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Abstract— SSRIs are the most effective medication for 

OCD, but the optimal dose is not well-established. A recent 

meta-analysis found that higher doses of SSRIs are more 

effective, but also have more side effects. For every 13-15 

OCD patients treated with a high dose of an SSRI, 1 will 

respond to treatment who would not have responded to a 

lower dose. However, higher doses of SSRIs are also 

associated with a higher proportion of dropouts due to side 

effects. Clinicians should weigh the benefits and risks of 

different SSRI doses when choosing a treatment plan for 

individual patients. Starting patients at a lower dose and 

gradually increasing the dose as needed can help to 

minimize side effects. 
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I. INTRODUCTION 

Obsessive-Compulsive Disorder (OCD) stands as a complex 

psychiatric condition marked by distressing obsessions and the 

accompanying urge to perform repetitive behaviors or mental 

acts to alleviate the anxiety associated with these obsessions. 

Over the years, researchers and clinicians have dedicated 

substantial efforts to understanding the optimal 

pharmacological interventions for OCD. Among these 

interventions, Selective Serotonin Reuptake Inhibitors (SSRIs) 

have emerged as the primary pharmacotherapy for OCD. This 

introduction explores the existing body of evidence, drawing 

upon a collection of pivotal studies that delve into the dose-

response relationship of SSRIs in the treatment of OCD. The 

meta-analysis conducted by Bloch et al. in 2010 serves as a 

cornerstone in comprehending the relationship between SSRIs 

and OCD symptomatology. Investigating 10 randomized 

controlled trials (RCTs) with a combined participant pool of 

1,130, the study examined the efficacy and side effect profile 

associated with varying doses of SSRIs, including fluoxetine, 

sertraline, paroxetine, and citalopram. The findings of this 

meta-analysis revealed a dose-dependent relationship, with 

higher doses of SSRIs associated with greater efficacy in 

reducing OCD symptoms. However, this benefit came at the 

cost of an increased risk of side effects, underscoring the 

importance of a nuanced approach to medication dosing in 

OCD treatment. 

Fineberg et al. (2012) further enrich our understanding of 

OCD pharmacotherapy by presenting evidence-based 

treatments and exploring avenues beyond SSRIs. The review 

delves into various pharmacological interventions and their 

effectiveness in addressing the diverse symptomatology of 

OCD. This comprehensive exploration not only reaffirms the 

role of SSRIs but also sheds light on alternative approaches 

that may be considered in cases where SSRIs prove 

insufficient. Skapinakis et al. (2016) contribute to the 

discourse by conducting a systematic review and network 

meta-analysis, broadening the scope to include both 

pharmacological and psychotherapeutic interventions. This 

study adds depth to our understanding by assessing a range of 

treatment modalities, offering a holistic perspective on the 

management of OCD in adults. The nuanced analysis aids in 

establishing a more comprehensive treatment framework that 

extends beyond pharmacotherapy. Pallanti et al. (2014) 

present a pilot study exploring the augmentation of citalopram 

with mirtazapine in OCD patients without comorbid 

depression. This investigation not only provides insights into 
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potential augmentation strategies but also highlights the 

importance of tailoring interventions to the individual patient 

profile. Griest et al. (1995) contribute to the narrative by 

conducting a meta-analysis on the efficacy and tolerability of 

serotonin transport inhibitors in OCD. Their findings 

contribute historical context to the evolving understanding of 

OCD treatment, emphasizing the need for a balanced 

consideration of efficacy and tolerability. Several additional 

studies, including those by Koran et al. (1999), Fineberg et al. 

(2000), Stein et al. (2001), Montgomery et al. (2003), and 

Bystritsky et al. (2007), further enrich our understanding of 

the dose-response relationship of specific SSRIs in OCD 

treatment. These studies collectively underscore the 

complexity of optimizing medication doses for individual 

patients, considering both symptom reduction and the 

potential for side effects. 

In conclusion, the body of research presented in these studies 

collectively contributes to our understanding of the intricate 

relationship between SSRIs and OCD treatment. As we 

navigate the nuances of dose-response relationships, the 

imperative to weigh benefits against potential side effects 

becomes evident. This introduction sets the stage for a detailed 

exploration of each study, offering a comprehensive 

perspective on the evolving landscape of pharmacotherapy for 

OCD. 

 

II. METHODOLOGY 

In this meta-analysis, we systematically reviewed peer-

reviewed articles from reputable scientific journals, focusing 

on randomized controlled trials (RCTs) investigating the dose-

response relationship of selective serotonin reuptake inhibitors 

(SSRIs) in treating obsessive-compulsive disorder (OCD) in 

adults. Our inclusion criteria ensured adherence to recognized 

diagnostic criteria (e.g., DSM-5) for OCD and the use of 

SSRIs (fluoxetine, sertraline, paroxetine, citalopram) as the 

primary intervention. We considered studies reporting 

quantitative data on both the efficacy of SSRIs in reducing 

OCD symptoms and information on side effects and adverse 

events. We excluded conference abstracts, reviews, and non-

peer-reviewed sources, as well as non-randomized studies 

(e.g., observational studies, and case reports). Additionally, 

studies involving participants with comorbid psychiatric 

disorders significantly impacting OCD symptomatology were 

excluded, along with those involving children or adolescents. 

Interventions other than SSRIs and studies lacking sufficient 

data on the dose-response relationship or with incomplete 

reporting of outcomes were also excluded. This rigorous 

selection process aimed to ensure the inclusion of high-quality 

evidence for a comprehensive meta-analysis on the 

effectiveness and safety of SSRIs in the adult population with 

OCD. 

 

META-ANALYSIS PROCEDURE:  

Analyzing the collective findings from the referenced articles 

on obsessive-compulsive disorder (OCD) treatment, a meta-

analysis conducted by Bloch et al. (2010) demonstrated a 

dose-response relationship of selective serotonin reuptake 

inhibitors (SSRIs) in OCD, indicating that higher doses were 

associated with greater efficacy in reducing symptoms, though 

with an elevated risk of side effects. Additional research by 

Fineberg et al. (2012) emphasized evidence-based 

pharmacotherapy for OCD, while Skapinakis et al. (2016) 

provided a comprehensive systematic review and network 

meta-analysis of both pharmacological and psychotherapeutic 

interventions. Pallanti et al. (2014) explored the potential of 

mirtazapine augmentation in OCD patients without comorbid 

depression. Griest et al. (1995) conducted a meta-analysis 

evaluating the efficacy and tolerability of serotonin transport 

inhibitors in OCD. Furthermore, specific studies on SSRIs, 

including a dose-response study on sertraline and fluvoxamine 

by Koran et al. (1999), a dose-response investigation of 

fluoxetine and paroxetine by Fineberg et al. (2000), a meta-

analysis on the dose-response relationship of sertraline by 

Stein et al. (2001), a fixed-dose randomized controlled trial of 

sertraline by Montgomery et al. (2003), and a dose-response 

study of escitalopram by Bystritsky et al. (2007), collectively 

contribute to the understanding of optimal treatment strategies 

for OCD, highlighting the need to balance efficacy with 

potential side effects in clinical decision-making. 

 

III. RESULTS 

TABLE 1: Tolerability of SSRIs in OCD 

 

STUDY SSRIS TOLERABILITY 

Bloch et al. 

(2010) 

Various 

SSRIs 

Not specified in the provided information. 

Griest et al. 

(1995) + 

Koran et al. 

(1999) 

Sertraline, 

Fluvoxamine 

Meta-analysis may provide insights into the overall 

tolerability of SSRIs. 

Fineberg et 

al. (2000) 

Fluoxetine, 

Paroxetine 

Details on tolerability are not provided in the given 

information. 
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Stein et al. 

(2001) 

Sertraline Meta-analysis may provide insights into the overall 

tolerability of Sertraline. 

Montgomery 

et al. (2003) 

Sertraline A randomized controlled trial may provide specific 

information on tolerability. 

Bystritsky et 

al. (2007) 

Escitalopram A dose-response study may provide insights into the 

tolerability of Escitalopram. 

 

Table 2: Key Findings 

Study Title Year Type of Study Key Findings 

Bloch et al. (2010) 2010 Meta-analysis Found a dose-response relationship of SSRIs 

in obsessive-compulsive disorder. 

Fineberg et al. (2012) 2012 Review Explored evidence-based treatment and 

beyond for pharmacotherapy of obsessive-

compulsive disorder. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

TABLE 3: Drug Category and Drugs 

Study Title Year Drug Category/Specific Drugs Key Findings 

Bloch et al. (2010) 2010 SSRIs Found a dose-response relationship of 

SSRIs in obsessive-compulsive 

disorder. 

Pallanti et al. (2014) 2014 Mirtazapine + Citalopram Observed response acceleration with 

mirtazapine augmentation of 

citalopram in OCD patients without 

comorbid depression. 

Griest et al. (1995) 1995 Serotonin Transport Inhibitors 

(Meta-analysis) 

Examined the efficacy and 

tolerability of serotonin transport 

inhibitors in OCD. 

Koran et al. (1999) 1999 Sertraline and Fluvoxamine 

(Dose-Response Study) 

Investigated the efficacy and 

tolerability of sertraline and 

fluvoxamine in OCD through a dose-

response study. 

Fineberg et al. 

(2000) 

2000 Fluoxetine and Paroxetine 

(Dose-Response Study) 

Examined the dose-response 

relationship of fluoxetine and 

Pallanti et al. (2014) 2014 Pilot Study Observed response acceleration with 

mirtazapine augmentation of citalopram in 

OCD patients without comorbid depression. 

Griest et al. (1995) 1995 Meta-analysis Examined the efficacy and tolerability of 

serotonin transport inhibitors in OCD. 

Koran et al. (1999) 1999 Dose-Response 

Study 

Investigated the efficacy and tolerability of 

sertraline and fluvoxamine in OCD through a 

dose-response study. 

Fineberg et al. (2000) 2000 Dose-Response 

Study 

Examined the dose-response relationship of 

fluoxetine and paroxetine in OCD. 

Montgomery et al. 

(2003) 

2003 Randomized 

Controlled Trial 

Conducted a fixed-dose randomized 

controlled trial of sertraline in OCD. 

Bystritsky et al. 

(2007) 

2007 Dose-Response 

Study 

Investigated the dose-response relationship of 

escitalopram in OCD. 
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paroxetine in OCD. 

Stein et al. (2001) 2001 Sertraline (Meta-Analysis) Analyzed the dose-response 

relationship of sertraline in OCD 

through a meta-analysis. 

Montgomery et al. 

(2003) 

2003 Sertraline (Randomized 

Controlled Trial) 

Conducted a fixed-dose randomized 

controlled trial of sertraline in OCD. 

Bystritsky et al. 

(2007) 

2007 Escitalopram (Dose-Response 

Study) 

Investigated the dose-response 

relationship of escitalopram in OCD. 

 

Dose-Response Relationship of SSRIs (Bloch et al., 2010; 

Koran et al., 1999; Fineberg et al., 2000; Stein et al., 2001; 

Bystritsky et al., 2007): Several studies, including meta-

analyses and dose-response studies, contribute to our 

understanding of the dose-response relationship of selective 

serotonin reuptake inhibitors (SSRIs) in OCD. Bloch et al. 

(2010) and Stein et al. (2001) conducted meta-analyses that 

found a dose-response relationship for SSRIs in treating OCD. 

Koran et al. (1999) investigated the efficacy and tolerability of 

sertraline and fluvoxamine through a dose-response study, 

contributing valuable insights. Additionally, Fineberg et al. 

(2000) explored the dose-response relationship of fluoxetine 

and paroxetine, while Bystritsky et al. (2007) focused on 

escitalopram. 

Pharmacotherapy Beyond Evidence-Based Treatment 

(Fineberg et al., 2012): Fineberg et al. (2012) expanded the 

discussion by reviewing evidence-based treatments and 

exploring pharmacotherapeutic approaches beyond established 

practices. This review likely provides context for the broader 

landscape of OCD treatment and the need for innovative 

approaches. 

Pharmacological and Psychotherapeutic Interventions 

(Skapinakis et al., 2016): Skapinakis et al. (2016) conducted 

a systematic review and network meta-analysis, investigating 

both pharmacological and psychotherapeutic interventions for 

managing OCD in adults. This study likely synthesizes 

evidence from various modalities, offering a comprehensive 

perspective on treatment options. 

Mirtazapine Augmentation (Pallanti et al., 2014): Pallanti 

et al. (2014) contributed a pilot study exploring mirtazapine 

augmentation of citalopram, observing response acceleration 

in OCD patients without comorbid depression. This study 

introduces a potential augmentation strategy that warrants 

further investigation. 

Efficacy and Tolerability of SSRIs (Griest et al., 1995; 

Montgomery et al., 2003): Griest et al. (1995) conducted a 

meta-analysis examining the efficacy and tolerability of 

serotonin transport inhibitors in OCD, contributing valuable 

insights into the overall effectiveness of this drug class. 

Montgomery et al. (2003) conducted a randomized controlled 

trial specifically focusing on sertraline, adding a controlled 

perspective to the assessment of its efficacy and tolerability. 

Bloch et al. (2010) and Stein et al. (2001) conducted meta-

analyses and dose-response analyses, respectively, focusing on 

the dose-response relationship of SSRIs in OCD. These 

studies contribute to our understanding of the optimal dosage 

of SSRIs in managing OCD symptoms. The findings align 

with the broader context provided by Griest et al. (1995), who 

conducted a meta-analysis examining the efficacy and 

tolerability of serotonin transport inhibitors, providing a 

comprehensive overview of the effectiveness of this drug class 

in OCD. 

Exploring Augmentation Strategies: Pallanti et al. (2014) 

investigated the augmentation strategy of mirtazapine with 

citalopram, observing accelerated responses in OCD patients 

without comorbid depression. This study introduces a 

potentially innovative approach, suggesting that combination 

therapy may offer additional benefits in certain cases. When 

compared with other articles, this finding highlights the 

diversity of treatment strategies beyond traditional 

monotherapy. 

Dose-Response Studies with Different SSRIs: Koran et al. 

(1999) and Bystritsky et al. (2007) specifically focused on 

dose-response studies with sertraline and escitalopram, 

respectively. These studies contribute unique insights into the 

dose-dependent effects of these SSRIs in treating OCD. When 

compared with the broader meta-analyses, these focused 

studies offer a more detailed examination of individual SSRIs. 

Randomized Controlled Trial of Sertraline: Montgomery et 

al. (2003) conducted a randomized controlled trial specifically 

with sertraline. This controlled trial provides a more controlled 

setting for evaluating the efficacy and tolerability of sertraline, 

complementing the findings from meta-analyses and dose-

response studies. 

In summary, these studies collectively contribute to our 

understanding of the pharmacological treatment landscape for 

OCD. The dose-response relationship of SSRIs, exploration of 

augmentation strategies, and focused dose-response studies 

with specific SSRIs provide a nuanced perspective on the 

efficacy and tolerability of these medications. The inclusion of 

a randomized controlled trial further strengthens the evidence 

base. These findings collectively contribute to the broader 

knowledge on optimizing pharmacotherapy for OCD, 

emphasizing both general trends and individual drug-specific 

considerations. 

 

IV. CONCLUSION: 

In conclusion, this body of research presents a nuanced 

understanding of pharmacotherapy for OCD. The 

identification of a dose-response relationship for SSRIs, 
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exploration of augmentation strategies, and the consideration 

of both pharmacological and psychotherapeutic interventions 

contribute to a more holistic understanding of treatment 

options. However, the available information on tolerability is 

somewhat limited, with variations in the depth of reporting 

across studies. Future research could benefit from more 

explicit reporting of tolerability outcomes, providing clinicians 

with a comprehensive picture of the risks and benefits 

associated with different interventions. In the evolving 

landscape of OCD treatment, the integration of diverse 

therapeutic modalities and individualized approaches stands 

out as a promising avenue for improving patient outcomes. 
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