Brazilian Journal of Psychiatry

- Braz J Psychiatry. 2023 Mar-Apr;45(2):146-161

bj p doi:10.47626/1516-4446-2022-2891

Brazilian Psychiatric Association
Revista Brasileira de Psiquiatria

@) ovrc ]
REVIEW ARTICLE

Brazilian Research Consortium on Obsessive-Compulsive
Spectrum Disorders guidelines for the treatment of adult
obsessive-compulsive disorder. Part |: pharmacological
treatment

Marcos Vinicius Sousa de Oliveira,’ @) Pedro Macul Ferreira de Barros,'*) Maria Alice de
Mathis, " Rodrigo Boavista,' Priscila Chacon,' Marco Antonio Nocito Echevarria,’ Ygor Arzeno
Ferrao,?® Edoardo Felippo de Queiroz Vattimo,' Antonio Carlos Lopes,' ) Albina Rodrigues
Torres,>* Juliana Belo Diniz,'*? Leonardo F. Fontenelle,?*®” Maria Conceicédo do Rosario,*®
Roseli Gedanke Shavitt,'? Euripedes Constantino Miguel,’? Renata de Melo Felipe da Silva,’
Daniel Lucas da Conceigéo Costa'?

" Departamento de Psiquiatria, Instituto de Psiquiatria, Hospital das Clinicas, Faculdade de Medicina, Universidade de Sdo Paulo, SP, Brazil.
2Consdrcio Brasileiro de Pesquisa em Transtornos do Espectro Obsessivo-Compulsivo, Sdo Paulo, SP, Brazil. *Departamento de Neurociéncias
Clinicas, Universidade Federal de Ciéncias da Satide de Porto Alegre, Porto Alegre, RS, Brazil. *Departamento de Neurologia, Psicologia e
Psiquiatria, Faculdade de Medicina, Universidade Estadual Paulista, Botucatu, SP, Brazil. *Departamento de Psiquiatria e Medicina Legal,
Universidade Federal do Rio de Janeiro, Rio de Janeiro, RJ, Brazil. ®Instituto D’Or de Pesquisa e Ensino, Rio de Janeiro, RJ, Brazil. " Department of
Psychiatry, School of Clinical Sciences, Monash University, Melbourme, VIC, Australia. ®Unidade de Psiquiatria da Infancia e Adolescéncia,
Departamento de Psiquiatria, Universidade Federal de Sdo Paulo, Sao Paulo, SP, Brazil. * These authors have contributed equally to this manuscript.

Objectives: To summarize evidence-based pharmacological treatments and provide guidance on
clinical interventions for adult patients with obsessive-compulsive disorder (OCD).

Methods: The American Psychiatric Association (APA) guidelines for the treatment of OCD (2013)
were updated with a systematic review assessing the efficacy of pharmacological treatments for adult
OCD, comprising monotherapy with selective serotonin reuptake inhibitors (SSRIs), clomipramine,
serotonin and norepinephrine reuptake inhibitors (SNRIs), and augmentation strategies with
clomipramine, antipsychotics, and glutamate-modulating agents. We searched for the literature
published from 2013-2020 in five databases, considering the design of the study, primary outcome
measures, types of publication, and language. Selected articles had their quality assessed with
validated tools. Treatment recommendations were classified according to levels of evidence
developed by the American College of Cardiology and the American Heart Association (ACC/AHA).
Results: We examined 57 new studies to update the 2013 APA guidelines. High-quality evidence
supports SSRIs for first-line pharmacological treatment of OCD. Moreover, augmentation of SSRIs
with antipsychotics (risperidone, aripiprazole) is the most evidence-based pharmacological interven-
tion for SSRI-resistant OCD.

Conclusion: SSRiIs, in the highest recommended or tolerable doses for 8-12 weeks, remain the first-
line treatment for adult OCD. Optimal augmentation strategies for SSRI-resistant OCD include low
doses of risperidone or aripiprazole. Pharmacological treatments considered ineffective or potentially
harmful, such as monotherapy with antipsychotics or augmentation with ketamine, lamotrigine, or
N-acetylcysteine, have also been detailed.
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Introduction

Obsessive-compulsive disorder (OCD) is a relatively
common and disabling neuropsychiatric disorder with a
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lifetime prevalence in adults ranging from 1.5 to 3%."
Obsessions and/or compulsions that are time-consuming,
distressing, and impact daily function are the core
manifestations of OCD.? Because OCD can severely
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impair the quality of life of both patients and caregivers,®®
it is considered a severe mental health disorder whose
public health significance has been underestimated.® The
burden imposed by OCD-related symptomatology can
be minimized by evidence-based treatments — specifi-
cally, selective serotonin reuptake inhibitors (SSRIs) and
cognitive-behavioral therapy (CBT) are considered first-
line treatments for OCD." Nevertheless, lack of response
or partial response to treatment are common; it is
estimated that almost half of patients adequately treated
with an SSRI or CBT do not achieve criteria for
response.”®

Clinical practice guidelines are recommendations for
clinicians about the care of patients with specific condi-
tions. They should be based upon the best available
research evidence and practice experience. Moreover,
clinical guidelines should be periodically updated in order
to incorporate the most recent evidence. Although there
are several clinical guidelines for the treatment of OCD,
most were developed in high-income countries and thus
may reflect clinical practice in those nations, which may
vary according to the organization of the local health
system and regulatory aspects (e.g., approved medica-
tions for OCD treatment may vary between countries).?'?

In the present study, the first of a series of four articles
regarding the most frequent treatments delivered to
patients with OCD (pharmacotherapy, psychotherapy,
neuromodulation, and neurosurgery), we aimed to pro-
duce updated clinical guidelines for the pharmacological
treatment of adult OCD using a rigorous methodology,
which included a systematic review of the literature in five
different databases, as well as a thorough evaluation of
the quality of the studies used to answer the research
questions presented in this review.

Methods
Overview

The present guideline was developed by mental health
professionals (psychiatrists and psychologists) experi-
enced in OCD from different Brazilian academic institu-
tions. It was designed to guide the decision-making
processes of psychologists, psychiatrists, and general
practitioners who care for adult patients with OCD. The
development of this guideline seemed justified consider-
ing the level of severity and impairment associated with
OCD, as well as the relatively low rates of diagnosis and
delivery of evidence-based treatments to patients with
OCD worldwide.'*'® Moreover, the latest Brazilian clinical
guideline for the treatment of OCD was published more
than 10 years ago, in 2011.®

We adopted the Methodological Guideline for Elabora-
tion of Clinical Guidelines,'” developed by the Brazilian
Ministry of Health, to steer the development process of
this guideline. A systematic review was conducted to
update two previous international treatment guidelines,
which included articles published from 1966 to 2013.%""
The proposal of the present guideline was registered in
the PRACTICE Guidelines Registration Platform (IPGRP-
2021CN324).
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Definition and construction of research questions

We adopted the Population, Intervention, Comparator,
and Outcome (PICO) strategy to develop our research
questions, which were formulated by a pharmacotherapy
working group composed of three psychiatrists. These
questions were discussed in a forum with clinical experts
in OCD from different Brazilian academic centers, and
some original questions were included or modified based
on their relevance. The research questions defined after
the experts’ forum are described in Box 1.

Search strategy

To answer the research questions, our starting point was
the American Psychiatric Association (APA) treatment
guidelines, which included articles published from 1966 to
2004, and its updated version, with articles published from
2004 to 2013."®"" Then, we conducted a search in
PubMed, Cochrane, Embase, PsycINFO, and LILACS to
obtain information on the state of the art in pharmacolo-
gical treatment of OCD. We restricted the novel search to
the period from 2013 to 2020. Search strategies used in
each database can be found in detail in Table S1.

Inclusion criteria

The study design, primary outcome measure, type of
publication, language, and year of publication determined
our inclusion criteria. We selected meta-analyses, sys-
tematic reviews, and randomized controlled trials (RCTs)
conducted with adult patients with OCD, published from
2013 to 2020. The primary outcome of the studies
included in the review was the pre- to post-treatment
change in OCD severity, as assessed by the Yale-Brown
Obsessive-Compulsive Scale (Y-BOCS).'® Only articles
in English were included. For questions or databases that
were not examined in the APA guidelines, the search
comprised meta-analyses published from 1966 to 2013 in
order to include studies that were not examined by the
guidelines used as our starting points.'!!

Article selection

Two members of the pharmacotherapy working group
independently screened titles and abstracts considering
the inclusion criteria. Then, these authors screened all
relevant full-text articles for eligibility. A third author was
consulted to solve any discrepancies. Rayyan software
was used for this step.'®

Quality assessment

To assess the quality of the included systematic reviews
and meta-analyses, we adopted the AMSTAR checklist
criteria.2® For randomized clinical trials, we adopted the
PEDro scale.?' Low-quality studies were not excluded.
However, treatment recommendations were organized
hierarchically based on the relevance and quality of the
evidence.

147

Braz J Psychiatry. 2023;45(2)



MVS de Oliveira et al.

Box 1 Research questions

Interventions Research questions

Pharmacologic treatments as monotherapy

SSRls

Clomipramine

Megadose SSRI
patients with OCD?

Is treatment with megadose SSRI safe?

Are SSRils superior to placebo in improving the severity of OCD in adult patients?
What are the recommended doses and duration of treatment to evaluate their efficacy?
Are there differences in efficacy and safety among the different SSRIs?

What are the main adverse events of SSRIs?

What is the duration of maintenance treatment with SSRIs?

Is clomipramine superior to placebo in reducing the severity of OCD in adult patients?
What are the recommended doses and duration of treatment to evaluate its efficacy?
Are there differences regarding efficacy and safety between clomipramine and SSRIs?
What are the main adverse events of clomipramine?

What is the duration of maintenance treatment with clomipramine?

SNRI Is treatment with SNRI superior to placebo or control intervention in improving the severity of OCD in adult patients?
What are the recommended doses and duration of treatment to evaluate the efficacy?

Are there differences between the efficacy of SNRI and SSRIs or clomipramine?

Is treatment with megadose SSRI superior to placebo or usual doses of SSRI in reducing OCD symptoms in adult

What are the doses and duration of treatment to evaluate the efficacy of megadose SSRI?

Pharmacological augmentation treatments

Clomipramine
patients?

clomipramine?

Antipsychotics
patients?

antipsychotics?

Glutamatergic

agents adult patients?

glutamatergic agents?

Is augmentation of SSRI treatment with clomipramine superior to placebo in improving the severity of OCD in adult
What are the recommended doses and duration of treatment to evaluate the efficacy of SSRI augmentation with
What is the safety of the combination of SSRI and clomipramine?

Is augmentation of SSRI treatment with antipsychotics superior to placebo in improving the severity of OCD in adult

What antipsychotics can be used for SSRI augmentation?
What are the recommended doses and duration of treatment to evaluate the efficacy of SSRI augmentation with

Is the combination of SSRI and antipsychotics safe?
Is augmentation of SSRI treatment with glutamatergic agents superior to placebo in improving the severity of OCD in

What glutamatergic agents can be used in combination with SSRIs?
What are the recommended doses and duration of treatment to evaluate the efficacy of SSRI augmentation with

OCD = obsessive-compulsive disorder; SNRI = serotonin and norepinephrine reuptake inhibitor; SSRIs = selective serotonin reuptake inhibitors.

Recommendations and levels of evidence

After answering the research questions, the recommen-
dations were classified according to levels of evidence
using the American College of Cardiology and the
American Heart Association (ACC/AHA) Recommenda-
tion System?? (Box 2).

Results

We identified 2,058 records by searching the defined
databases for pharmacologic therapy of OCD, of which
1,649 were screened, 95 were assessed for eligibility, and
57 articles were included in this review. Figure 1 presents
the study selection flowchart, designed according to the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA) Statement. Of the 95 reports
assessed for eligibility, 38 did not meet the inclusion
criteria and were excluded. Excluded studies and reasons
for exclusion can be found in Table S2.

Braz J Psychiatry. 2023;45(2)

Selective serotonin reuptake inhibitors (SSRIs),
clomipramine, and serotonin and norepinephrine
reuptake inhibitors (SNRIs)

Efficacy of SSRIs

SSRi efficacy in OCD is well-established. This evidence is
supported by well-conducted RCTs and meta-analyses.
Since the publication of the APA guidelines for the
treatment of OCD, more RCTs have been published
confirming these positive findings.?*?® A meta-analysis
with high overall confidence according to the AMSTAR-2
criteria (Table S3) included 17 RCTs (n=3,097) and
demonstrated that SSRIs are more effective than placebo
in reducing OCD symptoms.?” The overall relative risk for
treatment response was 1.84 (95%Cl 1.56-2.17) and the
overall reduction in Y-BOCS scores against placebo was
-3.21 (95%Cl -3.84 to -2.57). Using the ACC/AHA
Recommendation System, the class of recommendation
(COR) for SSRI monotherapy is 1 and the level of
evidence (LOE) is A.
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Box 2 Classes of recommendation and levels of evidence according to the American College of Cardiology and the American
Heart Association (ACC/AHA) Recommendation System

Strength of evidence

Benefit-risk ratio

1 Strong

2a Moderate

2b Weak

3 No benefit (moderate)
3 Harm (strong)

Benefit > > > Risk
Benefit > > Risk
Benefit > Risk
Benefit = Risk

Risk > Benefit

Levels (or quality) of evidence

Definition

A

B-R

B-NR

C-LD

C-EO

High-quality evidence from more than one RCT
Meta-analysis of high-quality RCTs
One or more RCTs corroborated by high-quality registry studies

Moderate-quality evidence from one or more RCTs
Meta-analysis of moderate-quality RCTs

Moderate-quality evidence from one or more well-designed, well-executed nonrandomized studies,
observational studies, or registry studies
Meta-analysis of such studies

Randomized or nonrandomized observational or registry studies with limitations of design or execution
Meta-analysis of such studies
Physiological or mechanistic studies in human subjects

Consensus of expert opinion based on clinical practice

RCT = randomized controlled trial.

Identification of studies via databases and registers ]
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1 ( Identification 1

2,058 records identified from:

MEDLINE (n=283)
Cochrane (n=690)
PsycINFO (n=350)
Embase (n=674)
LILACS (n=61)

Records removed before screening
Duplicate records removed (n=426)

!

Records screened
(n=1,632)

v

Records excluded
(n=1,537)

Screening

Reports sought for retrieval
(n=95)

!

Reports not retrieved
(n=0)

]

—
!
]
!
=
o
=

—

Reports assessed for eligibility
(n=95)

Studies included in review
(n=57)

Reports excluded: 38
Study design (n=5)
Poster abstract (n=3)
Study protocol register (n=4)
Intervention (n=17)
Other outcome (n=2)
Duplicate (n=3)
Age (n=1)
Other (n=3)

Figure 1. Flow diagram of study selection according to Preferred Reporting ltems for Systematic Reviews and Meta-Analyses

(PRISMA).23
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Comparisons between SSRIs

There is no evidence of superiority between individual
SSRIs. Head-to-head comparisons have not shown
statistically significant differences and the effect sizes
were similar in a Cochrane meta-analysis.?”2° A network
meta-analysis including 37 trials of SSRIs with a total of
3,158 subjects also showed no significant differences
between drugs when accounting for direct and indirect
comparisons.®® This meta-analysis, however, presented
low overall confidence by the AMSTAR-2 criteria.

Efficacy of clomipramine

Clomipramine has also been found to be superior to
placebo in reducing OCD symptoms in multiple RCTs and
meta-analyses. While some reviews that did not directly
compare clomipramine with SSRIs suggested that clomi-
pramine’s effect size was greater than that of SSRls,
head-to-head comparisons found no superiority between
clomipramine and SSRIs.?'3” A network meta-analysis
showed that a nonsignificant trend favoring clomipramine
disappeared when the sensitivity analysis accounted for
the attrition rates observed in the clinical trials testing
serotonergic medications — clomipramine studies, con-
ducted earlier than those testing SSRIs, reported data
only for subjects who completed the trials, overestimating
efficacy despite lower rates of effectiveness. When all
trials reporting intention-to-treat data were considered in
the analyses, the effect sizes of SSRIs and clomipramine
were found to be indistinguishable.®® The COR for
clomipramine monotherapy is 1 and the LOE is A.

Efficacy of serotonin-norepinephrine reuptake inhibitors
(SNRIs)

Data on SNRIs is limited. There have been two trials
comparing venlafaxine to other established treatments
and one trial comparing venlafaxine to placebo. First, a
randomized trial with 150 subjects comparing the efficacy
of venlafaxine with paroxetine in the treatment of OCD
demonstrated that there were no differences between
groups.® Second, a randomized trial with 73 subjects
comparing the efficacy of venlafaxine with clomipramine
also found no difference between groups.®® Finally, the
single study comparing venlafaxine to placebo was a
short (8-week) small randomized trial (n=30), which did
not demonstrate the superiority of venlafaxine over
placebo in reducing the severity of OCD.*® In a network
meta-analysis, venlafaxine was not superior to placebo.*°
Duloxetine, another SNRI, was only investigated as an
augmentation treatment: Mowla et al.*' published a brief
report on an 8-week randomized trial with 46 subjects
comparing augmentation of standard treatments with
either sertraline or duloxetine. Patients had failed to
respond to at least 12 weeks of SSRI treatment and were
allocated to augment their current treatment with either
sertraline or duloxetine. This RCT was rated 10 out of 11
in the PEDro scale (Table S4). Both groups showed
similar rates of improvement. Despite the potential benefit
of augmentation with duloxetine, combining a SSRI and a
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SNRI or two different SSRIs is unusual in clinical practice
due to the risk of serotonin syndrome, a potentially life-
threatening adverse event.*? Therefore, to date there is
no high-quality evidence supporting their use in the
treatment of OCD. The COR for venlafaxine monotherapy
is 2b and the LOE is C-LD. The COR for duloxetine
augmentation is 2b and the LOE is C-LD.

Dosage of serotonergic agents

Most fixed-dose studies on serotonergic drugs point to the
fact that higher doses lead to greater levels of improve-
ment in patients with OCD when compared to lower
doses.*** This finding is supported by two dose-
response meta-analyses.*”*® However, these meta-ana-
lyses received a critically low overall rating by the
AMSTAR-2 criteria. While higher doses are associated
with increased improvement, they are also associated
with increased levels of adverse effects. Recommended
doses (to be achieved after gradual titration) are
presented in Table 1.""'® For patients who have failed
treatment with usual SSRI dosages, treatment with
higher-than-recommended dosages has been proposed.
A double-blind, multicenter RCT randomized 66 non-
responders to 200 mg of sertraline into two groups: one
continued taking 200 mg of sertraline and the other
received higher doses of sertraline (250-400 mg) for 12
weeks.*® The average final dose was 357 mg in the high-
dose group, which presented significant improvements in
Y-BOCS, National Institute of Mental Health — Global
Obsessive-Compulsive Scale (NIMH Global OC), and
Clinical Global Impression — Improvement Subscale (CGl-
). However, the difference was clinically modest and
there was no significant difference in response rates
between groups (decrease in Y-BOCS > 25% and CGl-I
< 3). Adverse event rates were similar between groups.
Further data supporting higher-than-recommended doses
of SSRIs for the treatment of OCD include case series
and small open-label studies.?>5%%! Although it is not

Table 1 Recommended doses of serotonergic drugs for the
treatment of OCD in adults

Medication Recommended dose range (mg)
Selective SSRIs
Fluoxetine 60-80
Sertraline 150-200
Fluvoxamine 200-300
Paroxetine 40-60
Citalopram 40-60"
Escitalopram 20-40
Clomipramine 100-250
Selective SNRI
Venlafaxine 225-350

OCD = obsessive-compulsive disorder; SNRI = serotonin-
norepinephrine reuptake inhibitors; SSRIs = selective serotonin
reuptake inhibitors.

The benefits of titration to higher doses must be weighed against
the incidence of adverse effects on an individual basis.

720 mg in patients older than 60 years.



backed by robust evidence, the use of higher-than-
recommended doses might be considered when dealing
with nonresponders. The COR for higher-than-recom-
mended doses of SSRIs is 2b and the LOE is C-LD.

Timing of reassessment and duration of maintenance with
serotonergic agents

A meta-analysis of treatment response curves demon-
strated that response followed an exponential curve, with
most patients presenting response at the beginning of
treatment.*” This study included 17 trials with a total of
3,275 subjects. More than 50% of subjects presented
evident improvement within the first 4 weeks of treatment,
while more than 80% of patients experienced evident
improvement by week 6. Moreover, an open-label trial
of fluoxetine in treatment-naive patients indicated that
reduction of OCD severity (as indicated by a 20%
reduction of baseline Y-BOCS scores) at 4 weeks was
the best predictor of treatment response at 12 weeks.>?
These findings are in line with the APA Practice Guide-
line, which stated that an adequate trial should include
“4-6 weeks at the highest comfortably tolerated dose.”"
Most clinical trials for OCD had duration between 6 and
13 weeks. However, the extended trials that were
conducted with SSRIs and clomipramine have generally
found that discontinuation is associated with higher rates of
relapse.**%3-%¢ Relapse rates vary considerably between
the studies (differences in methodology should account for
part of this variance). The question as to how long the
treatment should be continued remains to be clarified;
however, most clinical guidelines, including the APA’s,
suggest at least 1-2 years after achieving remission."

Recommendations and adverse effects of serotonergic
drugs

Evidence up until this point corroborates current guidance
to keep SSRIs as first-line treatment. SSRIs have
substantially higher evidence to support their efficacy
than SNRIs. Moreover, individual RCTs and meta-
analysis demonstrate that SSRIs are better tolerated
than clomipramine in the treatment of OCD.?°*” Common
side effects of SSRIs include gastrointestinal complaints
(e.g., nausea, diarrhea), disturbed sleep (e.g., insomnia,
somnolence, vivid dreams), increased sweating, agita-
tion, and sexual dysfunction (e.g., decreased libido,
delayed orgasm). It is worth noting that the FDA
recommends a maximum dosage of 20 mg per day of
citalopram for patients older than 60 years because of the
risk of cardiac arrhythmias, and that it should also be
avoided in patients with a risk of QT prolongation.>®
Common side effects of SNRIs include gastrointestinal
complaints (e.g., nausea, constipation), dizziness, sleep
disturbances (insomnia, sedation), agitation, and sexual
complaints. Common side effects of clomipramine include
gastrointestinal complaints (e.g., dry mouth, constipation,
nausea), sexual complaints, sleep complaints (somno-
lence, sedation), urinary delay, orthostatic hypotension,
and cardiac conduction delay."

Brazilian adult OCD treatment guidelines

SSRI augmentation with clomipramine

We found one double-blind RCTs that compared three
pharmacological strategies in patients with SSRI-resistant
OCD - fluoxetine 80 mg per day plus placebo, fluoxetine
up to 40 mg per day plus clomipramine up to 75 mg, and
fluoxetine up to 40 mg per day plus quetiapine up to
200 mg per day. The first two strategies significantly
reduced the severity of OCD and were both significantly
superior to fluoxetine plus quetiapine.® Of note, the effect
of time spent on fluoxetine monotherapy (6 months) was
the most important factor associated with response at the
endpoint. The greatest concern associated with clomi-
pramine and SSRI combination therapy is the increment
in the blood levels of both drugs, which can increase the
risk of severe and potentially life-threatening events such
as seizures, heart arrhythmia, and the serotonin syn-
drome.®® The COR for clomipramine augmentation is 2b
and the LOE is C-LD.

SSRI augmentation with antipsychotics

The search strategy retrieved 10 articles: six RCTs, three
meta-analyses, one systematic review, and one narrative
review. These studies aimed to investigate the efficacy of
five second-generation antipsychotics (risperidone, pali-
peridone, aripiprazole, quetiapine, and olanzapine) as an
augmentation strategy for treatment-resistant patients
with OCD. We included trials testing the efficacy of
haloperidol considering its relevance as a treatment
alternative in low- and middle-income countries, such as
Brazil. The systematic review and meta-analyses had
variable quality as assessed by AMSTAR, ranging from
critically low to high. Though published in 2010, one meta-
analysis had not been included in the updated version of
the APA guidelines, published in 2013,%" and has been
considered to answer the questions presented in this
review. Out of the six RCTs selected for inclusion in this
review, only one was assessed, as two had already been
included in the reviews used as our starting point, while
the remaining three were excluded from our final analysis,
as explained below.

Risperidone

The updated version of the APA treatment guidelines
stated that mixed study results provided inconclusive
evidence that pointed towards only modest benefit of the
adjuvant use of risperidone, possibly more relevant for
specific groups (SSRI-resistant OCD or with tic comor-
bidity)."" A high-quality meta-analysis as assessed by the
AMSTAR criteria and which had not been included in that
guideline concluded that risperidone was efficacious,
though available data were small.®’ Subsequent studies
demonstrated that the mean reduction in the Y-BOCS
scores was 3.89 points, a significantly greater improve-
ment as compared to placebo, according to a moderate-
quality meta-analysis.®> Moreover, this augmentation
strategy produced moderate effect size (Hedges’
g = 0.59), according to a low-quality meta-analysis.®®
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Finally, another review found there is strong evidence to
support its use as an adjuvant treatment for SSRI-
resistant OCD, although the quality of this review has
been considered critically low by the AMSTAR criteria.®*

Despite its well-known adverse effects such as seda-
tion, weight gain, metabolic syndrome, and hyperprolacti-
nemia, risperidone appears to be well tolerated, but most
studies had a short duration (up to 8 weeks) and reported
adverse effects insufficiently.®' In a follow-up study which
included eight patients who had responded to risperidone
augmentation in an 8-week RCT comparing augmentation
of SSRIs with either risperidone, exposure and ritual
prevention (ERP), or placebo, only three patients in the
risperidone arm completed the follow-up and had small,
nonsignificant improvement after 6 months.®® There were
no studies evaluating the time to assess treatment
response. Doses ranged from 0.5 to 6 mg/day, with mean
doses between 0.5-2.2 mg, providing support for the
prescription of lower doses than those used in the
treatment of patients with psychotic disorders.®* Another
meta-analysis demonstrated that fixed doses of 0.5 mg
produced a greater effect size than higher doses.®? The
COR for this augmentation strategy is 2a and the LOE is A.

Paliperidone

There was no mention of the use of paliperidone in either
version of the APA guidelines. Our search retrieved two
systematic reviews on the use of paliperidone as an
adjuvant treatment for OCD; articles included in these
reviews comprised one case report and one small RCT
(n=34).354€% Though this RCT showed a trend favoring
paliperidone as an augmentation strategy, there was no
significant superiority of adjunctive paliperidone over
placebo.?® The COR for this augmentation strategy is 3
(no benefit) and the LOE is B-R.

Quetiapine

Both the original and updated versions of the APA
guidelines included trials published prior to 2013 and
concluded that adjuvant quetiapine treatment produced
mixed results. Therefore, augmentation with quetiapine
was regarded as a possible treatment, a recommendation
corroborated by a systematic review which included more
than 200 participants.®’ However, two meta-analyses
concluded that quetiapine (dose range: 25-600 mg/day)
showed no difference from placebo and studies had high
heterogeneity.®*®® A single-blind RCT of 33 SSRI-
refractory patients with OCD who received either quetia-
pine or aripiprazole for 12 weeks demonstrated that
adjuvant quetiapine was effective, with relevant response
as measured by a Y-BOCS score decrease occurring as
early as 8 weeks.®” Moreover, 60% of patients achieved
response at 12 weeks and there was a large effect size
(r = 0.62). The mean dose was 110 mg/day (SD = 47.1),
and one patient in the quetiapine group dropped out,
because of excessive sedation. Although the study’s
quality could be considered good, as assessed using the
PEDro scale, conclusions are limited because of the small
sample size and the single-blind design. Weight gain has
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also been reported as a cause of treatment discontinua-
tion.®" Three other publications consisted of the same
study published by a group of authors in 2015 and 2019
with slightly different phrasing in separate journals and
therefore were not included in this review.®®"° The COR
for this augmentation strategy is 3 (no benefit) and the
LOE is B-R.

Aripiprazole

The updated version of the APA guidelines considered
there was some support for aripiprazole augmentation;
this recommendation was supported by one double-blind
RCT.”! Subsequent meta-analyses included an additional
RCT and concluded that this treatment strategy was
significantly superior to placebo with a large effect size,
though sample sizes were small (n=79) and the longest
follow-up duration was 16 weeks.®6*72 One of the meta-
analyses found no new RCTs of aripiprazole for OCD,
observed that studies with low-quality methodology were
not enough to change the recommendation status of this
augmentation strategy, and considered the evidence for
the use of aripiprazole at best only promising.®* The
single-blind RCT mentioned above comparing adjuvant
quetiapine with adjuvant aripiprazole (mean dose 13.2
mg/day, SD = 5.7 mg/day) for OCD demonstrated that
86% of patients on the aripiprazole group responded by
12 weeks, with a large effect size (r = 0.80).°” Aripiprazole
is better tolerated than other antipsychotics and is
associated with less adverse effects such as weight gain,
sedation, or hyperprolactinemia, as well as a lower risk of
akathisia than risperidone.f®%* The COR for this aug-
mentation strategy is 2b and the LOE is B-R.

Olanzapine

The APA guidelines and subsequent systematic reviews
and meta-analysis took into consideration only two
double-blind RCTs published in 2004, with a combined
total sample of 70 participants.'®'161¢3 One trial pro-
duced positive results (mean doses: 11.2 mg/day;
maximum 20 mg/day), while the other demonstrated no
benefit of augmentation with olanzapine (mean doses: 6.1
mg/day; maximum 10.0 mg/day).”®"* Taken together, the
lack of replication of the positive results in the pivotal trial
and the profile of associated adverse events, notably
weight gain,®’ SSRI augmentation with olanzapine is not
recommended. The COR for this augmentation strategy is
3 (no benefit) and the LOE is B-R.

Haloperidol

The updated version of the APA guidelines made no
change from its original stance, which supported the
adjunctive use of haloperidol, and no original trials testing
this augmentation strategy were found in our search.'®"
Nonetheless, this first-generation antipsychotic (FGA) will
be mentioned considering its wide availability in the
Brazilian public health system, being one of the most
accessible in the country and probably in other countries
with similar levels of development and health system
organization.



An RCT testing the combination of haloperidol 2 to
10 mg/day (mean = 6.2, SD = 3.0) or placebo in patients
with OCD not responsive to fluvoxamine for 4 weeks
demonstrated that those with comorbid tic disorders
greatly benefited from the association, as compared to
those without tic disorders, who had no benefit.”

A crossover RCT, in which haloperidol 2 mg/day or
risperidone 1 mg/day for 2 weeks was added to treatment
with SSRIs, concluded that adjunctive haloperidol and
risperidone might have a role in the treatment of OCD,
even though more than 40% of patients who received
haloperidol dropped out due to poor tolerability.”® The
COR for this augmentation strategy is 2b and the LOE is
C-LD.

Augmentation with glutamate-modulating agents

Our search retrieved trials testing the efficacy of the
following glutamate-modulating agents: amantadine,
gabapentin, ketamine, L-carnosine, lamotrigine, mavo-
glurant, memantine, N-acetylcysteine (NAC), pregabalin,
riluzole, and topiramate. Below, we provide details of the
articles included in our review for each medication.

Amantadine

One RCT testing the augmentation of fluvoxamine with
amantadine, an uncompetitive antagonist of the N-methyl-
D-aspartate receptor (NMDA)-type glutamate receptor,
was included among the articles selected to answer the
questions regarding the efficacy of glutamate-modulating
agents in the treatment of OCD.’” This trial included 106
treatment-free patients, who were randomized to receive
fluvoxamine up to 200 mg per day plus amantadine
100 mg per day or placebo for 12 weeks. The results of
this study demonstrated a significant superiority of the
combination of SSRI plus amantadine over placebo in
reducing the severity of OCD. This RCT received the
maximum score in the PEDro scale, indicating high
methodological quality. However, the dose of fluvoxamine
used in this study was below that recommended for OCD
treatment, which contrasts with different guidelines on the
initial treatment of OCD. Therefore, amantadine can be
used for SSRI augmentation, but further trials are needed
to confirm this recommendation. The COR for this
augmentation strategy is 2b and the LOE is C-LD.

Gabapentin

One three-arm RCT was identified among the selected
articles to answer the question regarding the efficacy of
gabapentin as an augmentation strategy for OCD treat-
ment.”® This study included 99 patients with SSRI-resistant
OCD who were randomized to receive fluoxetine +
gabapentin up to 300 mg per day, fluoxetine + memantine
up to 10 mg per day, or fluoxetine + placebo for 8 weeks.
The results of this study did not demonstrate a significant
superiority of the active interventions over placebo. This
study scored 8 out of 11 points in the PEDro scale,
indicating moderate-to-high methodological quality. Con-
sidering these results, augmentation of SSRIs with
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gabapentin in patients with treatment-resistant OCD is
not supported by the available literature. The COR for this
augmentation strategy is 3 (no benefit) and the LOE is B-R.

Ketamine

Two RCTs assessing the efficacy of ketamine for OCD
treatment were identified among the selected articles and
included in this review.”®° The first study consisted of a
crossover RCT in which 15 treatment-free OCD adults
with near-constant obsessions were randomized to
receive two 40-minute intravenous infusions, one of
saline and one of ketamine (0.5 mg/kg), spaced at least
1 week apart — the order of each infusion pair was
randomized.”® However, as ketamine showed significant
carryover effects, the authors reported only the first-
phase data in their statistical analyses. The results
demonstrated that 1 week post-infusion, 50% of those
receiving ketamine (n=8) met criteria for treatment
response vs. 0% of those receiving placebo (n=7). This
study scored 8 out of 11 points in the PEDro scale,
indicating moderate-to-high methodological quality.

The second study was designed as an RCT aimed at
assessing the efficacy of intranasal ketamine 50 mg or
intranasal midazolam 4 mg.8° However, this study was
discontinued after only two participants completed it due
to a low enrollment rate and poor tolerability.

Based on the aspects cited above, the use of ketamine
either by intravenous or intranasal routes for OCD
treatment is not supported by the available literature.
The COR for this augmentation strategy is 3 (harm) and
the LOE is A.

L-carnosine

One RCT assessing the efficacy of L-carnosine, a natural
dipeptide with antiglutamatergic and antioxidative proper-
ties, for OCD treatment was identified among the selected
records and included in this review.®' Fifty treatment-free
patients with OCD were randomized to receive fluvox-
amine up to 200 mg per day + L-carnosine up to 1,000
mg per day or placebo for 10 weeks. The combination of
fluvoxamine with L-carnosine resulted in a significantly
greater improvement of OCD severity, as compared to
placebo. This RCT received the maximum score in the
PEDro scale, indicating high methodological quality.
However, a more comprehensive and individualized
review of this manuscript allowed identification of quality
aspects not assessed by the PEDro scale. For example,
the period over which this study was conducted was
surprisingly short — the authors stated that 92 patients
were screened, 50 were randomized, and 44 completed
the trial from March 2016 to June 2016. This information
strikingly contrasts with the duration of recruitment
reported in studies with similar designs. Moreover, the
alleged significant efficacy of this augmentation strategy
in reducing the severity of obsessions, as stated in the
results and discussion sections of the manuscript,
diverges from the information presented in figures and
tables. Similar to what was observed in the amantadine
trial, this study consisted of delivering an initial
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pharmacological intervention in treatment-naive patients.
Moreover, the dose of fluvoxamine used in this study was
below that recommended for OCD treatment. Considering
all aspects mentioned above, in addition to the absence of
other studies replicating these findings, augmentation of
SSRIs with L-carnosine can be used, but this recommen-
dation is not supported by high-quality scientific evidence
(COR = 2b; LOE = C-LD).

Lamotrigine

One RCT testing the efficacy of augmenting SSRIs with
lamotrigine or placebo in treatment-resistant patients with
OCD met the inclusion criteria and was included in this
review.8? Sixty patients with OCD resistant to an
adequate trial with SSRIs were included in the study
and were randomized to receive adjunctive fixed doses
(100 mg) of lamotrigine per day or placebo for 12 weeks.
The combination of lamotrigine with SSRI was signifi-
cantly superior in reducing the severity of OCD as
compared to placebo, with a moderate effect size
(Cohen’s d = 0.54). This RCT scored 10 out of 11 in the
PEDro scale, indicating an alleged high methodological
quality. However, prescription of lamotrigine without
careful dose titration, as described in this study, is in
striking contrast to the conventional recommendation. It is
known that the major barrier to lamotrigine administration
is the potential for life-threatening skin rash, which
increases if the starting dose is too high or if escalation
is done too rapidly.®386 Thus, the conventional titration
protocol has been recommended as a slower-is-safer
approach, taking more than 8 weeks to reach the usual
maintenance dose.®> Therefore, although showing posi-
tive results in a small RCT, the clinical trial demonstrating
the efficacy of lamotrigine for OCD should not be
considered high-quality evidence to support its use. The
COR for this augmentation strategy is 3 (harm) and the
LOE is C-LD.

Mavoglurant

One RCT testing the augmentation of SSRI with
mavoglurant, an antagonist of mGIuR5 receptors, aimed
at reducing the severity of OCD in treatment-resistant
patients was included in this review.®” This study was
terminated because of a lack of efficacy at interim
analysis and, therefore, does not support the use of an
mGIuR5 receptor antagonist for OCD treatment. The
COR for this augmentation strategy is 3 (no benefit) and
the LOE is B-R.

Memantine

Two meta-analyses were included in this review to
answer the questions regarding the efficacy of memantine
as an augmentation strategy in the treatment of patients
with OCD.8889 |n the study conducted by Kishi et al.,®®
three RCTs comprising 114 patients were included in the
analysis, whereas the study conducted by Modarresi
et al.®% included eight trials with different designs (four
double-blind RCTs, one single-blind case-control trial,
and three open-label studies), comprising 125 subjects.
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The daily dose of memantine used in the trials included in
both reviews ranged from 5 to 20 mg per day, and the
duration of the trials varied from 8 to 16 weeks. Both
meta-analyses demonstrated a significant benefit of
augmenting SSRI with memantine in reducing the severity
of OCD, as compared to placebo. However, both
systematic reviews had their quality classified as critically
low per the AMSTAR criteria. Therefore, memantine can
be used as an augmentation strategy in treatment-
resistant patients with OCD, but this intervention is not
supported by high-quality scientific evidence (COR = 2b;
LOE = C-LD).

N-Acetylcysteine (NAC)

Four RCTs testing the augmentation of SSRIs with NAC
were included in this review and showed divergent
results; two demonstrated a significant superiority of
supplementation with NAC over placebo in reducing the
severity of OCD, while two showed negative results.®®°*
The daily dose of NAC ranged from 2,000 to 3,000 mg per
day and the duration of the trials varied from 10 to 16
weeks. Trials that demonstrated a benefit of NAC had a
shorter duration, employed lower doses of NAC, and
included subjects who were less treatment-resistant.
Afshar et al.*® included patients who failed to respond to
SRI treatment, while Paydary et al.®? included patients
who did not receive any psychotropic medications
6 weeks prior to the study, i.e., SSRI and NAC or placebo
were initiated at the same time.®®®2 On the other hand,
RCTs that did not demonstrate any benefit of this
intervention included patients with a higher degree of
resistance to treatment.®"93

Regarding the quality assessment of the RCTs using
the PEDro scale, all RCTs included in the review received
high scores (range: 8-10), demonstrating high methodo-
logical quality. However, methodological issues that are
not fully captured by the tool were detected in at least
three trials.>®% For example, pre- and post-treatment
CGil scores, an ordinal variable, were reported as means
and SDs, rather than as absolute and relative frequen-
cies.?*°" Moreover, the target dose of fluvoxamine used
in one positive study was below that recommended for
OCD treatment.?

Considering the aforementioned aspects, specifically
the divergent results, the different profile of patients with
OCD included in the RCTs and the concerns regarding
the methodological quality of some trials, the recommen-
dation of using NAC in the treatment of OCD is not
supported by the existing literature. The COR for this
augmentation strategy is 3 (no benefit) and the LOE
is B-R.

Pregabalin

One RCT assessing the efficacy of pregabalin for OCD
treatment was identified among the selected records and
included in this review.** Fifty-six SSRI-resistant patients
with OCD were included in the trial and were randomized
to receive either pregabalin up to 225 mg per day or
placebo as augmenting agents for 12 weeks. The results



of this study demonstrated that pregabalin was signifi-
cantly more effective than placebo as an augmentation
strategy for treatment-resistant OCD — nearly 60% of
patients allocated to the pregabalin group responded to
treatment (reduction of baseline Y-BOCS scores > 35%),
while only 7.14% of those who received placebo were
considered responders to treatment. This magnitude of
treatment effect is similar to that produced by SSRiIs, the
first-line pharmacological treatment for OCD, and con-
trasts with the effect sizes produced by augmentation with
antipsychotics, the most well-established pharmacologi-
cal augmentation strategy for treatment-resistant OCD.
This study scored 8 out of 11 in the PEDro scale,
indicating moderate-to-high methodological quality.
Therefore, the use of pregabalin may be considered as
an adjuvant treatment for OCD, but this recommendation
should be taken considering the aforementioned metho-
dological concerns (COR = 2b; LOE = C-LD).

Riluzole

Two RCTs evaluating the efficacy of riluzole or placebo in
reducing the severity of OCD met the criteria for inclusion
in the present review.°>% One study included 39 SSRI-
resistant patients with OCD, who were randomized to
receive riluzole up to 100 mg or placebo and followed for
12 weeks, after a 2-week placebo lead-in.%® The results
of this trial did not demonstrate a significant difference
between groups regarding the reduction of Y-BOCS
scores. Another study included 54 treatment-free patients
who were randomized to receive either fluvoxamine
200 mg per day + riluzole 100 mg per day or fluvoxamine
200 mg per day + placebo.°® The results of this trial
demonstrated a significantly greater improvement of OCD
severity in patients allocated to receive fluvoxamine +
riluzole, as compared to fluvoxamine + placebo. How-
ever, similar to the trials testing the efficacy of amantadine
and pregabalin, the dose of fluvoxamine used in this study
was below that recommended for OCD treatment. Both
studies scored high (range: 10-11) on the PEDro scale,
indicating high methodological quality. Considering the
divergent results of these RCTSs, riluzole in the treatment
of OCD is not supported by the available literature. The
COR for this augmentation strategy is 3 (no benefit) and
the LOE is A.

Topiramate

One RCT testing the efficacy of augmenting SSRI with
topiramate or placebo in treatment-resistant patients with
OCD met the criteria for inclusion in this review.%” In this
study, 38 patients were randomized to receive topiramate
up to 200 mg per day or placebo for 12 weeks. The results
of this trial demonstrated a significant superiority of
topiramate in reducing OCD severity as compared to
placebo after 8 weeks, but not at week 12. Moreover, CGI
subscale scores were not significantly different between
groups. This study scored 10 on the PEDro scale,
indicating high methodological quality. However, metho-
dological issues that are not fully captured by this tool
were identified after a thorough review of the manuscript.
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Similar to what we observed in two RCTs testing NAC,
pre- and post-treatment CGl scores, an ordinal variable,
were reported as means and SDs, rather than as absolute
and relative frequencies. Based on the aforementioned
aspects, topiramate can be used as an SSRI-augmenta-
tion agent in treatment-resistant OCD patients, but its use
is supported by only one study with low overall methodo-
logical quality. The COR for this augmentation strategy is
2b and the LOE is C-LD.

Discussion

This article describes the process and results of devel-
opment of international clinical guidelines on the pharma-
cological treatment of adult patients with OCD in a
developing country. As our starting point, we reviewed
the APA guidelines, which were last published in 2013,
and updated them by conducting a systematic review of
the literature published between 2013 and 2020. Metho-
dological strengths of our study include performing a
search in five relevant databases of the medical literature,
as well as a rigorous assessment of the methodological
quality of the articles selected to answer our research
questions.

SSRis/clomipramine and CBT with ERP are both
established treatments for OCD." The results of an RCT
demonstrated that the effects of ERP and the combination
of ERP plus clomipramine for OCD were similar, and both
were supetior to clomipramine only.%® Different reviews
corroborate this finding.*%%° Therefore, treatment of OCD
should always encompass ERP sessions. In situations
where referral to ERP is not possible, medical treatment
should include psychoeducation regarding the importance
of implementing ERP techniques aimed at improving the
severity of OCD. This topic — CBT with ERP for OCD — will
be discussed in detail in the next article of this series
comprising guidelines for the treatment of OCD. Con-
sidering the low availability of trained CBT therapists and
the high rates of comorbid disorders that may require
pharmacological treatment, an updated review of the best
evidence-based pharmacological treatments for OCD
seemed justified.’®®'®" Below, we discuss the main
findings of our systematic review and provide recommen-
dations regarding the pharmacological treatment to be
delivered for patients with OCD. These recommendations
have been summarized in Table 2.

First-line pharmacological treatment

There is robust evidence supporting the efficacy of SSRIs
for the treatment of OCD (COR = 1; LOE = A). Among
specific SSRIs, there is no evidence of superiority of any
particular drug. The efficacy of clomipramine for the
treatment of OCD has also been demonstrated (COR = 1;
LOE = A). Some reviews have suggested that the effect
size of clomipramine was superior as compared to SSRiIs,
but head-to-head comparisons conducted more recently
did not corroborate this finding.®'” However, it might be
reasonable to indicate a trial with clomipramine in patients
who did not respond adequately to SSRIs (COR = 2b;
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LOE = C-LD). While evidence is not as compelling as for
other agents, venlafaxine may be useful for treating
OCD*° (COR = 2b; LOE = C-LD). Duloxetine was only
studied for augmentation of treatment as usual in a small
trial, showing similar response as augmenting the
patients’ current regimen with sertraline.*’ Since it is not
usual practice to augment one SSRI with another SSRI or
SNRI, further data is needed to support this intervention.
Regarding dosage, most fixed-dose studies point to
higher doses leading to greater improvement.*3® Thus, it
is recommended that patients try high-dose serotonergic
treatment before concluding that the treatment has failed
(COR = 1; LOE = B-R). Because higher doses are not
only associated with higher response rates, but also with
higher rates of side effects, it is recommended that
dosages be titrated gradually and taking individual
tolerability in consideration (COR = 2a; LOE = B-R).
Recommendations for the timing of reassessment and
the duration of maintenance treatment with serotonergic
agents remain largely similar to those in the APA Practice
Guideline."" Issari et al.*’ performed a meta-analysis of
response curves of 17 trials, showing that 50% of subjects
presented evident improvement within the first 4 weeks
of treatment, and more than 80% presented evident
improvement within the first 6 weeks of treatment. We
corroborate the APA Practice Guideline recommendation
that an adequate trial should include 4-6 weeks at the
highest tolerated dosage (COR = 1; LOE = A). The
duration of medication treatment, however, is much less
clear. The great majority of trials were short-term, so most
trials fail to provide guidance on when medication should
be discontinued. The extended trials available have
generally pointed that discontinuation of medication is
associated with higher rates of relapse.**®3%® We
corroborate the APA Practice Guideline recommendation
of maintaining treatment for at least 1-2 years after
achieving remission (COR = 2b; LOE = C-LD).

Pharmacological augmentation strategies

Serotonergic agents

For patients who have failed first-line therapies, it is
possible to consider higher-than-recommended doses of
SSRiIs or augmenting SSRI with clomipramine. There is a
limited number of studies investigating these strategies.
Higher-than-recommended doses have been tested in a
double-blind, multicenter RCT of 66 subjects comparing
200 mg of sertraline to 250-400 mg of sertraline (average
final dose, 357 mg/day). There were significant improve-
ments in Y-BOCS, NIMH Global OC Scale, and CGl-I, but
the difference was clinically modest and there was no
significant difference in response rates between groups.
Further data supporting higher-than-recommended doses
of SSRis for the treatment of OCD include case series®®
and small open-label studies.®®®' Thus, a trial of higher-
than-recommended doses of SSRI might be reasonable
in nonresponders (COR = 2b; LOE = C-LD).

Another strategy that has been investigated by a small
body of research is augmenting SSRI with clomipramine.
Diniz et al.>® randomized 54 patients who had failed to
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respond to fluoxetine monotherapy (highest tolerated dose
up to 80 mg/day) into one of three arms: clomipramine
augmentation (75 mg/day), quetiapine augmentation (200
mg/day), or placebo augmentation. There was significant
reduction in Y-BOCS in the clomipramine augmentation
group, with a response rate of 44%. However, the
treatment response was similar in the placebo augmenta-
tion group. Of note, patients in the fluoxetine + quetiapine
arm did not show significant improvement over baseline.
SSRI augmentation with clomipramine was also explored
in case series and small open-label trials, with mostly
positive experiences, but some reported negative
results.’®®'% Despite a lack of robust evidence, in
treatment-resistant patients it might be reasonable to try
augmenting SSRIs with clomipramine (COR = 2b; LOE =
C-LD). Nonetheless, caution regarding adverse effects and
drug interactions is warranted.

Antipsychotics

While these guidelines focus on the adjuvant use of
antipsychotics for OCD, we would like to highlight that no
new research on the treatment of OCD with antipsycho-
tics as monotherapy resulted from our search. Thus, no
changes to the APA recommendations have been made
and, at present, there is no evidence of the benefit of
treating OCD patients with antipsychotics as monother-
apy'®* (COR = 3; LOE = C-LD).

Antipsychotics, as a class, have been used as
augmenting agents for patients with OCD unresponsive
to SSRI monotherapy and have shown encouraging
results in some cases. The majority of studies were
short-term, between 4 and 16 weeks of duration, with the
exception of one 6-month follow-up study mentioned
earlier.®® This precludes any recommendations regarding
long-term treatment with these agents. Moreover, it has
been clearly demonstrated that long-term treatment with
antipsychotics is associated with serious adverse
effects.’® A systematic review demonstrated there was
insufficient reporting of side effects in several trials, such
that sexual dysfunction, a well-known reason for treat-
ment discontinuation, was not mentioned as an adverse
effect in any of the studies retrieved by our search.®'1%¢

Though no new studies on haloperidol have been found
following the 2007 guidelines recommendation, it may be
prescribed judiciously as an adjunct in SSRI-resistant
patients and its use should be considered when other
antipsychotics are not available or affordable. Tolerability
must be regularly assessed, since adverse effects such
as parkinsonism and tardive dyskinesia are more frequent
than with second-generation antipsychotics. Doses of
haloperidol should be the lowest possible, starting from
0.5 mg up to 5 mg/day, and only in exceptional cases
reaching 10 mg per day (COR = 2b; LOE = B-R).

Risperidone has been the most studied antipsychotic for
this purpose and evidence suggests its superiority over
placebo, though adverse effects such as sedation and
weight gain may jeopardize tolerability. Close, regular moni-
toring of side effects is mandatory. Doses should mainly be
kept in lower ranges (up to 2 mg per day, generally not
exceeding 4 mg per day) (COR = 2a; LOE = A).
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Aripiprazole is a newly recommended augmentation
strategy for treatment-resistant OCD. Its doses should be
kept in a low range, not exceeding 15 mg per day (COR =
2a; LOE = B-R).

Regarding paliperidone, quetiapine, and olanzapine,
there is no evidence supporting their use as augmenting
agents for treatment-resistant OCD (COR = 3; LOE = B-R).

Glutamate-modulating agents

To answer our questions regarding augmentation with
glutamate-modulating agents in the treatment of OCD, we
included 23 articles (two meta-analyses, one systematic
review, and 20 RCTs). Our search retrieved trials testing
the efficacy of the following glutamate-modulating agents:
amantadine, gabapentin, ketamine, L-carnosine, lamotri-
gine, mavoglurant, memantine, NAC, pregabalin, riluzole,
and topiramate. Although a few studies have demon-
strated the efficacy of amantadine, L-carnosine, meman-
tine, pregabalin, and topiramate (COR = 2b; LOE =
C-LD), methodological concerns involving these studies
preclude any definite conclusions favoring use of these
medications. Therefore, we do not recommend the
routine use of glutamate-modulating agents for treating
patients with OCD.

Unexpected findings

During the development of the present guideline, we
detected one RCT designed to determine the efficacy of
SSRI-augmentation with either quetiapine or aripiprazole
in treatment-resistant patients with OCD, which has been
published in three different scientific journals from 2015
and 2019.°87° Despite reporting the same results, all
articles were published as different original research.

Limitations

The results of our review should be interpreted in light of a
few limitations. First, we restricted our search to the most
frequent pharmacological treatments for OCD — SSRils,
clomipramine, SNRIs, antipsychotics, and specific gluta-
mate-modulating agents. Other medications (e.g., cele-
coxib, ondansetron, minocycline) which may have a place
in the pharmacotherapy of OCD were not covered by the
present guidelines. Second, we only included trials using
the Y-BOCS as primary outcome measure. An expert
consensus derived from the results of a multi-round, web-
based Delphi survey of experts in the field stated that
treatment response should be defined by associating CGl-I
scores with the relative reduction in baseline Y-BOCS
scores after an adequate SSRI trial.'®” According to this
consensus, successful treatment response has been
defined as a Y-BOCS score reduction equal to or greater
than 35% and a CGl-I score of 1 (very much improved) or 2
(much improved). Although this is the consensus optimal
definition of treatment response, if we adopted it as an
inclusion criterion for our review, very few articles would
have been included to answer our research questions.
Finally, despite our attempt to assess the methodological
quality of the selected studies using validated instruments
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(AMSTAR-2 for systematic reviews and the PEDro scale
for RCTs), we found that these instruments were not able
to fully detect methodological flaws.2®?' To address this
issue, we based our recommendations not only on the
scores provided by these tools, but also on qualitative
assessment of the studies by experienced clinicians and
researchers in the field of OCD.

Conclusions

The use of SSRIs in moderate-to-high doses for 8-12
weeks is supported by high-quality scientific evidence and
remains the first-line pharmacological treatment of choice
for OCD. Despite the well-established efficacy of clomi-
pramine, as demonstrated in multiple RCTs and meta-
analyses, it should be reserved for situations in which
SSRIs are unavailable or ineffective, and tolerability and
safety issues should be considered. For nonresponders
to monotherapy with SSRIs or clomipramine, the most
evidence-based next step is short-term augmentation of
these agents with low doses of risperidone or aripiprazole.
Finally, pharmacological strategies that have already
been considered ineffective or potentially harmful include
monotherapy with antipsychotics and augmentation with
paliperidone, quetiapine, olanzapine, gabapentin, keta-
mine, lamotrigine, mavoglurant, NAC, or riluzole.
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