abdominal injuries, but this is by no means always
the case.
J M LONGMORE

Ferring,
West Sussex BN12 SH]

1 Baskett PJF. Management of hypovolaemic shock. Br Med ¥
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2 Ellis H. Clinical anatomy. 2nd ed. Oxford: Blackwell, 1963:196.

Drug Points

Hepatitis B vaccine associated with
erythema nodosum and polyarthritis

Drs STEPHEN ] ROGERSON and FRED ] NYE
(Fazakerley Hospital, Liverpool L9 7AL) write:
Side effects of hepatitis B vaccine are rare but
include erythema nodosum'? and uveitis.* Poly-
arthritis has also been suggested in a Danish
patient’ and two other patients, whose adverse
reactions are on file with the Committee on Safety
of Medicines; arthralgia may be commoner. These
are all symptoms of immune complex disease
and suggest a possible aetiological link with the
vaccine. A serum sickness-like illness due to
circulating immune complexes occurs in 10-20%
of patients with acute hepatitis B infection. We
describe a patient who developed erythema
nodosum and polyarthritis after the first dose of
recombinant hepatitis B vaccine.

In May 1989 a 31 year old man was given a
standard 20 ug dose of Engerix B vaccine. The next
day he developed pain in the metacarpophalangeal
and proximal interphalangeal joints of both hands
and painful wrists, hips, elbows, knees, ankles,
and sacroiliac joints with swelling, most notably of
both ankles. He also noted tender, raised, purplish
skin lesions with a red margin on the left shin,
which lasted a few days and were consistent in
appearance with erythema nodosum. He had
no history of arthritis, eye or chest disease, or
related problems and no evidence of intercurrent
infection. He was taking no drugs.

By the time of our review he had only mild
stiffness of the ankles with slight swelling of the
right ankle. He had a normal full blood count and
erythrocyte sedimentation rate and results of chest
radiography, urine analysis, and microscopy;
values for antinuclear factor and rheumatoid
factor, titres of antistreptolysin O and brucella,
serum IgE concentrations, and results of screening
for HLA B27 were also normal. Hepatitis B surface
antigen and IgG and IgM core antibodies were
not detectable. The results of biochemical tests
were normal apart from mildly elevated alkaline
phosphatase (175 IU/l, range 30-130) and y-
glutamyltransferase (157 IU/L, 0-50) activities.

Erythema nodosum lasted for one week, but the
arthritis persisted for six weeks and was initially
severely incapacitating. The patient was subse-
quently free of symptoms for nine months. He was
unwilling to receive further vaccination in view of
the low perceived risk of hepatitis B infection and
the possible risk of further arthritis.

Although it was not justifiable to rechallenge our
patient, the similarity of his arthritis to that of
acute viral hepatitis and its temporal relation to
his hepatitis B vaccination, with the associated
erythema nodosum, suggest an aetiological link
with hepatitis B vaccine.

1 Di Giusto CA, Bernhard JD. Erythema nodosum provoked by
hepatitis B vaccine. Lancet 1986;ii:1042.

2 Anonymous. Update on hepatitis B prevention. MMWR
1987;36:353-60.
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4 Fried M, Conen D, Conzelmann M, Steinemann E. Uveitis after
hepatitis B vaccination. Lancer 1987;ii:631-2.
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Cushing’s syndrome induced by
medroxyprogesterone

Drs PETER K MERRIN and WILLIAM D ALEXANDER
(Diabetic Unit, Queen Mary’s Hospital, Sidcup,
Kent DA14 6LT) write: A 65 year old man
presented in 1980 with a hypernephroma. After
nephrectomy he was started on medroxyproges-
terone acetate (Provera) 100 mg four times daily.
He remained well until 1983, when he presented
with hyperglycaemia. Treatment was started with
diet and twice daily biphasic isophane insulin.

Over the next four years he developed a sensory
peripheral neuropathy and an increasingly cushin-
goid appearance. In 1987 investigations showed a
plasma cortisol concentration at 9 am of less than
10 nmol/l, plasma corticotrophin concentration of
13 ng/l (normal 10-80 ng/l), and urinary free
cortisol concentration of 13 nmol/l. A stimulation
test was performed with corticotrophin at a dose of
80 IU intramuscularly twice daily for three days.
Plasma cortisol concentration rose from 10 nmol/l
on day one to 335 nmol/l on day three.

These results suggested that medroxypro-
gesterone acetate was acting as a glucocorticoid,
suppressing adrenal function at the hypothalamic-
pituitary level and producing iatrogenic Cushing’s
syndrome. The dose of medroxyprogesterone
acetate was reduced to 50 mg twice daily. This
resulted in recurrent hypoglycaemia, and it
was therefore possible to stop the insulin and
control his diabetes by diet alone. He became less
cushingoid, but a month later he began to feel
unwell with weakness, weight loss, and thirst.
Insulin was restarted but his symptoms did not
improve. Relative adrenal insufficiency secondary
to glucocorticoid withdrawal was suspected. The
plasma cortisol concentration at 9 am was now
53 nmol/l. The dose of medroxyprogesterone
acetate was increased to 100 mg twice daily, his
symptoms resolved, and he subsequently remained
well with twice daily insulin and medroxyproges-
terone acetate 100 mg twice daily.

Endocrinological effects of medroxypro-
gesterone acetate include adrenal suppression,'’
antioestrogen activity,’ and gonadotrophin sup-
pression.* It also causes a cushingoid appearance at
the doses described above.’ Cushing’s syndrome
associated with glucocorticoid deficiency on
withdrawal of medroxyprogesterone acetate
has been described but to our knowledge overt
Cushing’s syndrome associated with diabetes has
not.° Although the dangers of withdrawal have
been postulated,' it may be that because most
patients treated with this drug are polysymptomatic
and have a generally poor prognosis, adrenal
insufficiency has not in practice been thought
to be a problem. Whether or not the dose of
medroxyprogesterone acetate itself should be
increased or a different steroid started at times of
potential stress is not clear. In our patient adequate
adrenal replacement was apparently provided by
restarting medroxyprogesterone acetate.

Even at relatively low doses medroxypro-
gesterone acetate may have considerable gluco-
corticoid activity, and patients should be monitored
for glucose intolerance and adrenal insufficiency,
especially during long term treatment. Both
the Committee on Safety of Medicines and the
manufacturer have been notified.
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Myocardial infarction associated with the
use of dextrofenfluramine

Drs P EVRarRD, A F ALLAz (Clinique Médicale
Thérapeutique, University Hospital, 1211
Geneva), and P UrBaN (Centre de Cardiologie,
University Hospital, 1211 Geneva) write: Dextro-
fenfluramine, an anorexigenic drug, is the
dextroisomer form of fenfluramine.' Adverse
effects of fenfluramine include fixed or reversible
pulmonary hypertension.”* We describe a non-Q
wave myocardial infarction that occurred in a
woman taking dextrofenfluramine.

A 31 year old white woman was admitted with a
two hour history of chest pain at rest that was
relieved by intravenous nitroglycerin within
45 minutes. The patient was in excellent health
with no family history of cardiovascular disease.
She did not smoke or drink alcohol and had never
used illicit drugs. She had been taking an oral
contraceptive pill for the past three years (levo-
norgestrel 50-75-125 pg, ethinyloestradiol 30-40-
30 ug). Eight days before admission she had started
taking dextrofenfluramine 15 mg three times daily
and had lost 6 kg in a week.

Physical examination was normal. She was
1 m 65 cm tall and weighed 54 kg. Electrocardio-
graphy showed ST elevation of 3 mm in leads V2
and V3, and cardiac enzymes were raised (creatine
kinase 457 IU/l (normal range 0-27 IU/l), MB
fraction 55 IU/I with a peak of 823 IU/I after five
hours). Cardiac catheterisation showed moderate
anterior hypokinesia, and findings on technetium-
99 m scanning were also consistent with a non-Q
wave myocardial infarction. Coronary angiography
performed 15 hours after admission showed no
abnormality, and the results of viral serology and
blood coagulation tests were normal.

Acute and chronic cardiomyopathy as well as
myocardial infarction have been described in
association with amphetamine administration but
not with oral administration of either fenfluramine
or dextrofenfluramine.’” Although we cannot
exclude the contribution of the oral contraceptive
pill in this patient,** the occurrence of a myocardial
infarction a few days after the start of a course of
dextrofenfluramine suggests that the drug may
have helped to induce the event, possibly by
inducing coronary spasm. Our patient took 45 mg
a day instead of the recommended dose of 30 mg.
Attention should be paid to the possible cardio-
vascular side effects of dextrofenfluramine,
especially in higher dosages.
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