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A
the most common psychiatric disorders affecting 2% to
3% of the U.S. population.1 Anger and aggression fre-
quently accompany borderline personality disorder, how-
ever. Nevertheless, a careful consideration of both these
disorders reveals that anger and aggression are character-
istics linking OCD to borderline personality disorder.

OCD is generally characterized by anxiety-provoking
and intrusive thoughts (such as fear of contamination or
germs, doubt and uncertainty about future harm, and the
need for symmetry) and by repetitive behaviors (such as
constant checking, washing, touching, and counting).
Though anger is not a key feature of OCD, it is associated
with specific subtypes and certain comorbid conditions.2

Patients who are hoarders, for example, may respond with
anger and aggression when hoarded objects are taken from
them. Another unique subgroup that manifests impulsive
aggression or anger are those OCD patients with comorbid
tics and attention-deficit/hyperactivity disorder (ADHD).
Patients with Tourette’s disorder and tic-related OCD
symptoms often have comorbid ADHD with impulsivity
and aggression. Agitation, anger, and aggression in some

OCD patients can also be related to comorbid obsessive-
compulsive spectrum disorders. Patients with other neuro-
logically based disorders—including pervasive develop-
mental disorders like autism—who present with many
repetitive behaviors, can also have high levels of impul-
sivity and aggression. In some impulse-control disorders,
such as repetitive self-mutilation, self-directed aggression
is an important concern.

OBSESSIVE-COMPULSIVE SPECTRUM

Anger and aggression are found across the obsessive-
compulsive spectrum, a group of disorders also character-
ized by intrusive thoughts and by repetitive behaviors.
These OCD spectrum disorders may share other character-
istics with OCD, such as age at onset, clinical course, and
family history.3 OCD spectrum disorders may affect up to
10% of the U.S. population.4 My colleagues and I have fo-
cused on 3 symptom clusters within the OCD spectrum:
disorders characterized by preoccupation with bodily sen-
sations or appearance such as body dysmorphic disorder
and hypochondriasis, depersonalization, and eating disor-
ders such as anorexia; impulse control disorders such as
trichotillomania, pathological gambling, and sexual com-
pulsions; and neurologic disorders such as Tourette’s dis-
order, Sydenham’s chorea, and autism (Figure 1).

If these disorders are categorized according to estima-
tions of risk and placed on a dimensional linear spectrum,
one endpoint will mark compulsive or risk-aversive behav-
iors characterized by overestimation of the probability of
future harm. The other endpoint will designate impulsive
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action characterized by the lack of complete consideration
of the negative results of such behavior. OCD is located at
the compulsive end of this spectrum; borderline and anti-
social personality disorders are located at the impulsive
end of the spectrum (Figure 2). Interestingly, there is sub-
stantial overlap between OCD and borderline personality
disorder,5 and this subgroup of OCD patients has increased
impulsive-aggressive behaviors.2 While compulsivity and
impulsivity both involve repetitive behaviors and the in-
ability to delay or inhibit acting on these repetitive behav-
iors, they involve different driving mechanisms. Compul-
sive behaviors are driven by the need to avoid or reduce
anxiety and discomfort. Impulsive behaviors are driven by
the desire to seek pleasure, arousal, and gratification.

Pathological gambling is an example of an impulse
control disorder. Pathological gamblers have difficulty re-
sisting gambling impulses, which disrupt their lives in
many ways. These impulses increase during stressful peri-
ods, creating a vicious cycle in which gambling causes
problems, the resulting stress leads to more gambling, and
so ad infinitum.

Body dysmorphic disorder is found at the compulsive
end of this spectrum. People with body dysmorphic
disorder are obsessed with imagined defects in their ap-
pearance. In response to this preoccupation, they repeat
certain behaviors—checking themselves in the mirror,
camouflaging themselves to hide imagined defects, avoid-
ing social situations, and having frequent, unnecessary
surgeries.

Comorbidity
Many patients with OCD also have other psychiatric

disorders. My colleagues and I analyzed data from the Na-
tional Institute of Mental Health Epidemiologic Catch-
ment Area (ECA) study, comparing subjects with uncom-
plicated OCD (without history of any other lifetime
psychiatric disorder), comorbid OCD (with any other life-

time psychiatric disorder), other lifetime psychiatric disor-
ders, and without lifetime psychiatric disorders.2 We found
that 140 of 18,325 respondents met criteria for uncompli-
cated OCD, while 266 met criteria for comorbid OCD.
The persons with comorbid OCD also commonly had anx-
iety disorders such as agoraphobia at a rate of 39%, social
phobia at a rate of 19%, and panic disorder at a rate of
14%; substance use disorders including alcohol abuse/de-
pendence at a rate of 34% and drug abuse/dependence at a
rate of 22%; and affective disorders such as major depres-
sion at a rate of 32%, dysthymia at a rate of 26%, and bi-
polar disorder at a rate of 10%. Comorbid OCD was twice
as prevalent as uncomplicated OCD in the sample.

Treatment
Serotonin dysfunction has long been linked to OCD as

well as impulsive aggressive behavior. Selective serotonin
reuptake inhibitors (SSRIs) are currently the treatment of
choice for OCD. The response to medication is seldom
immediate, but once established, it is usually maintained.
At the impulsive end of the spectrum, conversely, there is
often a rapid response in patients treated with SSRIs and
good results in short-term trials. However, some patients
(those with trichotillomania, in particular) lose their re-
sponse over time. It has been suggested that this failure to
maintain a response may occur in patients with other im-
pulsive personality disorders as well.

If patients are unresponsive to SSRIs, the physician
should augment the original medication. Treatment aug-
mentation in patients with OCD should be guided by the
subtype or comorbid condition of this disorder. For ex-
ample, since ADHD patients respond favorably to stimu-
lants,6,7 OCD patients with comorbid ADHD should have
the initial SSRI medication augmented with stimulants.
Similarly, patients with bipolar illness respond to mood
stabilizers.8 Thus in OCD patients with comorbid bipolar
illness, one might augment SSRIs with a mood stabilizer.
OCD patients with EEG abnormalities—particularly those
who show excess theta activity in frontal areas—may re-
spond well to a mood stabilizer or anticonvulsant.9 These
patients are generally less responsive to serotonin reup-
take inhibitors and may be more responsive to mood stabi-
lizers or to anticonvulsants like divalproex. Divalproex
may also prove effective in patients with EEG abnorm-
alities including seizure disorders10 and neurologic soft
signs.11

BORDERLINE PERSONALITY DISORDER

Borderline personality disorder, which is at the impul-
sive end of the compulsive and impulsive spectrum, is a
common diagnosis, occurring in 2% of the U.S. popula-
tion, 10% of the outpatient population, and 20% of the in-
patient population; almost half of other personality disor-
der patients also have comorbid borderline personality
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Figure 1. Obsessive-Compulsive–Related Disordersa

aReprinted from reference 4, with permission.
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disorder.12 Associated with high rates of morbidity and
mortality, this illness is chronic and debilitating. DSM-IV
categorizes borderline personality disorder as “an endur-
ing pattern of inner experience and behavior that deviates
markedly from the expectations of the individual’s culture,
is pervasive and inflexible, has an onset in adolescence or
early adulthood, is stable over time, and leads to distress or
impairment.”12(p629) Borderline personality disorder is de-
fined in DSM-IV as “a pattern of instability in interperson-
al relationships, self-image, and affects, and marked
impulsivity.”12(p629) DSM-IV criteria include impulsivity in
at least 2 different areas that are potentially self-damaging:
spending, sex, substance abuse, reckless driving, binge
eating, and recurrent suicidal behavior or gestures. They
also include “affective instability due to a marked reactiv-
ity of mood.”12(p629) Inappropriate, intense anger, or diffi-
culty controlling anger (e.g., frequent displays of temper,
constant anger, or recurrent physical fights) are also in-
cluded among the criteria. The inappropriate expression of
anger is a key feature of borderline personality disorder.

Fyer et al.13 conducted a retrospective chart review of
180 patients who met DSM-III criteria for borderline per-
sonality disorder. Ninety-one percent of the patients re-
viewed had one other diagnosis, and 42% percent had
2 or more comorbid diagnoses. They found that no
comorbid disorder occurred more frequently in patients
with borderline personality disorder than another—affec-
tive disorders, schizotypal and psychotic disorders, or-
ganic disorders, substance dependence, and other person-
ality disorders appeared with the same frequency.

Due to the high rate of comorbidity, a differential diag-
nosis is very important in the identification of borderline
personality disorder; it can be mistaken for mood-related
disorders, other personality disorders, or medical contrib-
uting factors. The core symptoms of the disorder—impul-
sivity and aggression—contribute to major public health
problems such as violence, motor vehicle accidents, sub-
stance abuse, and suicide. Clinicians should decide whether

they want to target specific clinical symptoms or dimen-
sions or broader, more nonspecific effects in treating pa-
tients with borderline personality disorder. Cowdry and
Gardner14 have noted that borderline personality disorder
offers a diverse array of target symptoms for pharmaco-
therapy, including affective symptoms such as depression,
anxiety, rage, and dysphorias; cognitive disturbances such
as brief psychotic episodes or interpretative distortion; and
impulsive, self-injurious behaviors. An association be-
tween borderline personality disorder and a number of psy-
chiatric disorders that are responsive to medication has
been suggested. Among them are borderline personality
disorder and DSM-III Axis I major affective disorders, hys-
teroid (rejection-sensitive) dysphoria (which may respond
to monoamine oxidase inhibitors [MAOIs]), ADHD, neu-
rologic injury, and epileptoid disorders.

Treatment
A broad range of different medications has been used,

mostly in small, controlled studies of various diagnostic
precursors of borderline personality—emotionally un-
stable character disorder, a broad range of personality dis-
orders—and borderline personality disorder. Neuroleptics
have had some role. Antidepressants have been used but
have been associated with an increase in anger in some
cases. Mood-stabilizing medicines like lithium and anti-
convulsants like phenytoin have been shown to be helpful
for hostility, emotional instability, and aggression.

A better understanding of the neurobiology of border-
line personality disorder may help in selecting treatment
approaches. Biological challenges with serotonin agonists
such as m-chlorophenylpiperazine (m-CPP) have elicited
informative behavioral responses.15 One subgroup of pa-
tients responded with disinhibition; another experienced a
depersonalized or LSD-like experience15—core symptoms
of borderline personality disorder. In terms of the endo-
crine response, patients have shown both an increased cor-
tisol response, unique to this population, and a blunted

Figure 2. Dimensional Aspects of Obsessive-Compulsive Spectrum Disordersa

aReprinted from reference 3, with permission. Abbreviations: AN = anorexia nervosa; BDD = body
dysmorphic disorder; Borderline PD = borderline personality disorder; Dep = depersonalization disorder;
Hyp = hypochondriasis; Klep = kleptomania; OCD = obsessive-compulsive disorder; PG = pathological
gambling; Sex Comp = sexual compulsions; SIB = self-injurious behavior; Trich = trichotillomania;
TD = Tourette’s disorder.
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prolactin response,15 which has also been shown in other
impulsive aggressive disorders.16,17

The medications currently used to treat borderline per-
sonality disorder include antipsychotics, SSRIs, the MAOI
phenelzine, and anticonvulsants like carbamazepine and
divalproex.

Antipsychotics. Goldberg et al.18 found the antipsychot-
ic thiothixene to be useful for targeted symptoms in the
treatment of patients who met DSM-III criteria for border-
line personality disorder, schizotypal personality disorder,
or both. In this 5-week placebo-controlled trial, 50 patients
received doses of thiothixene lower than those given to out-
patients with schizophrenia. (The mean daily dose of thio-
thixene during the final week of the trial was 8.7 mg/day.)
The Schedule for Interviewing Borderlines, the Global As-
sessment Scale (GAS), a 100-point scale rating function-
ing, and the Hopkins Symptom Checklist (SCL-90) were
used to assess patient response. Although the researchers
found no drug effect on patients’ total borderline, schizo-
typal, or GAS scores, thiothixene proved significantly
superior to placebo on measures of illusions (p = .0001),
ideas of reference (p = .0140), psychoticism (p = .0001),
obsessive-compulsive symptoms (p = .0321), and phobic
anxiety (p = .0005) in all patients, regardless of their diag-
nosis. The authors argue for a subdiagnosis based on symp-
toms that are drug-responsive, not all of which are found in
current diagnostic criteria.

In a double-blind, longitudinal crossover study, Cowdry
and Gardner14 compared placebo with an MAOI, tranylcy-
promine, as well as a high-potency benzodiazepine, al-
prazolam; an anticonvulsant, carbamazepine; and a neuro-
leptic, trifluoperazine. Sixteen female outpatients with
borderline personality disorder and prominent behavioral
dyscontrol but who were not experiencing a current epi-
sode of major depressive disorder comprised the study
cohort. An interesting finding was that episodic dyscontrol
increased in patients taking alprazolam. A modified
Bunney-Hamburg scale measured the average degree of
depression, anxiety, anger, loneliness, feelings of rejec-
tion, sense of unreality, and euphoria and was used to ob-
tain ratings from both physician and patients. In addition, a
7-point scale similar to the Clinical Global Impressions
scale (CGI) was used to obtain ratings of clinical change at
the end of each trial. Changes in behavioral dyscontrol
were evaluated by asking patients and physicians to note
instances of angry outbursts, physical violence toward ob-
jects or toward people, self-damaging acts, and suicide
threats, gestures, and attempts. Patients who were able to
tolerate a full trial of trifluoperazine showed improvement.

SSRIs. The incidence of self-mutilative episodes de-
creased significantly in a group of patients treated with flu-
oxetine. Markovitz et al.19 conducted a prospective,
nonblind trial of fluoxetine in the treatment of 22 outpa-
tients who met DSM-III-R criteria for borderline personal-
ity disorder (N = 8), schizotypal personality disorder

(N = 4), or both (N = 10). Fluoxetine was begun at 20
mg/day and increased in 20-mg/day increments each third
day to a maximum of 80 mg/day. At 3, 6, 9, and 12 weeks,
results were evaluated by comparing patient reports of
self-mutilation and the SCL-90. At week 9, 50% fewer pa-
tients reported self-injuries, and the number of mutilative
episodes had decreased by 74%. At week 12, only 2 pa-
tients continued these acts of self-mutilation, at a rate of
less than once a week. At week 12, the mean SCL-90 score
had lowered (improved) significantly (p < .001) compared
with baseline.

Kavoussi et al.,20 noting the biological studies suggest-
ing that impulsive, aggressive, and self-destructive behav-
iors in borderline personality disorder are accompanied by
abnormal CNS serotonergic functioning, conducted an
8-week, open trial of the SSRI sertraline in 11 patients
meeting DSM-III-R criteria for at least one personality
disorder. Impulsive-aggressive behavior and irritability
were measured with the Overt Aggression Scale-Modified
for Outpatients (OAS-M) at baseline, week 2, 4, and 8.
Seven of 11 patients completed the 8-week trial, while
9 completed at least 4 weeks of treatment. Significant
changes from baseline on measures of aggression (p = .05)
appeared by week 2 and on irritability (p = .05) by the end
of week 4; this improvement continued through week 8.
The authors stress that controlled studies with larger pa-
tient populations are necessary, but note that these results
support the hypothesis that different biological substrates
are responsible for different symptoms and personality
traits in patients with personality disorder and that these
patients show a differential response to pharmacologic
therapies with specific modes of action.

Coccaro and Kavoussi21 addressed the specific area of
impulsive-aggressive behavior and irritability in 40 outpa-
tients with personality disorders including 13 with border-
line personality disorder. They conducted a 12-week,
double-blind, placebo-controlled study of fluoxetine in
these outpatients, all of whom met DSM-III-R criteria for
either Axis I or II personality disorder with a history of
impulsive-aggressive behavior and irritability. Patients
were administered 20 mg/day of fluoxetine for the first 4
weeks of the study, when the dosage could be raised to
40 mg/day and to 60 mg/day after week 8. The primary
scales for outcome assessment were the OAS-M and the
CGI-Improvement subscale (CGI-I), a 7-point global
change scale indicating improvement by scores of 1 (very
much improved) or 2 (much improved). CGI-I scores of 1
or 2 were counted as response. The proportion of fluoxe-
tine-treated patients responding was always greater than
the proportion of placebo-treated patients responding, and
the difference was statistically significant (p = .03) at
weeks 4, 8, 12, and endpoint. Patients treated with fluoxe-
tine also recorded scores on the OAS-M Aggression sub-
scale that were significantly lower (improved) than those
of placebo-treated patients at weeks 10 (p = .02) and 12



© Copyright 2000 Physicians Postgraduate Press, Inc.

One personal copy may be printed

42 J Clin Psychiatry 1999;60 (suppl 15)

Eric Hollander

(p = .01). Significantly lower scores on the OAS-M Irrita-
tion subscale were recorded by fluoxetine-treated patients
compared to those recorded by placebo-treated patients at
weeks 6 (p = .02), 8 (p = .02), 10 (p = .006), and endpoint
(p = .01). Patients with DSM-III-R personality disorders
showed an anti-aggressive effect when treated with fluox-
etine compared with placebo-treated patients. The authors
seem to imply that patients who respond to SSRIs achieve
a sustained response to the agent.

MAOIs. Soloff et al.22 compared the efficacy of the
MAOI phenelzine with the neuroleptic haloperidol and
placebo against the affective, cognitive, and impulsive-
aggressive symptoms of borderline personality disorder in
108 outpatients and suggested that phenelzine may be use-
ful for treating self-directed anger and hostility in patients
with borderline personality disorder. In this 5-week trial,
the researchers attempted to differentiate affective from
schizotypal symptoms in this patient population with bor-
derline personality disorder. Noting that placebo effects
are “powerful and specific,”22(p383) Soloff et al. acknowl-
edged the difficulties of treating acute symptoms of bor-
derline personality disorder with pharmacotherapy alone.
On measures of depression, borderline psychopathologic
symptoms, and anxiety, phenelzine was superior to pla-
cebo in these patients. The researchers were unable to rep-
licate the superior efficacy of a neuroleptic; they found
phenelzine superior to haloperidol, as well. Phenelzine
also proved significantly (p < .001) superior to placebo in
treating patients’ anger and hostility. Soloff and colleagues
suggest a new indication for phenelzine in treating the bor-
derline personality disorder patient’s self-perceived anger
and hostility.

 Physicians rated patients taking carbamazepine
(p < .01) and tranylcypromine (p < .05) as significantly
improved compared with those taking a placebo, while pa-
tients rated themselves as significantly (p < .05) improved
compared with patients taking a placebo only when taking
tranylcypromine. Patients taking carbamazepine showed a
notable decrease in the severity of episodes of behavioral
dyscontrol, while those administered alprazolam showed
an increase in the severity of behavioral dyscontrol.

Anticonvulsants. Cowdry and Gardner’s suggestion14

that carbamazepine—an anticonvulsant—might be helpful
in treating aggressive components of borderline personal-
ity disorder—particularly impulsive aggression—prompt-
ed other studies of anticonvulsants. In addition to their anti-
impulsivity and anti-aggressivity effects, anticonvulsants
such as carbamazepine and phenytoin have demonstrated
powerful mood-stabilizing effects.23–26 Researchers turned
to divalproex specifically because it has been found useful
in bipolar II disorder/cyclothymia27 and atypical depres-
sion,28 which have symptoms similar to those of borderline
personality disorder. Divalproex has also been found to be
useful in treating the hyperarousal/hyperreactivity of post-
traumatic stress disorder,29 temper outbursts and aggres-

sion,30–32 and anxiety,33 all symptoms of borderline person-
ality disorder.

Eleven outpatients who met DSM-III-R criteria for bor-
derline personality disorder on the Structured Clinical In-
terview for the Diagnosis of Axis II Disorders (SCID-II)
were studied by Stein et al.34 in an 8-week, open-label trial
of valproate supplied as divalproex. Patients had been in
psychotherapy at least once a week for a minimum of 8
weeks prior to enrollment and continued psychotherapy
for the duration of the trial. Medication was started at 250
mg/day p.o. and titrated, as tolerated, by up to 500
mg/week in order to reach blood divalproex levels of 50 to
100 µg/mL; no concurrent medications were allowed. Pa-
tients with current major depression, current or past psy-
chotic disorder, current or past bipolar disorder, or major
medical or neurologic disorder were excluded. A research
psychiatrist rated the patients each week on the Hamilton
Rating Scale for Depression (HAM-D), the Hamilton Rat-
ing Scale for Anxiety (HAM-A), and the OAS-M. A global
scale developed by Cowdry and Gardner,13 similar to the
CGI scale but assessing changes in mood, anxiety, anger,
impulsivity, rejection sensitivity, and overall pathology,
was also used to rate patient progress. Patients also com-
pleted the SCL-90.

The study34 was completed by 8 of the original 11 pa-
tients. Four (50%) of 8 completers were responders, rated
“much less” or “less” by clinicians on change scores for
overall pathology. Four (50%) of 8 patients were respond-
ers on scores for mood, and 3 (38%) were responders on
change scores for anxiety, anger, impulsivity, and rejection
sensitivity. Self-rated total SCL-90 scores decreased (im-
proved) significantly (p = .03) from baseline to endpoint.
HAM-D and HAM-A had decreased from baseline by the
end of the trial, but the difference was not statistically sig-
nificant. Likewise, the decrease on the total score for
other-directed assault from baseline to endpoint on the
OAS-M was not significant. Global subjective irritability
on the OAS-M, however, decreased significantly (p = .02)
from baseline to endpoint.

Stein and colleagues34 noted that patients’ HAM-D and
HAM-A scores were not high at baseline and had not
fallen significantly at endpoint, suggesting that improve-
ments observed in mood and anxiety were better charac-
terized as mood stabilization than as mood elevation. They
suggested that, even though divalproex shows a broad
spectrum of effects in borderline personality patients, the
drug has specific effects on particular pathologic pro-
cesses responsible for a spectrum of borderline personality
disorder symptoms. They also cited evidence that mood
instability and impulsivity are underlying biopsycholog-
ical dimensions that characterize borderline personality
disorder patients. If this relationship is correctly under-
stood, interventions that change these dimensions will ef-
fect reversal of a variety of borderline personality disorder
symptoms. The authors called for more extensive trials to
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augment this small, open-label study. They urge that better
prediction of treatment response be a goal of such future
studies.

Hollander et al.35 recently completed a double-blind,
placebo-controlled trial of divalproex in 21 patients with
borderline personality disorder. An interim analysis of the
first 16 patients—7 men and 9 women with a mean age of
34.8 years—was conducted. Patients with current major
depression, current or past psychotic disorder, current
or past bipolar disorder, or major medical illness were
excluded.

The authors35 examined whether divalproex therapy re-
sulted in improvement in patients’ overall level of func-
tioning as measured by both clinician and patient. The in-
vestigators were particularly interested in the effects of
divalproex therapy in patients’ aggressive behaviors and
affective instability. After a clinical assessment that in-
cluded a psychiatric evaluation, patients were randomly
assigned to receive either divalproex or placebo. Patient
doses of divalproex started at 250 mg/day for 3 days and
were titrated upward to 500 mg/day for 4 days. If dival-
proex was well tolerated, it was next administered to pa-
tients at 750 mg/day, and the dosage was then adjusted un-
til blood divalproex levels of 80 µg/mL were reached.
Global severity of patient illness was measured with the
CGI-I scale, and the GAS was used to identify the lowest
level of patient functioning over the preceding week. Ad-
ditional outcome measures included the Aggression Ques-
tionnaire (AQ), which consists of 29 questions forming 4
subscales (physical aggression, verbal aggression, anger,
and hostility); the Beck Depression Inventory (BDI), a
21-item self-report scale; and the OAS-M, which assesses
behavioral irritability using 4 levels of severity in the cat-
egories of verbal aggression and physical aggression
against objects, self, and others. Clinicians used the CGI,
GAS, AQ, and BDI to assess patients at weeks 1, 2, 3, 4, 6,
8, and 10. In addition, an independent evaluator, a psy-
chologist who was not monitoring any of the side effects
associated with the medication, used the CGI, GAS, and
OAS-M to evaluate patients at weeks 1, 6, and 10.

In this intent-to-treat analysis,35 patients randomly as-
signed to placebo were assessed CGI-I scores of 4—un-
changed—at baseline. The same patients were minimally
worse—with CGI-I scores of 5—at endpoint. Patients ran-
domly assigned to receive divalproex were also rated 4 on
the CGI-I scale at baseline, but at endpoint their CGI-I
scores were 2—much improved—as assessed by both the
clinician rater and the independent evaluator. Patients ran-
domly assigned to placebo were assessed GAS-Global Se-
verity scores of 53 at baseline and 50 at endpoint, while
patients receiving divalproex scored 49 at baseline and
68—a substantial improvement—at endpoint. The higher
GAS level shows a greater overall level of functioning.
Again, improvement was assessed by both the clinician
rater and the independent evaluator. Patients whose scores

on the CGI-I scale were assessed as 1—very much im-
proved—or 2—much improved—were considered re-
sponders. On that basis, none of the patients assigned to
placebo—in the intent-to-treat group or in the completer
group—were responders. In contrast, 60% of patients as-
signed to divalproex were responders in the intent-to-treat
group, and 100% of those patients who completed the
study were responders. The AQ and the OAS-M are 2 key
measures of aggression. Patients taking placebo were rated
81 by the treating clinician at baseline and 98 (worse) at
endpoint on the AQ. Patients taking divalproex were rated
79 by the treating clinician at baseline and 66 at endpoint.
However, neither patients taking divalproex nor those tak-
ing placebo registered a change on any of the OAS-M
measures, which led the researchers to question the scale’s
sensitivity. Patients assigned to placebo registered scores
of 14 at baseline on the BDI; patients taking divalproex
were rated at 15.5. At endpoint, scores of 21 (worse) were
registered by the patients taking placebo, while the scores
of patients taking divalproex had improved to 2.6.

CONCLUSION

Aggression exists in both compulsive and impulsive
disorders. SSRIs have specific effects in OCD.36 Anticon-
vulsants like divalproex and carbamazepine may prove
useful in treating OCD patients with comorbid seizure dis-
orders9 and neurologic soft signs.11 Studies also suggest a
role for anticonvulsants such as divalproex, SSRIs such as
fluoxetine and sertraline, and MAOIs such as tranylcypro-
mine and phenelzine in treating aggression and affective
instability in borderline personality disorder. In both cases,
more controlled trials with larger patient populations are
necessary to replicate the results of existing research.

Drug names: alprazolam (Xanax), buspirone (BuSpar), carbamazepine
(Tegretol and others), divalproex (Depakote), fluoxetine (Prozac), halo-
peridol (Haldol and others), phenelzine (Nardil), phenytoin (Dilantin
and others), sertraline (Zoloft), thiothixene (Navane), tranylcypromine
(Parnate), trifluoperazine (Stelazine).

REFERENCES

  1. Karno M, Golding JM, Sorenson SB, et al. The epidemiology of obsessive-
compulsive disorder in five US communities. Arch Gen Psychiatry 1988;
45:1094–1099

  2. Hollander E, Greenwald S, Neville D, et al. Uncomplicated and comorbid
obsessive-compulsive disorder in an epidemiologic sample. Depression
Anxiety 1996;4:111–119

  3. Hollander E. Introduction: obsessive-compulsive disorder: the hidden epi-
demic. J Clin Psychiatry 1997;58(suppl 12):3–6

  4. Hollander E, Kwon JH, Stein DJ, et al. Obsessive-compulsive and spectrum
disorders: overview and quality of life issues. J Clin Psychiatry 1996;
57(suppl 8):3–6

  5. Stein DJ, Hollander E, DeCaria CM, et al. m-Clorophenylpiperazine chal-
lenge in borderline personality disorder: relationship of neuroendocrine re-
sponse, behavioral response, and clinical measures. Biol Psychiatry 1996;
40:508–513

   6. Solanto MV. Neuropsychopharmacological mechanisms of stimulant drug
action in attention-deficit hyperactivity disorder: a review and integration.
Behav Brain Res 1998;94:127–152



© Copyright 2000 Physicians Postgraduate Press, Inc.

One personal copy may be printed

44 J Clin Psychiatry 1999;60 (suppl 15)

Eric Hollander

  7. Cyr M, Brown CS. Current drug therapy recommendations for the treat-
ment of attention deficit hyperactivity disorder. Drugs 1998;56:215–223

  8. Licht RW. Drug treatment of mania: a critical review. Acta Psychiatr Scand
1998;97:387–397

  9. Prichep LS, Mas F, Hollander E, et al. Quantitative electroencephalo-
graphic subtyping of obsessive-compulsive disorder. Psychiatry Res 1993;
50:25–32

10. Covanis A, Skiadas K, Loli N, et al. Absence epilepsy: early prognostic
signs. Seizure 1992;1:281–289

11. Hollander E, Schiffman E, Cohen B, et al. Signs of central nervous system
dysfunction in obsessive-compulsive disorder. Arch Gen Psychiatry 1990;
47:27–32

12. American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, Fourth Edition. Washington, DC: American Psychiatric
Association; 1994

13. Fyer MR, Frances AJ, Sullivan T, et al. Comorbidity of borderline person-
ality disorder. Arch Gen Psychiatry 1988;45:348–352

14. Cowdry RW, Gardner DL. Pharmacotherapy of borderline personality dis-
order: alprazolam, carbamazepine, trifluoperazine, and tranylcypromine.
Arch Gen Psychiatry 1988;45:111–119

15. Hollander E, Stein DJ, DeCaria CM, et al. Serotonergic sensitivity in bor-
derline personality disorder: preliminary findings. Am J Psychiatry 1994;
151:277–280

16. Coccaro EF, Kavoussi RJ, Hauger RL, et al. Serotonin function and antiag-
gressive response to fluoxetine: a pilot study. Biol Psychiatry 1997;42:
546–552

17. Kavoussi R, Armstead P, Coccaro E. The neurobiology of impulsive ag-
gression. Psychiatr Clin North Am 1997;20:395–403

18. Goldberg SG, Schulz SC, Schulz PM, et al. Borderline and schizotypal per-
sonality disorders treated with low-dose thiothixene vs placebo. Arch Gen
Psychiatry 1986;43:680–686

19. Markovitz PJ, Calabrese JR, Schulz SC, et al. Fluoxetine in the treatment of
borderline and schizotypal personality disorders. Am J Psychiatry 1991;
148:1064–1067

20. Kavoussi RJ, Liu J, Coccaro EF. An open trial of sertraline in borderline
personality disordered patients with impulsive aggression. J Clin Psychia-
try 1994;55:137–141

21. Coccaro EF, Kavoussi RJ. Fluoxetine and impulsive aggressive behavior in
personality-disordered subjects. Arch Gen Psychiatry 1997;54:1081–1088

22. Soloff PH, Cornelius J, George A, et al. Efficacy of phenelzine and haloper-
idol in borderline personality disorder. Arch Gen Psychiatry 1993;50:
377–385

23. Kravitz HM, Fawcett J. Carbamazepine in the treatment of affective disor-
ders. Med Sci Res 1987;15:1–8

24. Blumer D, Heibronn M, Himmelhoch J. Indications for carbamazepine in

mental illness: atypical psychiatric disorder or temporal lobe syndrome?
Compr Psychiatry 1988;29:108–122

25. Mattes JA. Comparative effectiveness of carbamazepine and propranolol
for rage outbursts. J Neuropsychiatry Clin Neurosci 1990;2:159–164

26. Barratt ES, Kent TA, Bryant SG, et al. A controlled trial of phenytoin in
impulsive aggression [letter]. J Clin Psychopharmacol 1991;11:388–389

27. Jacobsen FM. Low dose valproate: a new treatment for cyclothymia, mild
rapid cycling disorders, and premenstrual syndrome. J Clin Psychiatry
1993;54:229–234

28. Pies R, Adler DA, Ehrenberg BL. Sleep disorders and depression with
atypical features: response to valproate. J Clin Psychopharmacol 1989;9:
352–355

29. Fesler FA. Valproate in combat-related posttraumatic stress disorder. J Clin
Psychiatry 1991;52:361–364

30. Giakas WJ, Seibyl JP, Mazure CM. Valproate in the treatment of temper
outbursts [letter] J Clin Psychiatry 1990;51:525

31. Hasan MY, Sewell RDE, Nicholls PJ. Does the anticonvulsant agent so-
dium valproate display behaviorally selective anti-offensive activity? [ab-
stract] J Pharm Pharmacol 1998;42(suppl):185

32. Keck PE Jr, McElroy SL, Friedman LM. Valproate and carbamazepine in
the treatment of panic and posttraumatic stress disorders, withdrawal states,
and behavioral dyscontrol syndromes. J Clin Psychopharmacol 1992;12
(suppl 1):36S–41S

33. Roy-Byrne PP, Ward NG, Donnelly PJ. Valproate in anxiety and with-
drawal symptoms. J Clin Psychiatry 1989;50(3, suppl):44–48

34. Stein DJ, Simeon D, Frenkel M, et al. An open trial of valproate in border-
line personality disorder. J Clin Psychiatry 1995;56:506–510

35. Hollander E, Margolin L, Wong CM, et al. Double-blind placebo-
controlled trial of divalproex sodium in the treatment of borderline person-
ality disorder. Presented at the 38th annual conference of the New Clinical
Drug Evaluation Unit, June 11, 1998; Boca Raton, Fla

36. Porsolt RD. Serotonin: neurotransmitter “a la mode.” Report on the Third
International I.T.E.M.-LABO symposium on strategies in psychopharma-
cology: serotonin: animal models and clinical targets. Pharmacopsychiatry
1993;26:20–24

DISCLOSURE OF OFF-LABEL USAGE

The author of this article has determined that, to the
best of his knowledge, the following agents mentioned in
this article are not indicated for treatment of borderline
personality disorder: anticonvulsants, antipsychotics,
phenelzine, and SSRIs.
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