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patients with catatonia associated
with mood disorders has remained
stable.3 This may, in part, be due to
use of antipsychotics and involve-
ment of a GABAergic mechanism
(animal studies have shown GABA
modulation of GABA receptors in
animals treated on antipsychotics
for a period of time).5 This may
support a greater preponderance
for GABAergic deficit in mood dis-
order patients then in schizophrenia
patients. The mechanism is not
clear on how valproic acid works,
but it is clear that it increases CNS
GABA. Studies have shown that
valproic acid enhances GABA level
and neuronal GABA responsive-
ness. The use of valproic acid
should be considered an option for
treatment of catatonic patients, par-
ticularly those with mood disor-
ders.
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Stimulating Research: A
Prospective, Randomized,
Double-Blind, Sham-
Controlled Study of Slow
Transcranial Magnetic
Stimulation in Depressed
Bipolar Patients

SIR: Patients with bipolar disor-
der may spend more than half of
their lives experiencing depression.1

Unfortunately, antidepressant treat-
ment may adversely affect the over-
all course of bipolar illness, increas-
ing the rates of rapid cycling and
inducing chronic depressive states.2

Menkes et al.3 showed that slow
(F�1 Hz) repetitive transcranial
magnetic stimulation (rTMS) ap-
plied to the right dorsolateral pre-
frontal cortex (DLPFC) proved to be
safe and effective in the treatment
of unipolar depression. This explor-
atory study explores safety and effi-
cacy, in bipolar depression.

Case Report
We studied five type I bipolar dis-
order depressed patients on a stable
mood stabilizer regimen without
antidepressant treatment. Four sub-
jects were randomly assigned to re-
ceive active rTMS, and one was as-
signed to sham rTMS. Patients were
maintained on their medications:
lithium (N�2), risperidone (N�1),
quetiapine (N�1), divalproex
(N�1), and lamotrigine (N�1).
One patient was on two medica-
tions. Treatments were performed
using a 9 cm circular coil connected
to a Cadwell MES-10 stimulator
(Cadwell Laborties, Kennewick,
Wash). The coil was placed over the
right DLPFC, and 100 consecutive
stimuli of slow (1 Hz) rTMS were
delivered at 95% of motor thresh-
old. The treatments were scheduled
twice a week for four consecutive
weeks. Subjects were blind to treat-

ment assignment. The 21-item
Hamilton Depression Rating Scale
(HAM-D) and Young Mania Rating
Scale (YMRS) assessed clinical re-
sponse weekly for 4 weeks and
again 2 weeks after termination of
treatment. The rating investigator
was blind to treatment assignments.

The active group had three
women and one man (average
age�44 years); the placebo subject
was a man (45 years old). At the
end of the study, subjects receiving
rTMS showed greater improvement
than the placebo-treated subject.
However, throughout the first 4
weeks there was no difference be-
tween the groups. One of the sub-
jects did not complete the study.
The unequal randomization pre-
cluded statistical analysis. There
was no evidence of any manic in-
duction as all patients maintained a
YMRS�3. Side effects included un-
usual feeling, fatigue, memory
problems, facial myoclonus, periph-
eral illusions, flu symptoms, sleep
disturbance, dizziness, sore throat,
headache, and balance disturbance.
The placebo subject reported confu-
sion, dry mouth, and myoclonus.

Comment
This exploratory study suggests
that slow right DLPFC rTMS may
be beneficial in depressed bipolar
patients. The continued improve-
ment from Week 4 to Week 6 sug-
gests this treatment has effects that
persist after treatment cessation and
that larger future studies of slow
rTMS should be extended to 6
weeks’ duration, with an increased
frequency of administration.
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Hereditary Hemorrhagic
Telangiectasia and
Psychopathology

SIR: Hereditary hemorrhagic tel-
angiectasia (HHT) is an autosomal
dominant vascular dysplasia that
affects 1 in 5,000 to 8,000. Its clinical
picture comprises nosebleeds, gas-
trointestinal hemorrhage, mucocu-
taneous telangiectasia, pulmonary
and cerebral arteriovenous malfor-
mations, as well as hepatic involve-
ment due to abnormal vascular
structures. The clinical significance
of this disorder has increased since
asymptomatic screening programs
have shown a much higher fre-
quency of arteriovenous malforma-
tions than was initially suspected.1

HHT can be the result of mutations
in genes on at least two chromo-
somes. The first is in the gene en-
coding endoglin (chromosome 9q34;
ENG, HHT1). The second is in the
gene encoding activin A receptor
type-like kinase 1 (chromosome
12q13; ALK-1, HHT2).2

There is a paucity in published
clinical reports of neuropsychiatric
complications despite the frequent
cerebral involvement. We describe

two patients who were primarily re-
ferred for neuropsychiatric evalua-
tion without a suspected association
with HHT.

Case Report
A 21-year-old man was referred be-
cause of behavioral problems. At
the age of 14 he underwent an em-
bolization for a pulmonary arterio-
venous malformation. Magnetic res-
onance imaging (MRI) and
angiography of the brain as well as
an echography of the liver were
normal. The patient and his mother
were both suffering from HHT. Ge-
netic analysis demonstrated a muta-
tion in the ENG gene (HHT1).

The patient’s early development
was characterized by abnormal lan-
guage development and disinhib-
ited behavior. At the age of 14, he
was institutionalized because of be-
havioral disturbances and learning
difficulties. Psychological examina-
tion (SON-R) showed a total IQ of
74. He showed repetitive and ste-
reotyped behaviors, a qualitative
impairment in communication and
social interaction, and episodic im-
pulsivity with temper tantrums. In
addition, paranoid ideation and
hallucinatory experiences were ob-
served. Two years later he devel-
oped bizarre behavior and intermit-
tent psychotic symptoms. In
subsequent years, his behavior be-
came more disinhibited and aggres-
sive, and he was referred for a neu-
ropsychiatric reevaluation. Somatic
examination demonstrated telan-
giectases on the mucosa of the
mouth and nose. Extensive labora-
tory tests did not show abnormali-
ties except a slight elevation of the
liver function tests.

A diagnosis of pervasive devel-
opmental disorder and borderline
mental retardation was made. Be-
fore extensive somatic, neuroradio-
logical, and neuropsychiatric exami-
nation could be completed, the
patient died suddenly due to a

massive pulmonary bleeding. An
autopsy was not performed.

Case Report
A 58-year-old woman had been
psychiatrically admitted for the first
time at the age of 23, most probably
because of a psychosis. At the age
of 42 she was referred to the outpa-
tient department because she felt
overstrained and unable to cope
with daily events. At that time, her
mood was dysphoric and irritable,
her thoughts were chaotic, and she
spoke circumlocutorily. No formal
psychiatric diagnosis was made. In
the subsequent 16 years, no psychi-
atric intervention was necessary.

Recently, she was admitted be-
cause of a manic episode with
prominent religious delusions, inco-
herence of speech, euphoric mood,
disinhibited behavior, and poor so-
cial judgment. Somatic examination
demonstrated multiple telangiec-
tases in the nose and on the tongue
and pinpoint telangiectases on the
fingertips as well as temporary
mild hematuria. Extensive labora-
tory tests did not show any abnor-
malities. Neuropsychological exam-
ination demonstrated a total IQ of
72 (WAIS-III) and slow mental pro-
cessing.

MRI scanning of the brain re-
vealed no signs of cerebral compli-
cations. A computed tomography
(CT) scan of the lungs showed a
small arteriovenous malformation
with a diameter of 5 mm. Her so-
matic history mentioned recurrent
epistaxis, uterus extirpation, venous
varicosities and hypertension. No
family history with psychiatric dis-
orders was present. Based on the
trials, epistaxis, telangiectasias, and
positive family history, the diagno-
sis of HHT was established that
was genetically confirmed as a mu-
tation in the ALK-1 gene (HHT2).

Comment
Although HHT has a relatively high
prevalence, it is remarkable that vir-


