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but in elderly patients we have found more problems
are created than are solved.
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The phenomenological profiles of post-stroke
depression and mania are both remarkably similar
to those found in patients with functional affective
disorders(Starkstein& Robinson,1989).Further
more, seasonal patterns of bipolar illness (Hunt &
Silverstone, 1990) and unipolar mania (Berthier et a!,
1990) have been reported after focal involvement of
the limbic system. The occurrence of very rapid
mood fluctuations between mania and depression
alternating every two weeks in Blackwell's patient
and on an hour-by-hour basis in the present case also
parallels that of functional rapid-cycling bipolar
affective disorder (Wolpert et a!, 1990). Focal
damageto thelimbicsystemaffectingmidlinestruc
tures (Blackwell, 1991 ) or the right hemisphere might
be implicated in the pathogenesis of rapid-cycling
bipolar affective disorder.
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Fluvoxamine withdrawal syndrome

SIR: Fluvoxamine is a selective 5-hydroxytryptamine
(5-HT) uptake inhibitor that has been shown to be
effective in the treatment of obsessiveâ€”compulsive
disorder (OCD) (Goodman et a!, 1990). I report
here a patient who developed a distinct psychiatric
syndrome whenever she stopped her fluvoxamine
medication.
Case report. The patient was a 30-year-old woman in 1987
when her medication with fluvoxamine was started. She had
a long history of OCD; the illness started at age 12 with
compulsive hand-washing and bathing. Over the years her
symptoms fluctuated; although there were a couple of years
of good functioning, she was usually severely incapacitated
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Post-stroke rapid cycling bipolar affective disorder

SIR: Blackweli (Journal, August 1991 , 159, 279â€”280)
reports the case of a young man who developed a
rapid-cycling manicâ€”depressive illness complicating
a small brain stem haematoma. The following case
report further illustrates the phenomenology of
mood swings occurring in a patient who developed a
very rapid-cycling affective disorder following a right
hemisphere cerebrovascular accident.
Case report. The patient was a 44-year-old ambidextrous
man who suffered an ischaemic infarct involving the right
hemisphere (mainly temporo-insular and anterior parietal
regions) that left him with a left hemiparesis and a left arm
dystonia. He had a previous history of alcohol abuse but no

positive family or personal history of affective disorder.
Two months after his stroke, his wife noted that he began to
experience abrupt changes in mood, even within a few
hours, from jocularity to helplessness, and from talkative
ness to elective mutism. Affective states were evaluated on
repeated occasions using the Hamilton Rating Scale for
Depression (HRSD) and the Mania Scale (MAS; Becketa!,
1986). During the manic phases he appeared distractible
and elated, and joked inappropriately. At times he was
irritable and occasionally exploded into a rage with only
trivial precipitants. He also showed loud, pressured speech,
flight of thoughts, and increased libido and activity.
Through several manic episodes, his MAS score ranged
from 13 (hypomania) to 18 points (definite mania). During
depressive phases, he appeared apprehensive and forgetful,
and showed a pessimistic attitude towards the future and
total loss of libido. His HRSD scores were always above 16
points (major depression). It was noted that over a period of
two weeks the patient had at least three mood swings per
day. Bipolar cycles with intervening euthymic periods and
very brief mixed affectivestates were also documented. The

patient was started on treatment with carbamazepine

(600mg/day),buthedevelopedintolerablesideeffects,and
the medication was discontinued. Lithium carbonate was
then prescribed but it was withdrawn because of non
compliance. Rapid cycling spontaneously subsided one
year after onset.
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by her symptoms(continuouspreoccupationwithdirt and
contamination resulting in hours being spent in the bath
and inability to leave her home). She spent long periods
as a hospital in-patient. In April 1987, the patient was
prescribed fluvoxamine 50 mg b.d. There was a good
therapeutic response, and the patient was discharged from
hospital. In April 1988, after a year's treatment with
fluvoxamine, the patient became pregnant, and her general
practitioner advised her to stop the fluvoxamine. The
patient, however, claimed that she was unable to stop her
fluvoxamine; whenever she had tried to do so, she was over
whelmed by strong feelings of aggression (she felt that she
â€œ¿�couldmurder someoneâ€•).As Duphar Laboratories, the
manufacturers of fluvoxamine, were unaware of any
adverse reports on the drug in pregnancy, and the patient's
mental state was likely to deteriorate after discontinuation
of medication, the patient was allowed to continue on her
fluvoxamine throughout her pregnancy. The pregnancy
was uneventful, and the patient gave birth to a healthy
daughter. Later, when the dosage of fluvoxamine was
increased to 150mg daily, the patient reported a new form
of withdrawal syndrome: on the first day after stopping the
medication she felt elated and had general features of hypo
mania (overactivity, racing of thoughts, lack of fatigue). On
the second day, however, the aggressive feelings and
thoughts appeared. While the patient found the hypomanic
phase pleasant, she described the aggressive phase as
unbearably distressing.

The bi-phasic withdrawal syndrome probably
reflects the activation of two different mechanisms as
the concentration of fluvoxamine declines in the
brain: the drop in concentration from a higher level
would trigger the hypomanic syndrome, whereas the
fall in concentration from a lower level would result
in the aggressive feelings. Indeed, when the patient
was on the lower dosage (100 mg/day) of fluvoxa
mine, only the aggressive phase was reported.

The most plausible explanation for the withdrawal
syndrome is that it reflects a relative deficiency of
5-HT at central 5-HT receptors. In the presence of
fluvoxamine the uptake of released 5-HT is continu
ously blocked, resulting in the exposure of the recep
tors to a high concentration of 5-HT. This in turn

could lead to â€œ¿�down-regulationâ€•(desensitisation) of
the receptors. When fluvoxamine is withdrawn, the
concentration of 5-HT falls at the receptors to a level
that is not sufficient to provide an adequate agonist
stimulus for the down-regulated receptors. Indeed, a
deficiency in 5-HT has been implicated in the patho
genesis of aggressive and impulsive behaviours
(Coccaro, 1989). It is more difficult, however, to link
the hypomanic syndrome to a deficiency in 5-HT
since mania is thought to be associated with excessive
concentrations of 5-HT at central 5-HT-ergic
synapses (van Praag, 1978). A similar mechanism
has been implicated in the pathogenesis of the neuro
leptic malignant syndrome provoked by the discon
tinuationof levodopa therapy in Parkinsonian
patients: stopping the medication leads to an acute
relative deficiency of dopamine at central dopamin
ergic synapses (see Addonizio & Susman, 1991).

I am not aware of other reports of a fluvoxamine
withdrawal syndrome, and would be interested to
hear from colleagues whether their patients reported
similar experiences when withdrawn from fluvoxa
mine or other selective 5-HT uptake inhibitors (e.g.
fluoxetine, paroxetine, sertraline).
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The devices adopted in other places for showing
accommodationwhichdoesnotexistarenotgood.
In the case of Maryborough Asylum, above referred
to, we learn that â€œ¿�thereis no Board-room, except the
superintendent's dining-room; no clerk's office, no
visiting room for either males or females.â€•Have the
governors been reading Oliver Twist, and do they
desire to relieve the difficulties of any little Oliver who
may be called upon by Bumble to â€œ¿�bowto the

Boardâ€•by providing the unmistakable hospitable
board of the medical superintendent as the object of
his salaam? And of course the friends of the patients
can be excluded â€”¿�such people are long suffering in
Ireland, but what does the clerk do for an office?
Does he work in a tent? By the way, we find no trace
in this report of the circumstance with which a
perplexed Irish superintendent used to convulse his
English friends, when he assured them that his
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