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Letters to the Editor

Toxic epidermal necrolysis
following chlorpromazine
ingestion complicated by SIADH

Sir,
Toxic epidermal necrolysis (TEN) is an often
fatal condition most frequently caused by
adverse drug reactions.' We report what we
believe is the second case ofTEN caused by
chlorpromazine, an aminoalkyl phenothiazine.
This case was complicated by inappropriate
antidiuretic hormone secretion (SIADH).
This has not been reported with TEN
although there is one report of SIADH after
chlorpromazine.2

Case report
A 23-year-old caucasian man with a history of
personality disorder and suicide attempts
received chlorpromazine 100 mg nocte for
two nights, for sedation, while in prison.
There was no history of allergy. Two days
later he developed a haemorrhagic buccal
blister with influenza-like symptoms. On day
6 he was released from prison and he noted
erythematous spots on his limbs and trunk.
He received amphotericin, nystatin, amoxy-
cillin and chloramphenicol eye drops. On day
8 he was admitted as an emergency with
pyrexia (39.6'C), crepitations and a bullous
eruption involving over 500o of his skin.
Nikolsky's sign was positive. He had SIADH
(plasma sodium was 125 mmol/l), urine
osmolality = 543 mOsm/kg and plasma
osmolality = 268 mOsm/kg). On day 12 he
was aggressive, refused treatment and tried to
leave. The psychiatrist considered he was
suicidal and detained him. Virtually 100% of
the skin was involved. It was felt he would die
of sepsis if he left. He tried removing his own
necrotic skin and toe nail. He received
diazepam intravenously under common law.
It was decided to change his detention order
to a treatment order for life-saving treatment.
A decision was then made (under common
law) that it was imperative to ventilate the
patient forthwith, rather than wait for the
treatment order, which was completed
shortly afterwards. Ventilation lasted 22
days, complications included anaemia, pul-
monary oedema, granulocytosis and clotting
abnormalities. A definitive histological diag-

Table Drugs reported as causing TEN'3-7 (most commonly reported in
bold type4)

Analgesics &
Nonsteroidal drugs used in
anti-inflammatory treatment of
drugs Antibacterials Anticonvulsants gout Others

isoxicam ampicillin phenobarbital aspirin fluoxetine
fenbufen amoxicillin carbamazepine paracetamol fluvoxamine
piroxicam cotrimoxazole phenytoin diflunisal indapamide
oxyphenbutazone sulfasalazine allopurinol omeprazole
diclofenac sulfadiazine colchicine etrenitrate
indomethacin sulfamethoxy- vincristine
flurbiprofen pyradizine chloropropramide
phenylbutazone erythromycin cyclophosphamide

rifampicin clofibrate
chlorpromazine

nosis of TEN was made. Immunofluore-
scence studies were negative. After 16 days in
the intensive care unit there was almost total
epidermal regeneration. On leaving the inten-
sive care unit he suffered a confusional state
which resolved over six days. He was inter-
mittently challenging but was discharged 14
days after leaving the intensive care unit.
Dermatologists and psychiatrists quickly dis-
charged him from follow-up and 18 months
later the only sequelae are occular (symb-
lepharon).
As chlorpromazine is commonly used, the

rare' but serious side-effect ofTEN should be
considered. It is unclear whether the SIADH
was associated with TEN or chlorpromazine
in this case. SIADH has been described with
other phenothiazines,2 but no other known
causes of SIADH applied in this case.
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Toxic epidermal necrolysis
associated with indomethacin
therapy

Sir,
Toxic epidermal necrolysis (TEN) is a rare
and sometimes fatal disease first described in
1956 by Lyell.' Drugs are a major cause.
Other associations include viral infections,
measles immunisation, lymphoma,
radiotherapy and graft-versus-host disease.2
The precise pathophysiology of the condition
is still not known. We report a case of TEN
secondary to indomethacin which has been
rarely reported in the UK.

Case report
A 60-year-old man presented with a general-
ised pustular eruption two days after starting
indomethacin, 50 mg tid, for osteoarthritis.
There was no history of sore throat or sepsis
elsewhere and no viral prodrome. In the past
he had hypertension and a transurethral
resection of the prostate 10 years earlier. His
only other medication was atenolol, 50 mg
once daily, which he had taken for 10 years.
He had no known allergies. Examination
showed sheeted erythema with numerous
bullae and pustules over most of his body.
There was no mucosal involvement, His
temperature was 38°C. The rest of the
examination was unremarkable. Investiga-
tions showed a haemoglobin of 15.2 g/dl,
white cell count 16 x 109/1(90% neutrophils,
2% eosinophils), erythrocyte sedimentation
rate 10 mm/h. Liver function tests, urinalysis
and electrolytes were normal. Blood, urine,
throat and skin cultures were unremarkable.
A skin biopsy showed sub-epidermal bullae
with epidermal necrosis and a mild lym-
phocytic infiltrate which was felt to be com-
patible with TEN. Indomethacin was stop-
ped and he was treated with flamazine and
prednisolone 40 mg once daily and a
moderate-potency topical steroid. Within
two days his rash was beginning to improve
and no new pustules developed. The pred-
nisolone was stopped after one week and he
was discharged. In view of the severity of the
eruption the patient was not rechallenged
with indomethacin.
There have been three cases of TEN from

indomethacin reported to the Committee on
Safety of Medicines in the UK. A patient
developing TEN four days after
indomethacin has been published.3 TEN is
usually characterised by large areas of
erythema followed by a bullous phase. Our
case was slightly atypical in that there was
little erythema and more predominant blister
formation early in the disease. Initially a
diagnosis of toxic follicular pustuloderma,
which is associated with drug therapy,4 was
considered but the subsequent course of the
disease and histology confirmed a diagnosis of
TEN. Drugs associated with TEN include
barbiturates, phenylbutazone, phenytoin,
penicillin, sulphonamides, dapsone,
chloramphenicol, quinine, allopurinol and
tetracyclines.5 One study has shown that,
amongst nonsteroidal anti-inflammatories,
indomethacin had the lowest risk of TEN.6
There is no specific treatment. The suspected
drug should be withdrawn, fluid and electro-
lyte loss replaced and topical antibacterials
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used. The case for oral systemic cor-
ticosteroids is as yet unproven. Necrotic
tissue should be removed. Pneumonia is com-
mon in severe cases.7

In conclusion, TEN is a rare side-effect of
indomethacin therapy. Awareness of this
association is important for two reasons:
TEN is potentially lethal and indomethacin is
widely used in the UK.
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Neuroleptic malignant syndrome
with normal creatine kinase

Sir,
Neuroleptic malignant syndrome is an
uncommon but life-threatening complication
of neuroleptic drug treatment.' It was first
described in 1968 but a quarter of a century
later, doubts still exist concerning the diag-
nostic criteria. The syndrome has been char-
acterised as the combination of autonomic
dysregulation, muscular rigidity, hyperther-
mia, confusion, agitation, elevated creatine
kinase and leucocytosis.2 Serum creatine
kinase is considered to be the single most
important investigation in diagnosing this
condition.3'4 We report a case of presumed
neuroleptic malignant syndrome based on
clinical features, but with a normal creatine
kinase which responded to dantrolene.

Neuroleptic malignant
syndrome

Clinicalfeatures
* confusion and agitation
* hyperthermia(> 38'C)
* muscular rigidity
* tachycardia
* tachypnea
* autonomic dysregulation

Laboratory findings
* elevated serum creatine kinase
* leucocytosis
* hypoxia
* metabolic acidosis
* myoglobinuria

Case report
A 54-year-old man with a four-year history of
manic depression was transferred from a
psychiatric hospital for emergency medical
treatment. He was on lithium 700 mg daily,
chloropromazine 200 mg tid and had received
depot haloperidol 200 mg two weeks earlier.
He had been hospitalised for a relapse of his
manic depressive illness and seemed to be
making good progress. One week after admis-
sion, however, he became aggressive and
violent over a two-hour period and was noted
to be pyrexial.
On examination he appeared dehydrated

and was febrile with an axillary temperature
of 38°C; there was no apparent focus of
infection. He was producing copious secre-
tions from his mouth but his chest was clear.
Muscle tone was increased in all limbs but
there were no other neurological signs.
Haemoglobin was 10.5 g/dl, white cell count
14.1 x 109/1 (80.4% neutrophils) platelets
399 x 109/l. Arterial blood gases showed a
P02 of 10.3 KPa PCO2 4.8 KPa, pH 7.35, 02
saturation of96%. Urea and electrolytes were
normal and the creatine kinase was 35 IU/l
(normal 30-250). In view of his restless and
violent behaviour he was immediately
sedated with intravenous fluids and int-
ravenous midazolam. He remained pyrexial
and there was no improvement in his aggres-
sive behaviour. Daily creatine kinase
measurements were normal and urine myo-
globin was not detected.
By 48 hours he remained pyrexial and

disturbed. Having excluded a septic focus
neuroleptic malignant syndrome was pos-
tulated, with a normal creatine kinase. Int-
ravenous sodium dantrolene was given at a
dose of 1 mg/kg (six hourly for two days).
There was a dramatic response in clinical
state within two hours; within four hours his
mental state improved and at 24 hours he was
fully alert and orientated, and was apyrexial.
We believe this case illustrates that the

neuroleptic maligant syndrome is a clinical
diagnosis and the abscence of an elevated
creatine kinase does not exclude the condi-
tion. In the management of the confused
patient taking neuroleptic medication the
clinician must have a high index of suspicion
for making this diagnoses.
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Learning points

* neuroleptic malignant syndrome is
underdiagnosed and carries a high
mortality

* a high index of suspicion is essential
* exclude a septic focus
* stop all neuroleptics
* treat early with rehydration and

intravenous dantrolene
* the dopamine agonists, amantadine

bromocryptine, carbidopa/
levadopa may also be considered,
benzodiazepines may help with
muscle rigidity
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Flavobacteriummeningosepticum
meningitis in an adult with acute
leukaemia

Sir,
Flavobacterium meningosepticum is a Gram-
negative bacillus, widely distributed in nature
being found in water and moist areas. The
hospital environment is often contaminated
with this organism. It is an opportunist,
causing epidemics in postnatal intensive care
units and occasional sporadic cases.' It fre-
quently causes purulent meningitis in non-
hospitalised children.2 Cases of infection in
adults are rare and meningitis remains excep-
tional.

Case report
A 27-year-old man living in Niamey (Niger)
was admitted to the intensive care unit with
fever, pancytopenia, and localised cervical
cellulitis. A diagnosis of acute myelogenous
leukaemia (AML) of Ml subtype in the
French/American/British classification was
made. Septicaemia due to Pseudomonas
aeruginosa was documented and the patient
was treated with piperacillin, netilmicin and
metronidazole, administered via an indwell-
ing central venous catheter. When afebrile,
induction chemotherapy was started with
lomustine, doxorubicin and cytarabine. Two
days after completion of chemotherapy, fever
reappeared and he was empirically treated
with vancomycin, amikacin and ceftazidim.
On day 13, meningitis developed and a lum-
bar puncture was performed. Analysis
showed abnormal cellularity with 160 white
blood cells/ml, but normal glucose and pro-
tein levels. Three blood cultures and cereb-
rospinal fluid grew F meningosepticum. In
vitro bactericidal tests showed that rifampicin
(1 g intravenously every 12 h), piperacillin
(6 g intravenously every 6 h) and
ciprofloxacin was the best association. On day
17, aplasia resolved with rapid recovery of
neutrophils. On day 19, the patient's
neurological status was normalised. Fever
rapidly resolved. Antibiotics were continued
for 23 days. Repeated lumbar punctures
remained without growth. Complete remis-
sion ofAML was documented on day 22 after
completion of chemotherapy. Early
intensification treatment for AML was
administered two weeks after antibiotic cessa-
tion.

In adults, F meningosepticum is rarely
pathogenic and is mainly responsible for
nosocomial infections in immunosuppressed
patients.' Ten cases of F meningosepticum
adult meningitis have been described in the
literature, in immunodeficient patients
(polycythaemia vera, aplastic anaemia,
disseminated tuberculosis, renal transplant,
aplasia due to chemotherapy for acute lym-
phoblastic leukaemia, post-partum),3 or post-
surgical (craniofacial or neurosurgical).4 One
patient had no apparent immunodepression
and died rapidly.5 F meningosepticum has a
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