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Hemifacial spasm: treatment with pizo-
tifen

The surgical treatment of hemifacial spasm
has recently been reported in this _Journal.' I
report the beneficial effects of pizotifen, a
5HT receptor antagonist, in two patients
with hemifacial spasm. The original observa-
tion was entirely by chance as the drug was
introduced to help a patient with frequent
migraine attacks.

Patient 1, a 43 year woman pharmacist,
had an eight month history of right hemifa-
cial spasm after the removal of a meibomian
cyst from the lower eyelid in December
1994. There was also a background history
of migraine headache fulfilling the criteria
for the diagnosis as defined by The
International Headache Society. Pizotifen
(1 mg a day), was introduced by her general
practitioner in an attempt to reduce the fre-
quency of the migraine attacks. There was a
rapid and consistent benefit from the point
of view of the hemifacial spasm, although
there seemed to be no reduction in the
migraine attacks. The patient stopped the
pizotifen and within 36 hours, the facial
spasms returned. Several more trials of
treatment, followed by stopping it, were
undertaken, all with the same result. On
continued pizotifen treatment, the benefit
on her hemifacial spasm has been main-
tained.

Patient 2, a 52 year old woman clerk pre-
sented with a very long history of left hemi-
facial spasm. She had undergone various
non-surgical treatments previously, includ-
ing botulinum toxin, with variable benefit.
There was also a background history of
frontal headaches. These were more in keep-
ing with a diagnosis of a tension type
headache syndrome. In view of the previous
case, pizotifen (1-5 mg at night), was intro-
duced and there was very good improve-
ment in the hemifacial spasm, although it
was not completely abolished. The patient
was considering a surgical approach for the
spasm but decided in view of the consider-
able improvement that she would await
events. The improvement has persisted for
more than three months on continued pizo-
tifen.

Considerable caution must obviously
apply to the finding of just two patients ben-
efiting from pizotifen treatment in hemifacial
spasm. It is interesting, however, that the
first patient, being a pharmacist, had under-
taken several trials of stopping the treatment
with the return of hemifacial spasm, only to
see consistent improvement on restarting.
The mechanism of action is unknown.
antagonising 5HT1 receptors with pizotifen
might inhibit neurons at the level of the
VIIth nerve nucleus.
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Orthostatic hypotension caused by a
localised dorsal medullary tumour

Orthostatic hypotension is the most dra-
matic circulatory expression of autonomic
failure. To control blood pressure, an intact
baroreflex loop is necessary.' 2 In 1984, Hsu
et al reported three cases of brainstem
tumours that compromised baroreflex func-
tion.' Here, we describe a patient who pre-
sented with severe orthostatic hypotension,
respiratory failure, and bulbar palsy associ-
ated with a medullary tumour. We examined
the autonomic function of the patient. This
case is unique, because of its rarity and diag-
nostic aspects.
A 54 year old man was admitted to Anjio

Kosei Hospital on 21 April 1994 because of
hoarseness, anorexia, dysphagia, and pos-
tural dizziness. These symptoms first
appeared in March 1994. He had a history
of ankylosing spondylitis and acute myocar-
dial infarction diagnosed at the ages of 26
and 51 years, respectively. His general
examination was unremarkable except for
ankylosis of the spine and a cachectic
appearance. Neurological examination dis-
closed a nasal voice, atrophy of the tongue,
and absence of the gag reflex bilaterally.
Motor, sensory, and cerebellar functions
were normal except for a mild proximal
weakness of the limbs, probably from disuse.
His gait was normal, and he could use a pair
of chopsticks. The deep tendon reflexes
were normal. There were no pyramidal
signs. His blood pressure decreased from
160/100 to 80/60 mm Hg when he rose
from a supine to a seated position, whereas
his heart rate remained unchanged. He had
no urinary dysfunction.
A plain cranial CT disclosed no apparent

lesion. His CSF contained 38 cells per mm,'
and the protein concentration was 90 mg/dl.
Repeated cytological analysis of the CSF
disclosed no malignant cells. On 26 May,
enhanced MRI showed a circumscribed
brain tumour located in the dorsal medulla
with involvement of the obex. Two addi-
tional smaller tumours also were found in
the right cerebellum and in the right lateral
periventricle (figure). No lesions in the
spinal cord or peripheral nerves were noted.
Nerve conduction studies of the limbs were
normal. Repeated examinations of the whole
body failed to disclose any evidence of a pri-
mary tumour. The intracranial tumour was
considered to be a malignant lymphoma
based on its radiosensitivity and neuroimag-
ing.

After his admission, the patient's postural
hypotension gradually worsened, and the
frequency of syncopal attacks increased. An
episode of respiratory arrest after syncope
occurred during defecation on the morning
of 7 June. He was unable to breath sponta-
neously, and showed clouding of conscious-
ness. However, he could respond voluntarily
to some orders. Assisted ventilation was per-
formed for the next two months. Irradiation
therapy applied to his whole brain (40 Gy)
and to the medullary lesion (14-4 Gy) was
performed from 6 June to 19 July. On 20
October, only small enhanced spots were
seen on an MRI with contrast. His respira-
tory status improved and after 17 August, he
was able to breath without aid; however, his
episodic orthostatic hypotension and bulbar
deficits remained. Both sympathomimetic
and mineralocorticoid agents given via gas-
tric tube were ineffective in treating his
orthostatic hypotension. The use of support
stockings to prevent blood pooling in his

(A)
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(A) Enhanced MRI (26 May 1994) shows a circumnscribed brain tumour located in the dorsal
medulla and involving the obex. (B) Enhanced MRI (20 October 1994) disclosing a significanit
decrease in tumnour size after irradiationi therapy. On7ly a fezv smnall enihaniced lesionis are visible.
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legs was beneficial, and he was able to walk
occasionally without assistance.
Autonomic function tests were performed

after weaning from mechanical ventilation.-'
A catheter was inserted into the left radial
artery, and vital signs were monitored. Head
up tilting to 600 resulted in a blood pressure
fall from 134/99 to 51/48 mm Hg. The basal
plasma noradrenaline concentration was

normal. A rise of plasma vasopressin in

response to hypotension was absent, sug-

gesting involvement of the afferent barore-
flex pathway. There was no overshoot with
Valsalva's manoeuvre, which suggested
insufficient baroreflex function. The absence
of a blood pressure rise to the cold pressor
test suggested involvement of the efferent
sympathetic system. A noradrenaline infu-
sion test disclosed sympathetic supersensi-
tivity. No /B-1 supersensitivity in response to
an isoprenaline infusion test was seen.-;
Increase of his heart rate from 90 to 109 per

minute in response to an atropine test
showed that the vagal efferents were not
completely involved. The results of the
remaining autonomic tests were normal.
The control of blood pressure after pos-

tural change is mediated by the baroreflex
system. Failure of this reflex function can be
due to a lesion anywhere in this reflex path-
way. Impulses from the baroreceptors, origi-
nating from the carotid sinus and aortic
arch, travel via the glossopharyngeal and
vagal nerves. Most of these baroreceptor
afferents terminate in the nucleus tractus
solitarii, the major nuclear relay of the
baroreflex. 3 In addition, the nucleus trac-
tus solitarii not only regulates baroreceptor
pathways but is also involved in the central
regulation of respiration and swallowing.25
The glossopharyngeal and vagal nerves also
convey the sensory impulses from the phar-
ynx, larynx, and the respiratory system to
the nucleus tractus solitarii, which contains
specific centres for respiration and swallow-
ing.23 Our patient presented with severe

orthostatic hypotension, dysphagia, lingual
atrophy, and temporary failure of automatic
respiration, but had no pyramidal signs, sen-

sory impairment, cerebellar ataxia, or a neu-

rogenic bladder. Although we cannot discuss
the relation of a non-metastatic autonomic
neuropathy, neither spinal nor peripheral
nerve lesions were found. Investigations of
the somatic and autonomic functions sug-

gested a medullary lesion. Severe orthostatic
hypotension, the absence of overshoot of
Valsalva's manoeuvre, a negative response to
the cold water test, and a positive response
to the atropine test are consistent with an

incomplete failure of the baroreflex arc.

Although it is difficult to determine the defi-
nite lesion responsible for the failure of the
baroreflex arc, a tumour located in the dor-
sal medulla may cause impairment of the
nucleus tractus solitarii, the dorsal vagal
nucleus, and the hypoglossal nucleus, which
are located in close proximity in the dorsal
medulla.23

In conclusion, a localised lesion of the
dorsal medulla as reported in this case may
result in severe orthostatic hypotension, bul-
bar palsy, and failure of automatic respira-
tion in the absence of pyramidal or

sensorimotor signs in the limbs.
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Tardive dystonia after neuroleptic
treatment of Tourette's syndrome

We report a patient with Tourette's syn-
drome who developed tardive dystonia man-

ifest by a task specific, action induced
oromandibular dystonia after 15 years of
treatment with haloperidol.
A 28 year old man with Tourette's syn-

drome since the age of seven had been
treated with haloperidol (2-4 mg daily) with
good effect since the age of 13. Motor and
vocal tics had included eye blinking, facial
grimacing, shoulder shrugging, head and
neck movements, humming and squeaking
noises, and occasional snapping-shut jaw
movements. Obsessive-compulsive features
included repetitive touching and counting
behaviours. At the age of 28, he developed
severe dystonic movements of the jaw,
mouth, and tongue for the first time, which
were activated by speaking. Immediately on

beginning to speak he displayed forceful dys-
tonic jaw opening and buccolingual move-

ments associated with a pronounced
dysarthria. He could prevent these by speak-
ing with a finger or pencil clenched between
his teeth. The mouth movements were

absent at rest and were not activated by eat-
ing or non-verbal jaw movements. There
were also mild choreic movements of the
hands and fingers. After stopping haloperi-
dol there was transient exacerbation of jaw
movements which lasted for several weeks
followed by persistent speech activated jaw

opening oromandibular dystonia, which
remained unchanged for the next 10
months. Eye blinking and cervical tics exac-

erbated when haloperidol treatment was

stopped, and were treated with clonazepam
with partial benefit. Benztropine and tetra-
benazine were unhelpful for the oro-

mandibular dystonia but beginning 10
months after onset there was slow improve-
ment followed by complete resolution of the
jaw dystonia, which has now been absent for
18 months.

Tardive dyskinesia and tardive dystonia
have only rarely been reported in patients
with Tourette's syndrome after chronic neu-

roleptic treatment. 2Our patient developed
an action induced oromandibular dystonia
after 15 years of treatment with haloperidol.
Diagnosis of tardive dystonia occurring on a

background of Tourette's syndrome may be
difficult. In this case, the patient's dystonia
differed from dystonic tics sometimes associ-
ated with Tourette's syndrome in being
highly localised, action induced, repetitive,
patterned, not suppressible, and unaccom-
panied by an urge to move.3 His severe
dysarthria was also more consistent with
oromandibular dystonia than a dystonic jaw
tic. Because cranial and cervical dystonia
have been reported in a few patients with tic
disorders not exposed to neuroleptic
drugs,45 the possibility of a coincident pri-
mary dystonia unrelated to neuroleptic
drugs also deserves consideration. The his-
tory of prolonged neuroleptic exposure,
exacerbation of dystonia after stopping
haloperidol, and disappearance of dystonia
over 12 months after stopping haloperidol
are clinical features much more indicative of
tardive dystonia induced by neuroleptic
drugs than spontaneous dystonia.

Although tardive dyskinesia has been
uncommon in patients with Tourette's syn-
drome, vigilance for the appearance of new
involuntary movements, especially when
they appear dyskinetic or dystonic rather
than tic-like, is appropriate in the manage-
ment of Tourette's syndrome with neurolep-
tic drugs.

DANIEL TARSY
EDISON MIYAWAKI

Division of Neurology, Deaconess Hospital,
and Department of Neurology,

Harvard Medical School,
Boston, MA 02215, USA

Correspondence to: Dr D Tarsy, Division of
Neurology, Deaconess Hospital, 110 Francis
Street, Boston, MA 02215, USA.

1 Caine ED, Polinsky RJ. Tardive dyskinesia in
persons with Gilles de la Tourette's disease.
Arch Neurol 1981;38:471-2.

2 Singh SK, Jankovic J. Tardive dystonia in
patients with Tourette's syndrome. Mov
Disord 1988;3:274-80.

3 Jankovic J, Stone L. Dystonic tics in patients
with Tourette's syndrome. Mov Disord
1991;6:248-52.

4 Stone LA, Jankovic J. The co-existence of tics
and dystonia. Arch Neurol 199 1;48:862-5.

5 Lees AJ, Robertson M, Trimble MR, et al. A
clinical study of Gilles de la Tourette syn-
drome in the United Kingdom. J Neurol
Neurosurg Psychiatry 1984;47: 1-8.

Should patients with central core dis-
ease be screened for malignant hyper-
thermia?

Malignant hyperthermia is a potentially fatal
condition of hypermetabolism in skeletal
muscle triggered by certain anaesthetic
agents. Although neuromuscular disorders
may predispose to anaesthetic complications
in their own right, only central core disease
and malignant hyperthermia myopathy are
associated with the characteristic in vitro
muscle responses diagnostic for susceptibil-
ity to malignant hyperthermia.1 Central core
disease is characterised by weakness, wast-
ing, and orthopaedic complications. Muscle
fibres show rounded areas of reduced oxida-
tive staining, known as cores. Malignant
hyperthermia myopathy is a non-specific his-
tological myopathy, sometimes with cores,
occurring in clinically asymptomatic
patients, susceptible to malignant hyperther-
mia. Most susceptible patients show normal
muscle histology. A few show central core
disease or malignant hyperthermia myopa-
thy. Conversely, many patients with central
core disease are susceptible to malignant
hyperthermia. Indeed an assumption has
grown that all patients with central core dis-
ease are susceptible to malignant hyperther-
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