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Nonresponse te treatment in obsessive-compulsive disorder is common, associated with substantial
impairment, and understudied. Little practical advice is available to clinicians on next-step treatment
strategies for patientsawho have not responded well to 2 trials of selective serotonin reuptake inhibitors
(SSRIs). Available options include continuation of SSRI treatment, switching to another SSRI or selec-
tive serotonin-norepinephrine reuptake inhibitor, augmenting with atypical neuroleptics or cognitive-
behavioral therapy, or utitizihgnovel treatment approaches. The authors synthesize state-of -the-art treat-

ment and give practical adviegTor clinicians.
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knowledge about OCD comes from multicenter clinical
trials, but for those working at specialty OCD centers, there
is a constant struggle to find effective treatments for re-
fractory patients, which is clearly an unmet need. Many
patients do not have a satisfactory response to the standard
theatments, and for these often comorbid and difficult-to-
treat/patients, few good data exist regarding appropriate
and. effective treatments. Should these patients be con-
tinued orithéir current medications for longer periods of
time?-Should.they be switched to other SSRIs or selective
serotonin‘parepinephrine reuptake inhibitors (SNRIs)?
Would increasing‘the’dose give a more robust response?
Will augmenting’withatypical neuroleptics or cognitive-
behavioral therapy (CBT)’be effective, or should a novel
treatment approach be attemptedy, and are these strategies
satisfactory and tolerable for mostjpatients? These are prac-
tical questions for which there argéw controlled data in
large populationswith real -life comorbidconditions. In this
article, wewill consider the issues and Strategies related to
OCD treatment nonresponders.

FLUVOXAMINE CONTROLLED RELEASE:
A NEW MULTICENTER TRIAL

New findings are available from the most recent multi-
center OCD trial with fluvoxamine controlled release
(CR).! This 12-week, double-blind, flexible-dose, placebo-
controlled, parallel-arm, multicenter trial was designed to
determine the safety and efficacy of fluvoxaminein aCR
formulation in adult outpatients with OCD. Two hundred
fifty-three adult outpatients with a primary DSM-1V diag-
nosis of OCD were randomly assigned to receive 100 to 300
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Figure 1. Mean Yale-Brown Obsessive Compulsive Scale
(YBOCS) Scores During a 12-Week Study of Fluvoxamine
Controlled Release (CR) Versus Placebo in 253 Adult
QOutpatients With Obsessive-Compulsive Disorder®
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mg/day of fluvoxamine CR (N = 127) or placeho (N4 126)
once daily for 12 weeks. Efficacy assessments were the
Yae-Brown Obsessive Compulsive Scale (YBOCS), the
Clinical Globa Impressions-Severity of Iliness (CGI-S)
score, and the Clinical Global Impressions-Global
Improvement (CGI-I) score. Intent-to-treat analysis was
used to assess outcome.

Fluvoxamine CR was significantly superior to placebo
in decreasing the Y BOCS total score beginning as early as
week 2, and this early response was sustained at all sub-
sequent visits (Figure 1). At endpoint, there was an 8.5 +
0.7 (31.7%) drop in the YBOCS total score compared with
baseline in the fluvoxamine CR treatment group versus
a 5.6+ 0.7 (21.2%) drop in the placebo group, based
on a last-observation-carried-forward (LOCF) algorithm
(p=.001). Fluvoxamine CR was also significantly supe-
rior to placebo in lowering the severity of illness as mea-
sured by the CGI-S and in improving the subjects condi-
tion as measured by the CGI-I. A significantly greater
percentage of subjects in the fluvoxamine CR treatment
group were responders (CGlI-I score of 1 or 2) compared
with the placebo group at endpoint. Over 12 weeks, fluvox-
amine CR treatment, given once daily, was associated with
astatistically significant and clinical relevant reductionin
OCD severity.

Of particular interest, the therapeutic effect had a very
early onset, starting from week 2. This CR formulation was
found to be safe and well tolerated. It allows a higher ini-
tial dose, a treatment strategy that might explain the ear-
lier onset of action. Nevertheless, as with all SSRIs, some
patientsfail to respond to atherapeutic trial, and more work
is needed to understand the nature of these nonresponders.
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Table 1. Family History of Obsessive-Compulsive Disorder
(OCD) and Tics*

Total Sample Responders Nonresponders
Family History (N =274) (N=127) (N =147)
OCD 39.7% 36.8% 42%
Tics* 4.2% 7.5% 1.6%
3Data from Hollander et al.*
*p=.024.

CHARACTERIZATION OF NONRESPONDERS:
PRELIMINARY RESULTS FROM THE
INTERNATIONAL OCD TREATMENT

REFRACTORY CONSORTIUM

The large number of nonresponsive patients is diffi-
cult to characterize because of ambiguities in diagnostic
criteria, the possible existence of subtypes, and the high
rate of comorbidity in these patients. The findings of
studies of so-called “nonresponsive” cases cannot be
generalized because of the lack of an operational defi-
nition of nonresponse. Because of the lack of aclear defi-
nition for nonresponse, a cumulative body of data on a
reasonably homogeneous sample of nonresponders has
not been developed. Now available are preliminary find-
ings of the International OCD Treatment Refractory Con-
sortium. The aim of this project is to anayze OCD
patients who respond and do not respond to various treat-
fnents,and determine differences between these groups.
Thestudy involved retrospective review of OCD patient
récords$ at 8 international sites.? Each site was asked to
collect dataon 25 responders and 25 nonresponders (re-
sistantor, refractory) via a questionnaire detailing demo-
graphics/specifie.profile of OCD, treatment history, and
responsivityZte treatment. The ultimate data collection
goal is 450 records. \Rfehminary results of 274 patients
are currently available:&0me findings were unexpected
and paradoxical: treatment.respenders had a higher rate
of family history of tics (Table 1)7and more comorbid im-
pulsive aggressive disorder (Figure 2). Some of the data
were as expected: nonresponders hadmare severe illness
(Figure 3), poorer insight (Figure 4), and mere comorbid
bipolar and eating disorders (see Figure 2)/Responders
also had a higher incidence of sudden onseét”of illness
(p=.055) and episodic course of illness (p =.000)
(Figure 5). No significant differences were noted be-
tween responders and nonresponders on age, gender, age
at onset, length of illness, or prominent symptom sub-
types. Better characterization of the patients who respond
and do not respond to various treatments will enable
more accurate clustering of patients and help facilitate
multisite data collection for future research trials. This
study will provide a rich database that can be mined to
better understand the nature of treatment nonresponse in
real-life OCD patient populations.
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Figure 2. Disorders Comorbid With Obsessive-Compulsive
Disorder: Responders Versus Nonresponders®
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Figure 3. Mean Clinical Global ImpressionstSeyerity 0f-dllness
Scale (CGI-S) Score: Responders Versus Nonrespondeys?
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IMAGING AND TREATMENT RESPONSE

A positron emission tomography (PET) study using
1C a-methyl tryptophan (*C-aMT) was designed to elu-
cidate serotonergic mechanisms and treatment response in
OCD.? One theory of the antiobsessional properties of
SSRIs is their ability to enhance serotonergic neurotrans-
mission in distinct brain pathways. Whether other effective
treatments in OCD, including CBT, “act” via similar
mechanismsisunknown. In thisstudy, PET with an analog
of tryptophan, *C-aMT, was used to measure aspects of
serotonin (5-HT) metabolism in OCD prior to, and in
response to, long-term treatment with either an SSRI or
CBT. The study followed a parallel-group design, with
patients being randomly assigned to either sertraline or
CBT. PET determination of “C-aMT plasma-to-brain
clearance (K*) was obtained at baseline and after 10 to 12
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Figure 4. Subtypes of Obsessive-Compulsive Disorder: Poor
Insight®
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Figure 5. Subtypes of Obsessive-Compulsive Disorder:
Chronic Versus Episodic®
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weeksof-contintious treatment. Sixty-minute dynamic PET
studies wéye perfermed using an ECAT-HR + scanner. All
patients undérwent a/mnagnetic resonance (MR) examina-
tion for PET/MR coregrstration. Treatment effects were
examined using a semiautomated region of interest (ROI)-
based image analysis proceduires

Fourteen OCD patients have cgmpleted the study at this
time, 8in the sertraline group (6 mef/2women, mean + SD
age = 33.4 £ 8.5 years, YBOCS score=22.7 = 5) and 6 in
the CBT group (4 men/2 women, age= 36.2 + 10 years,
YBOCS score = 24.1 + 5.7). On the basis of g¢utoff point
of a =33% decline in YBOCS scores, 5 of @”sertraline-
treated patients and 2 of 6 CBT-treated patients were
deemed responders or partial responders to treatment. Six
ROI were selected a priori for pretreatment/posttreatment
comparisons. dorsolateral prefrontal cortex (DLPFC),
medial prefrontal cortex, orbitofrontal cortex, anterior cin-
gulate, caudate nucleus, and thalamus. A 3-way analysis
of variance identified a treatment (sertraline vs. CBT) by
response (response vs. nonresponse) by time (pretreatment
vs. posttreatment) interaction (p = .05) for global K*, sug-
gesting a different pattern of change as a function of treat-
ment modality and outcome: “C-aMT plasma-to-brain
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clearance increased in OCD patients responding to CBT,
but not in those responding to sertraline. This effect was
in part driven by 1 patient with intractable washing, whose
response to CBT was marked, together with a tripling
of global K* values at 3 months. The effect of treatments
on global K* disappeared on reanalysis with this case
omitted as an outlier. Under those conditions (N = 13),
HC-aMT plasma-to-brain clearance at 3 monthsincreased
in treatment responders, independent of treatment modal -
ity, only in 1/6 ROI, DLPFC (p < .03). However, changes
inregional\K*' did not significantly correlate with outcome.
The data were approached with the assumption that most
of the effects shauleibe in the medication group. Chang-
ing state seemed t@/be most associated with changing
biology, and that happéned mostly and dramatically in the
CBT group. The results siggest that patients who respond
have improvement in serqtopifal synthesis in key brain
regions. These intriguing restlts deserve exploration in
future studies.

REVIEW OF TREATMENT ORTIONS
FOR NONRESPONDERS

A number of options are available fof_patientswith
treatment-refractory OCD.

Behavioral Therapy

In cases of partial or nonresponse, an attempt should
be made to combine behavioral therapy with pharma?
cologic treatments. In cases of nonresponse, family
therapy, too, should be suggested, in order to assess the
family dynamics and to determine whether a family
member is colluding with the patient’s disorder (for ex-
ample, by impeding exposure trials and hence preventing
improvement).

SSRIs and Clomipramine

If patients cannot tolerate adequate doses of SSRIs or
have not responded to SSRI administered in the upper
range of the relevant dose, atrial of clomipramineisrec-
ommended (and vice versa). In patients aged 40 years and
older, clomipramine should be given after an adequate
work-up that includes an electrocardiogram (ECG) and
rules out ophthamologic problems (e.g., closed angle glau-
coma). Although no fixed-dose studies have been carried
out, it seems that high doses of clomipramine are needed
in order to attain responses in OCD patients. Titration to
these doses should take 1 to 3 weeks. Therapeutic drug
monitoring should be performed if possible in order to
ascertain blood levels (200-500 ng/mL ) for the parent drug
plusthe desmethyl derivative and to avoid side effectsthat
result from very high (or even toxic) blood levels. If toler-
ated, adose of 200 to 300 mg/day is considered efficacious
in OCD, and this dose should be administered for 10 weeks
before determining lack of response.
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Augmentation

Augmentation is called for when there is partial or no
response to the above mentioned approaches. Combination
of SSRIs (or SRIs) with medications such as risperidone,
pindolol, buspirone, lithium, fenfluramine, trazodone, tryp-
tophan, olanzapine, or thyroid hormones has been reported.
To date, only 2 augmenting agents have been found to
be effective in double-blind studies, i.e., risperidone* and
pindolol.®

Risperidone. Risperidone in small doses—1 to 2 mg
twice aday—wasfoundin 1 double-blind study* and 3 open-
label studies®™® to be effective in alleviating obsessive-
compulsive symptomsin some partia or nonresponders. The
additional benefit was unrelated to whether tic disorder is
present.

Pindolol. Pindolol augmentation (2.5 mg of pindolol, 3
timesdaily) of SSRIs hasalso been found in adouble-blind
study® to be effective and thus might be placed quite high
on the list of augmenting agents. However, it appears to
give an extra“push” to partial responders rather than actu-
ally turning nonresponders into responders.

Lithium. Several open reports suggest the efficacy of lith-
ium in OCD.*™ However, the only double-blind, placebo-
controlled study™? failed to find significant statistical differ-
ences between placebo and lithium augmentation.

Buspirone. The value of buspirone augmentation in
OCD isunclear, asreportsof itsefficacy are conflicting.****
If-attempted, buspirone is started with doses of 5 mg t.i.d.
ahd advanced as tolerated to a therapeutic dose of 30 to 60
mg/day,_usually given in 3 divided doses for a period of 6
Weeks.

Clomipramine. An augmentation of SSRIswith clomip-
ramine”(er Micesversa) is a common practice in nonre-
sponders;aithough double-blind studies of the efficacy of
this approactr-arellacking. In these cases, the clinician
should bear in mind thepossible interaction between SSRIs
and clomipramine, as the/Coadministration of SSRIs with
tricyclic antidepressants suchas.clomipramine may lead to
asubstantial increase in the levelof. tricyclics in the blood.

Fenfluramine. Fenfluramine refeases serotonin into the
synapse and blocks the reuptake, thus potentially augment-
ing the effect of SSRIs by increasing the concentration of
serotonin in the synaptic cleft. Fenfluramire augmentation
(20-60 mg/day for several weeks)*® is no longérused since
this medication is no longer available.

Trazodone. Several case reports'’*® describe the efficacy
of trazodone for OCD, but a controlled study™ was termi-
nated prematurely because the investigators had not noticed
aresponse. Doses of 100 to 200 mg/day are recommended.

Tryptophan. L-Tryptophan, the amino acid precursor of
serotonin, has been reported to be effective in OCD.*
However, one should be careful with tryptophan augmen-
tation, due to the safety issue (association between tryp-
tophan and eosinophilia myalgia syndrome). The recom-
mended dose of tryptophan is 2 to 10 g/day.
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Thyroid hormones. L-Triiodothyronine has been re-
ported to be efficaciousin open trials as an adjunctive agent
SSRI in major depression.®% However, acontrolled study
did not confirm this agent’s efficacy in OCD.* The recom-
mended dose is 25 to 50 pg/day.

Olanzapine. Olanzapineis also aviable option for aug-
mentation and is discussed below.

Clozapine. Several open reports have been published
concerning a transient exacerbation of OCD symptoms
owing to clozapine treatment.”?" These reports suggest
that, on the_basis of the hypersensitivity hypothesis of
OCD, chronic treatment might have beneficia effects.
However, a study?4#n which clozapine monotherapy was
administered to 20-tréatment-resistant OCD patients for
10 weeks reported alack.ef efficacy.

Other Options

Intravenous clomipraminé. Séveral studies have re-
ported on the efficacy of intravengus_elomipramine with
intractable OCD.**! This strategy inel@idesdaily infusions
of clomipraminefor 14 days, the maximum,dese being 325
mg, or pulse loading of 150 mg on day.1and 200 mg on
day 2 followed, after a 4-day delay, by afal clamipramine.

Monoamine oxidase inhibitors (MAOIS)., A“placebo-
controlled trial® of fluoxetine versus phenelzine fer OCD
provides no evidence to support the use of phengelzinein
OCD except possibly for patients with symmetry-related
or other atypical obsessions. An earlier controlled, com;
parative study® of clomipramine and clorgiline, a revers-
ible MAO-A inhibitor, also failed to show any beneficial
effect of MAQIs. Only one small, controlled study,*
which compared phenelzine and clomipramine (without
placebo), suggeststhat phenel zine may be effective. Doses
of phenelzine up to 90 mg/day should be used for at least
10 weeks.

Clonazepam. Several case reports®=’ suggest the effi-
cacy of clonazepam as monotherapy and as an augmen-
tation treatment in OCD. This benzodiazepine also has
effects on the serotonergic system, thus providing a theo-
retical explanation for itsrolein OCD. However, negative
resultswere reported in one controlled study (E.H., unpub-
lished observations, 2002).

Inositol. An improvement in OCD was reported in one
double-blind study® following 6 to 12 grams of inositol in
treatment-refractory OCD patients; a second study re-
ported negative results.* Additional studiesto resolve this
disagreement are indicated.

Clonidine. An a,adrenergic agonist, clonidine has
been reported to be effective for OCD symptoms in the
context of Tourette's disorder.* Despite a report of im-
provement in typical OCD patients with intravenous clo-
nidine™ and one case report of success® with this drug
when given alone oraly, the range of associated side
effects and the lack of controlled studies hinder its use for
OCD patients.
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Electroconvulsive therapy (ECT). The evidence accu-
mulated so far with regard to ECT is not compelling, and
altogether, it seems that the pure antiobsessional effect of
ECT isquestionable. ECT should probably be reserved for
the symptomatic treatment of severely depressed and sui-
cidal OCD patients.

Transcranial magnetic stimulation (TMS). A few
cases® suggest a potential for use of this technique in
OCD. Further studies are needed to clarify technical issues
aswell as efficacy.

Antiandrogen therapy. One group reported that the
antiandrogen cyproterone acetate alleviated OCD symp-
toms.** However, another group’s attempt to replicate this
finding failed.® Further investigations of antiandrogen
therapy are warranted.

Neurosurgery. The last resort is neurosurgery. Current
operations include anterior cingulotomy, anterior capsu-
lotomy, subcaudate tractotomy, and limbic leucotomy.
These procedures are helpful in some patientsand arerela-
tively safe. Although well-controlled studies are difficult
to perform, several follow-up studies have been pub-
lished.”* On the basis of these studies, about 40% to 60%
of patients would be expected to receive total or partial
benefit from neurosurgery. Some cases, which have ben-
efited only partially from neurosurgery, display a better
response to other treatment modalities that were previ-
ously ineffective. With the advent of new techniques (i.e.,
gamma knife*), double-blind sham procedures will be
possible, making a controlled efficacy study possible.

Special Conditions

I#the diagnhosis is OCD and atic disorder, small doses
of pimozide® orhal operidol* in addition to the serotoner-
gic drugare assaeiated with a higher therapeutic response.
If aschizophtenjc patient has both schizophreniaand OCD,
addition of an antiobsesSive treatment to the ongoing neu-
roleptic treatment may he’useful.*” This combination has
been associated with somewhat\better outcome in such
patients who are otherwise difficult to treat. The role of
mixed dopaminergic and serotonerdig blockers such asris-
peridonein this subset of patients has natbeen studied sys-
tematically. Given the pharmacologic prafile of these medi-
cations and some open reports of their efficacyin OCD, the
atypical antipsychotics may be worth more stédy

AUGMENTATION STRATEGIES
FOR NONRESPONDERS

Olanzapine

A placebo-controlled trial of augmentation of SSRI
response in refractory OCD used adjunctive olanzapine.*®
Thus far, only conventional neuroleptics and risperidone
have been found effective in placebo-controlled augmen-
tation studies for refractory OCD. Olanzapine, an atypical
antipsychotic with less likelihood of extrapyramidal side

J Clin Psychiatry 2002;63 (suppl 6)



effects than typical neuroleptics or risperidone, has shown
promise as an adjunctive treatment for SRI-refractory OCD
in open trials. This study determined the efficacy of adding
olanzapine to SRIs in refractory OCD in a double-blind,
placebo-controlled augmentation study. Twenty-six pa-
tients meeting DSM-1V criteria for OCD who had not
responded to SRIs were randomly assigned to 6 weeks of
adjunctive treatment with either 5 to 20 mg/day of olanza-
pine (N = 13) or placebo (N = 13). Subjects with any other
current primary psychiatric diagnosis were excluded.
Severity oflillness was assessed by the YBOCS and CGlI-I,
and analysis wasconducted using LOCF. Linear regression
was used to compare improvement on the YBOCS. The
subjects in the olanzgpine group had a mean+ SD
decrease of 4.7 £ 222" ¥-BOCS score, compared with a
mean increase of 0.54%0.36 in the placebo group
(p = .05). Olanzapine (mean fipad/tose = 11.2 mg/day) was
well tolerated. Only 2 subjects{15%) discontinued olanza-
pine because of side effects, while 5 _subjects stopped pla-
cebo because of lack of response. Six stibjects (46%) in the
olanzapine group showed = 25% improvement in YBOCS
score, 5 improved at least 35%, and 4.0f,these wete “much
improved” on the CGI-I. No subjects inthe pléacehe group
met any criteria for response. Adjunctive/olanzépine was
well tolerated and was significantly superior toglaceboin
reducing OCD symptoms, indicating that it can be‘en effec-
tive treatment strategy for SRI-refractory OCD. Whifé pa
tients who may not respond to standard treatments may,
benefit from augmentation strategies such as olanzaping;
long-term tolerability issues will need to be explored in fu-
ture studies.

Olanzapine for Schizophrenia Patients
With Nonresponsive OCD

An open-label case series of olanzapine treatment for
patients with schizophrenia and refractory OCD was stud-
ied recently.”® About 25% of patients with schizophrenia
al so have obsessive-compulsive (OC) symptoms. In patients
with both schizophrenia and OCD, exacerbation of OC
symptoms following treatment with clozapine,?>>*** risper-
idone,* and ol anzapine®*>* has been reported. However, in
another case report, clozapine reduced OC symptoms.*
Moreover, other open reports®>’ suggest that a combina-
tion of clozapine and an SSRI reduce OC symptoms in
schizophrenia. The data regarding olanzapine and OC
symptoms in schizophrenia are conflicting: exacerbationis
reported in some®>* but not al®® reports. The open-label
case series® examined the effect of a combination of olan-
zapine with antiobsessive medications in 9 patients with
comorbid schizophrenia and OCD. The 5 women and 4
men had an age range of 22 to 42 years (mean = SD =
28.9 + 6.1). All patients were diagnosed as having schizo-
phreniaand OCD according to DSM-1V criteria. No patient
was psychotic at the time of treatment. All 9 patients had
completed atrial of at |east one SSRI or clomipramine, each
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for at least 12 weeks with high doses, and all were being
treated with antipsychotics at the time of the trial.

Olanzapine augmentation was initiated at a daily dose
of 2.5 mg/day and then titrated as tolerated up to 10 mg
(mean + SD final dose=6.5% 2.3 mg/day). Obsessive-
compulsive symptoms were assessed every 4 weeks dur-
ing the 8-week augmentation trial using the YBOCS, the
Brief Psychiatric Rating Scale (BPRS), the Global Assess-
ment of Functioning (GAF), and the CGI. Six of 9 patients
with both schizophrenia and OCD who had not responded
to other antipsychotic medication responded after being
switched to olanzapine. The response took place after sev-
eral weeks of olanzapine treatment. Four of 9 patients
were responders, as indicated by a greater than 40%
decrease in YBOCS score and a rating of “much im-
proved” or “very much improved”’ onthe CGI scale. These
patients also showed significant decrease in BPRS score,
and 2 of them showed a significant increase in GAF score.
Another 2 subjects were “partial responders,” i.e. at least
30% decrease in YBOCS score and rating of “minimally
improved” on the CGI scale with no significant change in
either BPRS or GAF. The remaining 3 patients were “non-
responders’ with no improvement in their OC symptoms
nor on any other measure. One patient reported worsening
of OC symptoms after 8 weeks of treatment in comparison
to her condition when treated with risperidone. The olan-
zapine dose was 5 mg/day in 6 patients and 10 mg/day in 3
patients. All patients with significant improvement with
6lanzapine treatment were maintained on that treatment
for a\6 month follow-up period. One patient reported
worsening,of the OC symptoms after 10 months; raising
the efanzapirie dose to 7.5 mg/day resumed the improve-
ment.‘Pairedt test for all patients with confidence interval
of 95% was perfarmed. Improvements in YBOCS and
BPRS wereZsignificant (p<.005 and p<.05, respec-
tively). However, change in GAF was not significant
(p <0.1). This may raise’the.question whether OC symp-
toms and negative symptoms imschizophrenia share the
same pathophysiology and theréfgre respond to the same
medication. Olanzapine was well tlerated in this group of
patients accustomed to antipsychotics"Sedation was re-
ported by 50% of patients; 2 complaihed about weight
gain. Three patients were treated successfullyAwvith olanza-
pine alone. This case series suggests that olanzapine may
be therapeutically effective for some patients with both
schizophreniaand OCD who do not respond to a combina-
tion of other antipsychatics (both typical and atypical) and
SSRIs. Further double-blind investigation of the efficacy
of atypical neuroleptics such as olanzapine for the treat-
ment of OC symptoms and OCD in patients with schizo-
phrenia appears warranted.

Gabapentin

Gabapentin augmentation of fluoxetinein OCD and its
effects on symptoms and on cortical excitability has been
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studied recently.® The y-aminobutyric acid (GABA) modu-
lator gabapentin was reportedly beneficial as an augment-
ing agent in asmall open study® in OCD patients. The pre-
liminary findings require replication, particularly given the
history of encouraging case reports and open trials of SRI
augmentation with several agentsthat were followed by con-
trolled trialswith negative results. Gabapentin isinteresting
because of its benign side effect profile and because athera-
peutic benefit might potentially result from gabapentin-
induced normalization of an excessive cortical excitability
in OCD. InCreased excitatory responses, together with re-
duced inhibitory”processing, has been reported in OCD
patients using paired-pulse transcranial magnetic stimula-
tion (pTMS) as a physielogic probe.®* Gabapentin has also
been reported to enharige.eortical inhibition in healthy vol-
unteers,®” so reduction of jabnormally increased cortical
excitability in OCD after galdapéentin treatment is plausible.

In the study of gabapentin plusfluoxetinein OCD, OCD
patients with a minimum Y BOCS score of 16, despite at
least 3 months of fluoxetine monotherfapy,-received added
gabapentin for atotal of 6 weeks, titratedfo.amaximum and
stable daily dose of 3600 mg over the first2 weeks, or pla-
cebo in a randomized, crossover design<Preliminary data
analysisindicated no improvement in Y BACS scOres at the
end of the gabapentin arm compared with placebo treatnient.
Preliminary analysis also suggested no enhancermient of"i p=
hibitory processing on pTMS after chronic gabapentirtreats
ment in the subset of patients undergoing pTMS. Therésults
fail to confirm the hypothesis that gabapentin augmentation
of fluoxetine in OCD patients is effective in reducing core
OC symptoms and further suggest that the addition of
chronic gabapentin treatment did not enhance intracortical
inhibitory processing in this patient group (B.D.G., unpub-
lished observations).

SWITCHING STRATEGIES
FOR NONRESPONDERS

Venlafaxine

Venlafaxine, an SNRI similar to clomipramine but lack-
ing the anticholinergic, antihistaminic, and a-adrenergic
blocking effects, has been studied in the treatment of
OCD.%®* However, al such studies lasted only 8 weeks,
and no studies have included treatment-resistant OCD pa-
tients. A 12-week, single-blind study of venlafaxine versus
clomipramine in acute-phase treatment (study 1) and a 12-
week, single-blind study of venlafaxine versus clomipra-
mine and citalopram in patients unresponsive to at least
2 trials of SSRIs other than citalopram (study 2) were con-
ducted recently.%®

Study 1 included 73 OCD patients (DSM-1V; YBOCS
score > 16) referred to the Anxiety and Mood Disorders
Unit of the University of Turin, Italy. Subjects with a cur-
rent comorbid major depressive episode; a lifetime comor-
bidity with schizophrenia, organic mental disorder, or sub-
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stance abuse/dependence; or a current medical condition
that would contraindicate the use of venlafaxine or who
were currently on clomipramine treatment were excluded
from the study. All patients were drug free for at least 2
months prior to study enrollment. Participants were ran-
domly assigned to receive 225 to 350 mg/day of venlafax-
ine (26 patients) or 150 to 225 mg/day of clomipramine
(47 patients) for 12 weeks, with dosage adjustments ac-
cording to tolerability and response. Efficacy measures
were the YBOCS and the CGI, which were completed at
baseline and every 4 weeks. Responders were defined as
those patients with an improvement > 35% on YBOCS
from baseline and a CGI score < 2. An investigator who
was blind with respect to medication administered rating
scales independently. Moreover, patients were instructed
not to reveal to this investigator their current treatment.
Twenty-five patients in the venlafaxine group and 40 in
the clomipramine group completed the 12-week trial. Two
different statistical methods evaluated responders: a visit-
wise analysis and an LOCF analysis. At the end of the 12
weeks, responder rates were 36% for venlafaxine (9 of 25)
versus 50% for clomipramine (20 of 40) according to the
visitwise analysis and 34.6% (9 of 26) for venlafaxine ver-
sus 42.5% (20 of 47) for clomipramine according to the
LOCF analysis, with no statistically significant difference
found between the 2 drugs. Patients in the venlafaxine
group reported significantly fewer side effects compared
Wwith patients taking clomipramine. These results indicate
that venlafaxine may be as efficacious as clomipramine in
the acute treatment of OCD but with fewer side effectsand
€anfirm and extend previous reports.

I’ studiyr,2; 28 OCD patients (DSM-1V; YBOCS score
= 16) “Unresponsive to at least 2 documented trials with
SSRi s (flaexetfine, fluvoxamine, paroxetine, or sertraline)
at adequate dgsage and for at least 12 weeks (full dosage)
were included:(All petients were drug free for at least 2
months prior to study emrGliment. Participants were ran-
domly assigned to receive venl afaxine, 225-350 mg/day (8
patients); clomipramine, 150-225/mg/day (11 patients); or
citalopram, 40-60 mg/day (9 patients). for 12 weeks, with
dosage adjustments according to tolerahility and response.
Efficacy measures were the YBOCS ‘and the CGI, com-
pleted at baseline and every 4 weeks. Responders were de-
fined asthose with an improvement = 35% on YBOCSwith
respect to baseline and a CGI score < 2. Seven patientsin
the venlafaxine group, 8 in the clomipramine group, and
7 in the citalopram group completed the 12-week trial.
The visitwise responder results were venlafaxine, 3 of 7
(42.8%); clomipramine, 3 of 8 (37.5%); and citalopram,
1 of 7 (14.3%). LOCF analysis responder results were
venlafaxine, 3 of 8 (37.5%); clomipramine, 3 of 11 (27.3%);
and citalopram, 1 of 9 (11.1%). Results indicate that after
2 failed SSRI trials, clinicians should consider switching
OCD patients to clomipramine or venlafaxine. Given the
better tolerability of venlafaxine with respect to clomipra-
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mine and the initial reports of an antiobsessional property
of this agent, a switch to venlafaxine appears to be a rea-
sonable alternative. The results should be interpreted with
caution and need to be replicated in controlled studies.

Switching SSRIs: Citalopram and Fluvoxamine

In OCD patients who failed trials with other SSRIs,
switching to another SSRI may elicit a good response.
A study®” on the use of citalopram at a fixed daily dose of
40 mg in 18 refractory OCD patientsincluded patients who
had been tréated with different drugs at other dosages for
adequate times anthwere considered to be treatment refrac-
tory. Beginning 4.weeks after starting citalopram treatment,
a significant decrease“in the YBOCS total score was ob-
served. This improvement, continued with time (mean
SD baseline YBOCS scare~29.7 + 5.7; week 4 YBOCS
score =22.0 £ 6.8; week 16 X¥BOCS score=15.1+7.6
[p = .01]). Fourteen of 18 patieftsimproved with citalopram
treatment, and the treatment was well) tolerated. Shifting
from one SSRI to another may be effective because,
although all these drugs block the serdtonin, transporter,
their receptor profiles are different, whichnay explain the
specificity of response. A study®’” on the dse of fltwoxamine
in OCD used a fixed daily dose of 300 mg-in ‘8 patients
with OCD. Patientsweretitrated up to 300 mg/day from@00
mg/day within 10 days, since faster titration may préventthe
onset of side effects. Seven patients were “veryZmuch
improved” as measured by CGI at the end of the fourth week
of treatment, and this response increased with time. TheSe
data with regard to switching were unexpected, since the
earlier literature suggested that perhaps only 25% of patients
get a good response on switching. Further systematic re-
search isindicated.

NOVEL APPROACHES

Oral Morphine

A placebo-controlled, double-blind study® of oral mor-
phine for treatment-resistant OCD hypothesized that once-
weekly oral morphinewould benefit patientswith treatment-
resistant OCD. Case reports and open-label trials have
documented response of treatment-resistant OCD patients
to ora morphine® and tramadol,”®™ a p-opioid receptor
mixed agoni st/antagoni st with modest serotonin and norepi-
nephrine reuptake activity. In this study of oral morphine,
patients were recruited from an OCD clinic. Inclusion cri-
teriawere a history of OCD for longer than 3 years, failed
trials of adequate doses of at least 2 SSRIs, and a YBOCS
score greater than 21. Patients could continue current medi-
cations, which were required to be stable for 2 months be-
fore the trial. Exclusion criteria were history of narcotic,
benzodiazepine, or alcohol abuse or a medical condition
inwhich narcoticswere contraindicated. Patients underwent
ascreening evaluation including the Y BOCS and were then
randomly assigned to double-blind, 2-week blocks of mor-
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phine sulfate starting at 30 mg per week, lorazepam start-
ing at 1 mg per week, or placebo in a crossover design.
The medication was administered in the clinic. One week
after the first administration, the YBOCS evaluation was
repeated, side effects assessed, and a decision made to
increase, decrease, or maintain the medication dosage for
week 2. Lorazepam wasincluded to reduce the chance that
side effects such as drowsiness would compromise the
blind.

Results are available for the first 8 patients. The
mean = SD baseline YBOCS score was 28.3+5.9. The
mean YBOCS score for the week after the highest mor-
phine dose taken (mean = 37.5 + 8.0 mg) was 21.0 + 6.1.
Three of the 8 patients had a > 40% decrease in YBOCS
score, and 1 had a 29% decrease. The mean decrease in
Y BOCS score was 26.2% * 14.5%. No patient’s YBOCS
scoreincreased in the week after morphine administration.
In contrast, in the week after the highest |orazepam dose
(mean =1.6 + 0.5 mg), the mean YBOCS score was
24.8 = 5.3. Two patients had a decrease of greater than 25%
(27% and 29%), and 2 had a small increase in YBOCS
score (1-2 points). The mean decrease in YBOCS score
was 11.3% * 14.4%.

In the placebo group, the mean YBOCS score in the
week after the highest dose was 25.3 + 4.9, a decrease of
10.1% + 11.4%. No placebo patient achieved a YBOCS
decrease of = 25%, and 1 patient’s YBOCS score in-
Creased by 3 points. The percentage of decrease after
double:blind morphine treatment was statistically signifi-
cant,Compared with the decrease after placebo (Student t
test, p £ .006); the decrease after |orazepam treatment was
not (Statistically different from placebo (Student t test,
p =.71).A single dose of oral morphine is well tolerated
and can SObstantially ameliorate OCD symptoms in some
patients during.the\week after the dose. This finding sug-
gests that other(peurotgansmitter and peptide systems may
play arole, perhaps through-their effects on other neuro-
transmitter systems. Systematien]ong-term follow-up is
needed to determine whether“the‘early responses persist
over time and whether intermittént*oral morphineis atol-
erable treatment approach over time.

Sumatriptan and 5-HT,;, Receptor Agonists

After considering the effects of 5-HT receptoragonists
with different binding profiles on the symptoms of OCD,
it may be hypothesized that the 5-HT,, receptor is impli-
cated in the pathophysiology of OCD. A 5-day, ran-
domized, double-blind, placebo-controlled trial”® of oral
sumatriptan, 100 mg/day, in medication-free adults with
OCD studied whether sumatriptan, a 5-HT,, agonist,
would diminish 5-HT release, thereby worsening OCD
symptoms. By beginning to desensitize 5-HT,, receptors,
sumatriptan given prior to treatment may promote a faster
response or an increased likelihood of response to subse-
quent treatment with an SSRI. The results showed that
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the OCD symptoms of 5 sumatriptan subjects worsened
as measured by the YBOCS (mean+ SD decrease=
17.6% £ 14.6%), which was significant when compared
with the slight symptom decrease in the 5 placebo subjects
(mean £ SD decrease in YBOCS score = 5.2% + 4.9%,
p < .015). The sumatriptan group did not exhibit a faster
response or greater likelihood of response to a 90-day,
open-label trial of paroxetine. Longer-term studies of the
effectsof 5-HT, agonists on OCD symptoms are indicated,
and zolmitriptan, a potent 5-HT,, receptor agonist with
better penetfation of the blood-brain barrier, may be apre-
ferred challenge&gent.

Anterior Gamma CapSulotomy

Anterior gamma’capsulatomy has aso been thought to
be an effective treatment’ for_intractable OCD, which is
defined as at least 5 years(of/ifitensive medication and
behavioral therapies. In 2 recerit stidies,” patients received
bilateral single lesions in the anterior [imb of the internal
capsuleor bilateral double lesions placéd just ventral to the
initial lesion in the coronal plane. The singletesion wasin-
effective and not associated with a plageb®,respense. The
double lesion resulted in clinical improvement #/38% to
50% of patientsin the 2 studies. There wer€re decrements
in cognitive performance or adverse personality ehanges
observed, but afew patients had side effects such/as head-
ache or edema.

Overall, the degree of improvement, which is consid;
ered to be therapeutically meaningful in this severely.
affected population, appears faster with the double shot
than the single shot repeated procedure. The issue of risks
and benefits from a gamma knife approach versus deep-
brain stimulation should be addressed in future research.

SUMMARY

New data and practical advice on the management of
treatment-refractory OCD are continually forthcoming.
This common, disabling, and understudied condition pro-
vides a challenge to even the most skilled clinician. New
multicenter trial data have emerged, and ongoing collabo-
rations are necessary in order to achieve better character-
ization of and improve treatment strategies for the resistant
patient. Hopefully, this information will spur further re-
search and help provide guidance for theinformed clinician.

Drug names: citalopram (Celexa), clonazepam (Klonopin and others),
clonidine (Catapres and others), fluoxetine (Prozac and others), fluvox-
amine (Luvox and others), gabapentin (Neurontin), haloperidol (Haldol
and others), lorazepam (Ativan and others), olanzapine (Zyprexa),
paroxetine (Paxil), phenelzine (Nardil), pimozide (Orap), risperidone
(Risperdal), sertraline (Zoloft), sumatriptan (Imitrex), venlafaxine
(Effexor).

Disclosure of off-label usage: The authors of this article have deter-
mined that, to the best of their knowledge, buspirone, citalopram,
clonazepam, clonidine, clorgiline, fenfluramine, gabapentin, haloperi-
dol, lithium, olanzapine, phenelzine, pindolol, risperidone, sumatriptan,
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tramadol, trazodone, tryptophan, and zolmitriptan are not approved by
the U.S. Food and Drug Administration for the treatment of obsessive-
compulsive disorder.

REFERENCES

1. Hollander E, Goodman W, Greist J, et a. A double-blind placebo-
controlled study of the efficacy and safety of controlled release fluvox-
amine in patients with obsessive-compulsive disorder. Presented at the
Fifth International Obsessive-Compulsive Disorder Conference; March
29-April 1, 2001; Sardinia, Italy

2. Hollander E, Bienstock C, Pallanti S, et &, and the International Treatment
Refractory OCD Consortium. The International Treatment Refractory
OCD Consortium: preliminary findings. Presented at the Fifth Interna-
tional Obsessive-Compulsive Disorder Conference; March 29-April 1,
2001; Sardinia, Italy

3. Benkelfat C, Leyton M, Rosa Neto P, et al. Serotonergic mechanisms and
treatment response in OCD: a PET study using C-a methyl tryptophan
(HC-aMT). In: Fifth International Obsessive-Compulsive Disorder Con-
ference Scientific Abstracts, March 29-April 1, 2001, Sardinia, Italy

4. McDougle CJ, Epperson CN, Pelton GH, et d. A double-blind, placebo-
controlled study of risperidone addition in serotonin reuptake inhibitor—
refractory obsessive-compulsive disorder. Arch Gen Psychiatry 2000;57:
794-801

5. Dannon PN, Sasson Y, Hirschmann S, et al. Pindolol augmentation in treat-
ment-resistant obsessive compulsive disorder: a double-blind placebo con-
trolled trial. Eur Neuropsychopharmacol 2000;10:165-169

6. Ravizza L, Barzega G, Béllino S, et d. Therapeutic effect and safety of
adjunctive risperidone in refractory obsessive-compulsive disorder.
Psychopharmacol Bull 1996;32:677-682

7. Saxena S, Wang D, Bystritsky A, et a. Risperidone augmentation of SR
treatment for refractory obsessive-compulsive disorder. J Clin Psychiatry
1996;57:303-306

8. Pfanner C, Marazziti D, Dell-Oss0 L, et a. Risperidone augmentation in
refractory obsessive-compulsive disorder: an open-label study. Int Clin
Psychopharmacol 2000;15:297-301

9.(Rasmussen SA. Lithium and tryptophan augmentation in clomipramine-
resistant obsessive-compulsive disorder. Am J Psychiatry 1984;141:
1283-1285

107 Golden RN, Morris JE, Sack DA. Combined lithium-tricyclic treatment of
obsessivie-eomipulsive disorder. Biol Psychiatry 1988;23:181-185

11. FedenR. Lithitim,augmentation of clomipramine [letter]. J Clin Psychiatry
1988,49:458

12. McDougle'CJ, Priee.lH, Goodman WK, et a. A controlled tria of lithium
augmentationsin fldvoxamine-refractory obsessive-compulsive disorder:
lack of efficacy.y3-Clin'Rsychopharmacol 1991;11:175-184

13. Blier P, Bergeron’R. Sequéntial.administration of augmentation strategies
in treatment-resi stant obsessiVe“compul sive disorder: preliminary findings.
Int Clin Psychopharmacol 19961143744

14. Grady TA, Pigott TA, L'Heureux F,et\a.)Double-blind study of adjuvant
buspirone for fluoxetine-treated patientsavith obsessive-compulsive disor-
der. Am J Psychiatry 1993;150:819-821

15. Farid BT, Bulto M. Buspirone in obsessional ¢ompulsive disorder: a pro-
spective case study. Pharmacopsychiatry 1994,273207-209

16. Hollander E, DeCaria CM, Schneier FR, et a. Fenfluramine augmentation
of serotonin reuptake blockade antiobsessional treatmient#IClin Psychiatry
1990;51:119-123

17. Lydiard RB. Obsessive-compulsive disorder successfully treated with tra-
zodone. Psychosomatics 1986;27:858-859

18. Prasad A. Efficacy of trazodone as an anti-obsessional agent. Pharmacol
Biochem Behav 1985;22:347-348

19. Pigott TA, L'Heureux F, Rubenstein CS, et a. A double-blind, placebo-
controlled study of trazodone in patients with obsessive-compulsive disor-
der. JClin Psychopharmacol 1992;12:156-162

20. Joffe RT. The use of thyroid supplements to augment antidepressant medi-
cation. J Clin Psychiatry 1998;59(suppl 5):26-29

21. Joffe RT. Triiodothyronine potentiation of fluoxetine in depressed patients.
Can J Psychiatry 1992;37:48-50

22. Aronson R, Offman HJ, Joffe RT, et a. Triiodothyronine augmentation in
the treatment of refractory depression: a meta-analysis. Arch Gen Psychi-
atry 1996;53:842-848

23. Gupta S, Masand B, Tanguarry JF. Thyroid hormone supplementation of

J Clin Psychiatry 2002;63 (suppl 6)



24.

25.

26.

27.

28.

29.

3L

32.

36.

37.

39.

41.

42.

46.

47.

fluoxetine in the treatment of major depression. Br J Psychiatry 1991;159:
866867

Pigott TA, Pato M T, L' Heureux F, et a. A controlled comparison of adjuvant
lithium carbonate or thyroid hormone in clomipramine-treated patients with
obsessive-compulsive disorder. J Clin Psychopharmacol 1991;11:242-248
de Haan L, Linszen DH, Gorsira R. Clozapine and obsessions in patients
with recent-onset schizophrenia and other psychotic disorders. J Clin Psy-
chiatry 1999;60:364-365

Cheung EF. Obsessive-compulsive symptoms during treatment with cloza-
pine in a patient with schizophrenia. Aust N Z J Psychiatry 2001;35:
695-696

Biondi M, Fedele L, Arcangeli T, et a. Development of obsessive-
compulsive symptoms during clozapine treatment in schizophrenia and its
positive responseto clomipramine. Psychother Psychosom 1999;68:111-112
McDougle'C3.Barr LC, Goodman WK, et a. Lack of efficacy of clozapine
monotherapy in refractory obsessive-compulsive disorder. Am J Psychiatry
1995;152:1812-1814

Koran LM, Sallee FR, Pallanti S. Rapid benefit of intravenous pulseloading
of clomipramine in obsessive-compulsive disorder. Am J Psychiatry 1997;
154:396-401

. Fallon BA, Liebowitz MR, Campeas R, et d. Intravenous clomipramine for

obsessive-compulsive disorder réfractory,to oral clomipramine: a placebo-
controlled study. Arch Gen Psychiatry,4998;55:918-924

Fallon BA, Campeas R, Schneler FR, et al."Open tria of intravenous clo-
mipramine in five treatment-refractory patients With obsessive-compulsive
disorder. J Neuropsychiatry Clin Neurosci 1992,4770-75

Jenike MA, Baer L, Minichiello WE, et al. Placebo-Gentrolled trial of fluox-
etine and phenelzine for obsessive-compulsive disorder™Am J Psychiatry
1997,154:1261-1264

. Insel TR, Murphy DL, Cohen RM, et a. ObsessiVg.compulsive)disorder: a

double-blind trid of clomipramine and clorgyline."Arch Gen/Psychiatry
1983;40:605-612

. Valgo J, Olivares J, Marcos T, et a. Clomipramine versus-phenelzine,in

obsessive-compulsive disorder: a controlled clinica trial. B J Psychiatfy
1992,161:665-670

. Hewlett WA, Vinogradov S, Agras WS. Clomipramine, clonazepam, and

clonidine trestment of obsessive-compulsive disorder. J Clin Psyche-
pharmacol 1992;12:420-430

Leonard HL, Topol D, Bukstein O, et a. Clonazepam as an augmenting
agent in the treatment of childhood-onset obsessive-compulsive disorder.
JAmAcad Child Adolesc Psychiatry 1994;33:792-794

Hewlett WA, Vinogradov S, Agras WS. Clonazepam treatment of obses-
sions and compulsions. J Clin Psychiatry 1990;51:158-161

. Fux M, Levine J, Aviv A, et . Inositol treatment of obsessive-compulsive

disorder. Am J Psychiatry 1996;153:1219-1221

Seedat S, Stein DJ. Inositol augmentation of serotonin reuptake inhibitorsin
treatment-refractory obsessive-compulsive disorder: an open trid. Int Clin
Psychopharmacolo 1999;14:353-356

. Hollander E, Pallanti S. Current and experimental therapeutics of obsessive-

compulsive disorder. In: Davis K, Charney D, Coyle JT, et d, eds. Neuro-
psychopharmacology: The Fifth Generation of Progress. New York, NY:
Lippincott, Williams, and Wilkins; 2002

Hollander E, Fay M, Cohen B, et a. Serotonergic and noradrenergic
sengitivity in obsessive-compulsive disorder: behaviora findings. Am J
Psychiatry 1988;145:1015-1017

Greenberg BD, George MS, Martin JD, et al. Effect of prefrontal repetitive
transcranial magnetic stimulation in obsessive-compulsive disorder: a pre-
liminary study. Am J Psychiatry 1997;154:867-869

. Casas M, Alvarez E, Duro P, et a. Antiandrogenic treatment of obsessive-

compulsive neurosis. Acta Psychiatr Scand 1986;73:221-222

. Greenberg BD, Noren G, Rauch SL, et al. Gamma capsulotomy in intrac-

table OCD. Presented at the 39th annual meeting of theAmerican College of
Neuropsychopharmacology; Dec 10-14, 2000; San Juan, Puerto Rico

. Delgado PL, Goodman WK, Price LH, et a. Fluvoxamine/pimozide treat-

ment of concurrent Tourette's and obsessive-compulsive disorder. Br J
Psychiatry 1990;157:762-765

McDougle CJ, Goodman WK, Leckman JF, et a. Haloperidol addition in
fluvoxamine-refractory obsessive-compulsive disorder: a double-blind,
placebo-controlled study in patients with and without tics. Arch Gen
Psychiatry 1994;51:302-308

Sasson Y, Bermanzohn P, Zohar J. Treatment of obsessive-compulsive syn-
dromes in schizophrenia. CNS Spectrums 1997;2:34-45

J Clin Psychiatry 2002;63 (suppl 6)

48.

49.

51

52.

&

57.

59.

61

62

65.

67.

69.

70.

71

72.

73.

Refractory OCD

Bystritsky A, Ackerman DL, Rosen RM, et a. Augmentation of SSRI
response in refractory OCD using adjunctive olanzapine: a placebo con-
trolled trial. Presented at the Fifth International Obsessive-Compulsive
Disorder Conference; March 29-April 1, 2001; Sardinia, Italy

Sasson Y, Amiaz R, Nakash N, et al. Olanzapine treatment for schizophre-
niapatientswith refractory OCD: an open-label case series. Presented at the
Fifth International Obsessive-Compulsive Disorder Conference; March
29-April 1, 2001; Sardinia, Italy

. Baker RW, Chengappa KN, Baird JW, et a. Emergence of obsessive com-

pulsive symptoms during treatment with clozapine. J Clin Psychiatry 1992;
53:439-442

LaPorta LD. More on obsessive-compulsive symptoms and clozapine
[letter with reply]. J Clin Psychiatry 1994;55:312

Alzaid K, Jones BD. A case report of risperidone-induced obsessive-
compulsive symptoms. J Clin Psychopharmacol 1997;17:58-59

. Morrison D, Clark D, Goldfarb E, et a. Worsening of obsessive-

compulsive symptoms following treatment with olanzapine [letter]. Am J
Psychiatry 1998;155:855

. Mottard JP, dela Sablonniére JF. Olanzapine induced obsessive compulsive

disorder. Am J Psychiatry 1999;156:799-800

. Patel B, Tandon R. Development of obsessive-compulsive symptoms dur-

ing clozapine treatment [letter]. Am J Psychiatry 1993;150:836

. Rahaman MS, Grace JJ, Pato MT, et d. Sertrdinein the treatment of cloza-

pine induced obsessive-compulsive behavior. Am J Psychiatry 1998;155:
1629-1630

Strous RD, Patel XK, Zimmet S, et d. Clozapine and paroxetine in the
treatment of schizophrenia with obsessive-compulsive features. Am J
Psychiatry 1999;156:973-974

. Baker RW, Ames D, Umibricht DSG, et d. Obsessive-compulsive symp-

toms in schizophrenia: a comparison of olanzapine and placebo. Psycho-
pharmacol Bull 1996;32:89-93

Greenberg BD, Cord-Locatelli G, Smith MJ, et a. Controlled study of
gabapentin augmentation of fluoxetine in OCD: effects on symptoms and
on cortical excitahility. Presented at the Fifth International Obsessive-
Compulsive Disorder Conference; March 29-April 1, 2001; Sardinia, Italy

. Cora-Locatelli G, Greenberg BD, Martin J, et a. Gabapentin augmentation

for fluoxetine-treated patients with obsessive-compulsive disorder [letter].
JClin Psychiatry 1998;59:480-481

Greenberg BD, Ziemann U, Cora-Locatelli G, et a. Altered cortical excit-
ability.on obsessive-compulsive disorder. Neurology 2000;54:142-147
RizzoV, Quartarone A, Bagnato S, et a. Modification of cortical excitabil-
ityzinduced by gabapentin: a study by transcranial magnetic stimulation.
Nedrgl Stii2001;22:229-232

. Grossman RjHollander E. Treatment of obsessive-compulsive disorder

with venalaiaxine. Ay Psychiatry 1996;153:576-577

. Rauch SL¢ @:Sultiven RE, Jenike MA. Open treatment of obsessive-

compulsive digorder with*venlafaxine: a series of 10 cases. J Clin Psycho-
pharmacol 1996;16:81-84

Ananth J, Burgoyne K, Smith' M, et a. Venlafaxine for treatment of
obsessive-compulsive disorder [[etter]. Am J Psychiatry 1995;152:1832

. Ravizza L, Albert U, Ceregato A. Vefllafexine in OCD. Presented at the

Fifth International Obsessive-Compulsive. Disorder Conference; March
29-April 1, 2001; Sardinia, Italy

Marazziti D. Refractory OCD. Presented ‘af)the Fifth International
Obsessive-Compulsive Disorder Conference{March 29-April 1, 2001;
Sardinia, Italy

. Franz B, Bullock KD, Elliot MA. Oral morphine ifi tréatment resistant

OCD. Presented at the Fifth International Obsessive-Compulsive Disorder
Conference; March 29-April 1, 2001; Sardinia, Italy

Warneke L. A possible new treatment approach to obsessive-compulsive
disorder. Can J Psychiatry 1997;42:667-668

Goldsmith TB, Shapira NA, Keck PE Jr. Rapid remission of OCD with
tramadol hydrochloride. Am J Psychiatry 1999;156:660-661

Shapira NA, Keck PE Jr, Goldsmith TD, et a. Open-label pilot study of
tramadol hydrochloride in treatment-refractory obsessive-compulsive dis-
order. Depress Anxiety 1997;6:170-173

Koran LM, Palanti S, Quercioli L. Sumatriptan, 5-HTyp receptors and
obsessive-compulsive disorder. Eur Neuropsychopharmacol —2001;11:
169-172

Rasmussen S. Anterior gamma capsulotomy for intractable OCD. Pre-
sented at the Fifth International Obsessive-Compulsive Disorder Confer-
ence; March 29-April 1, 2001; Sardinia, Italy

29



	Table of Contents

