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Abstract 
Serotonin re-uptake inhibitors (SRis), clomipramine and selective serotonin re-uptake 

inhibitors (SSRis), are the first-line pharmacologic therapies for patients with obsessive compulsive 
disorder (OCD). However, 40 to 60 per cent of patients do not respond to adequate treatment trials 
of SRis. SRI partial- and non-responders must be treated with augmentation strategies or put on 
another SRI since non-response to the first SRI does not necessarily indicate a non-response to a 
second SRI. Each treatment trial should run at least 10 weeks and if successful, the drug should be 
continued for at least I to 2 years and withdrawn gradually. The presented patient had a second 
episode of OCD which was resistant to more than 10 weeks of high dosage clomipramine even 
though he responded very well during the first episode 4 years earlier and had been off clomipramine 
for 3 years. Augmentation to clomipramine with lithium and then haloperidol consecutively also 
failed. When clomipramine was changed to fluoxetine, the OCD symptoms were responsive even at 
a starting dosage of 20 mg/day. The response improved as the dosage of fluoxetine was increased. 
The response reached a maximum and the patient coped very well in every aspect of daily life when 
the dosage of fluoxetine was increased to 60 mg/day. He had taken fluoxetine at this daily dosage 
for one year before the drug was tapered off. It has now been more than two years since he has 
had any OCD symptoms and clomipramine was terminated. 

Key word : Resistant OCD, Clomipramine, Fluoxetine 

PAHOLPAK S 
J Med Assoc Thai 2002; 85: 1135-1138 

*Department of Psychiatry, Faculty of Medicine, Khon Kaen University, Khon Kaen 40002, Thailand. 



1136 S. PAHOLPAK 

CASE REPORT 
A Thai male, 24 years of age, working as an 

engineer, sought psychiatric treatment for moderate 
distress. For a period of six months, he had a second 
episode of an irrational, unpleasant repetitive impulse 
to glance at the genital area of other males. He knew 
that the impulse originated in his own mind and was 
not imposed by any outside person(s) or influence(s). 
He tried to block the impulse but failed. His impulse 
caused him distress and interfered both with his occu­
pational functioning and with enjoyment of leisure 
activities. He was diagnosed as having a moderately 
severe second episode of an obsessive-compulsive 
disorder (OCD). 

The first episode occurred 4 years earlier, 
had the same symptoms, and responded well to 50 
mg of clomipramine daily. He had been able to dis­
continue the clomipramine after taking it for one 
year. He then coped very well with every aspect of 
daily life. For this reason, he agreed to use clomi­
pramine again. During the first few weeks of step­
ping-up the clomipramine dosage, he developed a 
single episode of major depressive disorder (MDD) 
accompanied by a moderately severe suicidal attempt. 
This necessitated hospitalization for a period of two 
weeks during which time clomipramine was increased 
to 300 mg/day. Sedation and an increased appetite 
were the significant side-effects. His MDD responded 
well but the obsessive compulsive symptoms lessened 
only slightly. He agreed to the suggestion that clomi­
pramine at this dosage should be continued for at 
least ten weeks at the outpatient clinic. However, 
he was still distressed with the intrusive repetitive 
impulse throughout the trial period. Another two 4-
week periods of augmentation with I ,200 mg of 
lithium daily and 20 mg of haloperidol daily, con­
secutively, still proved unsuccessful. 

Finally, the medication was changed to 
fluoxetine and the OCD symptoms and global func­
tioning began to improve within the first two weeks 
of the initial dosage of 20 mg/day. His response 
reached an optimum level when administering 60 mg 
of fluoxetine/day. He had a high tolerance to this 
high dosage of fluoxetine. It is known that the course 
of OCD tends to be chronic and continuous treat­
ment is associated with a significant reduction in the 
rate of relapse. So it was suggested, he continue on 
this high dosage fluoxetine for at least one year to 
prevent a relapse before tapering off 20 mg/day every 
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two months. He has now abstained from medication 
for over 2 years and has not experienced any relapse. 
He has had a complete remission from OCD. He is 
functioning very well in every aspect of daily life. 

DISCUSSION 
This report demonstrates three clinical points. 

The first is that the patient's OCD was completely 
controlled by a high dosage of fluoxetine despite the 
initial resistance of the OCD to a high dosage of 
clomipramine. Theoretically, both clomipramine 
and fluoxetine have a similar efficacy as first-line 
anti-OCD agents(1,2). However, a non-response to 
each anti-OCD drug will occur in between 40 and 
60 per cent of the time and some patients have a 
preferential response. A non-response to one 
anti-OCD agent does not necessarily indicate 
a non-response to a second one(3), The presented 
patient's resistance to clomipramine was not caused 
by the drug's side-effects since he had tolerated it 
very well throughout the trial period. He also showed 
no response to lithium or haloperidol augmentation 
while on the clomipramine. Augmentation will be 
successful if the response to the ongoing SRI is at 
least partiaJ(4). 

The second clinical point is that SRI as an 
antidepressant will have the same efficacy to treat 
depression if it was once efficacious in a previous 
depressive episode. But in the presented patient 
clomipramine as an anti-OCD drug did not show the 
same efficacy as it had before. In the body, clomi­
pramine will be converted to desmethylclomipramine, 
which is a major metabolite and will accumulate 
on repeated administration of clomipramine(5). Des­
methylclomipramine is a potent inhibitor of norepi­
nephrine re-uptake. If clomipramine's action as an 
anti-OCD depends on its ability to block 5 HT re­
uptake (and not norepinephrine) then this action should 
be a function of the relative ratio between clomi­
pramine and desmethylclomipramine. Clomipramine 
could lose effectiveness for OCD if the patient is 
an efficient converter of clomipramine to the active 
metabolite(6,7). However, this does not explain the 
patient's positive response to clomipramine in his 
first OCD episode. 

The third clinical point is that the improve­
ment of the comorbid major depressive disorder did 
not correspond with the clinical severity of the OCD. 
A comorbid depression does not have any major 
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influence on the prognosis of OCD. Changes in depres­
sion and changes in OCD can occur independently 
(3,8). However, some researchers proposed that OCD 
is dominant over depression, dominates the course, 
dictates treatment choice and if OC symptomatology 
decreases longitudinally, depressive symptoms dis­
appear too(9, 1 0). 

The author would like to re-emphasize that 
medications that increase central nervous system sero­
tonergic transmission are efficacious in OCD. Both 
clomipramine and tluoxetine have similar efficacy 
and both drugs are first-line anti-OCD agents. The 
treatment strategy will, therefore, require using the 
serotonergic transmission drug in high dosages. As 
an anti-OCD drug, SRI will have a therapeutic lag 
longer than an antidepressant, so treatment in the trial 
period should last at least 10 weeks. The average 
response rate to each of the increasing serotonergic 

transmission drugs is between 40 to 60 per cent. The 
first drug, if unsuccessful, should be augmented by 
lithium, buspirone or haloperidol before changing to 
the second drug01). Patients not responding to one 
drug may respond to the other. Therefore, several anti­
OCD drugs should be tried sequentially before con­
cluding severe drug resistance. The course of OCD 
tends to be chronic02, 13) so for those patients who 
are responsive in the acute phase of treatment, con­
sideration should be given to administering main­
tenance doses of the SRis for up to a year. When dis­
continuing SRis, a gradual tapering process is indi­
cated. 
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