
Letters to the Editor

Treatment of Acute Mania With Gabapentin

TO THE EDITOR: Gabapentin, currently marketed as an anti-
epileptic drug, has been shown to be an effective adjunctive
therapy in the treatment of partial seizures with and without
secondary generalization (1). The most common side effects
are sedation and ataxia (1). Two other antiepileptic drugs,
valproate and carbamazepine, have proven effective in the
treatment of acute mania in randomized, double-blind, pla-
cebo-controlled trials (2), but so far the effectiveness of gaba-
pentin as a treatment for psychiatric disorders has been little
studied. Ryback and Ryback (3) reported the successful addi-
tion of gabapentin, 1200 mg/day, to a regimen of imipramine
in the treatment of behavioral dyscontrol in an adolescent
with intermittent explosive disorder, attention deficit hyper-
activity disorder, and an organic mood disorder that was sec-
ondary to a closed head injury. Conversely, Short and Cooke
(4) described the occurrence of hypomanic symptoms after
gabapentin, 300 mg/day, was added to a regimen of carba-
mazepine and lamotrigine in the treatment of a patient with
epilepsy. We report here a successful treatment of mania with
gabapentin.

Mr. A, a 40-year-old white man with DSM-IV bipolar I
disorder and alcohol dependence, was admitted for his first
psychiatric hospitalization. In the 4 months before admis-
sion, he had experienced severe irritability, violent outbursts,
racing thoughts, marked distractibility, greater libido, gran-
diose and persecutory delusions, less need for sleep (3–4 hours/
night without daytime napping), pressured speech, and audi-
tory hallucinations. Similar, although less severe, episodes of
these manic symptoms had occurred since the age of 30. His
alcohol dependence began at age 35. Mr. A also had expe-
rienced a bilateral frontal lobe injury with bilateral intracra-
nial hematomas after a motor vehicle accident 2 years earlier.
The intracranial hematomas resolved 1 month after the ac-
cident without surgical drainage. Results of an EEG during
sleep-deprived conditions revealed no abnormality, and ear-
lier EEG studies performed after the accident that were not
done during sleep-deprived conditions revealed no evidence
of paroxysmal activity. A computerized tomography scan of
his brain revealed mild bilateral frontal atrophy. Results of
neuropsychological tests revealed only mild cognitive im-
pairment that was consistent with head trauma, alcohol use,
or psychotic mood disorder. Results of laboratory tests per-
formed at admission noted elevated hepatic transaminase
concentrations, mild thrombocytopenia, and elevated pro-
thrombin time.

Mr. A refused a trial of lithium, and we were reluctant to
initiate a regimen of valproate or carbamazepine given his
impaired hepatic function, thrombocytopenia, and elevated
prothrombin time. After written informed consent was ob-
tained, a regimen of gabapentin, 900 mg/day, was initiated
and increased daily by 900 mg until a dose level of 3600
mg/day was achieved after 4 days. The Young Mania Rat-
ing Scale was administered daily by a blind rater to assess
manic symptoms. Mr. A’s score on the Young Mania Rat-

ing Scale decreased from 34 at baseline (before gabapentin
administration) to 17 after 10 days of gabapentin mono-
therapy. Specifically, Mr. A displayed reductions in irrita-
bility, racing thoughts, pressured speech, behavioral disor-
ganization, auditory hallucinations, libido, and insomnia
(with sleep normalizing to 8 hours/night). Both Mr. A and
his wife reported that his improvement was dramatic, and
no side effects were reported.

Although anecdotal, the response of this patient’s manic
symptoms to gabapentin monotherapy suggests that gaba-
pentin may have antimanic efficacy. The promising response
of this patient’s manic symptoms to gabapentin suggests that
further study of this agent in the treatment of acute mania is
warranted.

REFERENCES

 1. UK Gabapentin Study Group: Gabapentin in partial epilepsy.
Lancet 1990; 335:1114–1117

 2. McElroy SL, Keck PE Jr: Antiepileptic drugs, in The American
Psychiatric Press Textbook of Psychopharmacology. Edited by
Schatzberg AF, Nemeroff CB. Washington, DC, American Psy-
chiatric Press, 1995, pp 351–375

 3. Ryback R, Ryback L: Gabapentin for behavioral dyscontrol (let-
ter). Am J Psychiatry 1995; 152:1399

 4. Short C, Cooke L: Hypomania induced by gabapentin (letter). Br
J Psychiatry 1995; 166:679–680

SEAN P. STANTON, B.A.
PAUL E. KECK, JR., M.D.

SUSAN L. MCELROY, M.D.
Cincinnati, Ohio

Systematic Desensitization as an Alternative Exposure
Strategy for PTSD

TO THE EDITOR: Although intensive exposure therapy for
veterans with combat-related posttraumatic stress disorder
(PTSD) has shown promising results (1), this treatment strat-
egy may not be applicable in every case (e.g., patients with
heart disease). Systematic desensitization (2), through gradu-
ated rather than intensive exposure, is a widely accepted treat-
ment for phobias and may offer a reasonable alternative
strategy for engineering therapeutic exposure to traumatic
stimulus cues in individuals with PTSD. This approach takes
a learning theory perspective in which extinction of a condi-
tioned fear response is achieved through graduated exposure
to the anxiety-producing stimuli while inducing a physiologi-
cal state that inhibits anxiety (e.g., deep muscle relaxation).
The reciprocal inhibition of the anxiety response during ex-
posure should weaken the relationship between the trauma-
related cues and the conditioned response, thus reducing the
anxiety responses. Because most of the symptoms of PTSD are
related to maladaptive fear and anxiety associated with the
trauma, reduction of this fear and anxiety reaction leads to
improvement in a number of areas. Unfortunately, although
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single case studies have demonstrated the potential of system-
atic desensitization (3, 4), to date no controlled studies have
examined its efficacy for treatment of PTSD. We present a case
study for illustrative purposes.

Mr. A was a 34-year-old, recently divorced black man
with a 10-year history of PTSD, major depression, panic
attacks, guilt, and dissociative symptoms that resulted from
a military training accident in which he was severely injured
and a soldier under his command was killed. His psychiatric
symptoms led to marital problems and divorce (and sub-
sequent estrangement from his two children), as well as oc-
cupational troubles that resulted in a 12-month layoff from
his job with the post office. He was treated first in a private
practice setting and then at a veterans’ outpatient clinic for
4 years. During this time, a number of treatment ap-
proaches were attempted, including pharmacological treat-
ments (e.g., buspirone, trazodone, bupropion, diazepam,
chloral hydrate, haloperidol), two psychiatric hospitaliza-
tions, marital counseling, cognitive treatment of depression,
and intensive exposure therapy. Mr. A’s symptoms did not
improve with treatment, and he had a particularly strong
reaction to his lone intensive exposure therapy session,
during which he became physically ill and terminated the
session early. He reported that the combination of psycho-
therapy and psychiatric medications allowed for some man-
agement of symptoms but did not lead to a substantial re-
duction of distress or an increase in behavioral or emotional
control.

After four sessions of progressive muscle relaxation train-
ing and one session that was devoted to developing a fear
hierarchy of trauma cues, 15 weekly 50-minute sessions of
systematic desensitization were conducted. Each systematic
desensitization session began with 5–10 minutes of prog-
ressive muscle relaxation, followed by graduated exposure
to imaginal trauma cues on the fear hierarchy concurrent
with the state of relaxation, which was maintained through-
out. After 4 months, Mr. A reported substantial decreases
in intrusive symptoms, physiological reactivity, panic at-
tacks, and depressed mood, and his sleep and energy levels
improved. Anxiety reduction was substantiated by his score
on the Hamilton anxiety scale, which fell from 43 to 22. In
addition, toward the end of treatment he returned to work
full-time at the post office, developed a stable romantic re-
lationship, and resumed the role of responsible father to his
two children.

Although systematic desensitization is a widely used behav-
ioral treatment for phobia, almost no empirical evidence cur-
rently exists to suggest how this treatment may be successfully
engineered with PTSD patients and whether it would be effi-
cacious. The reduction of PTSD and anxiety symptoms in this
patient was attributed to the weakening of the conditioned
fear response, achieved by reciprocal inhibition of the pa-
tient’s anxiety during imaginal exposure to trauma-related
cues while he was deeply relaxed. It is believed that systematic
desensitization may be an effective alternative to intensive ex-
posure therapy for some cases of chronic PTSD, and further
research should be conducted to determine the degree of its
efficacy and to determine for which patients it would be most
suitable.
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Nefazodone-Induced Hypoglycemia in a Diabetic Patient With
Major Depression

TO THE EDITOR: Various classes of antidepressants are known
to affect the serum glucose level of depressed patients who
have diabetes mellitus. The monoamine oxidase inhibitors
and the selective serotonin reuptake inhibitors (SSRIs) may
decrease serum glucose levels by 35% and 20%, respectively,
and tricyclic antidepressants have been noted to increase se-
rum glucose levels by up to 150% (1). Nefazodone is an anti-
depressant that also appears to affect glucose regulation, as
the following case demonstrates.

Ms. A, a 54-year-old married woman, was referred for
evaluation and treatment of major depression. Six years
earlier, she had been diagnosed with diabetes mellitus that
did not require insulin, so she was given an oral hypoglyce-
mic agent. Three years later, insulin became necessary to
control the diabetic symptoms. Ms. A had a history of at
least two episodes of major depression. At her initial visit,
she weighed 240 pounds. Her morning, noon, and evening
doses of regular insulin were 40, 30, and 30 units, respec-
tively, along with 50 units of NPH insulin at bedtime. She
was prescribed nefazodone, 100 mg b.i.d., for treatment of
her current depressive symptoms. At her next visit 1 week
later, she reported having experienced two hypoglycemic
episodes. Her serum glucose levels on the fifth and sixth
days after the initiation of nefazodone treatment had been
65 mg/dl and 41 mg/dl, respectively. Because she had driven
home from work with symptoms of hypoglycemia, she was
instructed not to drive when her serum glucose level was
less than 70 mg/dl. She had contacted her endocrinologist,
who had decreased her noon, evening, and bedtime doses
to 25, 25, and 35 units, respectively. She reported improved
sleep, no crying spells, and a decrease in appetite. Her nef-
azodone regimen was increased to 150 mg b.i.d.

The following week, her blood sugar level fluctuated be-
tween 60 and 170 mg/dl. Her endocrinologist decreased her
noon, evening, and bedtime doses an additional five units.
Her depressive symptoms continued to improve, and her
nefazodone dose was increased to 200 mg b.i.d.

At the 1-month follow-up examination, both Ms. A and
her endocrinologist were pleased with her progress. The
morning insulin dose was lowered to 15 units, and the noon
and evening doses were decreased an additional five units;
Ms. A’s weight fell to 235 pounds. She began to exercise
and continued to have a decrease in appetite, and the de-
pressive symptoms continued to improve. After 8 weeks,
Ms. A noted that she felt in control of her eating habits and
continued her daily walking. Her weight had fallen to 233
pounds, with the only change in her insulin regimen being
a five-unit reduction at noon.
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One year later, Ms. A weighed 212 pounds. Her insulin
regimen at this time consisted of morning, noon, and eve-
ning doses of 10, 5, and 10 units of regular insulin, respec-
tively, and 25 units of NPH at bedtime. Her depression has
remained in remission.

The prevalence of depression in patients with diabetes var-
ies from 8.5% to 27.3% (1). It appears that treating this pa-
tient’s major depression substantially improved her ability to
manage her diabetes. The patient noted that she was able to
control eating habits and increase dietary compliance and ex-
ercise. Nefazodone and SSRIs do not cause the carbohydrate
craving or weight gain that are commonly associated with
tricyclic antidepressants. Additionally, nefazodone may indi-
rectly act to reduce plasma glucose because of its increase in
serotonin. Serotonin reuptake blockers have been noted to
have a dose-dependent significant decrease in plasma glucose
(2). An abrupt drop in serum glucose level, as experienced by
this patient, could have serious consequences, especially while
driving. Potential benefits and adverse effects of antidepres-
sant treatment should be discussed carefully with all patients.
Patients with diabetes mellitus who are treated for depression
with nefazodone should be advised of possible changes in se-
rum glucose level.
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Compulsive Computer Use

TO THE EDITOR: Recently, numerous popular media stories
have appeared that describe people who spend excessive time
using computers. Poorly controlled computer use appears to
be compulsive. It takes precedence over work and family in
affected individuals. The subject described here excessively
used the computer despite substantial negative consequences.

Adam was raised in an intact, middle-class family. He
had normal emotional and social development and gradu-
ated from high school with a 3.5 grade point average. Dur-
ing his first college semester, he communicated with his
hometown girlfriend on-line for 4 hours a day. His semester
grade point average was 3.0. In the second semester, he
skipped classes to increase on-line time. He would use his
roommate’s modem, and two sources reported that Adam’s
on-line time came to average over 10 hours a day! His major
activity was frequenting electronic bulletin board forums
on mountain biking and body piercing.

Gradually, Adam became more socially isolated. When his
roommate requested a 2-hour on-line time limit, Adam pur-
chased his own modem and continued to monopolize the
telephone. The two separated because of increasing tension.
Adam’s semester grade point average was 1.9. That summer
he had no access to the Internet so he played video games
instead. Excessive usage resumed the next semester. His new
roommate, who was also an Internet user, would wake up

at 1:30 a.m. to log on himself after Adam had finished. When
denied access because of system shutdowns, Adam felt anx-
ious and irritated. His semester grade point average fell to
0.6, which resulted in academic probation.

Adam would have been expelled the following semester
had he not experienced a severe traumatic injury sustained
while riding his bicycle down stairs. He had fractured his
skull, which necessitated a medical withdrawal that semes-
ter. He returned to school, but his Internet access was lim-
ited because his modem was broken. He reported attending
more classes and having initiated an intimate relationship.
In evaluation, he demonstrated a history of impulsive be-
havior but no established DSM-IV axis I or II diagnosis.

Impulse control disorders, per DSM-IV, are the “failure to
resist an impulse . . . to perform an act that is harmful.” They
are characterized by an increasing tension before committing
the act, then pleasure and, possibly, guilt afterward. This case
demonstrates impaired academic and social functioning due
to excessive recreational computer use that involved tension
and pleasure. The subject’s usage patterns were situational,
occurring only with ready computer access. This is also the
case with other compulsive disorders, such as gambling. One
experiences a reduced urge to act impulsively when the pre-
ferred expressive method is unavailable.

We encourage other clinicians who encounter this phe-
nomenon to report their experiences.
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Risperidone Overdose

TO THE EDITOR: Risperidone is a benzisoxazole compound
that was approved for use in the United States in 1994. It has
potent serotonergic and dopamine receptor blockade. It also
produces antagonism of α-adrenergic and histamine recep-
tors. The half-life of risperidone is 3.6 hours, and its active
metabolite, 9-hydroxyrisperidone, has a half-life of 22 hours.
Risperidone and haloperidol have equal antipsychotic effi-
cacy, but risperidone causes fewer extrapyramidal side effects.
Full antipsychotic efficacy with few side effects (such as extra-
pyramidal symptoms, seizures, sedation, hypotension, or dif-
ficulty in concentration) is manifest, on the average, at a dose
of 6 mg/day. We report a case of risperidone overdose.

Ms. A was a 35-year-old white woman with a long-stand-
ing history of schizophrenia who presented to our emer-
gency room about 20 minutes after she had taken 228 mg
of risperidone (57 4-mg tablets). She was awake, alert, and
oriented to time, place, and person but tearful and de-
pressed. It was of interest that for the first time in many
years her auditory hallucinations had disappeared and did
not return for 30 hours. Results of a physical examination
revealed no abnormality except for akathisia. Her blood
pressure on admission was 102/60 mm Hg and ranged from
104/66 mm Hg to 130/80 mm Hg throughout her 8-day
stay in the hospital. Her pulse ranged from 72 bpm to 96
bpm and remained in sinus rhythm. The only abnormal
laboratory result was a mildly elevated lactic dehydro-
genase level of 264 µ/liter. No lavage was performed, but
she was given an oral 50-g dose of activated charcoal with
sorbitol, and four 25-g doses of activated charcoal (one
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dose every 4 hours). Treatment with risperidone, 3 mg
b.i.d., was resumed 48 hours after her overdose, and her
akathisia, depression, and hallucinations improved.

We could find only one previous report (1) of a risperidone
overdose, in which a 29-year-old man came to the emergency
room 45 hours after taking 240 mg of risperidone (120 2-mg
tablets). He was alert, oriented, and physically normal. Sys-
tolic blood pressure, the only one reported, was 132 mm Hg,
and his pulse was 68 bpm. His ECG reading was abnormal
(QRS=112 msec, QT=565 msec) but returned to normal in 12
hours. The only laboratory abnormalities were serum levels
of sodium (125 mmol/liter) and potassium (2.9 mmol/liter).

These two suicide attempts by risperidone overdose (with
228 and 240 mg, respectively) indicate that this antipsychotic
medication is relatively safe. The previously published case (1)
suggests that cardiac monitoring is indicated, especially in the
early hours after ingestion.
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Gaucher’s Disease Initially Diagnosed as Depression

TO THE EDITOR: Gaucher’s disease is a panethnic, rare
congenital glycolipid storage disease identified by reduced
levels of the catabolic enzyme glucocerebrosidase (1). Adults
may remain largely asymptomatic or develop characteristic
bone pain, pathological fractures, or sequelae of organ dys-
function. Although adult type I Gaucher’s disease is charac-
terized by its lack of central nervous system involvement, we
present a case in which severe psychiatric symptoms were
the presenting manifestation.

Ms. A, a 20-year-old white woman, sought medical atten-
tion after 4 months of fatigue, easy bruising, and pain in the
back and hip that had been refractory to nonsteroidal medi-
cations. In addition, she had developed anorexia, weight
loss, insomnia, depressed mood, and suicidal ideation. There
was no personal or family history of mental illness or alcohol
or drug abuse. She was diagnosed with major depressive dis-
order, and a regimen of paroxetine, 20 mg/day, was started.
Results of a physical examination revealed a depressed af-
fect, sallow complexion, and splenomegaly. The neurologic
examination was nonfocal. Laboratory examination re-
vealed a leukocyte count of 3500/mm3, with a platelet count
of 67,000/mm3 and a hemoglobin of 11 g/dl. Results of func-
tion tests of the liver, thyroid, and RPR revealed no abnor-
mality, and a urine pregnancy screen was negative. Radio-
graphs of the axial skeleton and technetium bone scan were
normal. Bone marrow biopsy demonstrated sheets of lipid-
laden macrophages with “crumpled tissue paper” cytoplas-
mic features that displaced normal hematopoietic elements.
Leukocyte acid β-glucosidase level was 0.90/nmol/hour/mg
(normal level=1.9–6.5) These features were characteristic of
Gaucher’s disease.

Treatment with enzyme replacement therapy with alglu-
cerase (mannose-terminated-glucocerebrosidase derived
from human placenta) was started. Despite therapy with

paroxetine, Ms. A experienced minimal improvement of
her depressed mood. For treatment of her pain and depres-
sion she was given nortriptyline and an oral regimen of
sustained-release oral morphine. She achieved relief from
depression and all neurovegetative symptoms at a nortrip-
tyline serum level of 55–65 µg/liter, which is lower than
the therapeutic range for depression. After 12 months of
therapy (during which time her morphine treatment was
discontinued), her bone pain resolved, her CBC count nor-
malized, her splenic volume index decreased 50%, and her
depression resolved. She returned to gainful employment.

Clinical suspicion of psychiatric disease in the setting of bone
pain, cytopenias, or visceromegaly should prompt a diagnostic
evaluation for Gaucher’s disease. While brain parenchymal in-
filtration is not significant in type I disease, Gaucher’s disease
may induce significant reactive depression. Although compel-
ling societal issues regarding the procurement of alglucerase (the
world’s most expensive drug [2]) remain problematic, dramatic
clinical responses should be expected (3).
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Propofol for Sedation During Rapid Opiate Detoxification

TO THE EDITOR: The technique of using the narcotic antago-
nists naloxone or naltrexone for rapid or ultrashort opiate
detoxification of opiate-dependent patients has been de-
scribed (1–3). To lessen or prevent the discomfort of the with-
drawal syndrome, sedatives, including methohexitone (3) and
midazolam (1, 2), have been employed. We report here the
successful use of intravenous propofol for sedation during
rapid opiate detoxification.

Mr. A was a 29-year-old man with no prior addiction
treatment history who reported an 8-year history of opiate
dependence. He injected $30–$40 worth of heroin per day,
a habit that he had tapered down from $60–$80 per day.
He denied the use of alcohol, cocaine, sedatives, or mari-
juana. He smoked 11⁄2 packs of cigarettes per day. There
was no other significant medical or psychiatric history. He
was admitted to the hospital the day before the detoxifica-
tion procedure and given clonidine and oxazepam, as
needed, to suppress opiate withdrawal symptoms.

At 5:00 a.m. the next morning, Mr. A was given 0.3 mg
of clonidine (7 µg/kg), 150 mg of nizatidine, and 10 mg of
oral metoclopramide. At 8:00 a.m., he was taken to the
postanesthesia care unit, at which intravenous access and
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hemodynamic monitoring were established. After initial pre-
procedure intravenous doses of midazolam, 2 mg, and on-
dansetron, 8 mg, 1 mg/kg of intravenous propofol was ad-
ministered, which resulted in slight sedation. Five minutes
later the bolus dose of propofol was repeated to deepen the
sedation, and a maintenance infusion of 200 µg/kg/min was
established. An intravenous bolus injection of naloxone, 10
mg, was then administered, which resulted in the immediate
onset of mydriasis, piloerection, a slight increase in pulse and
blood pressure, and mild restlessness. After 20 minutes, the
propofol infusion was decreased to 100 µg/kg/min for 10
minutes more, then discontinued. A 1-mg challenge dose of
naloxone failed to produce any subsequent evidence of in-
creased mydriasis, piloerection, hemodynamic changes, or
change in motor activity. Thirty minutes after discontinu-
ation of propofol, Mr. A was awake, fully oriented, and fol-
lowing commands. On a scale of 0–10, he gave his with-
drawal symptoms a severity rating of 1. He denied muscle
or joint aches, sneezing, or nausea but did complain of some
abdominal cramping and a cold feeling. At this point an in-
travenous challenge dose of naloxone, 2 mg, did not produce
a further change in his hemodynamics or opiate withdrawal
symptoms. Because of persistent complaints of abdominal
cramps, a 40-mg oral dose of dicyclomine was given, which
provided some relief. An oral dose of naltrexone, 200 mg,
was then given. At this point, 70 minutes had lapsed since
the initial propofol dose. Fully recovered from sedation, Mr.
A was returned to his hospital room.

The following day, Mr. A reported feeling weak with lin-
gering opiate withdrawal symptoms that on a scale of 0–10,
he rated as ranging from 1 to 4. He was discharged that day
and lost to follow-up.

Propofol is an intravenous sedative-hypnotic that causes
rapid and reliable sedation, is noted for its quick offset and
smooth recovery, and has a shorter recovery time than mi-
dazolam. Because of propofol’s rapid onset and short dura-
tion, the dose is easily titrated so as to blunt the dysphoric
symptoms that are associated with opiate withdrawal and
hemodynamic lability while maintaining amnesia, sponta-
neous respirations, and intact airway reflexes. While the ex-
act mechanism and utility of rapid opiate detoxification is
still unknown, it appears that the use of propofol can sub-
stantially decrease the procedure time to about 1 hour.
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Gabapentin in the Treatment of Bipolar Disorder

TO THE EDITOR: Treatment of patients with bipolar disorder
who experience hypomanic or manic episodes usually includes
lithium, valproate, or carbamazepine. Certain subtypes of bi-

polar patients (e.g., those with rapid cycling mood swings and
mixed symptoms) may be more difficult to treat (1). Clinicians
who treat this patient population would benefit from the
availability of additional mood-stabilizing agents.

Gabapentin is an anticonvulsant agent that has recently
been approved for the adjunct treatment of patients with par-
tial seizures (2). Since valproate and carbamazepine also have
been used to treat patients with partial seizures, one could
speculate that gabapentin might have mood-stabilizing prop-
erties as well. Since there have been no reports to date of the
use of gabapentin therapy for bipolar disorder, we attempted
to treat a group of patients with refractory bipolar disorder
with gabapentin.

Twenty-eight patients with bipolar disorder were chosen
for this study. Written informed consent was obtained from
all patients for the use of gabapentin, which had not been
approved by the Food and Drug Administration as a treat-
ment for bipolar disorder. The patients ranged in age from 21
to 56 years. There were four men and 24 women; all were
treated in a private outpatient setting. Each was diagnosed
with a type of bipolar disorder: bipolar I (N=10), bipolar II
(N=10), cyclothymic disorder (N=7), or bipolar disorder not
otherwise specified (N=1). None of the patients had achieved
a satisfactory response to previous treatment with standard
mood-stabilizing agents (lithium, valproate, or carbamaze-
pine). Several of the patients required concomitant psychiatric
medications while taking gabapentin. These other medicines
included antianxiety agents (mostly benzodiazepines), antide-
pressants, antipsychotics, or other anticonvulsants. None of
the patients was eliminated from gabapentin treatment be-
cause of a medical condition.

Of the 28 patients treated with gabapentin, 18 had a positive
response as judged by both the treating psychiatrist and the pa-
tient. As of this writing, the 18 patients had been receiving
gabapentin for at least 9 months (N=10), 6 months (N=6), or
1–3 months (N=2). Gabapentin treatment was discontinued in
10 patients because of inadequate clinical response (N=2) or
intolerable side effects (N=8). The most common side effects
were oversedation or overactivation, and two patients had to
discontinue gabapentin because of greater rapid cycling.

This naturalistic study resulted in enough positive clinical
responses to warrant more formal research investigations with
blind ratings, random patient assignment, and control group
comparisons. If these encouraging results are duplicated by
others, gabapentin should be considered for patients with re-
fractory bipolar disorder who do not respond to standard
mood-stabilizing agents.

Gabapentin is a relatively safe medication according to the
neurological literature (3). It is not metabolized by the liver
and does not bind to plasma proteins. It seems to be tolerated
well in most seizure patients who are also taking valproate
and carbamazepine. It is excreted almost entirely by the kid-
ney; patients with impaired renal functioning should be moni-
tored closely. The risk of serious drug-drug interactions with
nonseizure medicines remains to be determined. The recom-
mended daily dose range for seizure patients is 900 mg–1800
mg. The average dose used to treat our psychiatric patients
was 539 mg (range=33–2700). Determination of the standard
therapeutic dose for psychiatric patients will require addi-
tional trials in more formalized research settings.
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Sacramento, Calif.

Nemonapride for the Treatment of Schizophrenia

TO THE EDITOR: Recently, a novel neuroleptic, nemona-
pride, was manufactured by Yamanouchi Pharmaceuticals
and released in Japan. This benzamide derivative (YM-09151-
2) is a potent and highly selective dopamine D2 antagonist (1).
In an early clinical trial, this drug was shown to be effective
against positive symptoms of schizophrenia (2). We report
here an open trial study on the use of nemonapride in the
treatment of schizophrenia with particular interest in negative
symptoms.

The subjects were 19 adult in- or outpatients with a DSM-
IV diagnosis of schizophrenia. The mean age of the patients
was 37.7 years (SD=15.2; range 16–71), and the average du-
ration of illness was 148 months (SD=171). After written in-
formed consent to participate was obtained from all subjects,
oral nemonapride was administered at daily doses of 3–50 mg
(mean maximal dose=18.5 mg) during the 8-week trial. Scores
on the Global Assessment Scale substantially improved for
approximately 73% of the patients at week 8, and nine pa-
tients were rated by their primary clinicians as extremely or
moderately improved. Scores on individual items of the Brief
Psychiatric Rating Scale (BPRS) were reduced by week 8, and
statistically significant reductions (paired t test, p<0.05) were
observed in the ratings of five BPRS items (somatic concern,
anxiety [psychic], emotional withdrawal, depressive mood,
and hallucinations). The Scale for the Assessment of Negative
Symptoms was given to half of the patients, and improve-
ments were observed in scores on the following scales: affec-
tive flattening, poverty of thought, and anhedonia. The major
side effects of nemonapride were akathisia and drowsiness,
but there were no severe extrapyramidal symptoms.

The mechanism of action of nemonapride is not proven, but
we believe that its unique antipsychotic effect arises from its
selective binding to the dopamine D2 receptor family (3). Clo-
zapine is well known for its low extrapyramidal side effect
profile and its effect on negative symptoms of schizophrenia,
and this atypical neuroleptic has been shown to exhibit high
affinity for dopamine D4 receptors (3). Since nemonapride has
high affinity for D3 and D4 dopamine receptors, it is conceiv-
able that its effect on negative symptoms might result from
blockade of these receptors. Animal studies have suggested
that nemonapride has pharmacological features that are dif-
ferent from those of typical neuroleptics. The low extrapy-
ramidal side effect profile of nemonapride treatment appears
to coincide with the characteristic features of another ben-
zamide derivative, remoxipride. In summary, the present open
trial indicated that nemonapride is a highly effective drug for
treating positive and negative symptoms of schizophrenia
without serious extrapyramidal side effects.
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TOSHIYUKI SOMEYA, M.D.

MORIKAZU SHIBASAKI, M.D.
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Maternal Infectious Illness and Schizophrenia

TO THE EDITOR: We congratulate Padraig Wright, M.R.C.
Psych., and colleagues (1) on their important finding that
among mothers of schizophrenic patients there was a signifi-
cantly higher rate of gestational infection in the second trimes-
ter and that these influenza-exposed patients were more likely
to experience further obstetric complications.

This study replicated and confirmed for the first time our
1992 finding of a link among the recollection of maternal
infectious disease, obstetric complications, and schizophrenia
(2, 3). This finding has been substantiated in an extended sam-
ple with 80 patients and 80 matched control subjects (4, 5).
The high rate of correspondence between the results of both
studies is exciting not only because of the fact that each used
a different ethnic group (British versus German parentage)
and different diagnostic procedures but also because Wright
and colleagues used a slightly different interview structure.
Unfortunately, Wright and colleagues referred to our study,
which had presented most of the relevant findings of their own
study years earlier, only briefly and inaccurately.

Both studies relied on the validity of maternal recollection
of gestational infection and obstetric complications, which we
have reported showed good agreement with records of the
maternity hospital (6). To avoid any methodological bias, the
interviewer in our study was unaware of the differentiation of
the diagnoses and the patient’s family history, and we used a
matched control sample. We found that it was not the fre-
quency but rather the monthly distribution of gestational in-
fections in the mothers of schizophrenic patients that was sig-
nificantly different from the comparison group. A similar rate
of infection was reported in both the mothers of control sub-
jects (13%) and the mothers of schizophrenic patients (20%).
The mothers of schizophrenic patients, however, reported more
infections during the second trimester (2, 3), especially during
the fifth month of gestation (p<0.05). The incidence of mater-
nal infection in the fifth month of pregnancy was higher than
that in any other month. In both our and Wright et al.’s stud-
ies, mothers of schizophrenic patients experienced significantly
more infections in the second trimester than in the first and
third trimesters. Influenza and respiratory infections were the
most frequent, having accounted for 70% of the second-tri-
mester infections in Wright et al.’s study and 64% in our study.

Wright and colleagues confirmed our finding that those
with maternal infection were significantly more likely to have
additional obstetric complications than those without. Of the
schizophrenic patients with maternal infection, 13 of 16
(81%) suffered from additional obstetric complications (4).
Beyond that, Wright and colleagues confirmed two of our
other main findings: maternal infection is obviously not asso-
ciated with cases of high genetic loading (i.e., with a schizo-
phrenic first-degree relative), but familial/sporadic distribu-
tion in DSM-III-R schizophrenia is not distinct (2). We found
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maternal infection mainly confined to systematic schizophre-
nias according to Leonhard, i.e., a schizophrenic subgroup
with low genetic loading and a chronic nonremitting course
with severe psychopathology. Infections during the fifth
month of gestation were reported exclusively in systematic
schizophrenias and thus appear to be an important causative
factor in these distinct subforms of schizophrenia.
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HELMUT BECKMANN, M.D.
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Dr. Wright and Colleagues Reply

TO THE EDITOR: We are grateful to Dr. Stöber and his col-
leagues for their comments on our article and for bringing
their own work in the German literature to our attention. We
accept that our reference to their English papers lacked clarity
in that we should have stated explicitly that the excess of sec-
ond trimester influenza we referred to was expressed as a pro-
portion of mothers of patients who reported gestational infec-
tions, rather than as a proportion of mothers of all patients.

There are several methodological differences between our
work and that of Dr. Stöber and his colleagues. We determined
history of schizophrenia in patients’ first-degree relatives by use
of an operational diagnostic instrument, while our German
counterparts used hospital records to identify schizophrenia in
both first- and second-degree relatives. We used an operational
diagnosis for influenza infection, did not divide our cohort into
diagnostic subgroups, used a more extensive and trimester-spe-
cific instrument to elicit information about gestational infec-
tions and obstetric complications, used cues to accurately date
such adverse events, and additionally questioned interviewees
about medicines and vaccines that were administered during
the index pregnancy. Finally, it is likely that British and German
obstetric practices may differ considerably.

Nevertheless, and despite these methodological differences,
in the two case control studies reported by Stöber’s group and
ourselves, the findings largely concur. What is puzzling is why
two cohort studies that have prospectively followed up large
birth cohorts (1, 2) have failed to find a relationship between
prenatal exposure to influenza and later risk of schizophrenia.
One possibility is that gene-environmental interactions may
be involved, and we are presently attempting to unravel po-

tential molecular mechanisms that may be responsible for this
effect (3).
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Hallucinatory Changes

TO THE EDITOR: Laura J. Miller, M.D. (1), described changes
in auditory hallucinations of psychiatric inpatients who contin-
ued to hallucinate, in spite of treatment, from the time of ad-
mission to the time of discharge. Her finding, namely that treat-
ment reduced frequency and intensity of hallucinations and
overt behavioral responses, is in agreement with other studies
in the literature. A previous report found that phenothiazines
reduced frequency, loudness, and emotional reactions to hallu-
cinations in newly admitted schizophrenic patient (2). The op-
posite, namely an increase in frequency, loudness, and emo-
tional reactions, occurred in treated but still hallucinating
patients with chronic schizophrenia after their phenothiazine
regimen had been discontinued. Other characteristics of hallu-
cinations changed infrequently. In most patients, two or more
characteristics changed simultaneously but in some patients
only a single one. This confirmed Bleuler’s observations that
characteristics of hallucinations can change independently (3).
I agree with Dr. Miller’s conclusion that multiple factors act
together to reach a threshold level of hallucinatory experience.
However, it appears that frequency and loudness of hallucina-
tions are the most direct expression of cerebral dysfunction. The
relationship between the affective states and hallucinations ap-
pears to be more complex.
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Baltimore, Md.

Dr. Miller Replies

TO THE EDITOR: I agree with Dr. Hoehn-Saric that the rela-
tionship between affective states and hallucinations is com-
plex. As one approach to understand this relationship, my
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group examined patients’ attitudes toward their hallucina-
tions and the relationship of those attitudes to treatment re-
sponse (1). We found that patients who valued hallucinations
more before treatment were significantly more likely to be
hallucinating after treatment. We interpreted these findings as
supporting the idea that psychological factors contribute to
the expression of hallucinations.

REFERENCE

 1. Miller LJ, O’Connor E, DiPasquale T: Patients’ attitudes toward
hallucinations. Am J Psychiatry 1993; 150:584–588

LAURA J. MILLER, M.D.
Chicago, Ill.

Assisted Suicide for HIV Patients

TO THE EDITOR: The recent article by William J. Breitbart,
M.D., and colleagues (1) represents another important dem-
onstration of the significance of social and psychiatric consid-
erations in the debate about voluntary euthanasia and assisted
suicide. This and other related studies (2–4) are making it in-
creasingly clear that depression and inadequate social support
would be major factors that contribute to patient requests for
euthanasia and assisted suicide, whereas the role of physical
symptoms may be “more complex than often presumed” (1,
p. 241).

In one respect, however, the results of this study must be
placed in their proper context. Specifically, the finding that
55% of ambulatory HIV-infected patients would consider
physician-assisted suicide should be viewed very cautiously as
an estimate of the rate in which this patient group would ac-
tually make assisted-suicide requests. For more realistic esti-
mates, we must turn to studies of patients who are in advanced
stages of illness, when choices around life and death are fo-
cused even more sharply. In this regard, we know that about
8.5% of patients who receive palliative care for advanced can-
cer report a pervasive desire for death (2), and about 3.6% of
patients who die had discussed a wish for euthanasia with
family members (3). In the Netherlands, about 9.9% of pa-
tients who are approaching death from nonacute causes make
requests for euthanasia or assisted suicide, and about 3% die
by these methods (4). Only studies that include patients in the
earlier stages of illness find that as many as one-third would
consider euthanasia or assisted suicide. Among the general
population, 48% of physically healthy individuals report that
they would consider assisted suicide “if” they had a terminal
illness (5). Perhaps more than anything, this speaks to the
limitations of our ability to accurately anticipate end-of-life
decision preferences from the vantage point of “health.”

Overall, the discrepancies across studies suggest that there
is a sharp line between people who are dying and people who
are not, even if the latter group includes patients in the early
stages of an incurable disease. If legalized, assisted suicide
would likely only be requested by a minority of terminally ill
individuals. It is to this minority that we should now turn our
attention. Breitbart et al. may have a unique opportunity to
follow their cohort prospectively as they move toward more
advanced and terminal stages of illness. This would provide a
much-needed perspective on the trajectory of end-of-life deci-
sion making in the face of advancing disease. Ultimately, the
clearest and most accurate picture of euthanasia and assisted
suicide will emerge only from studies of patients who face
imminent death.
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Dr. Breitbart and Colleagues Reply

TO THE EDITOR: Drs. Chochinov and Wilson have contrib-
uted substantially to the growing body of literature on issues
related to assisted suicide and euthanasia, and so their thought-
ful comments on our recent article are appreciated. They accu-
rately point out that our finding that 55% of ambulatory HIV-
infected patients would consider physician-assisted suicide
should be viewed cautiously as an estimate of the rate in which
this patient group would actually request assisted suicide.

Drs. Chochinov and Wilson present data, including their own
exemplary work, that show that the rate at which terminally ill
patients approaching death express a desire for death or make
actual requests for assisted suicide or euthanasia is likely below
10%. It is of interest that in a recent survey of physicians in
Washington State (1), 12% of responding physicians reported
one or more explicit requests for physician-assisted suicide, and
4% received one or more requests for euthanasia.

As clinicians who regularly treat patients with advanced
cancer and AIDS, we agree that the process of coping with a
life-threatening illness is just that—a process. Many patients
change or modify their attitudes about end-of-life issues over
the course of the illness and only infrequently seek to hasten
their deaths. By the time a disease reaches the terminal stage,
multiple adjustments and accommodations to living with ill-
ness have been made. Thus, if patients have not yet made these
accommodations, it would be difficult for them to project
what their preferences will be.

Drs. Chochinov and Wilson caution that our findings re-
garding patient interest in physician-assisted suicide may be
inflated because of the ambulatory nature of our study group.
They imply that the patients studied in our survey were rela-
tively healthy and, therefore, not forced to confront end-of-life
issues. Although we agree that our data do not reflect actual
requests for physician-assisted suicide, and our cohort was not
necessarily in the very latest stages of AIDS, that does not
justify the assumption that the subjects were relatively
healthy. In fact, 90% of our cohort were diagnosed with AIDS
and were highly burdened with physical symptoms. More-
over, many patients died in the 4 months between the time
these data were collected and the planned follow-up evalu-
ation (data not yet published).

We are also concerned that the experience of patients with
AIDS may be qualitatively different from that of patients with
other life-threatening illnesses. For example, we have recently
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demonstrated that pain is dramatically undertreated in pa-
tients with AIDS, substantially more so than among patients
with cancer (2). There are also many social factors specific to
HIV and AIDS that may increase the likelihood of interest in
physician-assisted suicide/euthanasia for some patients (e.g.,
social stigma, multiple bereavements, inadequate palliative
care). Our clinical experience has also suggested that inade-
quate palliative care, which is common among patients with
AIDS, may actually result in a greater interest in physician-as-
sisted suicide. Many patients with AIDS have already wit-
nessed the death of a friend or family member who did not
have the benefit of adequate palliative care and may, there-
fore, be more likely to seek for themselves a means to avoid
such suffering. Recent legal decisions that have overturned
legislation that banned physician-assisted suicide, including
one such decision in New York State, heighten the importance
of understanding the basis of patients’ interest in hastening
death and will likely provide opportunities to directly examine
these issues in patients who actually request assisted suicide.
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Reviewing a Review

TO THE EDITOR: I am delighted that Paul S. Appelbaum,
M.D., found my book interesting and readable (1). However,
he faults my overlooking empirical research in the area. Ac-
tually, the references that he says that I overlooked are cited
in my book, and I have used one of them in a seminar.

Dr. Appelbaum stated, for example, that I am in error in
writing that defendants with prior criminal records avoid
pleading insanity because of fear that their criminal history
will be brought to the attention of the jury. I stand by my
statement. What’s more, the American Law Institute test of
criminal responsibility states that repeated criminal or antiso-
cial conduct does not of itself demonstrate mental illness.

Dr. Appelbaum also stated that I give more attention to less
important clinical syndromes, like multiple personality disor-
der, than to more important ones, like schizophrenia, which
“might be expected from a nonclinican.” Actually, I have both
clinical and prosecutorial experience.

To be sure, I focused on the interesting and intriguing, but the
individual diagnosed as schizophrenic does not present any issue
not discussed in the book. Daniel McNaughton, about whom
much has been written, would today be diagnosed as paranoid
schizophrenic. He is, of course, discussed in my book.
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TO THE EDITOR: The book review of Psychiatry and Crimi-
nal Culpability took issue with the assertion made by Profes-
sor Slovenko that defendants with prior criminal records
avoid pleading insanity because of fear that criminal history
will be brought out. I take issue with your reviewer. In 40
years of testifying in insanity cases, I do not recall ever testi-
fying on behalf of an accused who had a significant criminal
record. Insanity defense is asserted primarily in homicide cases
in which the victim is a loved one or, if a stranger, the perpe-
trator was grossly psychotic.

EMANUEL TANAY, M.D.
Grosse Pointe Park, Mich.

Dr. Appelbaum Replies

TO THE EDITOR: Professor Slovenko takes issue with my
reference to his “apparent unfamiliarity with the empirical
literature on the insanity defense.” In particular, he stands by
the statement in his book that “a defendant with a criminal
record rarely raises the [insanity] defense for fear that his his-
tory will be brought to the attention of the jury and will tend
to guarantee conviction rather than acquittal” (1, p. 44).

The recent empirical literature leaves me less certain than
Professor Slovenko about this conclusion. A massive eight-
state study found that 75.6% of 8,979 persons who pled
insanity had prior criminal records (2). Indeed, of the 2,565
defendants who were actually acquitted by reason of insan-
ity, 70.2% had arrest records, which suggests that this vari-
able plays a minor role at best in determining outcomes.
Comparable results were obtained from a Connecticut study
that reported that fully 65% of male acquittees (who repre-
sent 90% of acquittees) fell into this category (3); in Oregon
the figure is 77% of all acquittees (4). Other studies with
similar conclusions could be cited, but I think the point is
clear.

Dr. Tanay, Professor Slovenko’s friend and colleague at
Wayne State University, echoes this misconception about
the criminal records of insanity defendants. Further illus-
trating the dangers of generalizing from one’s own limited
experience, he claims that the “insanity defense is asserted
primarily in homicide cases.” In fact, data from the eight-
state study indicate that only 13.6% of insanity pleas arose
from murder cases (2). Connecticut’s figures show only
12.1% of acquittees in that state were accused of murder
(3); in Oregon, the rate is 3% (4).

I am uncertain as to the relevance of Professor Slovenko’s
comments on the American Law Institute test. As to his clini-
cal background, I think it is inarguable both that he is not a
clinician and that the casual reader of his book would be mis-
led as to the relative frequency of diagnoses associated with
insanity pleas. Perhaps citation of some of the relevant studies
(2–4) would have been helpful.
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ity Acquittees: A Model for the 1990s. Washington, DC, Ameri-
can Psychiatric Press, 1994

PAUL S. APPELBAUM, M.D.
Worcester, Mass.

Traumatophilic Diathesis, Complemental Series,
and the Original Conceptual Basis of PTSD

TO THE EDITOR: The article by Rachel Yehuda, Ph.D., and
Alexander C. McFarlane, M.D. (1), underscored empirical,
theoretical, and nosological problems in the current under-
standing of PTSD. Regarding its conceptual origins, they al-
luded to the interplay of genetic predisposition, developmen-
tal fixation, and environmental stress. It is in the theorization
and classification of this interplay—or, more precisely, in the
frequent absence of such consideration—that conceptual
problems can arise.

Several points may put some of the current conceptual con-
flict into historical perspective. First, although they noted that
Freud’s initial theory of hysteria was a traumatic one, this is only
partly correct. In their Studies on Hysteria (2), Freud and Breuer
also considered psychodynamic and innate causes, and they
distinguished their understanding of the role of hereditary fac-
tors from Janet’s view that the disposition was based on innate
psychical weakness. Even earlier, Charcot, as well as Janet, had
posited constitutional, traumatic, and ideational causes.

Second, even after Freud began to focus more on psychody-
namic factors, Karl Abraham further developed the trauma
theory in two of the earliest articles devoted to the interplay
of constitution and trauma (3). Abraham not only focused on
the actuality of traumatic experience but also furthered the
idea that some patients were constitutionally vulnerable to it.
A constitutional predisposition both to later psychiatric dis-
order and to traumatic experience would help explain a cor-
relation between traumatic experience and later mental disor-
der. He believed that it was the traumatic experience itself, as
opposed to the occurrence, that determined the form of the
disorder. Despite certain problems in Abraham’s formulation,
he sought to integrate constitutional and environmental ele-
ments in a way that had contemporary relevance. He intro-
duced the unheralded notion of a “traumatophilic diathesis,”
which anticipated Freud’s pivotal concept of the repetition
compulsion. Although initially Abraham did not elaborate on
the nature of constitutional factors and the possible role of

very early experiences and fixations, he laid groundwork in
these areas.

Third, in 1916-1917, Freud clarified some of these nature-
nurture issues with his concept of “the complemental series”
(4), a term that reflects the complementary and inversely vary-
ing roles of endogenous and exogenous factors in cases of
neurosis. In 1919, as well as later, Freud (5) reiterated the role
of trauma in all neurotic disorders. The complemental series
is a useful shorthand for integrating much of the seeming con-
flict about the respective roles of nature and environment (in-
cluding trauma) in causing psychiatric disorders.

DSM-IV makes categorical distinctions without regard to
etiologic considerations. It does not view diagnosis from the
perspective of complementarity. While its theory of nosology
has a rationale, its method can introduce what are only ap-
parent conflicts in understanding, as with PTSD. Many of the
issues about what is now called PTSD had been identified over
a century ago. The emphasis has alternated among endow-
ment, upbringing, and stress or trauma, as well as their bio-
logical and intrapsychic significance—but the spectrum of
causative factors remains. An overall research focus on only
part of the spectrum will eventually lead to explanatory insuf-
ficiency or inconsistency. Thus, recent research should be used
to formulate “the next generation of conceptual issues” (1)
but also should be viewed from the perspective of historical
oscillations among conceptualizations.
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