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ABSTRACT 

Obsessive-compulsive disorder (OCD) is a chronic mental health condition that is associated with relatively high rates of non-
response to standard first-line treatments. We report a case of treatment-refractory OCD that was successfully treated with the 
pharmacological strategy of using selective serotonin reuptake inhibitors (SSRIs) in the above-licensed doses. Patient, a 26-
year-old male, had failed to respond to multiple trials of SSRIs inside the licensed dose range and augmentation with 
antipsychotic medication when he was started on high-dose escitalopram(40mg/day). His clinical condition improved greatly 
after 12 weeks on this regimen, as demonstrated by a significant decrease in the Yale-Brown Obsessive Compulsive Scale 
(from 33 to 12). This case provides additional support to a small body of evidence that suggests the utility of using higher 
doses of selective serotonin reuptake inhibitors (SSRIs) in treatment-resistant obsessive-compulsive disorder (OCD). 
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INTRODUCTION 

About 40 to 60% of patients who have obsessive-
compulsive disorder (OCD) do not respond well to 
first-line treatment with two or more serotonin 
reuptake inhibitors (SSRIs, SNRIs and Clomipramine) 
or cognitive behavioural therapy.1 Most guidelines 
recommend using atypical antipsychotic augmen-
tation as the next practical step.2 More than half of the 
patients who undergo a trial with atypical anti-
psychotics remain symptomatic, and many of those 
who do respond to them are left with a serious side 
effect burden.3 Remaining options for individuals who 
are refractory to the above measures include 
glutamatergic agents, opioids, stimulants and even 
psychedelics.4 

However, a small body of research points out a 
potential strategy that could be tried in individuals not 
responding to SRIs in usual doses. This strategy 
involves potentiating serotonergic signalling in the 
brain by going beyond the usual doses of SSRI 
medication. 

CASE DESCRIPTION 

A 26-year-old man consulted the outpatient clinic 
with a history of severe obsessive-compulsive 
symptoms. He described the onset of OCD at 18 years 

of age, followed by persistent and unremitting 
symptoms. The illness started with obsessions around 
religious blasphemous themes and cleanliness with 
compulsive washing of his body and clothes. Later, 
with time, he also developed intrusive fears about the 
risk of harm to himself as well as his family. There was 
no history of physical illness or substance use. Routine 
general physical examination, as well as laboratory 
tests, were all within normal limits. 

He had been getting outpatient treatment with 
various psychiatric clinics in the past five years and 
had undergone unsuccessful trials with several 
pharmacological agents. These included fluoxetine (up 
to 60 mg/day), Fluvoxamine (up to 200 mg/day) and 
Clomipramine (up to 225 mg/day), each given for > 08 
weeks as well as adjunctive Risperidone (3mg/day), 
Olanzapine (10mg/day) and CBT (10 sessions) 
without any meaningful improvement. His last 
therapeutic trial was with Escitalopram 20mg, which 
he had been taking for ten weeks. OCD symptom 
severity determined by the Yale-Brown Obsessive 
Compulsive Scale (Y-BOCS) was 33. 

After a comprehensive assessment, informed 
consent was sought from the patient about the off-
label nature of the trial. We decided to continue with 
the Escitalopram and increase the dosage to 
30mg/day. Review after two weeks showed only a 
marginal difference, with Y-BOCS dropping 2 points 
to 32. His dose was increased to 40mg, and remarkable 
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improvement followed at the 8th week, 12th week and 
16th-week follow-ups with Y-BOCS score dropping to 
24,16 and then 12, respectively (Figure). 

 

 
Figure: Changes in Yale–Brown Obsessive–Compulsive Scale 
Scores across Time 
 

 The distress associated with the obsessions, as 
well as the time spent in compulsions, decreased 
drastically, and the patient reported that ‘’for the first 
time in last eight years, he felt like his pre-morbid self 
again’’. 

Side effects encountered were akathisia and 
tremors, which were both controlled with adjunctive 
Propranolol (40mg/day). His libido, though, remained 
low despite recovery. 

DISCUSSION 

There are more than three decades worth of 
evidence linking serotonergic aetiology with 
obsessive-compulsive disorder.5 Doses of SSRIs 
generally used are higher than those employed in the 
treatment of depressive disorders, and this is backed 
by clinical evidence showing higher doses of 
serotonergic medication are associated with better 
response rates than moderate or lower doses.6 Most 
validated guidelines now recommend quickly titrating 
up to the maximum tolerated dosage once an SRI 
medication is started.7 

When used in higher than usual doses, the 
response rates reported exceed 50%, with clinically 
meaningful improvement apparent in most patients. 
Individual medications and maximum daily dosages 
reported are Fluoxetine 100mg, Escitalopram 50mg, 
Sertraline 400mg and Paroxetine 80mg.8 

Most published literature reports an increased 
prevalence of side effects compared to usual doses, al-

though the dropout frequency did not increase.9 The 
most consideration has to be paid to the risk of 
serotonin syndrome. Although it is a rare outcome, 
and published literature reports no occurrences in 
patients given these higher doses, it is still possible. 
Our patient was counselled about possible warning 
signs and the need to contact our facility immediately 
if he noticed any of them. 
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