr R Seidelin, Mr D S Adams, and Professor G P McNicol
for permission to report this case.
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Recovery after "lethal" quantity of
paint remover

We wish to report a case in which recovery took place after the
ingestion of an apparently lethal quantity of Nitromors paint remover.
The active ingredient in this preparation is methylene chloride, an
halogenated hydrocarbon which has been widely used as an industrial
solvent. It also contains methanol, cellulose acetate, triethanolamine,
paraffin wax, and detergent. There are reports concerning the toxic
effects of inhalation of methylene chloride vapour. These are pul-
monary oedemal and central nervous system depression.2 Dykes3
reviewed the toxic effects of ingestion of several halogenated hydro-
carbons, hepatic damage and acute renal failure being the most
common adverse effects.

Case report

A 38-year-old man ingested between one and two pints of Nitromors in
a suicide attempt. One and a half hours afterwards he was deeply unconscious
and unresponsive to painful stimuli. His pupils were equal and reactive but
tendon jerks were depressed; plantar response was absent. Areas of skin
where liquid had spilled from his mouth were erythematous and blistered.
At intubation the vocal cords and epiglottis were oedematous and ulcerated.
There was tachypnoea, but the pulse and blood pressure were well main-
tained. An obvious feature was gross haemoglobinuria. The results of initial
investigations showed a metabolic acidosis. A diuresis was initiated to prevent
acute renal damage as a result of the intravascular hgemolysis which was
clearly occurring. Normal saline alternating with 5%f dextrose solution with
added potassium was infused at a rate of 1 litre per hour and 80-mg doses of
frusemide were given. Urine output and central venous pressure were care-
fully monitored. Hydrocortisone 200 mg every 4 hours was administered.
During the first 24 hours of treatment the patient passed 18 litres of urine
and the haemoglobinuria gradually ceased. The levels of plasma electrolytes
remained satisfactory throughout and the blood urea rose to a maximum of
10 5 mmol/l (63 mg/100 ml). The patient had regained consciousness 14
hours after the initial event, and it soon became clear that he had suffered no
detectable cerebral damage. His recovery was hindered by episodes of
gastrointestinal haemorrhage requiring blood transfusion and severe chest
infection consequent on a disturbance of the swallowing mechanism and
requiring tracheostomy. Barium meal examinations showed ulceration of the
duodenojejunal junction and first 30 em of the jejunum accompanied by
luminal narrowing. Six months after the event these ulcers were shown to
have developed into diverticula. Hepatic damage was not a feature of the
illness, and there was no evidence of any toxic effect on the heart. Creatinine
clearance after recovery was 101 ml/min.

Discussion

On admission to hospital the patient's condition was grave. His
illness was characterised by deep unconsciousness, acidosis, and
intravascular haemolysis. Recovery seemed unlikely and this opinion
was confirmed by reference to one of the United Kingdom poisons
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