
Olanzapine in Pathological Gambling

J Clin Psychiatry 69:3, March 2008 433PSYCHIATRIST.COM

Olanzapine in the Treatment of Pathological Gambling:
A Negative Randomized Placebo-Controlled Trial
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Objective: Pathological gambling is associated
with bipolar disorder and dopamine dysfunction.
Olanzapine is a second-generation antipsychotic
with mood-stabilizing properties and antagonistic
activity at several dopamine receptors. The pur-
pose of this study was to evaluate olanzapine in
the treatment of pathological gambling.

Method: In this 12-week, single-center,
randomized, double-blind, placebo-controlled,
flexible-dose (2.5–15 mg/day) trial, 42 outpatients
with pathological gambling by DSM-IV-TR crite-
ria received olanzapine (N = 21) or placebo
(N = 21). The primary outcome measure was
the Pathological Gambling Adaptation of the Yale-
Brown Obsessive Compulsive Scale
(PG-YBOCS). The primary analysis of efficacy
was a longitudinal analysis of the intent-to-treat
sample, with treatment-by-time interaction as the
effect measure. Subjects were enrolled from June
2, 2000, through November 28, 2005.

Results: Compared with placebo, olanzapine
was associated with a similar rate of reduction in
total scores on the PG-YBOCS scale, as well as in
gambling episodes/week, hours gambled/week,
and Clinical Global Impressions-Severity of Ill-
ness scale scores. The mean (SD) olanzapine daily
dose at endpoint evaluation was 8.9 (5.2) mg/day.
Eleven subjects (52%) receiving olanzapine and
6 (29%) receiving placebo discontinued prema-
turely; 3 subjects receiving olanzapine and 2 re-
ceiving placebo discontinued because of adverse
events. Events causing olanzapine discontinuation
were pneumonia, sedation, and hypomania.

Conclusion: Olanzapine was not superior to
placebo in the short-term treatment of pathologi-
cal gambling. It was also associated with a high
discontinuation rate.

Trial Registration: ClinicalTrials.gov identi-
fier NCT00438776 (http://www.clinicaltrials.gov)
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athological gambling is classified in DSM-IV-TR
as an impulse-control disorder not elsewhere classi-P

fied, where it is defined as “persistent and recurrent mal-
adaptive gambling behavior that disrupts personal, family,
or vocational pursuits.”1(p671) Substantial evidence indi-
cates that pathological gambling is an important public
health problem. Its lifetime prevalence in adults in the
United States general population is estimated to be 1.6%,2

and it is associated with psychiatric comorbidity, includ-
ing suicide attempts, impaired quality of life, financial and
legal problems, and disability.3–5

A growing number of double-blind, placebo-controlled
studies suggest pharmacotherapy may be helpful for some
patients with pathological gambling.3–6 On the basis of
the conceptualization that pathological gambling may
be an obsessive-compulsive spectrum disorder, 6 such
studies of SSRIs have been conducted to date.7–12 Three
of these studies (N = 1, N = 15, and N = 45) found the
SSRI superior to placebo in reducing gambling symp-
toms.7,8,10 The other 3 studies (N = 32, N = 76, and N = 60)
failed to show separation between drug and placebo,
but were limited by high placebo response rates.9,11,12

On the basis of evidence that pathological gambling
may be related to addiction, studies were conducted that
found that the opiate antagonists naltrexone (N = 83) and
nalmefene (N = 207) were each shown superior to placebo
in reducing gambling symptoms.13,14 On the basis of ev-
idence that pathological gambling and bipolar disorder
may be related,15,16 a controlled study of lithium in patho-
logical gamblers with comorbid soft-spectrum bipolar
disorders (N = 40) was conducted and found lithium was
superior to placebo in reducing both gambling and manic
symptoms.17
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Several lines of evidence consistent with the latter
study17 suggested to us that the second-generation antipsy-
chotic olanzapine might be a useful treatment for patho-
logical gambling. First, pathological gambling is strongly
associated with bipolar disorder in clinical and community
samples,15–19 and olanzapine has antimanic, antidepres-
sant, and long-term mood-stabilizing effects in patients
with bipolar disorder.20–22 Second, drugs with mood-
stabilizing properties, in addition to lithium, have been
reported to reduce gambling symptoms in patients with
pathological gambling, including those who do not have
comorbid bipolar disorder. Haller and Hinterhuber23

described a double-blind, placebo-controlled, 12-week
crossover trial of carbamazepine in a man with a 16-year
history of pathological gambling without bipolar disorder
resistant to behavior therapy, psychoanalysis, Gamblers
Anonymous, and benzodiazepines.23 The patient’s gam-
bling stopped with carbamazepine but not with placebo
and remained in remission for 30 months of continued
carbamazepine treatment. Similarly, Pallanti et al.24 con-
ducted a single-blind, 14-week trial comparing valproate
and lithium in 42 pathological gamblers and found that
valproate performed as well as lithium in reducing gam-
bling symptoms.24

Another line of evidence suggesting to us that olanza-
pine might be beneficial for pathological gambling is that
the drug has effects on several dopamine receptors,25 and
emerging research indicates that central dopamine dys-
function may play a role in the pathophysiology of patho-
logical gambling.3–5,26–29 Thus, decreased concentrations of
dopamine and increased concentrations of its metabolites
have been found in the cerebrospinal fluid of pathological
gamblers.26 Allelic variants of the genes for the dopamine
D2, D3, and D4 receptors may be differentially distributed
in persons with pathological gambling.27 In addition,
pathological gambling has been described in patients with
Parkinson’s disease receiving dopamine agonists.28,29

We therefore conducted a single-center, randomized,
parallel-group, placebo-controlled, flexible-dose study to
assess the efficacy and safety of olanzapine during a 12-
week course of treatment in 42 outpatients with pathologi-
cal gambling. To rule out the possibility that olanzapine
was treating pathological gambling secondary to mania,
we excluded subjects with bipolar I disorder.1 However,
because mood disorders are common in persons with
pathological gambling, gamblers with depressive and soft-
spectrum bipolar disorders that were judged to be clini-
cally manageable at study entry were included to increase
the study’s generalizability.

METHOD

Subjects
Study participants were outpatients at the University of

Cincinnati Medical Center who were recruited by radio,

television, newspaper, and billboard advertisements re-
questing volunteers for a study of a medication for prob-
lematic gambling. Subjects were enrolled into the study if
they were male or female aged 18 to 65 years, met DSM-
IV-TR criteria for pathological gambling,1 and had a
South Oaks Gambling Screen 30 score of 5 or higher. They
were randomly assigned to blinded study medication if
they did not display greater than 50% improvement in
their screening Pathological Gambling Adaptation of the
Yale-Brown Obsessive Compulsive Scale (PG-YBOCS)31

scores after receiving 1 week of 1 tablet of single-blinded
placebo (see Study Design).

Subjects were excluded from study participation if
they met any of the following criteria: (1) ever had psy-
chotic symptoms or met criteria for a psychotic disorder
by DSM-IV-TR criteria; (2) had bipolar I disorder (bi-
polar II disorder and bipolar disorder not otherwise speci-
fied were allowed); (3) had a substance use disorder (by
DSM-IV-TR criteria) within 1 month of study entry (ex-
cept for a nicotine-related disorder); (4) had a personality
disorder that could interfere with diagnostic assessment,
treatment, or compliance (the presence of which was de-
termined clinically during the screening process); (5) dis-
played clinically significant suicidality; (6) had begun
any psychological treatment for pathological gambling
within 3 months before study entry (with the exception of
Gamblers Anonymous); (7) had a clinically unstable
medical illness; (8) had clinically significant laboratory or
electrocardiogram abnormalities; (9) received psychoac-
tive medication (other than hypnotics, e.g., zolpidem as
needed for insomnia) within 2 weeks of study medication
initiation; or (10) had a history of hypersensitivity to
olanzapine. Women were excluded if they were pregnant,
lactating, or, if fertile, not practicing a form of medically
accepted contraception.

The Institutional Review Board at the University of
Cincinnati Medical Center approved the study protocol,
and the study was conducted in compliance with the Dec-
laration of Helsinki. All subjects signed approved written
informed consent forms after the study procedures had
been fully explained and before any study procedures
were performed. Subjects were enrolled from June 2,
2000, through November 28, 2005.

Study Design
This was a 12-week, outpatient, randomized, double-

blind, parallel-group, flexible-dose study conducted at the
University of Cincinnati Medical Center. The trial con-
sisted of 3 phases: a 1- to 4-week screening period, a
12-week double-blind treatment period, and a 1-week
treatment discontinuation period. The screening period
included a 1-week single-blind placebo run-in during
which subjects had to display less than or equal to 50%
improvement in their screening PG-YBOCS scores in or-
der to be randomized. Subjects were evaluated at least



Olanzapine in Pathological Gambling

J Clin Psychiatry 69:3, March 2008 435PSYCHIATRIST.COM

twice during the screening period; after 1, 2, 3, 4, 5, 6, 8,
10, and 12 weeks during the treatment period; and 1 week
after study medication discontinuation.

The screening evaluation included an interview for
demographic and clinical information and medical, psy-
chiatric, and family histories; the South Oaks Gambling
Screen30 and an expanded version of the Structured
Clinical Interview for DSM-IV-TR (SCID)32 to establish
pathological gambling and comorbid Axis I diagnoses; the
PG-YBOCS to help determine severity of pathological
gambling; a physical examination; vital signs; height and
weight; electrocardiogram; routine blood chemical and he-
matologic tests; and urinalysis. Of note, the structured in-
terview for pathological gambling in our expanded SCID
specifically asks subjects about all DSM-IV-TR criteria
for pathological gambling, including all 10 of the A
subcriteria. At this evaluation and each of the following
visits, subjects were given take-home diaries in which to
record their gambling behavior (number of gambling epi-
sodes, hours spent gambling, amount of money won and
lost gambling, and types of gambling) on a daily basis.
Once study medication was initiated, the number of tablets
taken on a daily basis was also recorded in the diaries.
Participation in Gamblers Anonymous, however, was not
recorded.

At the last visit of the screening period (the baseline as-
sessment), after the 1-week single-blind placebo washout,
subjects continuing to meet inclusion criteria were en-
rolled in the treatment period and randomly assigned in a
1:1 ratio to therapy with olanzapine or placebo. At each
visit following the baseline visit, subjects were assessed
for gambling symptoms experienced since the last visit,
other outcome measures, medication dose, medication
compliance determined by tablet count, adverse events,
use of nonstudy medications, vital signs, and weight.

All study medication was in identical 2.5-mg tablets
supplied in numbered containers and dispensed to subjects
according to a predetermined randomization schedule.
Olanzapine was begun at 2.5 mg/day for the first 7 days.
The dosage could then be increased, as tolerated, by 2.5
mg/day every 7 days to a maximum of 15 mg/day. Study
medication could be reduced to a minimum of 2.5 mg
daily because of bothersome side effects at any time dur-
ing the 12-week treatment period. Subjects were instructed
to take their entire daily dose of study medication in the
evening. However, if they preferred, subjects could take
half of the daily dose in the morning.

Outcome Measures
The primary outcome measure was the PG-YBOCS31

total score. Secondary outcome measures were weekly fre-
quency of gambling episodes (determined from subjects’
take-home diaries); total weekly hours spent gambling
(also determined from the diaries); Clinical Global
Impressions-Severity of Illness scale (CGI-S)33 and CGI-

Improvement scale (CGI-I)33 scores; Hamilton Rating
Scale for Depression (HAM-D)34 total scores; Young Ma-
nia Rating Scale (YMRS)35 total scores; and the Global
Assessment of Functioning scale (GAF)32 scores. Cat-
egorical responder criteria at treatment termination was
defined 2 ways: (1) having a CGI-I pathological gambling
scale score of 1 or 2, equaling “much” or “very much”
improved; and (2) having a 35% or greater reduction in
the PG-YBOCS total score compared with baseline.

Adverse events, clinical laboratory data, physical ex-
amination findings, and vital signs were assessed as
safety measures. Adverse events were obtained through
spontaneous patient reporting and by open-ended inquir-
ing by investigators. Reportable adverse events were new
symptoms or illnesses that occurred during the treatment
phase and those that increased in severity compared with
baseline.

Statistical Methods
Each treatment group’s baseline characteristics were

compared by using Fisher exact tests for categorical vari-
ables and independent-samples t tests for continuous
variables.

The primary analysis of efficacy was a longitudinal
analysis comparing the rate of change in PG-YBOCS
scores during the treatment period between groups. The
same analysis was applied to weekly gambling episodes,
weekly hours spent gambling, and scores on the CGI-S,
HAM-D, YMRS, and GAF scales. The difference in rate
of change was estimated by random regression meth-
ods.36,37 A model for the mean of the outcome variable
was used that included terms for treatment, time, and
treatment-by-time interaction. Prior experience led us to
expect that any observed improvement in either treatment
group would be more rapid in the early part of the trial,
and inspection of the data supported this assumption. To
accommodate this behavior, time was modeled as a con-
tinuous variable, expressed as the square root of weeks
since randomization. For the analyses of gambling epi-
sode frequency and hours spent gambling, the logarithmic
transformation log ([X/wk] + 1) was used to normalize
the data and stabilize the variance. To simultaneously ac-
count for individual differences in initial level of the out-
come, rate of change over time, and serial autocorrelation
(i.e., the tendency for correlation among observations to
decrease as a function of the amount of time between
them), the SAS procedure MIXED was used (SAS Insti-
tute, Inc., Cary, N.C.), with random intercept and slope
terms, and a first-order ante-dependence structure for the
residual correlation matrix. The longitudinal analyses
were intent-to-treat, using all available observations from
all time points from all subjects who completed a baseline
evaluation.

Several secondary analyses were also performed.
Change scores from baseline to endpoint, using the last
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observation carried forward, were computed for each mea-
sure (on the logarithmic scale for gambling episodes and
hours spent gambling measures) and independent-samples
t tests were used to compare these changes between the
treatment groups. Categorical response to treatment (as
defined above) was also analyzed for the intent-to-treat
and completer groups, using the Cochrane-Armitage exact
trend test for 2-by-k ordered tables in SAS (PROC FREQ)
(SAS Institute, Inc., Cary, N.C.).

For laboratory measures, including weight, the mean
difference between endpoint and baseline measures was
computed and then compared between treatment groups
using the t test.

All statistical tests and confidence intervals were 2-
sided, α = .05.

RESULTS

Of 52 subjects screened, 10 were not randomized be-
cause they were lost to follow-up (N = 3), had bipolar I
disorder (N = 2), had a suicide plan (N = 1), had unstable
medical illness (N = 1), had a South Oaks Gambling
Screen score less than 5 (N = 1), or displayed a greater
than 50% decrease in their screening PG-YBOCS score
with placebo washout (N = 2). Forty-two subjects met en-
try criteria and were randomly assigned to olanzapine (N =
21) or placebo (N = 21). Twenty-four subjects (57.1%)
were women, 35 (83.3%) were Caucasian, and 7 (16.7%)
were African American. Depressive disorders were the
most common co-occurring psychiatric disorders, occur-
ring in 27 subjects (64.3%) as lifetime diagnoses and cur-
rently in 6 subjects (14.3%). Eight subjects (19.0%) had
lifetime soft-spectrum bipolar disorders. There were no
significant differences between the treatment groups in
demographic or clinical variables at baseline (Table 1).

Forty subjects (20 receiving olanzapine and 20 receiv-
ing placebo) had at least 1 post-randomization efficacy
measure. Eleven subjects (52.4%) in the olanzapine group
and 6 subjects (28.6%) in the placebo group did not com-
plete all 12 weeks of treatment (Fisher exact p = .21). Al-
though not statistically significant, the point estimate of
risk for discontinuation from olanzapine treatment was
nearly double that for placebo treatment. Five subjects
withdrew from the study because of adverse events
(olanzapine, N = 3; placebo, N = 2); 4 because of lack of
efficacy (olanzapine, N = 3; placebo, N = 1); and 8 be-
cause of difficulties with protocol adherence (olanzapine,
N = 5; placebo, N = 3). The latter specifically included
patient choice (N = 2), lost to follow-up (N = 2), and be-
ginning an exclusionary medication (N = 1) for the olanza-
pine group; and patient choice (N = 2) and lost to follow
up (N = 1) for the placebo group. Subjects who discontin-
ued olanzapine did not differ significantly from those who
completed the 12-week trial on any baseline variable (data
not presented). The remaining 25 subjects completed the

12 weeks of treatment (10 receiving olanzapine and 15
receiving placebo).

The mean PG-YBOCS total score decreased similarly
over the study period in both treatment groups (Figure 1).
Furthermore, in the primary efficacy analysis using ran-
dom regression, there were no differences in the rate of
change between olanzapine or placebo for total scores on

Table 1. Baseline Characteristics of 42 Subjects With
Pathological Gambling Randomly Assigned to 12 Weeks
of Double-Blind Treatment With Olanzapine or Placebo

Olanzapine Placebo
Group Group

Characteristic (N = 21) (N = 21) p Value

Age, mean (SD), y 51.5 (11.2) 46.8 (8.2) .14
Duration of pathological gambling, 11.2 (10.2) 10.1 (9.7) .73

mean (SD), y
Assessment scores, mean (SD)

PG-YBOCS 20.9 (6.3) 22.4 (5.9) .44
Obsessions 10.4 (3.7) 11.9 (2.9) .17
Compulsions 10.5 (4.1) 10.5 (3.4) .97

CGI-Severity of Illness scale 4.6 (0.7) 4.9 (0.7) .25
Hamilton Rating Scale for 6.2 (4.2) 6.6 (6.5) .82

Depression
Young Mania Rating scale 2.3 (2.8) 2.0 (3.1) .75
Global Assessment of 59.1 (8.1) 57.6 (6.4) .53

Functioning scale
Female, N (%) 13 (61.9) 11 (52.4) .75
White, N (%) 20 (95.2) 15 (71.4) .09
Lifetime comorbid diagnosis, N (%)

Any mood disorder 12 (57.1) 15 (71.4) .52
Depressive disordera 9 (42.9) 8 (38.1) 1.00
Bipolar spectrum 2 (9.5) 6 (28.6) .24
Due to a GMC 1 (4.8) 1 (4.8) 1.00

Any substance use disorder 8 (38.1) 6 (28.6) .74
Any anxiety disorder 5 (23.8) 2 (9.5) .41

aN = 6 subjects with a current depressive disorder diagnosis;
3 received olanzapine and 3 received placebo.

Abbreviations: CGI = Clinical Global Impressions, GMC = general
medical condition, PG-YBOCS = Pathological Gambling Adaptation
of the Yale-Brown Obsessive Compulsive Scale.

aBars represent 95% confidence intervals.
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the PG-YBOCS scale or on any of the secondary
measures, including in gambling episodes/week, in hours
spent gambling/week, or in CGI-S scores between the
treatment groups (Table 2). There was also no difference
in the rate of change in HAM-D, YMRS, or GAF scores
between the treatment groups.

Similarly, in the secondary analysis of baseline-to-
endpoint change scores, there were no significant differ-
ences between groups in the change in scores on the
PG-YBOCS, CGI-S, HAM-D, YMRS, or GAF scale; in
gambling episodes/week; or in hours spent gambling/
week (Table 2).

In addition, there were no differences between treat-
ment groups in either definition of categorical response in
the intent-to-treat or completer analyses. The mean final
CGI-I score at endpoint was rated much or very much im-
proved in 14 olanzapine-treated subjects (66.7%) as com-
pared with 15 placebo-treated subjects (71.4%) in the
intent-to-treat population (Fisher exact p = 1.0) and 9
(90.0%) and 11 (73.3%), respectively, in the completer
population (Fisher exact p = .61). Response, defined as
35% or greater reduction in PG-YBOCS total score, was
obtained by 14 olanzapine-treated subjects (66.7%) and
14 placebo-treated subjects (66.7%) (Fisher exact p = 1.0)
in the intent-to-treat population, and 8 (80.0%) and 11
(73.3%), respectively, in the completer population (Fisher
exact p = 1.0).

The mean (SD) daily dose of olanzapine at endpoint
evaluation for all 20 subjects was 8.9 (5.2) mg. The mean
(SD) daily dose for the 10 subjects who completed the
12-week trial was 10.5 (5.0) mg. There were no gender-
specific effects of treatment on any of the outcome mea-
sures (data not presented).

Adverse events occurring in at least 2 subjects receiv-
ing olanzapine are listed in Table 3. Although adverse

events appeared to be more common overall with olanza-
pine than with placebo, there was no statistically sig-
nificant difference between treatment groups in the inci-
dence of any particular adverse event except increased
appetite. More subjects discontinued olanzapine (14.3%,
N = 3) for adverse events than placebo (9.5%, N = 2), but
this difference in incidence also was not statistically sig-
nificant (Fisher exact p = 1.0). Adverse events causing
discontinuation among olanzapine-treated subjects were
development of pneumonia (N = 1), sedation (N = 1), and
increased hypomania (N = 1). Adverse events causing
discontinuation among placebo-treated subjects were ab-
dominal pain with nausea and vomiting (N = 1) and wors-
ening depression (N = 1).

Table 3. Adverse Events Reported by 2 or More Subjects With
Pathological Gambling Randomly Assigned to 12 Weeks of
Double-Blind Treatment With Olanzapine or Placebo

Olanzapine Group Placebo Group
(N = 21) (N = 21)

Adverse Event N % N %

Somnolence 14 67 11 52
Increased appetitea 13 62 5 24
Dry mouth 5 24 6 29
Weight gain 4 19 1 5
Gastrointestinal virus 4 19 0 0
Headache 3 14 3 14
Depression 2 10 2 10
Edema 2 10 1 5
Nervousness 2 10 1 5
Paresthesias 2 10 1 5
Dizziness 2 10 0 0
Thinking abnormality 2 10 0 0
Joint stiffness 2 10 0 0
Increased eating behavior 2 10 0 0
aDifference is significant, p = .028. There are no other significant

differences between groups (all p > .10, Fisher exact test).

Table 2. Mean Model-Based Differences Between Olanzapine Group (N = 21) and Placebo Group (N = 21) in Change From
Baseline to Week 12 for 42 Subjects With Pathological Gambling Randomly Assigned to 12 Weeks of Double-Blind Treatment
With Olanzapine or Placebo

Longitudinal Analysisa Endpoint Analysisb

Outcome Measure Estimate 95% CI χ2 (df = 1) p Value Estimate 95% CI T (df = 38) p Value

PG-YBOCS, total score 0.95 (–5.39 to 7.29) 0.09 .768 –0.85 (–6.26 to 4.56) –0.32 .752
Obsession score 0.12 (–3.22 to 3.46) 0.00 .944 –0.95 (–3.85 to 1.95) –0.66 .511
Compulsion score 0.95 (–2.60 to 4.50) 0.28 .599 0.10 (–2.89 to 3.09) 0.07 .946

CGI-Severity of Illness scale –0.30 (–1.32 to 0.71) 0.34 .559 –0.25 (–1.22 to 0.72) –0.52 .603
HAM-D 0.30 (–2.89 to 3.48) 0.03 .852 2.13 (–0.89 to 5.15) 1.41 .169
Young Mania Rating Scale 0.69 (–1.27 to 2.66) 0.49 .490 1.28 (–0.36 to 2.92) 1.57 .125
GAF 1.50 (–7.73 to 10.72) 0.10 .749 2.58 (–7.08 to 12.24) 0.54 .589
Hours gambledc 0.20 (–0.49 to 1.83) 0.52 .467 –0.02 (–0.36 to 0.30 ) –0.12 .903
Times gambledd 0.15 (–0.39 to 1.18) 0.12 .726 0.07 (–0.31 to 0.46) 0.38 .710
aEstimate is for mean (week 12 minus baseline) for olanzapine minus mean (week 12 minus baseline) for placebo. Test statistic is for the treatment-

by-time interaction term, which represents the difference in rate of change between the olanzapine and placebo groups, with time modeled as
square root of weeks since randomization. The estimate and its CI were obtained by multiplying the estimate and its CI by 12 weeks and squaring.

bEstimate is for mean (week 12 minus baseline) for olanzapine minus mean (week 12 minus baseline) for placebo.
cLog transformation (log [hours gambled/week] + 1) was used for analysis; values in table are expressed in the original scale.
dLog transformation (log [times gambled/week] + 1) was used for analysis; values in table are expressed in the original scale.
Abbreviations: CGI = Clinical Global Impressions, GAF = Global Assessment of Functioning scale, HAM-D = Hamilton Rating Scale for

Depression, PG-YBOCS =  Pathological Gambling Adaptation of the Yale-Brown Obsessive Compulsive Scale.
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There were no serious adverse events during the
study. There were no changes in physical examination
findings, vital signs, or clinical laboratory values sugges-
tive of drug-related toxicity. However, subjects receiving
olanzapine gained significantly more weight than those re-
ceiving placebo (mean [SD] = 5.98 [6.19] lb vs. 0.25
[3.37] lb, respectively; p = .0015).

DISCUSSION

In the primary longitudinal analysis of this randomized,
double-blind trial in subjects with pathological gambling,
olanzapine was comparable to placebo in rate of reduction
of obsessive-compulsive features of gambling, gambling
episode frequency, time spent gambling, and overall sever-
ity of illness. A secondary analysis, change from baseline
to endpoint using last observation carried forward, yielded
similar negative findings on all outcome variables. Taken
together, these findings suggest that olanzapine is not effi-
cacious for pathological gambling.

Several limitations of this study should be considered.
First, the small sample size may have provided insufficient
power to detect moderate treatment effects. Thus, it could
be argued that the study design allowed for an unaccept-
ably high probability of a type II error, rendering a nonsig-
nificant result inconclusive (i.e., the study was a failed
rather than a negative trial). However, the baseline-to-
endpoint analysis of PG-YBOCS total scores, which found
an effect size of –0.10 standard deviations (a nonsignifi-
cant advantage for placebo over olanzapine, p = .75) sug-
gests this possibility is remote. The 95% confidence inter-
val for this effect is –0.72 to 0.52, which just barely
includes the value 0.50 standard deviations. An effect size
of 0.50 is conventionally considered to represent a “mod-
erate” treatment effect.38 In this study, such an effect is
equivalent to a decrease of approximately 4 more PG-
YBOCS points in the olanzapine group than in the placebo
group. Given the current data, the probability of an olanza-
pine effect at least this large is less than 0.03. Furthermore,
it is possible to compute the predictive distribution for ad-
ditional subjects, assuming optimistically that the true ef-
fect size is actually 0.50 standard deviations. This is one
approach to futility monitoring (or interim power analy-
sis), in which the probability that continuing a trial will
eventually lead to a significant result is determined.39 If
data were obtained from an additional 40 subjects, the
probability that the combined sample would produce a sig-
nificant result is only 0.04. In summary, the current data
provide rather strong evidence that the effect of olanzapine
is not of clinically meaningful magnitude (the probability
of an effect size ≥ 0.50 is only 0.03), and even if this un-
likely effect size is assumed to be true, doubling the size of
the trial would have been very unlikely to produce a sig-
nificant result in favor of olanzapine (the probability of fu-
ture significance with N = 80 is only 0.04).

The high response to placebo observed in this and
other pathological gambling pharmacotherapy stud-
ies9,11,12,40 deserves special comment. The placebo run-in
period used in this study did not appear to reduce the
placebo response.9 As noted by other authors regarding
pharmacotherapy trials for pathological gambling40 and
impulse-control disorders in general,41–43 the regular visits
and monitoring of the impulsive behavior required by a
clinical trial may be therapeutic in and of itself. Indeed,
cognitive-behavioral therapy has been reported to be
effective in pathological gambling and several other
impulse-control disorders.44–46 Strategies suggested to
manage such high placebo response rates have included
abandonment of diaries for assessment of impulsive be-
haviors and use of double-blind, placebo-controlled treat-
ment discontinuation trials.40,42

It might also be argued that this study was negative be-
cause subjects without comorbid bipolar disorders were
included. In other words, olanzapine may have been inef-
ficacious in the present study because subjects with bi-
polar I disorder were excluded and only 8 subjects (19%)
had soft spectrum bipolar disorders. Indeed, several au-
thorities have noted that comorbidity may be important
in the pharmacotherapy of pathological gambling.17,18,47

Thus, pathological gambling might respond to olanza-
pine, and possibly other agents with mood-stabilizing and
dopamine-receptor antagonistic properties, only when it
co-occurs with a bipolar disorder or other conditions
characterized by dopamine hyperactivity. For example,
the only published reports of pathological gambling
responding to a second-generation antipsychotic that we
were able to locate are a patient with schizophrenia whose
gambling responded to olanzapine48 and a patient with
Parkinson’s disease whose dopamine agonist–induced
gambling responded to risperidone.49 These observations
support suggestions that pathological gambling is a
heterogeneous condition and that its subtyping may in
part be determined by its co-occurring disorders.

Several other limitations, mostly regarding methodol-
ogy, should be noted. One is that the structured interview
used to diagnose pathological gambling, although based
on DSM-IV criteria, was not a validated instrument. It
could be argued that our interview was not sufficiently
accurate and that some patients whose gambling was
problematic, but not truly pathological, were subse-
quently enrolled in the trial, possibly contributing to the
lack of differentiation between olanzapine and placebo.
Use of recently developed validated interviews, such as
the Structured Clinical Interview for Pathological Gam-
bling,50 might reduce the risk of this potential limitation in
future studies. Another limitation of the present study is
that attendance at Gamblers Anonymous meetings was
not assessed. The negative findings could therefore be at-
tributed to a higher rate of Gamblers Anonymous atten-
dance in the placebo group compared with the olanzapine
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group. Finally, categorical response was defined arbi-
trarily (in one way) as a 35% or greater decrease in PG-
YBOCS score, and recent research suggests it might be
best to define response of obsessive-compulsive spectrum
disorders as a 30% or greater decrease.51 However, there
is still considerable debate as to how to assess symptom
change and response in clinical trials in pathological gam-
bling.52 In addition, defining categorical response as a
30% or greater decrease in PG-YBOCS score did not
change our study’s results (data not shown).

In summary, in a 12-week trial in outpatients with
pathological gambling, olanzapine was not found to be
superior to placebo in reducing gambling symptoms,
gambling frequency, or severity of illness. Also, it was as-
sociated with only fair tolerability and a relatively high
treatment discontinuation rate.

Drug names: carbamazepine (Equetro, Carbatrol, and others), nalme-
fene (Revex), naltrexone (Vivitrol, ReVia, and others), olanzapine
(Zyprexa), zolpidem (Ambien and others).

Financial disclosure: Dr. McElroy is a consultant to or member of
the scientific advisory boards of Abbott, Eli Lilly, GlaxoSmithKline,
Janssen, Novartis, Ortho-McNeil, and Wyeth; is a principal or co-
investigator on research studies sponsored by Abbott, American
Diabetes Association, AstraZeneca, Bristol-Myers Squibb, Eisai, Eli
Lilly, Forest, GlaxoSmithKline, Janssen, National Institute of Mental
Health, Ortho-McNeil, Pfizer, Sanofi-Synthelabo, Somaxon, and
Stanley Medical Research Institute; is also inventor on United States
Patent No. 6,323,236B2, Use of Sulfamate Derivatives for Treating
Impulse-Control Disorders, and, along with the patent’s assignee,
University of Cincinnati, Cincinnati, Ohio, receives payments from
Johnson & Johnson Pharmaceutical Research & Development, L.L.C.,
which has exclusive rights under the patent. Dr. Nelson has received
grant/research support from AstraZeneca, Eli Lilly, and Pamlab.
Dr. Welge has received honoraria from Eli Lilly. Dr. Keck has
been reimbursed for consulting to, in the past 2 years, Bristol-Myers
Squibb, Eli Lilly, Forest, Organon, and Pfizer; is a principal or co-
investigator on research studies sponsored by Abbott, AstraZeneca,
Bristol-Myers Squibb, GlaxoSmithKline, Eli Lilly, Janssen, National
Institute of Mental Health, National Institute of Drug Abuse, Pfizer,
and UCB Pharma; and is also inventor on United States Patent No.
6,387,956: Shapira NA, Goldsmith TD, Keck PE Jr. (University of
Cincinnati), Methods of treating obsessive-compulsive spectrum
disorder comprises the step of administering an effective amount of
tramadol to an individual, filed March 25, 1999, approved May 14,
2002. Ms. Kaehler reports no additional financial or other relation-
ships relevant to the subject of this article.

REFERENCES

1. American Psychiatric Association. Diagnostic and Statistical Manual
of Mental Disorders, Fourth Edition, Text Revision. Washington, DC:
American Psychiatric Association; 2000

2. Shaffer HJ, Hall MN, Vander Bilt J. Estimating the prevalence
of disordered gambling behavior in the United States and Canada:
a research synthesis. Am J Public Health 1999;89:1369–1376

3. Grant JE, Potenza MN, eds. Pathological Gambling: A Clinical Guide
to Treatment. Washington, DC: American Psychiatric Publishing; 2004

4. Grant JE, Williams KA, Kim SW. Update on pathological gambling.
Curr Psychiatry Rep 2006;8:53–58

5. Pallanti S, Rossi NB, Hollander E. Pathological gambling. In: Hollander
E, Stein DJ, eds. Clinical Manual of Impulse-Control Disorders.
Washington, DC: American Psychiatric Publishing; 2006:251–289

6. Hollander E, Sood E, Pallanti S, et al. Pharmacological treatments
of pathological gambling. J Gambl Stud 2005;21:99–108

7. Hollander E, Frenkel M, DeCaria C, et al. Treatment of pathological

gambling with clomipramine [letter]. Am J Psychiatry 1992;149:710–711
8. Hollander E, DeCaria CM, Finkell JN, et al. A randomized double-blind

fluvoxamine/placebo crossover trial in pathological gambling. Biol
Psychiatry 2000;47:813–817

9. Blanco C, Petkova E, Ibanez A, et al. A pilot placebo-controlled study
of fluvoxamine for pathological gambling. Ann Clin Psychiatry 2002;
14:9–15

10. Kim SE, Grant JE, Adson DE, et al. A double-blind placebo-controlled
study of the efficacy and safety of paroxetine in the treatment of patho-
logical gambling. J Clin Psychiatry 2002;63:501–507

11. Saiz-Ruiz J, Blanco C, Ibáñez A, et al. Sertraline treatment of pathologi-
cal gambling: a pilot study. J Clin Psychiatry 2005;66:28–33

12. Grant JE, Kim SW, Potenza MN, et al. Paroxetine treatment of pathologi-
cal gambling: a multicenter randomized controlled trial. Int Clin
Psychopharmacol 2003;18:243–249

13. Kim SW, Grant JE, Adson DE, et al. Double-blind naltrexone and
placebo comparison study in the treatment of pathological gambling.
Biol Psychiatry 2001;49:914–921

14. Grant JE, Potenza MN, Hollander E, et al. Multicenter investigation
of the opioid antagonist nalmefene in the treatment of pathological
gambling. Am J Psychiatry 2006;163:303–312

15. McElroy SL, Pope HG Jr, Keck PE Jr, et al. Are impulse-control
disorders related to bipolar disorder? Compr Psychiatry 1996;37:
229–240

16. Petry NM, Stinson FS, Grant BF. Comorbidity of DSM-IV pathological
gambling and other psychiatric disorders: results from the National Epi-
demiologic Survey on Alcohol and Related Conditions. J Clin Psychiatry
2005;66:564–574

17. Hollander E, Pallanti S, Allen A, et al. Does sustained-release lithium
reduce impulsive gambling and affective instability versus placebo in
pathological gamblers with bipolar spectrum disorders? Am J Psychiatry
2005;162:137–145

18. Kim SW, Grant JE, Eckert ED, et al. Pathological gambling and mood
disorders: clinical associations and treatment implications. J Affect
Disord 2006;92:109–116

19. McIntyre RS, McElroy SL, Konarski JZ, et al. Problem gambling in
bipolar disorder: results from the Canadian Community Health Survey
[published online ahead of print Jan 19, 2007]. J Affect Disord 2007;
102:27–34

20. Perlis RH, Welge JA, Vornik LA, et al. Atypical antipsychotics in the
treatment of mania: a meta-analysis of randomized, placebo-controlled
trials. J Clin Psychiatry 2006;67:509–516

21. Shelton RC. Olanzapine/fluoxetine combination for bipolar depression.
Expert Rev Neurother 2006;6:33–39

22. Dando S, Tohen M. Olanzapine-relapse prevention following mania.
J Psychopharmacol 2006;20(suppl 2):31–38

23. Haller R, Hinterhuber H. Treatment of pathological gambling with
carbamazepine. Pharmacopsychiatry 1994;27:129

24. Pallanti S, Quercioli L, Sood E, et al. Lithium and valproate treatment
of pathological gambling: a randomized single-blind study. J Clin
Psychiatry 2002;63:559–564

25. Bymaster F, Perry KW, Nelson DL, et al. Olanzapine: a basic science
update. Br J Psychiatry Suppl 1999;37:36–40

26. Bergh C, Eklund T, Soderstein P, et al. Altered dopamine function
in pathological gambling. Psychol Med 1997;27:473–475

27. Goudriann AE, Oosterlaan J, de Beurs E, et al. Pathological gambling:
a comprehensive review of biobehavioral findings. Neurosci Biobehav
Rev 2004;28:123–141

28. Dodd ML, Klos KJ, Bower JH, et al. Pathological gambling caused by
drugs used to treat Parkinson disease. Arch Neurol 2005;62:1377–1381

29. Weintraub D, Siderowf AD, Potenza MN, et al. Association of dopamine
agonist use with impulse-control disorders in Parkinson disease. Arch
Neurol 2006;63:969–973

30. Lesieur HR, Blume SB: The South Oaks Gambling Screen (SOGS):
a new instrument for the identification of pathological gamblers.
Am J Psychiatry 1987;144:1184–1188

31. Pallanti S, Decaria CM, Grant JE, et al. Reliability and validity of the
Pathological Gambling Adaptation of the Yale-Brown Obsessive
Compulsive Scale (PG-YBOCS). J Gambl Stud 2005;21:431–443

32. First MB, Spitzer RL, Gibbon M, et al. Structured Clinical Interview
for DSM-IV-TR Axis I Disorders, Research Version, Patient Edition
(SCID-I/P). New York, NY: Biometrics Research, New York State
Psychiatric Institute; 2002



McElroy et al.

440 J Clin Psychiatry 69:3, March 2008PSYCHIATRIST.COM

33. Guy W. ECDEU Assessment Manual for Psychopharmacology. US Dept
Health, Education, and Welfare publication (ADM) 76-338; Rockville,
Md: National Institute of Mental Health;1976:218–222

34. Hamilton M. Development of a rating scale for primary depressive
illness. Br J Soc Clin Psychol 1967;6:278–296

35. Young RC, Biggs JT, Ziegler VE, et al. A rating scale for mania:
reliability, validity, and sensitivity. Br J Psychiatry 1978;133:429–435

36. Fitzmaurice GM, Laird NM, Ware JH. Applied Longitudinal Analysis.
Hoboken, NJ: John Wiley & Sons; 2004

37. Gibbons RD, Hedeker D, Elkin I, et al. Some conceptual and statistical
issues in analysis of longitudinal psychiatric data. Arch Gen Psychiatry
1993;50:739–750

38. Cohen J. Statistical Power Analysis for the Behavioral Sciences. 2nd ed.
Hillsdale, NJ: Lawrence Erlbaum Associates; 1988

39. Spiegelhalter DJ, Abrams KR, Myles JP. Bayesian Approaches to
Clinical Trials and Health-Care Evaluation. New York, NY: John Wiley
& Sons; 2004

40. Grant JE, Potenza MN. Escitalopram treatment of pathological gambling
with co-occurring anxiety: an open-label pilot study with double-blind
discontinuation. Int Clin Psychopharmacol 2006;21:203–209

41. Ninan PT, McElroy SL, Kane CP, et al. Placebo-controlled study of
fluvoxamine in the treatment of patients with compulsive buying. J Clin
Psychopharmacol 2000;20:362–366

42. Koran LM, Chuong HW, Bullock KD, et al. Citalopram for compulsive
shopping disorder: an open-label study followed by double-blind discon-
tinuation. J Clin Psychiatry 2003;64:793–798

43. Hollander E, Tracy KA, Swann AC, et al. Divalproex in the treatment of

impulsive aggression: efficacy in cluster B personality disorders.
Neuropsychopharmacology 2003;28:1186–1197

44. Petry NM, Annerman Y, Bohl J, et al. Cognitive-behavioral therapy for
pathological gamblers. J Consult Clin Psychol 2006;74:555–567

45. van Minnen A, Hoogduin KA, Keijers GP, et al. Treatment of trichotillo-
mania with behavioral therapy or fluoxetine: a randomized, waiting-list
controlled study. Arch Gen Psychiatry 2003;60:517–522

46. Hollander E, Stein DJ, eds. Clinical Manual of Impulse-Control Disor-
ders. Washington, DC: American Psychiatric Publishing; 2006

47. Dell’Osso B, Allen A, Hollander E. Comorbidity issues in the pharmaco-
logical treatment of pathological gambling: a critical review. Clin Pract
Epidemiol Ment Health 2005;1:21

48. Potenza MN, Chambers RA. Schizophrenia and pathological gambling
[letter]. Am J Psychiatry 2001;158:497–498

49. Seedat S, Kesler S, Niehaus DJ, et al. Pathological gambling behavior:
emergence secondary to treatment of Parkinson’s disease with dopami-
nergic agents. Depress Anxiety 2000;11:185–186

50. Grant JE, Steinberg MA, Kim SW, et al. Preliminary validity and reliabil-
ity testing of a Structured Clinical Interview for Pathological Gambling.
Psychiatry Res 2004;128:79–88

51. Tolin DF, Abramowitz JS, Diefenbach GJ. Defining response in clinical
trials for obsessive-compulsive disorder: a signal detection analysis of the
Yale-Brown obsessive compulsive scale. J Clin Psychiatry 2005;66:
1549–1557

52. Walker M, Toneatto T, Potenza MN, et al. A framework for reporting
outcomes in problem gambling treatment research: the Banff, Alberta
Consensus. Addiction 2006;101:504–511


	Table of Contents

