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following phenylbutazone administration (Dr. A.
Lawrence, December 10, 1960, p. 1736, and Dr. J. V.
Garrett, January 7, 1961, p. 53). In addition, Dr. R.
Scheurer,-Karpin (March 18, 1961, p. 823) draws atten-
tion to similar experiences with analgesics containing an
aminophenazone derivative, including phenylbutazone.
I wish to record a further case of leukaemia associated
with prolonged phenylbutazone therapy.
The patient, aged 59, was first seen at University College

Hospital in 1951 complaining of " rheumatism " in her
hands. Rheumatoid arthritis was diagnosed and she was
treated symptomatically. Her Hb was 100% and E.S.R.
10 mm. at this time. Over the next eight years she was
seen at varying intervals because of progressive osteo-
arthritis of the right hip. Routine analgesics provided little
relief and phenylbutazone, 100 mg. t.d.s., was started in
June, 1959. After two months she developed nausea and
vomiting which cleared on temporary cessation of phenyl-
butazone. From September, 1959, until September, 1960,
she took phenylbutazone, 100 mg. t.d.s., uninterrupted by
any apparent side-effects.

In September, 1960, her Jib was 89%, E.S.R. 11 mm., and
W.B.C. 4,000 with a normal differential. The Rose-Waaler
test was negative. A suppository form of phenylbutazone
was substituted and surgery advised for her osteoarthritic
hip. In November, 1960, she complained of swelling of her
face accompanied by an urticarial rash of face, neck, and
arms. Phenylbutazone was discontinued, with relief of her
symptoms, and the patient took no more.
When admitted to hospital in January, 1961. she was

found to have gross osteoarthritis of the right hip-joint and
early rheumatoid arthritis in both hands. Her Hb was
82%, E.S.R. 26 mm., and x-rays demonstrated gross
osteoarthritis of the hip-joint with degenerative changes
in the lumbar spine. A subtrochanteric osteotomy was
performed.
One week post-operatively she developed a higb swinging

temperature for which no cause was immediately obvious,
but her Hb was 50% and W.B.C. was 58,400. Preliminary
examination of the blood-film suggested a diagnosis of an
acute leukaemia. Blood cultures. later to yield a proteus,
and bone-marrow biopsies were taken, and the patient was
started on chloramphenicol, 250 mg. q.d.s.; busulphan. 2 mg.
q.d.s.; and intravenous 5% dextrose. The peripheral blood-
film and bone-marrow morphology were atypical, but it was
thought the most likely diagnosis was either chronic myeloid
leukaemia or an acute monocvtic leukaemia of the Naegeli
type. The peripheral blood consisted mainly of peroxidase-
positive myelocytes, and the bone-marrow was hyperplastic,
composed mainly of immature cells without nucleoli and
"'blast'" cells. Myelopoiesis was grossly abnormal, there
was little erythropoiesis, but the megakaryocytes were
increased in numbers, many containing numerous separate
nuclei.
On the fourteenth post-operative day she became anuric

and died in coma that same evening. Post mortem the
overall picture was that of a chronic mveloid leukaemia.
Histology showed that the vertebral bone-marrow was
densely replaced by primitive cells resembling myelocytes
or monocyte precursors. The liver and kidneys were heavily
infiltrated with leukaemic cells.

It is recognized that blood dyscrasias are important
and not uncommon complications of phenylbutazone
therapy.2-4 it is reasonable to suspect that phenyl-
butazone has some part to play in the causation of
leukaemia when leukaemia, and leukaemoid reactions,
develop on a number of occasions in patients who have
received a recent prolonged course of phenylbutazone.
This patient had received 210 g. of phenylbutazone,
with two associated sensitivity reactions, in the 18
months before her death. It is concluded that there
may be a strong possibility of a relationship between
phenylbutazone therapy and leukaemia.

I wish to thank Dr. H. A. Burt and Mr. C. W. Flemming
for permission to report this case, and Dr. T. A. J. Prankerd.
who advised on the treatment of the leukaemia.

I am, etc.,
General Hospital, I. P. CAST.

Nottingham.
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Neuropathy after Thalidomide (" Distaval ")
STR,-I reported (October 21. p. 1084) a case of neuro-

pathy after prolonged treatment with " distaval "'

(thalidomide) in normal dosage in which amenorrhoea
had also been present for eighteen of the twenty months
the drug had been taken. It is interesting to note that
seven weeks after stopping thalidomide a perfectly
normal period came on. All the normal symptoms
associated with the patient's past menstrual history were
present. No hormones had been given to produce this
period.

Neurological symptoms have not progressed any
furtlher since stopp:ng distaval, but have not,
unfortunately, regressed.-I am, etc.,
Nuneaton, Warwicks. PHILIP HowE.

STR,-I was interested in reading the comment in the
article by Drs. Pamela M. Fullerton and Michael
Kremer (September 30, p. 855), and alluded to in your
leading article (p. 876), that glutethimide ("doriden "),
which is chemically related to thalidomide (" distaval "),
has not been reported to cause neuropathy. I have seen
two cases of reversible peripheral neuritis that I am
convinced were caused by the prolonged ingestion of
glutethimide.

I have reported elsewhere' five cases of "acute on
chronic" intoxication with glutethimide and one of these
(Case No. 4) on follow-up demonstrated a classical picture
of peripheral neuritis. This man had, over a period of some
18 months, been taking glutethimide intermittently. The
dose varied considerably, but tho average was 10-12 tablets
per day (2.5-3 g.). He was first seen in an acutely intoxi-
cated state as a result of taking 5 g. of the drug at one
time. After a short period of abstinence he began taking
between 8 and 10 (2-2.5 g.) of the tablets daily. When later
seen he had a typical peripheral neuritis involving the legs.
The clinical picture included bilateral paraesthesia, tender-
ness, diminished knee and absent ankle jerks, mild ataxia,
and diminished appreciation of all types of sensation. The
most impressive feature was a third-degree burn over the
subcutaneous surface of the tibia of the right leg, which
remained painless, sustained, without his immediate know-
ledge, in front of an electric fire. The drug was withdrawn,
vitamin-B complex given parenterally, and over four months
the legs returned to near normal.
The second case related to a female who took some six

tablets (1.5 g.) daily for about nine months. She also had
clinical signs and symptoms restricted to the lower limbs.
The evidence for the peripheral neuritis was some weakness
of both legs, a mild ataxia-" I feel unsteady, it's like
walking on foam rubber "-diminished jerks, and sensory
impairment involving all modalities. The condition improved
witb cessation of taking the drug and parenteral vitamin-B
complex. After 10 weeks there was no evidence of ataxia
and the patient felt more steady, the knee jerks were elicited,
and sensory impairment was less marked.
No other cause could be ascertained for these cases

of peripheral neuritis. No other drugs were being taken.
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