274

J Neurol Neurosurg Psychiatry 2002;72:274-280

PostScript

LETTERS

Rhabdomyolysis during
interferon-3 1a treatment

Interferon-B (IFN-B) is one of the most effec-
tive currently available treatments for multi-
ple sclerosis. It has also been used in the
therapy of viral diseases and certain malig-
nancies, as has the other type I interferon
IFN-a. Most frequent side effects are tran-
sient flu-like symptoms such as myalgia,
chills, and headaches. We describe a patient
with relapsing-remitting multiple sclerosis
who developed acute rhabdomyolysis during
IFN-f 1a treatment. After the medication was
discontinued, the patient improved rapidly.

A 39 year old man with a history of first
symptoms in April 2000 was diagnosed as
having relapsing-remitting multiple sclerosis,
supported by the demonstration of oligoclonal
1gG bands in the CSF but not in the blood, and
multiple white matter lesions in periventricu-
lar localisations on MRI. Treatment with 22 ug
IFN-f3 1a (Rebif®, Serono, Unterschleissheim,
Germany) by subcutaneous injection three
times weekly was initiated in October 2000
after three exacerbations with predominant
sensory disturbances leading to an expanded
disability status score (EDSS) of 1.5. To allevi-
ate potential flu-like symptoms due to IFN-f3
therapy, the patient was recommended to take
400 mg ibuprofen at least 2 hours before and
after the time point of injection. Because he
did not recognise any adverse side effects, he
first stopped omeprazole medication, which
he had taken occasionally, and thereafter the
ibuprofen medication. He reassured us that he
did not use any other drugs not prescribed by
his physicians. Thus, 3 months after initiation
of IFN-f treatment the patient was only on
this immunomodulatory therapy. One month
later, he suddenly developed acute generalised
myalgia as well as weakness 1 day after IFN-(3
application and was therefore referred to the
hospital. He denied any antecedent signs of
infection or any trauma, but reported going
bowling in the evening before the symptoms
started. However, there was no difference in
the amount of physical exercise compared
with other weekly bowling sessions.
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At physical examination his heart, lungs,
and abdomen seemed normal, whereas
neurological examination disclosed a tetra-
paresis with emphasis on the proximal upper
limbs (power 3/5). The muscles were tender to
palpation with normal muscle tonus and no
increased activity of tendon reflexes. A mild
intention tremor at the left arm was pre-
existing.

Laboratory findings showed a marked
increase in the concentrations of creatine
kinase at 6632 U/l (normal range: 5-70 U/l)
with normal concentrations of the isoform
CK-MB, lactate dehydrogenase (LDH) at 670
U/l (normal range: 80-240 U/l), and moder-
ately increased liver enzymes, which had been
reported since the beginning of IFN-f treat-
ment. Myoglobinuria was not determined and
there were no pathological alterations in con-
centrations of creatinine, urea nitrogen, C
reactive protein, blood cell counts, or glucose.
No electrolyte abnormalities were detectable.

With the diagnosis of a rhabdomyolysis,
IFN-f3 application was discontinued, the pa-
tient was subsequently monitored in the
intensive care unit, and treated with intra-
venous fluids and bicarbonate to maintain an
alkaline urine output. Under the treatment
myalgia and the tetraparesis disappeared
within 2 days. The patient returned to his
baseline EDSS. With a delayed time course the
creatine kinase declined steadily to normal
values after 2 weeks. We now treat this patient
with glatiramer acetate (copolymer-1) for the
relapsing-remitting multiple sclerosis.

To our knowledge, this is the first reported
case of rhabdomyolysis associated with IFN-f3
treatment. This adverse event has been previ-
ously associated with IFN-a, which also
belongs to the type I interferons. This,
however, exhibits only 30% of homology and
differs in its immunological profile. Greenfield
et al described a patient 10 weeks after initia-
tion of IFN-a treatment starting with 5 MU
three times a week for chronic active hepatitis
C," and Reinhold et al recorded acute rhab-
domyolysis 4 days after high dose IFN-a
therapy (20 MU/m’ daily) in a patient with
malignant melanoma.’ Remarkably, the mani-
festation of muscle injury occurred when the
dose of IFN-a was being increased in both
patients described, suggesting that rhab-
domyoloysis represents at least a dose de-
pendent side effect of this type I interferon.

In the patient presented here the dosage of
IFN-Bla was unaltered. Yet, the absence of
any other medication, exclusion of infectious
and metabolic causes usually related to a
non-traumatic rhabdomyolysis, the lack of
indications for an underlying metabolic mus-
cle disorder as determined by the patients’
history, the clinical presentation including
laboratory investigation, and the temporal
relation with IFN-f la application indicate
that rhabdomyolysis is a possible adverse
event of IFN-B therapy. Rhabdomyolysis can
also be induced by unaccustomed muscular
exercise in untrained people.” However, our
patient often goes bowling and thus is used to
this programme.

It is concluded that creatine kinase activity
should be measured when a patient complains
of severe myalgia differing from the often
occurring myalgia under IFN-f3 treatment and,
in particular when weakness is reported. This
procedure might be effective in the prevention

of irreversible rhabdomyolysis during IFN-3
therapy. As a dose dependent effect of IFN-f3
la on both clinical and MRI outcomes in
relapsing-remitting multiple sclerosis is
known,'” future observations will show
whether increase in dosage of IFN-f3 predis-
poses to thabdomyolysis as reported for IFN-a.
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Superficial siderosis associated
with anterior horn cell dysfunction

Superficial siderosis of the CNS is a rare syn-
drome of progressive cerebellar ataxia and
sensorineuronal deafness associated with
haemosiderin deposition from chronic sub-
arachnoid bleeding.! We describe a patient
with typical features of superficial siderosis
and an anterior horn cell syndrome, a combi-
nation that to our knowledge has never been
previously reported.

A 59 year old man presented with a 4 year
progressive history of unsteadiness of gait,
bilaterally impaired hearing, and weakness
which had begun in the left hand, spreading
to involve the left arm and leg, and right hand.
He had a 2 year history of cerebellar dysar-
thria, bladder hesitancy with postmicturition
dribbling, and impotence. Examination dis-
closed a broad based ataxic gait with left sided
limb ataxia. Apart from bilateral sensorineu-
ronal deafness the cranial nerves were nor-
mal. There were fasciculations in the arms
and legs. In the upper limbs he had asymmet-
ric wasting and weakness of the intrinsic
hand muscles, biceps, and triceps bilaterally.
In the left lower limb there was wasting and
weakness of the hip flexors and quadriceps.
Sensory examination was normal. The deep
tendon reflexes were all present and symmet-
ric. The abdominal reflexes were present and
the plantar responses were flexor.

Magnetic resonance imaging of the brain
and spinal cord demonstrated haemosiderin
deposition around the cerebellar folia,
outlining the whole spinal cord and sacral cul
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