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ABSTRACT: 

Obsessive-compulsive disorder (OCD) is a relatively common disorder, most of the time 
under diagnosed and under treated despite the existence of effective treatments. OCD can 
be discriminated from other disorders, having obsessive or compulsive features on the 
basis of obsession content or the characteristics of the compulsions. Selective serotonin 
reuptake inhibitors (SSRIs) and cognitive-behavioral therapy (CBT) seem to be proven 
treatments for OCD. They cause a significant reduction in symptoms, although complete 
remission in clinical cases is not seen commonly. Long-term drug treatment with 
cognitive behavioral therapy has shown better results than drug alone. 
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INTRODUCTION 

 
Obsessive-compulsive disorder (OCD) is 

the most common mental disorder in all over 
the world. The disorder is often chronic and 
disabling, with an estimated lifetime 
prevalence of 2.3% (Attiullah et al., 2000). 
According to American Psychiatric 
Association, 2000 presence of thoughts, 
impulses and disturbing images that cause 
suffering, annoyance or discomfort, associated 
with repetitive compulsions (behaviors or 
thoughts) to which the patient is impelled in 
response to an obsession, with the aim of 
reducing the discomfort caused, are all 
regarded as OCD. Other psychological 
disorders like depression, phobias, panic 
attacks, generalized anxiety, etc. are often 
present along with it. Their presence makes 
treatment more complicated (Keeley et al., 
2008). 

 
Onset of OCD can be variable often in 

late adolescence or young adulthood, even in 

childhood. The course is chronic, waxes and 
wanes in severity, often in response to stress 
(Freeman et al., 1994). The mean age for the 
onset of OCD ranges from 22 to 36 years. 
Only 15 percent of patients older than 35 years 
develop this condition (Maj M et al., 2002). 
Males seem to be effected at earlier age. With 
effective treatment, the severity of symptoms 
can be reduced, but typically some symptoms 
remain (Maj M et al 2002). On average, OCD 
patient waste 9 years in visiting three to four 
doctors before they are properly diagnosed & 
17 years from the onset of OCD symptoms to 
receive proper treatment. Although adequate 
treatments exist, OCD is under diagnosed and 
under-treated. More than half of OCD patients 
(59.5%) in the worldwide receive no treatment 
at all. Due to improved advance approaches in 
pharmacologic treatment, many patients with 
OCD can be treated in primary care settings 
(Baer et al., 1990).  
 

 OCD is characterized by obsessions and 
compulsions but these symptoms are present in 
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other disorders too. Obsessions are 
characterized by recurring thoughts, urges or 
images. In OCD these are experienced as 
unknown, disturbing and distressing. 
Compulsions characterized by repetitive 
behaviors (rituals) that patients feel compelled 
to perform (American Psychiatric Association, 
2000). 

 
Typical obsessions include preoccupation 

with contamination, unacceptable violent or 
sexual thoughts, doubting, concern about 
asymmetry or imperfections, and thoughts that 
something will go wrong. 

 
Typical rituals include washing, cleaning, 

checking, counting, repeating, and arranging. 
Some patients may have obsessions without 
any compulsions. Often the compulsive 
behaviors are simply not recognized, as they 
can be mental acts or very subtle behaviors. 
Sometimes an OCD patient might need to have 
specific thoughts or mental images in order to 
counter an obsession e.g. the representation of 
a relative being harmed can be countered by 
picturing something good happening to that 
person. OCD Patients generally perform rituals 
to reduce anxiety created by thoughts of 
fearful consequences. Furthermore, some 
patients perform rituals simply because of a 
general sense of foreboding or because it feels 
wrong if they do not perform it (American 
Psychiatric Association, 2000). 

 
OCD patients generally have good insight. 

They recognize that their fears are unrealistic, 
yet, their distress compels them to perform 
rituals. In their awful moments, insight may 
waver and fears may seem not only realistic 
but inevitable unless the ritual is performed. 
However in severe cases of OCD insight may 
be lost but it must have been present at some 
time to meet diagnostic criteria. Occasionally 
it is normal to have unwanted thoughts or 
perform repetitive or superstitious behaviors 
accompanied by transient anxiety, but an OCD 
diagnosis requires that symptoms cause 
marked distress, be time consuming (≥1 
hour/day), or significantly interfere with 
functioning (Foa et al., 2005). 

Approximately 6% of OCD patients have 
obsessive-compulsive personality disorder 
(OCPD). Although they have some 
similarities, most of the cases can be 
distinguished. OCPD Patients may be 
preoccupied with details and orderliness, 
perfectionist, overly devoted to work and 
productivity, overly conscientious, inflexible 
about moral and ethical issues , incapable of 
discarding insignificant objects, or may need 
to have things done their own way. Patients of 
OCD may have some of these characteristics, 
but usually in a less global manner. Contrary 
in OCPD, patients with OCD have intrusive 
obsessive thoughts and ritualized compulsive 
behaviors (Katz and DeVeaugh ,1990). 
 
Pharmacological Treatments 
First-line treatments 

 In this group, drugs are selected on the 
basis of having minor invasiveness with 
widespread availability and easy dosing 
schedule. Selective serotonin reuptake 
inhibitors (SSRIs) fulfill all of these criteria 
and studies have shown good results. SSRIs 
are most effective pharmacological treatments 
for OCD. Their effectiveness in OCD is 
unique. Other antidepressants are usually not 
effective in OCD, and there are no other 
effective pharmacological monotherapy. 
Furthermore, compared to SSRI treatment of 
other disorders, SSRI treatment of OCD 
usually takes longer for response to begin. 
Higher doses are also required (Mundo et al., 
2000). Most of studies with SSRIs show that 
patients should be treated with the maximum 
tolerated doses for a minimum of 12 weeks 
although some evidences show that additional 
improvements may occur later. For this reason 
many guidelines recommend prolonged 
treatment at least for 1 to 2 years (Schruers et 
al., 2005, Greist et al., 2003, The Expert 
Consensus Panel For Obsessive-Compulsive 
Disorder 1997).  

 
Several double-blind studies including 

placebo-controlled have shown positive results 
with fluvoxamine (Perse et al., 1987; 
Goodman et al., 1989; Jenike et al., 1990; 
Hollander et al., 2003), fluoxetine 
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(Montgomery et al., 1993; Tollefson et al., 
1994) sertraline (Chouinard et al., 1990; Greist 
et al., 1995; Jenike et al., 1990), paroxetine 
(Zohar and Judge, 1996, Hollander et al., 
2003; Kamijima et al., 2004), citalopram 
(Montgomery et al., 2001) and more recently 
included escitalopram (Stein et al., 2006). 
Four of these, clomipramine, fluoxetine, 
fluvoxamine, and sertraline, have also been 
approved for treatment of pediatric OCD 
(Pallanti et al., 2002). The Food and Drug 
Association (FDA), with the exception of the 
newer citalopram and escitalopram, has 
approved all SSRIs for use in adults with 
OCD. Although some of the mentioned drugs 
were not tested in a controlled, fixed-dose 
method to evaluate optimal doses (e.g. 
fluvoxamine).  
 

 One of the first SSRIs to be tested in the 
treatment of OCD was Fluvoxamine. Most 
studies of fluvoxamine in OCD showed a 
response at ≥6 weeks, and as with other SSRIs, 
showed improvement and more patients 
responding to it over time. 
 

 Fluoxetine has been extensively studied 
in OCD at three fixed doses (20 mg/day, 40 
mg/day, and 60 mg/day) and is clearly 
effective at 40 and 60 mg/day. Efficacy at 20 
mg/day is also shown in some studies. Higher 
doses, especially 80 mg/day, are used 
frequently in clinical practice, and there are a 
few studies at 80 mg/day which were also 
successful in terms of efficacy and tolerability. 
Obsessions and compulsions were found to 
respond to fluoxetine treatment independently 
of any antidepressant effect (Mundo et al., 
2000). 
 

 Various large, randomized placebo-
controlled trials have demonstrated the 
effectiveness of paroxetine in OCD. In one 
study of paroxetine in three fixed doses, found 
that 40 and 60 mg/day were more effective 
than placebo, but 20 mg/day was not effective. 
The effectiveness of sertraline in OCD has 
been demonstrated in large, randomized, 
placebo-controlled trials. 
 

Citalopram appears to be effective in 
OCD based on the research available to date, 
which includes one large, randomized, 
placebo-controlled trial. This trial found that 
citalopram was more effective than placebo at 
all doses tested (20, 40, and 60 mg/day) 
(Montgomery et al., 2001). The efficacy of 
citalopram has been supported by open-label 
trials. 
 

Evidence supporting the efficacy of SSRIs 
in OCD is substantial. A single SSRI trial will 
provide clinically meaningful relief for 40% to 
60% of OCD patients. However, drugs rarely 
bring about remission. Response in OCD 
treatment is generally defined as a reduction of 
25% to 35% in OCD symptoms, and average 
reduction found is usually in this range. No 
SSRI has been proven to be more effective 
than others in OCD. However, individual 
patients may respond more satisfactorily to 
one particular drug than to another.  
 
Second-line treatments 

Second line drugs are used for drug-
resistant patients with OCD (Pallanti and 
Quercioli, 2006) , otherwise they are similar to 
first-line ones in terms of the strength of 
evidence, availability, invasiveness, and 
complexity of administration. These treatment 
stages include clomipramine, anti-psychotics, 
pindolol and megadoses of one of SSRI. Still 
number of researchers favors clomipramine 
and antipsychotics.  
 

 Clomipramine is a tricyclic anti-
depressant (TCA) and serotonin 
norepinephrine reuptake inhibitors (SNRI). It 
was the first drug that was found to be 
effective in OCD. Its effectiveness has been 
firmly established in adults since the first 
finding was more than 35 years ago 
(Fernandez et al., 1967, Dell’osso et al., 
2006). In 1989 the first drug which was 
approved by the FDA for OCD was 
clomipramine. Randomized, controlled trials 
have shown clomipramine to be superior when 
compared with placebo. Although SSRIs have 
greater tolerability but clomipramine is more 
effective in OCD.  
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Several meta-analyses have shown that 
clomipramine has greater effect size when 
compared with SSRI’s (Cox, 1993; Piccinelli 
et al., 1995; Stein et al., 1995; Abramowitz, 
1997; Ackerman and Greenland, 2002). 
However, a few head-to-head studies show 
two drugs to be equal in efficacy. Several 
theories explain this noticeable dominance. In 
particular pharmacodynamic properties of 
clomipramine are the main reason. This 
includes desmethylclomipramine (its main 
metabolite) having noradrenaline re-uptake 
inhibition effect (Maj et al., 1982), and the 
parent drug having dopamine-blocking activity 
(Austin et al., 1991).  
 

Side-effects of clomipramine includes 
anticholinergic (constipation, blurred vision, 
dry mouth and drowsiness), antihistaminergic 
(weight gain & drowsiness) and anti-α-
adrenergic (dizziness and reduced blood 
pressure). These side effects make it a second-
line treatment choice (Canadian Psychiatric 
Association 2006).  
 

 Double-blind, placebo-controlled studies 
of treatment-resistant OCD patients with 
antipsychotics haloperidol, risperidone, 
olanzapine and quetiapine have proved their 
effectiveness (Kaplan et al., 2003). Meta-
analyses by Skapinakis et al. in 2007 and 
Fineberg et al. in 2006 have established the 
efficacy of risperidone and haloperidol. 
 
Third-line treatments 

Although third-line treatments comprised 
of same strategies as in 1st and 2nd line 
treatment with exception of being more 
invasive (I/V infusion of clomipramine) or 
other considerable risks like drug abuse, 
tolerance or development of withdrawal 
reactions as with oral morphine. These reasons 
make this treatment option to be used 
infrequently in the daily clinical practice. The 
effects of intravenous clomipramine were 
investigated by (Fallon et al., 1998 and Koran 
et al., 1998). Their studies showed significant 
improvement.  
 

Fourth-line treatments 
 Treatment at this stage included those 

therapeutic approaches, which are tested only 
in treatment resistant OCD patients. These are 
either the less-invasive and non-complex 
methods widely available but are not 
supported by controlled trials. They are so-
called ‘heroic drug strategies. Or less-invasive 
and moderately complex methods which are 
supported by controlled trials but not widely 
available. Thirdly more-invasive with 
moderately complex methods that are widely 
available but not supported by controlled trials 
(Leonardo et al., 2007). 

  
 These drug combinations consisted of an 

SSRI, clomipramine or venlafaxine. Another 
drug is added which action on another 
neurotransmitter system. These include 
dopaminergic “amilsulpiride” (Metin et al., 
2003), serotonergic “clomipramine” (Browne 
et al., 1993), triptophan (Rasmussen et al., 
1984), triptans (Stern et al., 1998), 
fenfluramine (Judd et al., 1991) and 
perospirone (Matsunaga et al., 2006), 
noradrenergic (Fontenelle et al., 2005), 
glutamatergic (Coric et al., 2003 and Coric et 
al., 2005), memantine (Pasquini et al., 2006 
and Poyurovsky et al., 2005), lamotrigine 
(Kumar and khanna, 2000) and topiramate 
(Hollander and Dell’osso, 2006 and Rubio et 
al., 2006). GABAergic (Deltito, 1994) and 
nicotinic receptors (Lundberg et al., 2004 and 
Pasquini et al., 2005) or ion channels (Iwata et 
al., 2006) and oxcarbazepine (Baird et al., 
2003 and Mcmeekin et al., 2002). 
Monotherapy with high-dose venlafaxine, a 
similar strategy based on tapping an additional 
non-serotonergic neurotransmitter system (i.e., 
the noradrenergic system) was also employed 
successfully in open-label trials (Hollander et 
al., 2003 and Marazziti et al., 2003). 
 
Cognitive–Behavioral Therapy 

In Cognitive behavioral therapy (CBT), 
patients have to face his fear without 
performing their compulsive practice. For 
example, a patient having a fear for microbes 
will contact a contaminated object but not 
going to wash hands. The explanation for this 
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therapy is to expose and prevent the reaction 
or practice. The exposure can be either to 
actual objects or situations to which patient 
has false believes, or imaginary pictures of 
those. If a patient has obsessions but no typical 
compulsions, exposure is still a successful and 
important component. Cognitive aspect of the 
treatment focus on correcting errors of 
assessing danger and their feelings of 
responsibility. Cognitive components can be 
important and are frequently used to encourage 
patients to attempt exposures or to make them 
to tolerate it without performing their usual 
rituals. There is not much sufficient evidence 
for cognitive therapy to be effective if it does 
not include the exposure of fear. Therapy that 
emphasizes the cognitive component seems to 
be successful if it includes behavioral 
experiments.  
 

 CBT is as effective as SSRIs in the 
management of patients with OCD (Bloch et 
al., 2006). These views are shared by various 
experts who agreed for labeling CBT as one of 
the first therapeutic approach for OCD (The 
Expert Consensus Panel For Obsessive-
Compulsive Disorder, 1997). On the other 
hand few studies have evaluated the 
effectiveness of CBT as an amplification 
strategy for drug resistant OCD patients 
(Simpson et al., 1999;Kampman et al., 2002 
and Tolin et al., 2004). Tolin et al., in 2004 
found that CBT incorporating exposure and 
response prevention is helpful for drug 
resistant OCD patients. Anderson and Booker 
(2006) have described the effectiveness of 
psychotherapy when combined with 
pharmacotherapy, psychoeducation or social 
skills training. Clomipramine when combined 
with CBT has proved its efficacy in OCD 
(Edna et al., 2005). Barbara and Martine 
(2009) have mentioned that CBT alone or 
when combined with pharmacotherapy like 
SSRI proves to be more effective in improving 
the condition of OCD patient when SSRI are 
used alone. Katharina et al (2010) favours 
psychotherapy to be the first treatment option 
for OCD. 
 

 CBT is believed to be an established 
treatment for OCD. It appears to be equal to or 
perhaps superior to pharmacotherapy (Ana et 
al., 2008). CBT is a suitable first-line 
treatment for OCD. It can be used in both 
ways i.e. either instead of or in addition to a 
SSRI. This is based on the motivation of the 
patient to involve himself in therapy or to take 
medication. One more important point in 
managing OCD is to diagnose other mental 
disorders, if present. For instance in depression 
as a co morbidity, a SSRI would be a good 
first-choice treatment, also because patient 
might not participate in behavioral therapy. On 
other hand if a patient starts pharmacological 
treatment but has an inadequate response, CBT 
should be attempted. Likewise, if CBT is tried 
out in patient but he is not capable to complete 
assignments, SSRI trial is indicated. CBT is 
also valuable for those patients who do not 
wish to continue pharmacological treatment, as 
there are evidences that it helps to prevent 
relapses. Additional studies are needed for 
CBT to be an augmented approach in patients 
who are SSRI resistant. 
 

 Although individual CBT is quite 
common, there are evidences that group 
therapy is more effective. CBT sessions should 
be weekly or preferably more frequently until 
significant clinical improvement is achieved. 
Once a significant improvement is seen 
clinically, sessions can be reduced in 
frequency. For relapse prevention it is 
important for patient to be the part of CBT. 
When a course of CBT is completed, 
successful patients can be placed on booster 
sessions if symptoms reoccur. 
 

CONCLUSION 
 

Since OCD is often runs a chronic course 
hence a long-term treatment is required. Those 
SSRIs that have been studied in long-term 
trials have been shown to be effective beyond 
the acute treatment time period. Published 
Expert Consensus Guidelines highly 
recommend that OCD treatment should be 
continued for 1-2 years to prevent relapse, and 
usually longer treatment is needed. When this 
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prolonged treatment is completed, dose can be 
slowly taper down to see if symptoms are 
under good control. In many cases, 
discontinuation of the medication is not 
possible. In addition, if a patient has two or 
more serious relapses, lifelong medication 
treatment is required. 
 

Studies show lower relapse rates for CBT 
when compared with medications, if 
treatments are discontinued. This is especially 
true when the CBT includes consideration of 
relapse prevention. There are some evidences 
that CBT when combined with SSRIs may 
help in preventing relapses. Definitive research 
is still required yet, it seems practical to 
recommend CBT for patients in need of long-
term pharmacological treatment.  

 
 Treatment for patients with OCD has 

improved noticeably in recent years. Primary 
health care physicians may be the first 
professionals consulted by OCD patients. They 
can be a source of appropriate pharmacologic 
treatment as well as therapeutic guidance 
along with CBT. Psychotherapy remains the 
first line treatment for mild to moderate 
symptoms, whereas pharmacotherapy is used 
for severe or those case who proved to be drug 
resistant disorders. 

 
REFERENCES 

 
Abramowitz, J.S. (1997). Effectiveness of 

psychological and pharmacological 
treatments for obsessive-compulsive 
disorder: A quantitative review. J Consult 
Clin Psych, 65: 44-52. 

Ackerman D.I. and Greenland S. (2002). 
Multivariate meta-analysis of controlled 
drug studies for obsessive-compulsive 
disorder. J. Clin. Psychopharmacol., 22: 
309-317. 

American Psychiatric Association (2000). 
Diagnostic and Statistical Manual of 
Mental Disorders, 4th ed. Rev. 
Washington, DC: APA. 

Ana I. Rosa-Alcázar, Julio Sánchez-Meca 
Antonia Gómez-Conesa and Fulgencio 
Marín-Martínez (2008). Psychological 

treatment of obsessive-compulsive 
disorder: A meta-analysis. Clin Psychol 
Rev, 28: 1310-1325 

Anderson, S.W. and Booker, M.B. Jr. (2006). 
Cognitive behavioural therapy versus 
psychosurgery for refractory obsessive-
compulsive disorder. J. Neuropsychiatry 
Clin. Neurosci., 18: 129. 

Attiullah, N., Eisen, J.L. and Rasmussen, S.A. 
(2000). Clinical features of obsessive-
compulsive disorder. Psychiatr. Clin. 
North Am., 23(3): 469-491. 

Austin, L.S., Lydiard, R.B. and Ballenger, J.C. 
et al. (1991). Dopamine blocking activity 
of clomipramine in patients with 
obsessive-compulsive disorder. Biol. 
Psychiatry, 30: 225-232. 

Baer, L., Jenike, M.A. and Ricciardi, J.N. et al. 
(1990). Standardized assessment of 
personality disorders in obsessive-
compulsive disorder. Arch. Gen. 
Psychiatry, 47(9): 826-830. 

Baird, P. (2003). The interactive metabolism 
effect of oxcarbazepine co-administered 
with tricyclic antidepressant therapy for 
OCD symptoms. J. Clin. Psycho-
pharmacol., 23: 419-420. 

Barbara Kaiser and Martine Bouvard (2009). 
Obsessive-Compulsive Disorder in 
Childern and Adolescents: Efficacy of 
Combined Treatment. J. Clin. Neuro-
psychiatry, 6(2): 94-100 

Bloch, M.H., Landeros-Weisenberger, A., 
Kelmendi, B., Coric, V., Bracken, M.B. 
and Leckman, J.F. (2006). A systematic 
review: Antipsychotic augmentation with 
treatment refractory obsessive-compulsive 
disorder. Mol. Psychiatry, 11: 622-632. 

Browne, M., Horn, E. and Jones, T.T. (1993). 
The benefits of clomipramine-fluoxetine 
combination in obsessive compulsive 
disorder. Can. J. Psychiatry, 38: 242-243. 

Canadian Psychiatric Association (2006). 
Clinical practice guidelines. Management 
of anxiety disorders. Can. J. Psychiatry, 
51(8 Suppl. 2): 9S-91S. 

Chouinard, G., Goodman, W. and Greist, J. et 
al. (1990). Results of a double-
blindplacebo-controlled trial of a new 
serotonin uptake inhibitor, sertraline, in 



Uzma Irfan et al. 

 

71

the treatment of obsessive-compulsive 
disorder. Psychopharmacol. Bull., 26: 
279-284. 

Coric, V., Milanovic, S., Wasylink, S., Patel, 
P., Malison, R. and Krystal, J.H. (2003). 
Beneficial effects of the antiglutamatergic 
agent riluzole in a patient diagnosed with 
obsessive-compulsive disorder and major 
depressive disorder. Psychopharma-
cology, 167: 219-220. 

Coric, V., Taskiran, S. and Pittenger, C. et al. 
(2005). Riluzole augmentation in 
treatment-resistant obsessive-compulsive 
disorder: an open-label trial. Biol. 
Psychiatry, 58: 424-428.  

Cox, B.J., Swinson, R.P., Morrison, B., Lee, 
P.S. (1993). Clomipramine, fluoxetine, 
and behavior therapy in the treatment of 
obsessive-compulsive disorder: A meta-
analysis. J. Behav. Ther. Exp. Psychiatry, 
24: 149-153. 

Dell’osso, B., Nestadt, G., Allen, A. and 
Hollander, E. (2006). Serotonin 
noradrenaline re-uptake inhibitors in the 
treatment of obsessive-compulsive 
disorder: A critical review. J. Clin. 
Psychiatry, 67: 600-610. 

Deltito, J.A. (1994). Valproate pretreatment 
for the difficult-to-treat patient with OCD. 
J. Clin. Psychiatry, 55: 500. 

Edna, B., Michael, R.D. and Michael, J. et al. 
(2005). Randomized, Placebo-Controlled 
Trial of Exposure and Ritual Prevention, 
Clomipramine, and their Combination in 
the Treatment of Obsessive-Compulsive 
Disorder. Am. J. Psychiatry, 162: 151-
161. 

Fallon, B.A., Liebowitz, M.R. and Campeas, 
R. et al. (1998). Intravenous 
clomipramine for obsessive-compulsive 
disorder refractory to oral clomipramine: 
A placebo controlled study. Arch. Gen. 
Psychiatry, 55: 918-924. 

Fernandez-Cordoba, E. and Lopez-Ibor Aliño, 
J. (1967). La monoclomipramina en 
enfermos psiquiatricos resistentes a otros 
tratamientos. Acta Luso-Esp. Neurol. 
Psiquiatr. Cienc. Afines., 26: 119-147. 

Fineberg, N.A., Stein, D.J. and Premkumar, P. 
et al. (2006). Adjunctive quetiapine for 

serotonin re-uptake inhibitor-resistant 
obsessive-compulsive disorder: A meta-
analysis of randomized controlled 
treatment trials. Int. Clin. Psycho-
pharmacol., 21: 337-343. 

Foa, E.B., Liebowitz, M.R. and Kozak, M.J. et 
al. (2005). Randomized, placebo-
controlled trial of exposure and ritual 
prevention, clomipramine, and their 
combination in the treatment of obsessive-
compulsive disorder. Am. J. Psychiatry, 
162(1): 151-161. 

Fontenelle, L.F., Mendlowicz, M.V., Miguel, 
E.C. and Versiani, M. (2005). Citalopram 
plus reboxetine in treatment-resistant 
obsessive-compulsive disorder. World J. 
Biol. Psychiatry, 6: 57-59. 

Freeman, C.P., Trimble, M.R., Deakin, J.F., 
Stokes, T.M. and Ashford, J.J. (1994). 
Fluvoxamine versus clomipramine in the 
treatment of obsessive compulsive 
disorder: A multicenter, randomized, 
double-blind, parallel group comparison. 
J. Clin. Psychiatry, 55(7): 301-305. 

Goodman, W.K., Price, L.H., Rasmussen, 
S.A., Delgado, P.L., Heninger, G.R. and 
Charney, D.S. (1989). Efficacy of 
fluvoxamine in obsessive-compulsive 
disorder. A double-blind comparison with 
placebo. Arch. Gen. Psychiatry, 46: 36-
44. 

Greist, J.H., Bandelow, B. and Hollander, E. et 
al. (2003). WCA recommendations for the 
long-term treatment of obsessive-
compulsive disorder in adults. CNS 
Spectr. 8: 7-16. 

Greist, J.H., Jefferson, J.W. and Kobak, K.A. 
et al. (1995). A 1-year double-blind 
placebo-controlled fixed dose study of 
sertraline in the treatment of obsessive-
compulsive disorder. Int. Clin. 
Psychopharmacol., 10: 57-65. 

Hollander, E., Koran, L.M. and Goodman, 
W.K. et al. (2003). A double-
blind,placebo-controlled study of the 
efficacy and safety of controlled-release 
fluvoxamine in patients with obsessive-
compulsive disorder. J. Clin. Psychiatry, 
64: 640-647. 



Effectiveness of Psychological and Pharmacological Treatments 

 

72

Hollander, E., Allen, A., Steiner, M., 
Wheadon, D.E., Oakes, R. and Burnham, 
D.B. (2003). Acute and long-term 
treatment and prevention of relapse of 
obsessive-compulsive disorder with 
paroxetine. J. Clin. Psychiatry, 64: 1113-
1121. 

Hollander, E. and Dell’osso, B. (2006). 
Topiramate plus paroxetine in treatment-
resistant obsessive-compulsive disorder. 
Int. Clin. Psychopharmacol., 21: 189-191. 

Hollander, E., Friedberg, J., Wasserman, S., 
Allen, A., Birnbaum, M. and Koran, L.M. 
(2003). Venlafaxine in treatment-resistant 
obsessive-compulsive disorder. J. Clin. 
Psychiatry, 64: 546-550. 

Iwata, Y., Kotani, Y., Hoshino, R., Takei, N., 
Iyo, M. and Mori, N. (2000). 
Carbamazepine augmentation of 
clomipramine in the treatment of 
refractory obsessive-compulsive disorder. 
J. Clin. Psychiatry, 61: 528-529. 

Jenike, M.A., Hyman, S. and Baer, L. et al. 
(1990). A controlled trial of fluvoxamine 
inobsessive-compulsive disorder: Implica-
tions for a serotonergic theory. Am. J. 
Psychiatry, 147: 1209-1215. 

Jenike, M.A., Baer, L., Sumergrad, P., 
Minichiellllo, W.E., Holland, A. and 
Seymour, R. (1990) Sertraline in 
obsessive-compulsive disorder: a double-
blind comparison with placebo. Am. J. 
Psychiatry, 147: 923-928. 

Judd, F.K., Chua, P., Lynch, C. and Norman, 
T. (1991). Fenfluramine augmentation of 
clomipramine treatment of obsessive 
compulsive disorder. Aust. NZ. J. 
Psychiatry, 25: 412-414. 

Kamijima, K., Murasaki, M. and Asai, M. et 
al. (2004). Paroxetine in the treatment of 
obsessive-compulsive disorder: Rando-
mized, double-blind, placebo-controlled 
study in Japanese patients. Psychiatry 
Clin. Neurosci., 58: 427-433. 

Kampman, M., Keijsers, G.P., Hoogduin, C.A. 
and Verbraak, M.J. (2002). Addition of 
cognitive-behaviour therapy for 
obsessive-compulsive disorder patients 
non-responding to fluoxetine. Acta 
Psychiatr. Scand., 106: 314-319. 

Kaplan, A. and Hollander, E. (2003). A review 
of pharmacologic treatments for 
obsessive-compulsive disorder. Psychiatr. 
Serv., 54: 1111-1118. 

Katharina Manassis, Kelly Russell and 
Amanda S. Newton (2010). The Cochrane 
Library and the treatment of childhood 
and adolescent anxiety disorders: An 
overview of reviews. Evid.-Based Child 
Health, 5: 541-554. 

Katz, R.J. and DeVeaugh-Geiss, J. (1990). The 
antiobsessional effects of clomipramine 
do not require concomitant affective 
disorder. Psychiatry Res., 31(2): 121-129. 

Keeley, M.L., Storch, E.A., Merlo, L.J. and 
Geffken, G.R. (2008). Clinical predictors 
of response to cognitive-behavioral 
therapy for obsessive–compulsive 
disorder. Clinical Psychology Review, 28: 
118-130. 

Koran, L.M., Pallanti, S., Paiva, R.S. and 
Quercioli, L. (1998). Pulse loading versus 
gradual dosing of intravenous 
clomipramine in obsessive-compulsive 
disorder. Eur. Neuropsychopharmacol., 8: 
121-126. 

Kumar, T.C. and Khanna, S. (2000). 
Lamotrigine augmentation of serotonin re-
uptake inhibitors in obsessive-compulsive 
disorder. Aust. NZ. J. Psychiatry, 34: 527-
528. 

Leonardo, F. Fontenelle, Antonio, L. 
Nascimento, Mauro, V. Mendlowicz, 
Roseli, G. Shavitt and Marcio Versiani 
(2007). An update on the pharmacological 
treatment of obsessive-compulsive 
disorder. Expert Opin. Pharmacother., 
8(5):563-83. 

Lundberg, S., Carlsson, A., Norfeldt, P. and 
Carlsson, M.L. (2004). Nicotine treatment 
of obsessive-compulsive disorder. Prog. 
Neuropsychopharmacol. Biol. Psychiatry, 
28: 1195-1199. 

Maj J., Stala, L., Gorka, Z. and Adamus, A. 
(1982). Comparison of the pharmacologi-
cal actions of desmethylclomipramine and 
clomipramine. Psychopharmacology, 78: 
165-169. 



Uzma Irfan et al. 

 

73

Maj M., Sartorius, N., Okasha, A., Zohar, J.,  
(2002). Obsessive-compulsive disorder. 
2nd ed. Chichester, England: John 
Wiley,pp253-299. 

Marazziti, D. (2003). Venlafaxine treatment of 
obsessive-compulsive disorder: Case 
reports. CNS Spectr., 8: 421-422.  

Matsunaga, H., Matsui, T., Ohya, K. et al. 
(2006). A benzisothiazole derivative and 
antipsychotic agent, perospirone, for 
augmentation of selective serotonin re-
uptake inhibitors (SSRIs) in refractory 
obsessive-compulsive disorder (OCD): 
Two patient case series. Int. J. Psychiatry 
Clin. Prac., 10 :1145. 

Mcmeekin, H. (2002). Successful treatment of 
obsessive compulsive disorder with 
oxcarbazepine. A case report. JSC Med. 
Assoc., 98: 316-320. 

Metin, O., Yazici, K., Tot, S. and Yazici, A.E. 
(2003). Amisulpiride augmentation in 
treatment resistant obsessive-compulsive 
disorder: an open trial. Hum. 
Psychopharmacol., 18: 463-467. 

Montgomery, S.A., Kasper, S., Stein, D.J., 
Bang Hedegaard, K. and Lemming, O.M. 
(2001). Citalopram 20 mg, 40 mg and 60 
mg are all effective and well tolerated 
compared with placebo in obsessive-
compulsive disorder. Int. Clin. 
Psychopharmacol., 16: 75-86. 

Montgomery, S.A., Mcintyre, A. and 
Osterheider, M. et al. (1993). A double-
blind, placebo-controlled study of 
fluoxetine in patients with DSM-III-R 
obsessive-compulsive disorder. The Lilly 
European OCD Study Group. Eur. 
Neuropsychopharmacol., 3: 143-152. 

Mundo, E., Maina, G. and Uslenghi, C. (2000) 
Multicentre, double-blind, comparison of 
fluvoxamine and clomipramine in the 
treatment of obsessive-compulsive 
disorder. Int. Clin. Psychopharmacol., 
15(2): 69-76. 

Pallanti, S., Hollander, E. and Bienstock, C. et 
al. (2002) Treatment non-response in 
OCD: Methodological issues and 
operational definitions. Int. J. Neuro-
psychopharmacol., 5(2): 181-191. 

Pallanti, S. and Quercioli, L. (2006) 
Treatment-refractory obsessive-com-
pulsive disorder: methodological issues, 
operational definitions and therapeutic 
lines. Prog. Neuropsychopharmacol. Biol. 
Psychiatry, 30: 400-412. 

Pasquini, M. and Biondi, M. (2006). 
Memantine augmentation for refractory 
obsessive-compulsive disorder. Prog. 
Neuropsychopharmacol. Biol. Psychiatry, 
30: 1173-1175. 

Pasquini, M., Garavini, A. and Biondi, M. 
(2005). Nicotine augmentation for 
refractory obsessive-compulsive disorder. 
A case report. Prog. Neuropsycho-
pharmacol. Biol. Psychiatry, 29: 157-159. 

Perse, T.L., Greist, J.H., Jefferson, J.W., 
Rosenfeld, R. and Dar, R. (1987). 
Fluvoxamine treatment of obsessive-
compulsive disorder. Am. J. Psychiatry, 
144: 1543-1548. 

Piccinelli, M., Pini, S., Bellantuono, C. and 
Wilkinson, G. (1995). Efficacy of drug 
treatment in obsessive-compulsive 
disorder. A meta-analytic review. Br. J. 
Psychiatry, 166: 424-443. 

Poyurovsky, M., Weizman, R., Weizman, A. 
and Koran, L. (2005). Memantine for 
treatment-resistant OCD. Am. J. 
Psychiatry, 162: 2191-2192. 

Rasmussen, S.A. (1984). Lithium and 
tryptophan augmentation in 
clomipramine-resistant obsessive-
compulsive disorder. Am. J. Psychiatry, 
141: 1283-1285. 

Rubio, G., Jimenez-Arriero, M.A., Martinez-
Gras, I., Manzanares, J. and Palomo, T. 
(2006). The effects of topiramate 
adjunctive treatment added to 
antidepressants in patients with resistant 
obsessive-compulsive disorder. J. Clin. 
Psychopharmacol., 26: 341-344. 

Schruers, K., Koning, K., Luermans, J., Haack, 
M.J. and Griez, E. (2005). Obsessive-
compulsive disorder: A critical review of 
therapeutic perspectives. Acta Psychiatr.  
Scand.,  111: 261-271. 

Simpson, H.B., Gorfinkle, K.S. and Liebowitz, 
M.R. (1999). Cognitive-behavioural 
therapy as an adjunct to serotonin re-



Effectiveness of Psychological and Pharmacological Treatments 

 

74

uptake inhibitors in obsessive-compulsive 
disorder: an open trial. J. Clin. Psychiatry, 
60: 584-590. 

Skapinakis, P., Papatheodorou, T. and 
Mavreas, V. (2007). Antipsychotic 
augmentation of serotonergic 
antidepressants in treatment-resistant 
obsessive-compulsive disorder: A meta-
analysis of the randomized controlled 
trials. Eur. Neuropsychopharmacol., 17: 
79-93. 

Stein, D.J., Tonnior, B. and Andersen, E.W. 
(2006). Escitalopram in the treatment of 
OCD. 159th Annual Meeting of the 
American Psychiatric Association. 
Toronto, Canada. Abstr. 299. 

Stein, D.J., Spadaccini, E. and Hollander, E. 
(1995). Meta-analysis of pharmacotherapy 
trials for obsessive-compulsive disorder. 
Int. Clin. Psychopharmacol., 10: 11-18. 

Stern, L., Zohar, J., Cohen, R. and Sasson, Y. 
(1998). Treatment of severe, drug-
resistant obsessive compulsive disorder 
with the 5ht1d agonist sumatriptan. Eur. 
Europsychopharmacol., 8: 325-328. 

The Expert Consensus Panel For Obsessive-
Compulsive Disorder (1997). Treatment 
of obsessive-compulsive disorder. J. Clin. 
Psychiatry, 58(Suppl. 4): 2-72. 

Tolin, D.F., Maltby, N., Diefenbach, G.J., 
Hannan, S.E. and Worhunsky, P. (2004). 
Cognitive-behavioural therapy for 
medication nonresponders with obsessive-
compulsive disorder: A wait-list-
controlled open trial. J. Clin. Psychiatry, 
65: 922-931. 

Tollefson, G.D., Birkett, M., Koran, L. and 
Genduso, L. (1994). Continuation 
treatment of OCD: Double-blind and 
open-label experience with fluoxetine. J. 
Clin. Psychiatry, 55(Suppl.): 69-78. 

Zohar, J. and Judge, R. (1996). Paroxetine 
versus clomipramine in the treatment of 
obsessive-compulsive disorder. OCD 
Paroxetine Study Investigators. Br. J. 
Psychiatry, 169: 468-474. 

 


