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Background: Despite the efficacy of se-
lective serotonin reuptake inhibitors (SSRIs)
in the treatment of obsessive-compulsive dis-
order, a significant number of patients show
no or only partial remission of symptoms.
Some evidence exists to suggest that risperi-
done augmentation can be helpful in treating
this refractory group. The efficacy of other
atypical antipsychotic agents, such as olanza-
pine, in augmenting SSRIs in refractory ob-
sessive-compulsive patients has yet to be sys-
tematically investigated.

Method: A series of 10 patients with
DSM-IV obsessive-compulsive disorder
showing significant residual symptoms
following an adequate SSRI trial (12 weeks)
were given open-label olanzapine augmenta-
tion for aminimum of an additional 8 weeks.
Treatment response was assessed using the
Yale-Brown Obsessive Compulsive Scale and
the Clinical Global Impressions scale.

Results: Nine of the 10 patientsin this
series treated with olanzapine and an SSRI
completed the 8-week augmentation trial. Of
these, 4 demonstrated a complete remission or
major improvement in obsessive-compulsive
symptoms, 3 had partial remission, and 2 ex-
perienced no benefit. Nine patients experi-
enced minimal adverse effects, primarily se-
dation, which did not interfere with
continuing treatment. One patient discontin-
ued olanzapine owing to excessive sedation.

Conclusion: Theresults of this prelimi-
nary, open-label trial suggest that olanzapine
may be effective in augmenting ongoing SSRI
treatment for a portion of patients with
obsessive-compulsive disorder refractory to
SSRI treatment. Larger, placebo-controlled
trials appear warranted to investigate the
clinical efficacy and tolerability of olanzapine
augmentation of SSRI treatment in SSRI-
refractory obsessive-compulsive disorder.
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I t has been well established that selective serotonin re-

uptake inhibitors (SSRIs) are effective for the treat-
ment of obsessive-compulsive disorder (OCD).! Despite
the benefits gained by many patientsreceiving SSRI treat-
ment, an estimated 40% to 60% of these patients have per-
sisting symptoms.? A number of augmentation strategies
have been tried for SSRI-refractory OCD with mixed
results. Serotonin-enhancing agents, such as lithium?
and buspirone,* have not proved effective for augmenta-
tion, while dopamine antagonists, including pimozide®
(open-label) and haloperidol® (double-blind, placebo-
controlled), have been shown to be effective. The addition
of haloperidol has proved effective particularly for those
SSRI-refractory patients with comorbid chronic tic disor-
ders.® Subsequently, due to the preferable side effect pro-
file and safety in long-term use of atypical antipsychotic
medi cations, the potential of these agents has been inves-
tigated. When tried as a monotherapy for SSRI-refractory
OCD, open-label clozapine was found to be ineffective.”
In fact, anumber of case reports suggest clozapine, aswell
as risperidone, monotherapy can induce or worsen obses-
sive-compulsive symptoms in schizophrenic patients.® A
number of open-label trials have described the efficacy of
risperidone addition to ongoing SSRI treatment in patients
with SSRI-refractory OCD.**? One double-blind, place-
bo-controlled investigation of risperidone augmentation
of SSRIs in this population documented a 50% response
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RESULTS

With at least 8 weeks of olanzapine augmentation, 4
patients (subjects 1, 4, 9, and 10) were “responders’ (at
least a 50% decrease in Y-BOCS score and a rating of
“much improved” or “very much improved” on the CGlI
[rated as 2 and 1, respectively]), 3 (subjects 3, 7, and 8)
were “partial responders’ (at least a30% drop in Y-BOCS
score and/or a CGlI rating of “much improved” or “very
much improved”), and 2 patients had no change in their
obsessive-compulsive symptoms (subjects 5 and 6). One
patient (subject 2) discontinued olanzapine treatment af-
ter only 3 weeks owing to excessive sedation despite ap-
parent onset of improvement in obsessive-compulsive
symptoms. Symptomatic improvement generally began
within the first 2 weeks of treatment. Those patients who
experienced a robust response demonstrated improve-
ment within the first week. The group of responders were
treated with the full range of doses of olanzapine, varying
from 1.25 mg/day to 20 mg/day. These 4 patients main-
tained their clinical responses to the time of this report at
10 to 40 weeks of treatment.

Response did not appear to be related to gender, type of
obsessive-compulsive symptoms, or comorbid diagnoses,
including the presence of comorbid chronic tics. The 1
patient in the series with comorbid schizotypal personal-
ity disorder (subject 10) was deemed to be 1 of the 4 re-
sponders to olanzapine augmentation.

The experience of adverse effects from olanzapine
augmentation varied among the 10 patients. Among the
patients who completed the 8-week trial, 1 patient re-
ported no side effects, 7 complained of sedation, and 1
experienced weight gain of 8 1b (3.6 kg) after 8 weeks of
olanzapine treatment (subject 1). Discontinuation of olan-
zapine occurred in 2 cases because of severe sedation
(subjects 2 and 8 at weeks 3 and 10, respectively). Re-
sponse did not appear to be dose related, and adverse ef-
fects were observed at doses as low as 1.25 mg/day.

DISCUSSION

This case series provides preliminary evidence that
olanzapine augmentation may be efficacious and well tol-
erated for patients with SSRI-refractory OCD. After the
addition of olanzapine to ongoing SSRI treatment, 7
(70%) of 10 SSRI-refractory patients showed at least
moderate symptomatic improvement, and 4 (40%) had
nearly full responses. The results from this study should
be interpreted with caution due to its nonblinded, open-
label design and small sample size.

Evidence exists to suggest that typical neuroleptics
have greater efficacy in augmentation of SSRI treatment
for OCD patients with comorbid chronic tics>® or comor-
bid schizotypal personality disorder.” However, in the
double-blind, placebo-controlled study of risperidone
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augmentation for SSRI-refractory OCD, there was no dif-
ference in treatment response between patients with and
without comorbid chronic tics.** McDougle et al.*® hy-
pothesized that the broader range of effective treatment
with risperidone may be due to risperidone’s potent an-
tagonism of serotonin-2A (5-HT,,) and dopamine-2 (D,)
receptors. Olanzapine, likewise, binds to 5-HT,, and D,
receptorswith high affinity. Its apparent efficacy for treat-
ing a broad range of patients with OCD would be consis-
tent with this hypothesis.

In general, olanzapine augmentation was well toler-
ated in this group of patients, with a discontinuation rate
due to adverse effects of 20%. Sedation was reported by
80% of patients and was the reason for discontinuation in
2 cases. The finding that only 1 patient experienced
weight gain was surprising since on average there exists a
reported weight gain during 6 to 8 weeks of olanzapine
treatment of 4 to 8 Ib (2 to 3 kg).*®

It is possible that the improvement observed here with
olanzapine augmentation of SSRI treatment was due to
olanzapine alone. However, results have not been promis-
ing for the use of other atypical antipsychotics as mono-
therapy for the treatment of OCD.* It also is possible that
the improvement seen was due to prolonged use of the
SSRI or to a pharmacokinetic drug interaction affecting
the blood SSRI levels. However, patients were given at
least 12 weeks of SSRI treatment and were observed to
have a stable baseline prior to starting olanzapine aug-
mentation. In addition, it is possible that the metabolism
of olanzapine was slowed in patients who were also tak-
ing fluvoxamine since fluvoxamine acts as a potent in-
hibitor of the cytochrome P450 1A2 enzyme, the same
enzyme that is important for the breakdown of olanza-
pine. It is notable that subject 2, the only patient unable to
complete the 8-week trial of olanzapine augmentation be-
cause of excessive sedation, was treated with fluvox-
amine. Moreover, the mean dose of olanzapine tolerated
by the 5 patients also taking fluvoxamine was less than
half the mean dose tolerated by those taking other SSRIs.
Additiona research is needed to investigate the possible
pharmacokinetic interactions between olanzapine and
SSRIls.

In summary, these data suggest that further investiga-
tion of the efficacy of olanzapine for the treatment of
SSRI-refractory OCD is warranted.

Drug names: buspirone (BuSpar), clozapine (Clozaril and others), flu-
oxetine (Prozac), fluvoxamine (Luvox), haloperidol (Haldol and oth-
ers), olanzapine (Zyprexa), paroxetine (Paxil), pimozide (Orap), risper-
idone (Risperdal), sertraline (Zoloft).
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