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Abstract
Purpose Adolescents and adults with Down syndrome are noted to display symptoms and behaviors consistent with a diag-
nosis of Obsessive Compulsive Disorder. While evidenced-based interventions, including psychopharmacology and thera-
peutic interventions including exposure and response prevention, exist and effectively treat obsessive-compulsive symp-
toms in neurotypical populations, less is known about effective treatments for similar presentations in persons with Down 
syndrome.
Methods A scoping rapid review was conducted in April 2023 to determine what treatments are being used to target obses-
sive-compulsive symptoms and related behaviors in adolescents and adults with Down syndrome, the quality of those treat-
ments, and their alignment with current evidenced-based interventions.
Results A total of eleven articles, all single case or case series, published between 1992 and 2017 were identified describing 
the treatment of 32 adolescents and adults with Down syndrome and obsessive-compulsive traits and behaviors including: 
hoarding, cleaning, gross motor compulsions, and food, hygiene, dressing, and checking rituals. Interventions used most 
often aligned with evidenced-based guidelines for treating obsessive compulsive disorder and included psychopharmacol-
ogy, psychotherapy, and complementary and alternative medicine.
Conclusions While the outcomes of most interventions yielded partial or significant reduction in symptoms, poor research 
quality and limited generalizability noted across all studies make it difficult to inform guidelines for caring for this high-
needs population. In the future, we believe it is necessary to perform more rigorous research focused on treating obsessive 
compulsive symptoms in individuals with Down syndrome with sufficient follow-up to fully assess treatment effectiveness.
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Down syndrome (DS) is the most common genetic cause 
of intellectual disability (Gratias et al., 2022), affecting 
approximately 1 in every 700 births in the United States 
alone (Centers for Disease Control and Prevention, 2023). 
Individuals with DS are at an elevated risk of developing 
a variety of medical conditions such as vision and hear-
ing problems, obstructive sleep apnea, and autoimmune 
conditions, as well as developmental complications such 
as autism spectrum disorder and behavioral problems for 
which screening for is recommended by the American Acad-
emy of Pediatrics (Bull et al., 2022; Weijerman & de Win-
ter, 2010). While routine screening for medical conditions is 
easily obtained with physical examinations and laboratory 
testing, it is more difficult and time intensive to screen for 
mental health conditions and psychosocial factors affecting 
a person’s wellbeing (Ballester et al., 2005).

Given the unique DS genetic profile, psychiatric symp-
toms often present in a non-classical form, creating chal-
lenges with regards to diagnostic clarity (Patti & Tsiouris, 
2006). Therefore, it is not surprising that there are dispari-
ties in diagnosis and subsequent treatment of mental health 
conditions in the DS population (Rivelli et al., 2022). 
Unfortunately, approximately 28.9% of individuals with DS 
have a co-morbid psychiatric condition (Prasher, 1995). Of 
these, the most common mental health concerns are mood 
and anxiety disorders, including major depressive disorder, 
generalized anxiety disorder, and obsessive-compulsive dis-
order (Chicoine et al., 2021).

Obsessive-compulsive disorder (OCD), as described in 
the DSM 5, is characterized by the presence of obsessions 
and compulsions. Obsessions are unwanted mental images, 
thoughts, urges, or impulses which are considered undesir-
able or disturbing to the individual experiencing them. In 
turn, compulsions are repetitive behaviors or actions, which 
are often performed in order to decrease anxiety caused 
by obsessions (American Psychiatric Association, 2013). 
The prevalence of OCD and obsessive-compulsive behav-
iors and traits ranges from 0.8 to 4.5% in the DS popula-
tion (Myers & Pueschel, 1991; Prasher & Day, 1995). For 
neurodivergent and neurotypical individuals, the presence 
of OCD-related behaviors can be very distressing and have 
a significant impact in an individual’s quality of life, mak-
ing it difficult to perform daily activities such as eating and 
drinking, and often negatively impacting social relation-
ships (Huppert et al., 2009).

Despite the prevalence and distress caused by this condi-
tion, it remains difficult for clinicians to effectively diag-
nose and treat OCD in individuals with DS. Some argue 
that the diagnostic difficulty is because clinicians may 
incorrectly attribute OCD behaviors to co-occurring intel-
lectual disability which is a phenotypic DS trait (Tassé et 
al., 2016). Further, due to cognitive impairments, persons 

with DS may have poor insight or difficulty clearly com-
municating their emotional state, making it hard to diagnose 
OCD which relies on both insight and emotional awareness. 
Finally, the individual’s level of adaptive abilities can mask 
OCD symptoms resulting in hindering a clear evaluation of 
OCD symptoms. While standardized screening forms exist 
and have been approved for neurotypical individuals, there 
are few reliable measures available for individuals with DS. 
As a result, clinicians must often rely on subjective report 
provided by collateral caregivers in order to diagnose and 
assess treatment response.

Once a diagnosis of OCD is provided, a clinician should 
provide evidence-based treatments to help the patient cope 
with the symptoms and behaviors which are negatively 
impacting their ability to function and perform activities 
of daily life. In neurotypical patients, OCD and related 
symptoms are treated using evidence-based interventions 
which usually entails a combination of pharmacologic treat-
ment and therapeutic interventions including exposure and 
response therapy (Fineberg et al., 2012). Current guidelines 
from the American Psychiatric Association recommend 
use of selective serotonin reuptake inhibitors (SSRIs) with 
trial of alternative SSRI or augmentation with antipsy-
chotics endorsed for treatment resistant OCD symptoms. 
Concurrent treatment with Cognitive Behavioral Therapy 
or Exposure Response Prevention therapy (ERP) is also 
recommended for those who can participate (Koran et al., 
2007). The use and safety of these therapeutics for the DS 
population is unknown. Given that individuals with DS are 
more prone to adverse reactions and side effects from medi-
cations, it cannot be assumed that interventions approved 
for neurotypical patients are both safe and efficacious (Hefti 
& Blanco, 2017). Therefore, it is imperative that clinicians 
have access to evidence-based treatment recommendations 
to adequately address OCD and related behaviors.

There must be understanding as to what treatments are 
currently being used to address OCD in individuals with 
DS and their utility. Via a rapid scoping review of current 
existing literature, this project aims to identify therapeutics 
used to target obsessive-compulsive traits and behaviors in 
teens and adults with DS and examine their efficacy. Spe-
cifically, we aim to (1) identify strategies used to target and 
treat symptoms of OCD or related behaviors, (2) determine 
the alignment of these strategies with current guidelines for 
evidenced-based OCD treatment; (3) assess the quality of 
the available research, and (4) identify the presence and 
type of any knowledge gaps.
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Methods

In April 2023, a scoping rapid review was conducted to 
identify OCD treatments targeted for DS teens and adults. 
The following inclusion criteria were used: (1) participants 
must be aged 13 years or older, (2) participants must have a 
diagnosis of Down Syndrome (if the study included a case 
series or group study at least 1 participant must have DS), 
(3) participants must have co-occurring obsessive-compul-
sive symptoms (e.g., repetitive behaviors, hoarding), (4) 
OCD symptoms were unrelated to another co-occurring 
medical or neurological condition, (5) treatment must target 
OCD symptoms (not anxiety or depressive behaviors), and 
(6) study must be written in English. Non-published theses 
or dissertations could be included. Studies were excluded if 
they did not meet the inclusion criteria. Additionally, litera-
ture reviews, editorials, posters, book chapters, and opinion 
pieces without a clear case study were excluded.

Literature Search and Article Selection

Using Preferred Reporting Items for Systematic Reviews 
and Meta-analyses (PRISMA) standards (Page et al., 2021), 
we searched the following databases including PubMed, 
CINAHL, EMBASEE, PsychINFO, and Scopus (Med-
line). The search terms included combined terms related 
to OCD (e.g., “obsessive compulsive disorder,” “obsessi”, 
“compulsi”, “ocd”, “repetiti”), down syndrome (e.g., “down 
syndrome”, “trisomy 21”), and treatment (e.g., “therapy”, 
“treatment”, “intervention”, “pharmacotherapy”, “drug”). 
When searching PubMed, MESH terms were used for 
“down syndrome” and “obsessive compulsive disorder.” 
Search limits were applied for age (i.e., 13 years or older), 
subjects (i.e., human subjects only), and language (i.e., Eng-
lish only). After conducting the initial search in each data-
base, titles and abstracts were screened to determine if the 
study met inclusion criteria. The remaining full-text articles 
were then read and any study that did not meet the inclusion 
criteria was eliminated. All titles, abstracts, and full-text 
articles were read and evaluated by two independent raters 
(IRR = 97.3%).

Data Extraction and Coding

Once it was determined which full-text articles met inclu-
sion criteria, two raters extracted data on an a-priori defined 
spreadsheet in which background information and data to 
support key aims were coded. For background information, 
the following was coded: first two authors, publication year, 
number of participants in the study with DS, age of partici-
pants, psychiatric diagnoses, medical comorbidities, source 
of subjects (e.g., hospital), methods (e.g., observational, 

response to treatment), and study design (e.g., case study, 
experimental study). For data to support key aims, the fol-
lowing was coded: type of intervention, length of inter-
vention, medication dose/optimization, adverse reactions 
to medications, primary outcome measure, informant who 
completed outcome measure, symptom change, maintained 
gains at follow-up, and limitations of each article. A quality 
assessment was also completed using an adapted Cochrane 
Risk of Bias tool for intervention studies (see single-case 
design risk of bias (SCD RoB) tool developed by Reichow 
et al., 2018 for further information). The SCD RoB tool 
serves as a guide to assess each study for sources of poten-
tial bias across eight subdomains within the broader catego-
ries of selection bias, performance bias, and detection bias. 
Using the SCD RoB tool, each study was rated for its risk 
of bias (i.e., low, unclear, or high) across each of the eight 
subdomains (i.e., sequence generation, participant selec-
tion, blinding of participants/personnel, procedural fidelity, 
blinding of outcomes assessment, selective outcome report-
ing, dependent variable reliability, and data sampling) by 
the two independent raters (IRR = 100.0%).

Results

Figure 1 summarizes studies that were retained at each step 
of the rapid review. Additionally, a summary of relevant 
study information can be found in Table 1. In total, 11 stud-
ies met inclusion criteria and studies ranged in publication 
year from 1992 to 2017. Across the eleven studies included, 
there were four case reports and seven case series.

Most of the studies utilized a psychopharmacologic only 
intervention to treat OCD symptoms in the DS population 
(n = 5). Across the other six studies included in this review, 
one tested a psychotherapeutic intervention (Berry et al., 
2006), three utilized a combined pharmaceutical and psy-
chotherapeutic intervention (Charlot et al., 2002; Pekrul 
& Fitzgerald 2015; Raitasuo et al., 1998), and two studies 
tested the use of complementary and alternative medicine 
approaches (Fujino et al., 2017; Sheehan et al., 2010).

In our data set, across the eight studies that reported 
psychopharmacologic interventions to target symptom 
reduction (some in conjunction with therapy), a variety 
of medications were used, the majority of which were in 
line with evidence-based guidelines. A total of 28 patients 
received pharmacotherapy treatments - SSRIs (i.e., fluox-
etine, sertraline, paroxetine, fluvoxamine, and citalopram) 
at varying doses were used for 21 of these patients (Aka-
hoshi et al., 2012; Charlot et al., 2002; Geldmacher et al., 
1997; O’Dwyer et al., 1992; Pekrul & Fitzgerald 2015; Rai-
tasuo et al., 1998; Sutor et al., 2006). SSRI monotherapy 
was primarily employed; however, four patients were dosed 
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from the same paper had Obsessive Compulsive Traits with 
simultaneous psychosis and was treated with Haloperidol, 
levomepromazine, and promethazine with partial improve-
ment in symptoms. Additionally, there was a published 
case report of a patient with compulsive behaviors fixated 
on walking laps around the house that improved with treat-
ment of temazepam 20 mg and dosulepin 50 mg at bedtime 
(Prasher et al., 1995).

Four articles included intentional behavioral strategies 
or psychotherapy, three of which occurred simultaneously 
with pharmacotherapy techniques. One patient’s described 
psychological treatment consisted of “supportive measures, 
psychoeducation, and the role of the personal nurse as 
the patient’s ‘auxiliary ego’” (Raitasuo et al., 1998). Four 
patients were treated with reinforcement incentives for 
desired behaviors which led to a significant improvement. 
For three of the four patients, papers did not specify how 
reinforcement was done. Another patient with hoarding ten-
dencies was addressed by reinforcing the absence of hoard-
ing behavior by providing appropriate desired objects (e.g., 
towels) if hoarding inappropriate items (e.g., stolen items 
from staff or peers) were not found in room checks (Berry 
et al., 2006; Charlot et al., 2002; Pekrul & Fitzgerald 2015). 
Additionally, two of these patients also had pacing strate-
gies implemented due to their OCD rituals being centered 

in conjunction with antipsychotics (risperidone, quetiapine, 
and chlorpromazine: Sutor et al., 2006; Charlot et al., 2002), 
one patient with memantine (Pekrul & Fitzgerald 2015), one 
patient with clomipramine (Charlot et al., 2002), and one 
patient with lorazepam and risperidone (Sutor et al., 2006).

In five patients, clomipramine was used for treatment 
(Akahoshi et al., 2012; Charlot et al., 2002; O’Dwyer et al., 
1992; Pekrul & Fitzgerald 2015). Out of those five patients 
treated with clomipramine, three received clomipramine 
only, one received clomipramine in conjunction with an 
SSRI, and one received clomipramine in conjunction with 
nitrazepam.

There were five patients who received pharmacotherapy 
that was prescribed outside of typical treatment guidelines. 
One patient was sedated once (for MRI) with phenobarbital 
30 mg, chlorpromazine 25 mg, and promethazine 12.5 mg 
and following sedation had a spontaneous remission of 
repetitive behaviors (Akahoshi et al., 2012). Another patient 
was treated with risperidone 2 mg daily, levopromazine 
10 mg daily, and amantadine 100 mg for two days and saw 
partial improvement in repetitive hand washing behaviors 
(Akahoshi et al., 2012). Another patient was treated with 
carbamazepine monotherapy for primarily depressive symp-
toms that included obsessive traits and had observed par-
tial improvement (Akahoshi et al., 2012). A fourth patient 

Fig. 1 PRISMA flow diagram 
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N with 
DS-OCD
Age range 
(yrs)

OCD 
and other 
symptoms 
targeted

Study 
Type

TXT Type TXT Details Outcome 
Measure

TXT Outcome on 
OCD Sx

Adverse 
Pharm 
Side 
Effects

Fol-
low-
up

Akahoshi 
et al. 
(2012)

7; 10-29yrs OCD-traits, 
some with 
co-occurring 
MDD, 
Psychosis

Case 
series

Pharm Case 1: 1x sedation 
with phenobarbital, 
chlorpromazine; 
Case 2: fluvoxamine; 
Case 3: risperidone, 
levomepromazine, 
amantadine; Case 8: 
carbamazepine; Case 
9: clomipramine, 
nitrazepam 5 mg; 
Case 10: haloperidol, 
levomepromazine, 
promethazine; Case 
13: clomipramine

Clinician 
Report

Partial improve-
ment with 
subjective decrease 
in repetitive 
behaviors

- -

Berry et 
al. (2006)

1; 56 yrs. Hoarding Case 
series

Trp Individualized 
Reinforcement + Item 
Return

Counting 
number of 
hoarded 
items each 
week

91% ↓ in baseline 
hoarding during 
sessions

- -

Charlot et 
al. (2002)

11; 
25-42yrs.

“Obses-
sional Slow-
ness” and 
daily rou-
tines/tidy-
ing rituals, 
hoarding.

Case 
Series

Pharm + Trp Case 1: fluoxetine; 
Case 2: psycho-
therapy; Case 3: 
paroxetine and 
clomipramine, and 
psychotherapy; Case 
4, 8, 11: sertraline; 
Case 5: fluoxetine, 
chlorpromazine, 
Dexedrine; Case 6, 
7, 10: paroxetine; 
Case 9: paroxetine, 
quetiapine

Caregiver 
or clinician 
report

Parent/clinician 
reported improve-
ments with case(s) 
1 & 11 returning to 
baseline function-
ing, and cases(s) 
2–10 achieving 
“partial improve-
ment” with some 
persistent behav-
ioral slowness 
present

- -

Fujino et 
al. (2017)

1; 30 yrs. Rigid walk-
ing ritual; 
anxiety

Case 
series

CAM Dohsa-hou session 
series

Scores 
on VABS 
Maladaptive 
Behavior 
Index; 
Caregiver 
Report

Minimal change in 
VABS Internal-
izing/Externalizing 
scores; Parent 
reported ↓ care-
giver dependence, 
anxiety, sleep 
disturbances, 
compulsions

-

Geldm-
acher et 
al. (1997)

2; 62, 63 
yrs.

Case 5: 
Repetitive 
dressing and 
cleanliness 
fixation.
Case 6: 
excoriation; 
hygiene 
rituals

Case 
Series

Pharm Case 5: fluoxetine
Case 6: sertraline 
then paroxetine

Caregiver 
report

Case 5: Reported ↓ 
in compulsions & 
agitation; Case 6: 
Reported ↓ com-
pulsions & ↑ social 
interaction

+ (Case 
5 only)

+

O’Dwyer 
et al. 
(1992)

2; 19, 37 
yrs.

Case 1: 
Tidying, 
checking 
rituals; Case 
2: washing/
organization 
rituals

Case 
series

Pharm Case 1: fluvoxamine;
Case 2: clomipramine 
then fluoxetine

Care-
giver and 
self-report

Case 1: OCD/
symptom 
resolution;
Case 2: No 
reported change

- + 
(Case 
1 
only)

Table 1 Study characteristics
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to risperidone and developed weight gain and drooling with 
no improvement in symptoms. Finally, he was successfully 
transitioned to fluoxetine with improvement in symptoms.

Quality of the Available Research and Knowledge 
Gaps

Our analysis of articles showed high risk of bias in all 
articles (see Fig. 2). All were case study or case series and 
therefore showed high rates of detection bias, specifically 
10 out of 11 articles showed selective outcome reporting, 
10 out of 11 articles showed data sampling bias, 10 out of 
11 articles showed issues with dependent variable reliabil-
ity, and finally 11 out of 11 articles failed to blind outcome 
assessments, participants, or personnel. Eight out of 11 
showed high rates of bias in procedural fidelity and 2 out 
of 11 showed unclear risk of bias. Nine out of 11 articles 
showed unclear risk of bias regarding participant selection 
as they did not discuss their process of finding participants. 
Two out of 11 did have low risk of bias as they reported 
on all participants in a pre-selected cohort. There was an 
unclear or high risk of bias in all 11 articles because of lack 
of fidelity in sequence generation. Finally, only 4 out of 

around slowness and repetitive behaviors that lasted for 
hours (e.g., morning and evening bathroom routines; Char-
lot et al., 2002). Charlot and colleagues (2002) found that 
the singular intervention of educating caregivers that the 
obsessional behaviors were not volitional also yielded 
symptom improvement on external reports.

Across the studies, the most common reported psy-
chopharmacologic side effects (outside of those typically 
observed in each medication class) included sedation/
sleep disturbances and worsening of OCD symptoms. For 
example, one patient, placed on fluoxetine for repetitive 
household chores and subsequent crying spells, was noted 
to have the adverse effect of confusion, myoclonus, and 
insomnia after the dose was increased to 40 mg daily (Geld-
macher et al., 1997). Two additional patients had reported 
sedation; one patient had been receiving citalopram (who 
subsequently experienced resolution of symptoms after tran-
sitioning to sertraline) while the other patient had been on 
a polypharmacy regimen including sertraline, risperidone, 
and lorazepam (Sutor et al., 2006). Per Pekrul & Fitzger-
ald (2015), one patient was treated with sertraline initially 
and developed adverse effect of agitation, anxiety, and an 
increase in compulsive behaviors. He was later transitioned 

N with 
DS-OCD
Age range 
(yrs)

OCD 
and other 
symptoms 
targeted

Study 
Type

TXT Type TXT Details Outcome 
Measure

TXT Outcome on 
OCD Sx

Adverse 
Pharm 
Side 
Effects

Fol-
low-
up

Pekrul & 
Fitzgerald 
(2015)

1; 16 yrs. Compulsive 
tidying, 
checking/ 
“just right,” 
hoarding,

Case 
study

Pharm + Behav-
ioral Incentive 
Plan

sertraline then risperi-
done then aripipra-
zole then riluzole 
then clomipramine 
then fluoxetine with 
added memantine.

Care-
giver and 
self-report

↓ overall symp-
toms; hoarding 
persisted

+ (on 
medi-
cines 
stopped)

+

Prasher et 
al. (1995)

1; 36 yrs. Compulsive 
“leaving 
home”

Case 
report

Pharm temazepam; 
dosulepin

Caregiver 
report

↓ nighttime only 
“leaving home” 
compulsions

- -

Raitasuo 
et al. 
(1998)

1; 32 yrs. OCD, AN, 
MDD

Case 
study

Pharm + Trp mianserin for AN 
then citalopram and 
psychotherapy, and 
nurse as ‘‘auxiliary 
ego”

Care-
giver and 
self-report

↓ overall symp-
toms and ↓ inter-
ference in daily life

- +

Sheehan 
et al. 
(2010)

1; 24 yrs. Repetition 
compulsions

Case 
report

CAM Neurofeedback ses-
sion series

Caregiver 
and clinician 
report

↑ eye contact, 
redirection, and 
language

-

Sutor et 
al. (2006)

4; 
33-49yrs.

Repetitive 
behaviors, 
routine 
rigidity and 
co-occurring 
halluci-
nations, 
aggression, 
MDD

Case 
series

Pharm Case 1: citalopram 
with risperidone; 
Case 2: sertraline 
with risperidone; 
Case 3: sertraline 
with risperidone and 
lorazepam; Case 4: 
fluoxetine

Self or care-
giver report

Self or caregiver 
report reduction of 
OCD Bxs (3 of 4)
Reduction of co-
occurring Bxs (4 
of 4)

+ (Case 
2, 3, 4)

?

Note DS = Down syndrome; OCD = obsessive compulsive disorder; AN = anorexia nervosa; MDD = major depressive disorder; TXT = treat-
ment; Trp = psychotherapy; Pharm = pharmacotherapy; CAM = complementary and alternative medicine; VABS = Vineland Adaptive Behavior 
Scales, 3rd edition; - absent/none reported; + present/reported as occurring; ? = unclear information/possibly occurring

Table 1 (continued) 
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and lower side effects profile (Koran et al., 2007). Clomip-
ramine remains a Food and Drug Administration approved 
medication for treatment of OCD as well as a recommended 
medication for initial or treatment resistant pharmacother-
apy. Additionally, clomipramine is approved to be used for 
augmentation of SSRIs as it was in one patient (Charlot et 
al., 2002; Koran et al., 2007).

There was also significant variation in the use of 
behavioral and therapeutic interventions which included 
reinforcement strategies for preferred behaviors, psychoed-
ucation, and supportive measures. Importantly, there were 
no patients in the cases reviewed that were provided ERP, 
despite ERP being recommended as the first-line therapeutic 
intervention for neurotypical individuals. Further, emerg-
ing evidence supports the effectiveness of ERP in treating 
anxiety in individuals with intellectual disabilities with the 
appropriate modification in place (e.g., video modeling of 
exposures, rewards for engaging in exposures, visual sup-
ports aiding in exposure completion, caregiver supports in 
engaging in exposures; Blakeley-Smith et al., 2021). Thus, 
the exclusion of ERP is even more notable and should be rig-
orously tested as a potential treatment for OCD in patients 
with DS going forward.

While the interventions used in the studies examined 
reported primarily positive responses, interpretation of the 
efficacy of treatments is limited by poor research quality 
and external validity. One notable limitation in the studies 
examined was the lack of objective monitoring of symp-
toms and measurements of any perceived changes. Nine 
of the eleven studies relied on subjective reports from 
patients, family, or caregivers to determine treatment effi-
cacy. While subjective reports can be useful in understand-
ing an individual’s perspective of treatment response and 
tolerability, individual biases may have a significant impact 

11 studies reported follow-up data. Thus, it is still largely 
unknown whether the effects of these treatments persist over 
time.

Discussion & Conclusion

Our scoping review of the literature examining the treat-
ment of OCD identified 290 unique articles, 11 of which 
met our inclusion criteria. These 11 papers examined a total 
of 32 patients and the treatment of obsessive-compulsive 
traits and behaviors including: hoarding, cleaning, gross 
motor compulsions, and food, hygiene, dressing, and check-
ing rituals.

A total of 28 patients were treated with pharmacologic 
interventions, four with exclusively behavioral interven-
tions, and three with both pharmacologic and behavioral 
interventions. Many of the behavioral and pharmacologic 
treatments implemented in these studies followed stan-
dard recommendations for neurotypical patients with OCD 
including the use of SSRIs, with augmentation from anti-
psychotics or use of clomipramine. A majority of patients 
(21 out of 28) that received pharmacologic treatment were 
given SSRIs at some point in the treatment. All but one case 
(O’Dwyer et al., 1992) had improvement in symptoms via 
either self, caregiver, or clinician observation. There were 
some noted deviations from standard pharmacologic treat-
ment, some papers trialed completely novel agents like 
mianserin, levomepromazine, and promethazine.

While clomipramine is no longer the first-line recom-
mended agent, the articles reviewed were published over a 
25-year period (1992–2017), during which time the main-
stay of psychopharmacologic treatment shifted from clo-
mipramine (TCA) to SSRIs due to equivalent effect size 

Fig. 2 Risk of bias across articles 
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individuals and provide partial or significant reduction in 
symptoms. However, the poor research quality and rigor 
significantly limit the interpretation such that it is difficult 
to use them as the basis for evidence-based treatment. In 
the future, we believe it is necessary to perform more rigor-
ously controlled randomized trials focused on treating OCD 
in patients with sufficient follow-up to fully assess treatment 
effectiveness.
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