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Abstract: INTRODUCTION The introduc-
tion highlights the limitations of current firs-
t-line treatments for Obsessive-Compulsive
Disorder (OCD), such as SSRIs and cognitive
behavioral therapy, in addressing treatment-
-resistant cases. It discusses the rationale for
using antipsychotics as augmentation therapy
in these cases, focusing on the dual modu-
lation of serotonin and dopamine systems.
Atypical antipsychotics like risperidone and
aripiprazole are examined in terms of their
mechanisms and benefits for patients who do
not respond adequately to SSRIs alone. OB-
JETIVE To explore the clinical efficacy, safety,
and neurobiological mechanisms of antipsy-
chotic augmentation in treatment-resistant
OCD npatients, particularly in combination
with SSRIs METHODS This is a narrative re-
view which included studies in the MEDLI-
NE - PubMed (National Library of Medicine,
National Institutes of Health), COCHRA-
NE, EMBASE and Google Scholar databases,
using as descriptors: “Obsessive-Compulsi-
ve Disorder (OCD)” AND “Antipsychotic
augmentation” AND “Serotonin-dopamine
modulation” OR “Treatment-resistant OCD”
AND “Pharmacological strategies in OCD” in
the last years. RESULTS AND DISCUSSION
The discussion explores the clinical eviden-
ce supporting antipsychotic augmentation,
showing significant improvements in treat-
ment-resistant OCD patients when low-dose
antipsychotics are combined with SSRIs. The
role of dopamine antagonism and serotonin
modulation in reducing compulsive behaviors
is analyzed. Additionally, the side effect pro-
files of atypical antipsychotics, such as wei-
ght gain, metabolic syndrome, and cognitive
impairment, are discussed, emphasizing the
need for careful patient monitoring. The para-
dox of antipsychotic monotherapy exacerba-
ting obsessive symptoms while being effective
in combination with SSRIs is also reviewed.
Long-term considerations, such as relapse
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risk and strategies for tapering medications,
are critically examined. CONCLUSION The
conclusion emphasizes the importance of an-
tipsychotic augmentation in managing tre-
atment-resistant OCD, acknowledging the
balance between efficacy and side effect ma-
nagement. While the combination of antipsy-
chotics and SSRIs has shown promise, care-
ful monitoring and individualized treatment
approaches are essential to mitigate risks. The
need for continued research into the neuro-
biological mechanisms and long-term safety
of antipsychotic therapy is highlighted, along
with the potential for future innovations in
OCD treatment.

Keywords: Antipsychotic augmentation;
Obsessive-compulsive disorder; Treatment-
resistant OCD; Risperidone in OCD;
Dopamine modulation.

INTRODUCTION

Obsessive-Compulsive Disorder (OCD)
is a chronic and disabling psychiatric con-
dition characterized by the presence of in-
trusive thoughts (obsessions) and repetitive
behaviors (compulsions) that individuals feel
compelled to perform in response to these
thoughts'. Despite being a well-delineated
entity within psychiatric classifications, OCD
presents a wide spectrum of severity and
symptomatology, which can range from mild
to severe incapacitation'. While first-line tre-
atments have traditionally focused on selecti-
ve serotonin reuptake inhibitors (SSRIs) and
cognitive-behavioral therapy (CBT), a subset
of patients remains refractory to these inter-
ventions, necessitating the exploration of aug-
mentation strategies’.

In treatment-resistant OCD, antipsycho-
tic medications, particularly atypical antipsy-
chotics, have emerged as a pivotal adjunctive
therapy. The neurochemical basis for OCD
has been strongly linked to serotonin dys-
function, as evidenced by the efficacy of SS-
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RIs; however, the involvement of dopamine
pathways has gained increasing attention in
recent years®. The modulation of both dopa-
mine and serotonin systems by atypical antip-
sychotics has made them a rational choice for
patients who do not fully respond to seroto-
nergic treatments alone®. This dual modula-
tion underpins the rationale for their use as
augmentation agents rather than standalone
therapies in OCD, and several clinical trials
have corroborated their efficacy in this role’.

The role of dopamine in the pathophy-
siology of OCD is complex and still not en-
tirely understood, particularly in the context
of the paradoxical effects observed with an-
tipsychotic monotherapy. High-dose or lon-
g-term use of antipsychotics, especially typi-
cal antipsychotics, can induce or exacerbate
obsessive symptoms in some patients, likely
due to excessive dopamine blockade’. This
phenomenon poses a significant challenge in
understanding the precise neurochemical un-
derpinnings of OCD and the therapeutic win-
dow within which antipsychotic agents can be
safely and effectively used’. However, when
antipsychotics are used in low doses alongside
SSRIs, the therapeutic benefits become appa-
rent, suggesting that dopamine dysregulation
in OCD is more nuanced than previously as-
sumed®.

Antipsychotics, particularly the atypical
class, such as risperidone, aripiprazole, and
quetiapine, have been the focus of numerous
studies examining their utility in OCD
management. Risperidone, among the most
studied, has consistently shown benefit as an
augmentation agent in patients resistant to
SSRI therapy®. Its potent antagonism at both
serotonin 5-HT2A receptors and dopamine
D2 receptors provides a pharmacological
basis for its efficacy in OCD treatment*.
Aripiprazole, with its unique mechanism as a
partial dopamine agonist, offers an alternative
approach, particularly in patients with adverse
reactions to risperidone or in those requiring
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long-term management®. Quetiapine, known
for its sedative properties, has been explored
not only for its antipsychotic effects but also for
managing the anxiety and sleep disturbances
that frequently accompany OCD*.

The exploration of antipsychotics as
augmentation therapy for OCD is not without
its controversies. The long-term use of these
agents raises concerns regarding side effects,
particularly metabolic syndrome, tardive
dyskinesia, and cognitive impairment, all of
which have been documented with chronic
antipsychotic use®. Furthermore, the use
of antipsychotics in pediatric populations
remains contentious, with limited data on their
safety and efficacy in younger patients®. Ethical
considerations surrounding the long-term use
of antipsychotics in OCD, particularly in cases
where symptom remission has been achieved,
further complicate clinical decision-making®.

Given the heterogeneity of OCD symptoms
and the variable response to pharmacological
treatments, a personalized approach to the
use of antipsychotics is paramount. This
involves careful selection of candidates for
augmentation therapy, rigorous monitoring
for side effects, and ongoing evaluation of
treatment efficacy®. Furthermore, the growing
interest in pharmacogenomic studies has
highlighted the potential for individualized
treatment based on genetic predispositions
to drug metabolism and receptor sensitivity®.
This line of research promises to refine the
role of antipsychotics in OCD management
and potentially minimize the adverse effects
associated with their use®.

In understanding the complex pharma-
cological landscape of Obsessive-Compulsi-
ve Disorder (OCD), it is crucial to consider
the neurobiological theories that underpin its
pathogenesis. While serotonin dysregulation
has long been central to the pathophysiolo-
gical model of OCD, recent advancements in
neuroimaging and neuropharmacology have
pointed to a more integrated role of multiple
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neurotransmitter systems, including dopami-
ne, glutamate, and gamma-aminobutyric acid
(GABA)’. This expanded view suggests that
OCD is not solely a disorder of serotonergic
deficiency but involves a broader dysregu-
lation of neurotransmitter circuits, particu-
larly within cortico-striato-thalamo-cortical
(CSTC) loops’. These loops, heavily influen-
ced by both serotonin and dopamine, are
thought to contribute to the repetitive thou-
ghts and behaviors characteristic of OCD’.

The rationale for the inclusion of antipsy-
chotics in OCD treatment stems from this ex-
panded neurobiological framework. Dopami-
ne, which plays a key role in reward processing
and motor control, is thought to contribute to
the compulsive behaviors seen in OCD throu-
gh dysregulation of dopaminergic pathways
in the basal ganglia®. As such, dopamine an-
tagonism, particularly at the D2 receptor, has
emerged as a promising therapeutic target for
OCD, especially in cases where serotonergic
strategies alone have failed®. However, the use
of antipsychotics in this capacity is not wi-
thout risks, as excessive dopamine blockade
can lead to adverse effects, including extra-
pyramidal symptoms, cognitive dulling, and
even the paradoxical exacerbation of obsessi-
ve symptoms in some individuals®.

Clinical research into the use of antipsy-
chotics in OCD has predominantly focused
on atypical antipsychotics, given their more
favorable side effect profiles compared to firs-
t-generation agents. Atypical antipsychotics,
such as risperidone and aripiprazole, not only
target D2 receptors but also modulate sero-
tonin receptors, particularly 5-HT2A®. This
dual-action is believed to contribute to their
efficacy in augmenting SSRI therapy for OCD,
as it addresses both serotonergic and dopami-
nergic dysregulation®. Nevertheless, the pre-
cise mechanisms through which these agents
exert their effects in OCD remain an area of
ongoing investigation, with current hypo-
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theses centering on their ability to modulate
aberrant neural circuits involved in habit for-
mation and anxiety regulation®.

Despite the promising results seen with
antipsychotic augmentation in OCD, there
remains significant variability in treatment
response, which underscores the need for more
personalized approaches to pharmacotherapy.
Factors such as the specific subtype of
OCD, the presence of comorbid psychiatric
conditions, and individual differences in drug
metabolism may all influence the efficacy
of antipsychotics as augmentation agents'®.
Furthermore, the long-term safety of these
medications, particularly in vulnerable
populations such as children and adolescents,
remains a critical area of concern'®. Therefore,
while antipsychotics represent an important
tool in the management of treatment-resistant
OCD, their use must be carefully weighed
against the potential for side effects and the
need for ongoing monitoring'®.

OBJETIVES

- To explore the clinical efficacy, safety, and
neurobiological mechanisms of antipsychotic
augmentation in treatment-resistant OCD pa-
tients, particularly in combination with SSRIs.

SECUNDARY OBJETIVES

- To evaluate the comparative effectiveness
of SSRIs alone versus SSRIs plus antipsy-
chotics.

- To analyze the side effect profiles of va-
rious atypical antipsychotics used in OCD
treatment.

- To assess long-term outcomes of antipsy-
chotic augmentation, including the poten-
tial for relapse and strategies for mitigating
side effects.

- To discuss the paradoxical effects of an-
tipsychotic monotherapy inducing obses-
sive symptoms, highlighting their role as
adjunctive therapies.
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METHODS

This is a narrative review, in which the
main aspects of the clinical efficacy, safety, and
neurobiological mechanisms of antipsychotic
augmentation in treatment-resistant OCD
patients, particularly in combination with
SSRIs in recent years were analyzed. The
beginning of the study was carried out with
theoretical training using the following
databases: PubMed, sciELO and Medline,
using as descriptors: “Obsessive-Compulsive
Disorder (OCD)” AND “Antipsychotic
augmentation” AND “Serotonin-dopamine
modulation” OR “Treatment-resistant OCD”
AND “Pharmacological strategies in OCD” in
the last years. As it is a narrative review, this
study does not have any risks.

Databases: This review included studies in
the MEDLINE - PubMed (National Library
of Medicine, National Institutes of Health),
COCHRANE, EMBASE and Google Scholar
databases.

The inclusion criteria applied in the analy-
tical review were human intervention studies,
experimental studies, cohort studies, case-
-control studies, cross-sectional studies and
literature reviews, editorials, case reports, and
poster presentations. Also, only studies wri-
ting in English and Portuguese were included.

RESULTS AND DISCUSSION

Treatment-resistant OCD continues to
pose significant challenges in psychiatric prac-
tice, particularly when patients fail to respond
adequately to first-line treatments such as se-
lective serotonin reuptake inhibitors (SSRIs)
and cognitive behavioral therapy (CBT)"'. A
substantial body of research has emerged to
explore augmentation strategies, with antip-
sychotic medications increasingly being con-
sidered in cases of refractory OCD''. Studies
have demonstrated that the addition of low-
-dose atypical antipsychotics to ongoing SSRI
therapy can lead to significant reductions in
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OCD symptomatology, providing a valuable
treatment option for those patients who re-
main symptomatic despite optimized first-li-
ne interventions'".

When comparing the effectiveness of SSRIs
alone versus SSRIs augmented with antipsy-
chotics, the evidence strongly favors the latter
in treatment-resistant cases'>. SSRIs target the
serotonergic pathways implicated in OCD,
but their therapeutic ceiling becomes evident
in patients whose symptoms persist despite
maximal dosages'>. Antipsychotics, by targe-
ting dopaminergic pathways alongside seroto-
nergic modulation, provide a synergistic effect
that enhances the overall treatment response
in resistant cases'?. The efficacy of this com-
bination has been well-supported in clinical
trials, where significant improvements in both
obsessive thoughts and compulsive behaviors
have been observed when low-dose antipsy-
chotics are added to an SSRI regimen*?.

Low-dose antipsychotic therapy has
emerged as a key strategy in managing OCD
patients who do not respond to serotonergic
treatments alone'’. The mechanism of action
behind this strategy involves the modulation
of both dopamine and serotonin systems,
with low doses effectively reducing the risk
of severe side effects while maintaining
clinical efficacy’®>. Dopamine antagonism,
particularly at the D2 receptor, is thought
to alleviate the compulsive behaviors that
are resistant to serotonergic modulation'’.
This dual modulation of neurotransmitter
systems highlights the role of dopamine in
the broader neurobiological framework of
OCD and justifies the use of antipsychotics as
augmentation agents'’.

Dopamine dysregulation has long been
associated with the development of compul-
sive behaviors, particularly through its role
in reward processing and habit formation'*.
Antipsychotics, by antagonizing dopamine
receptors, help to mitigate the excessive do-
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paminergic activity that is thought to under-
pin the compulsive symptoms in OCD'*. This
mechanism is particularly evident in patients
with more severe forms of OCD, where dopa-
mine dysregulation may play a larger role in
symptomatology'*. As such, the use of dopa-
mine antagonists in low doses has proven to
be an effective strategy in targeting the com-
pulsive aspects of OCD that are resistant to
serotonergic treatments alone'*.

Several clinical trials have provided robust
evidence supporting the use of antipsychotic
augmentation in OCD'’. Randomized con-
trolled trials involving atypical antipsychoti-
cs such as risperidone and aripiprazole have
shown significant reductions in both obsessi-
ve thoughts and compulsive behaviors when
used as adjunctive therapy with SSRIs"’. The-
se studies underscore the clinical efficacy of
antipsychotic augmentation, particularly in
patients who meet the criteria for treatment-
-resistant OCD'®. Moreover, these trials have
also highlighted the importance of dosing
strategies, as lower doses tend to balance ef-
ficacy with tolerability, minimizing the risk of
side effects commonly associated with antip-
sychotics'’.

Longitudinal studies examining the outco-
mes of antipsychotic augmentation in OCD
patients have shown sustained improvements
in symptomatology over time'®. Patients who
responded to the combination of SSRIs and
low-dose antipsychotics were more likely to
maintain symptom control compared to those
treated with SSRIs alone'®. These findings su-
ggest that antipsychotics, when used judiciou-
sly, can provide long-term relief for treatmen-
t-resistant OCD patients'®. However, ongoing
monitoring is essential to manage potential
side effects, particularly those related to meta-
bolic health and movement disorders"®.

One of the most significant concerns in the
use of antipsychotics for OCD is the impact
of weight gain, which is a common side effect
associated with these medications'’. Atypical
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antipsychotics, in particular, have been linked
to significant weight gain and metabolic
syndrome, which can complicate the long-
term management of OCD patients'”. Weight
gain not only impacts the physical health
of patients but also can affect treatment
adherence, as patients may be reluctant to
continue medication if they experience such
adverse effects'’. Strategies to mitigate weight
gain, such as the use of antipsychotics with
a more favorable metabolic profile or the
inclusion of lifestyle interventions, are critical
components of managing these patients'’.

Risperidone remains one of the most ex-
tensively studied antipsychotics in the tre-
atment of OCD'®. Meta-analyses of clinical
trials involving risperidone have consistently
demonstrated its efficacy as an augmentation
agent, particularly in reducing the severity
of both obsessions and compulsions in treat-
ment-resistant patients'®. Its dual antagonism
of serotonin and dopamine receptors provides
a pharmacological rationale for its effective-
ness, making it a cornerstone in the augmen-
tation of SSRI therapy for OCD'®. However,
the side effect profile of risperidone, including
the risk of extrapyramidal symptoms and
hyperprolactinemia, necessitates careful con-
sideration when initiating therapy*®.

Aripiprazole, with its unique mechanism
as a partial agonist at dopamine D2 receptors,
offers an alternative approach to OCD treat-
ment"’. Unlike full dopamine antagonists, ari-
piprazole provides a more balanced modula-
tion of the dopaminergic system, which may
reduce the risk of side effects such as tardive
dyskinesia®. Clinical trials have demonstra-
ted its efficacy as an augmentation agent, par-
ticularly in patients who experience intolera-
ble side effects from other antipsychotics'®.
Aripiprazole’s partial agonism also contribu-
tes to its relatively favorable side effect profile,
making it a viable option for long-term mana-
gement'’.
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The comparative safety profiles of atypical
antipsychotics in OCD are a crucial conside-
ration in clinical practice*®. While agents like
risperidone and aripiprazole offer efficacy
in symptom reduction, their side effects can
differ significantly, particularly in terms of
metabolic disturbances and movement disor-
ders®. Quetiapine, for instance, although less
commonly used for OCD, has a sedative effect
that may be beneficial in patients with comor-
bid anxiety or sleep disturbances®. However,
quetiapine’s propensity for weight gain and
sedation limits its use in patients concerned
about these side effects®.

Side effect management is a critical aspect
of antipsychotic therapy in OCD patients®'.
Given the range of adverse effects associa-
ted with these medications, including weight
gain, metabolic syndrome, extrapyramidal
symptoms, and hyperprolactinemia, clini-
cians must be vigilant in monitoring and ad-
dressing these issues®'. The risk of cognitive
impairment, particularly with long-term use,
is another concern that must be balanced
against the potential benefits of symptom re-
lief*!. Regular assessments of metabolic heal-
th, motor function, and cognitive abilities are
essential to ensure that the therapeutic bene-
fits of antipsychotics outweigh their risks in
OCD management*'.

Cognitive impairment is a documented
risk with the long-term use of antipsychotics,
particularly in high doses®’. While the use of
low-dose antipsychotics mitigates this risk
to some extent, patients may still experience
subtle cognitive changes, particularly in areas
such as executive function and memory?.
These effects are thought to result from
dopamine blockade in areas of the brain
responsible for cognitive processing, such as
the prefrontal cortex*>. As such, the potential
for cognitive side effects must be considered
when prescribing antipsychotics for long-
term OCD management®>.
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Quetiapine, while not as widely studied
as risperidone or aripiprazole, has shown
promise in certain subsets of OCD patients,
particularly those with comorbid conditions
such as generalized anxiety disorder or
insomnia®. Its sedative properties can be
advantageous in patients with significant
sleep disturbances, although its side effect
profile, particularly regarding weight gain and
sedation, may limit its broader use in OCD
treatment®’. Nonetheless, quetiapine remains
a valuable option in treatment-resistant cases,
particularly when other antipsychotics are not
tolerated®’.

Hyperprolactinemia is a well-known side
effect of antipsychotic use, particularly with
agents like risperidone®®. This condition,
characterized by elevated levels of prolactin,
can lead to a range of complications, including
sexual  dysfunction, galactorrhea, and
osteoporosis®®. In OCD patients, managing
hyperprolactinemia requires careful dose
adjustments and, in some cases, the switching
of antipsychotics to agents with a lower
propensity for elevating prolactin levels, such
as aripiprazole®!. Addressing this side effect is
crucial to maintaining long-term treatment
adherence and minimizing the impact on the
patient’s quality of life**.

The use of antipsychotics in pediatric OCD
treatment is particularly controversial, given
the potential for long-term side effects in
this vulnerable population®. Although some
studies have demonstrated efficacy in pediatric
patients, particularly with risperidone, the
risk of metabolic and developmental side
effects remains a significant concern®. As
such, antipsychotics should be used with
caution in children and adolescents, and only
when the benefits clearly outweigh the risks*.
Close monitoring and regular assessments
are essential to ensure that pediatric patients
receiving antipsychotic therapy for OCD do
not experience undue harm*?.
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Gender and age differences in response to
antipsychotic treatment for OCD have been
explored in several studies®®. Women, for
instance, may be more susceptible to certain
side effects, such as hyperprolactinemia, while
older adults are at increased risk of cognitive
impairment and tardive dys kinesia with
long-term antipsychotic use®’. Age-related
differences in drug metabolism and sensitivity
to side effects further complicate the use of
antipsychoticsin elderly patients, necessitating
lower starting doses and careful titration®.
These demographic variations highlight the
need for a tailored approach to antipsychotic
therapy in OCD, with careful consideration of
each patient’s individual characteristics when
selecting and dosing medications®®.

One of the more paradoxical findings in the
treatment of OCD with antipsychotics is the
potential for these medications, when used as
monotherapy, to induce or exacerbate obses-
sive-compulsive symptoms®’. This phenome-
non, particularly associated with higher do-
ses of dopamine antagonists, underscores the
complexity of the dopamine system in OCD
pathophysiology?”. While dopamine blockade
can alleviate compulsive behaviors when used
in conjunction with SSRIs, excessive dopa-
mine suppression can lead to a worsening of
symptoms, possibly through a disruption of
dopamine-mediated reward processing and
habit formation®”. Understanding this para-
dox is critical for clinicians, as it emphasizes
the importance of using antipsychotics in low
doses and primarily as an adjunct to seroto-
nergic treatments’.

The synergistic effect of antipsychotics with
SSRIs in treatment-resistant OCD has been
well-documented in clinical studies®®. The
combined action of serotonergic enhancement
through SSRIs and dopaminergic modulation
through antipsychotics provides a broader
approach to addressing the neurobiological
underpinnings of OCD?®. This combination
has been particularly effective in patients who
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exhibit only partial responses to SSRIs alone,
offering a significant reduction in symptom
severity without the need for higher, potentially
more toxic doses of SSRIs*®. The success of this
approach has led to its widespread adoption
in the treatment of refractory OCD?®.

Antipsychotics also play a critical role in
managing comorbid conditions commonly
seen in OCD patients, such as depression and
anxiety”. The anxiolytic and antidepressant
effects of certain antipsychotics, particularly
quetiapine and aripiprazole, provide additio-
nal therapeutic benefits in patients with com-
plex psychiatric profiles*. By addressing both
the core symptoms of OCD and the associated
mood disturbances, antipsychotics offer a com-
prehensive approach to treatment that can im-
prove overall patient outcomes®. However, the
potential for additive side effects, particularly
sedation and metabolic disturbances, must be
carefully managed in these cases™.

Pharmacodynamic differences between
typical and atypical antipsychotics have
important implications for their use in OCD
treatment®’. While typical antipsychotics
such as haloperidol may provide symptom
relief through potent dopamine antagonism,
their higher propensity for extrapyramidal
side effects and cognitive impairment limits
their use in modern practice®®. Atypical
antipsychotics, by contrast, offer a more
balanced profile of serotonin and dopamine
modulation, reducing the risk of motor side
effects while maintaining efficacy®. This
distinction underscores the importance of
selecting the appropriate antipsychotic based
on both its efficacy and safety profile®.

The duration of antipsychotic treatment
and the potential for relapse prevention
in OCD patients is another area of active
investigation®'. Whileshort-termantipsychotic
augmentation has been shown to provide
significant symptom relief, the long-term use
of these medications remains controversial
due to the risk of side effects such as tardive
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dyskinesia and metabolic syndrome®'. Some
studies suggest that tapering antipsychotics
after symptom stabilization may reduce the
risk of these complications while maintaining
clinical benefits®’. However, other research
indicates that prolonged antipsychotic use
may be necessary in certain patients to
prevent relapse, highlighting the need for
individualized treatment plans®".

Dosing strategies for antipsychotics in
OCD augmentation therapy vary based on the
specific agent used and the patient’s response
to treatment®’. Low-dose regimens have
been favored due to their ability to minimize
side effects while still providing therapeutic
benefits’’>. For example, risperidone is
typically initiated at doses as low as 0.5 to 1
mg per day when used in combination with
SSRIs, with careful titration based on the
patient’s clinical response and tolerability®’.
Similarly, aripiprazole is often started at doses
between 2 and 5 mg per day, with adjustments
made based on efficacy and side effect
profile®>. These dosing strategies emphasize
the importance of a cautious, patient-specific
approach to antipsychotic therapy in OCD*.

The combination of antipsychotics with
cognitive-behavioral therapy (CBT) is another
area of interest in OCD management®*. While
CBT remains a cornerstone of non-pharma-
cological treatment for OCD, its integration
with pharmacotherapy, particularly antipsy-
chotic augmentation, may provide additional
benefits for patients who do not achieve full
remission with CBT alone®’. The synergistic
effects of these therapies have been demons-
trated in several studies, where the combina-
tion of CBT and antipsychotic augmentation
led to greater reductions in OCD symptoms
compared to either intervention alone*. This
integrative approach highlights the importan-
ce of a multimodal treatment strategy for re-
fractory OCD*>.
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Despite the efficacy of antipsychotic
augmentation in OCD, the challenges of
withdrawing these medications after symptom
remission are considerable’*. Tapering
antipsychotics mustbe done graduallyand with
careful monitoring to avoid the recurrence of
symptoms or the development of withdrawal
effects®*. Some patients may experience a
rebound in OCD symptoms or even the
emergence of new psychiatric symptoms as
antipsychotics are reduced, complicating the
process of discontinuation®®. This highlights
the need for clear clinical guidelines and
individualized tapering schedules to ensure a
safe and effective transition off antipsychotics
in patients who achieve long-term remission’*.

Long-term risks such as tardive dyskinesia
represent a significant concern in the use of
antipsychotics for OCD treatment®®. Althou-
gh the risk of developing tardive dyskinesia is
lower with atypical antipsychotics compared
to typical agents, it remains a serious and po-
tentially irreversible side effect that must be
considered in long-term therapy®®. Regular
monitoring for early signs of movement di-
sorders is critical, particularly in patients who
require prolonged antipsychotic treatment
to maintain symptom control**. The develo-
pment of tardive dyskinesia may necessitate
the discontinuation of antipsychotic therapy,
further complicating the management of re-
fractory OCD?°.

Comparing the efficacy of antipsychotics
with other augmentation strategies, such
as glutamate modulators or deep brain
stimulation, is an area of growing research’®.
While antipsychotics remain one of the most
widely used augmentation agents, alternative
approaches may offer comparable efficacy
with fewer side effects in some patients*. For
example, agents that target the glutamatergic
system, such as memantine or ketamine, have
shown promise in treatment-resistant OCD,
though further research is needed to establish
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their long-term safety and efficacy®®. Similarly,
deep brain stimulation offers a more invasive
option for patients with severe, intractable
OCD, though its use is limited to specialized
centers’®.

The ethical considerations surrounding
the long-term use of antipsychotics in OCD
patients cannot be overlooked®”. The potential
for serious side effects, including metabolic
syndrome, tardive dyskinesia, and cognitive
impairment, raises concerns about the
appropriateness of prolonged antipsychotic
therapy, particularly in younger and more
vulnerable populations®’. Clinicians must
weigh the risks and benefits of continued
antipsychotic use on a case-by-case basis,
ensuring that patients are fully informed about
the potential long-term consequences of their
treatment®”. This ethical dilemma underscores
the importance of ongoing research into safer,
more targeted therapies for refractory OCD?”.

CONCLUSION

The use of antipsychotic medications as
augmentation therapy in treatment-resistant
OCD has provided a significant advancement
in the management of a subset of patients
who fail to respond to traditional serotonergic
treatments. While SSRIs remain the first-
line therapy for OCD, the addition of low-
dose atypical antipsychotics offers a viable
strategy to enhance therapeutic outcomes in
patients who exhibit partial or no response
to SSRIs alone. This approach leverages
the complementary roles of serotonin and
dopamine modulation in the pathophysiology
of OCD, providing a more comprehensive
approach to symptom management. However,
the therapeutic benefits must always be
weighed against the potential risks associated
with antipsychotic therapy, particularly given
the chronic nature of OCD.
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One of the key challenges in antipsychotic
augmentation is managing the balance be-
tween efficacy and side effect burden. While
low-dose antipsychotics such as risperidone
and aripiprazole have demonstrated efficacy
in reducing OCD symptoms, their use is ac-
companied by risks such as weight gain, me-
tabolic syndrome, and cognitive impairment.
These side effects, particularly in long-term
use, necessitate close monitoring and a tai-
lored approach to treatment. Clinicians must
carefully assess each patient’s risk profile and
adjust treatment regimens accordingly, ensu-
ring that the therapeutic benefits of antipsy-
chotic augmentation are maximized without
compromising patient safety.

The paradoxical effect of antipsychotic mo-
notherapy inducing or exacerbating obsessive
symptoms, while their use in low doses alon-
gside SSRIs can provide therapeutic benefits,
underscores the complexity of OCD treat-
ment. This paradox highlights the importan-
ce of a nuanced understanding of dopamine’s
role in OCD pathophysiology and the neces-
sity of utilizing antipsychotics as adjunctive
agents rather than standalone treatments. Fu-
ture research should continue to explore the
neurobiological mechanisms underlying this
phenomenon to optimize treatment strategies
and mitigate the risks associated with dopa-
mine antagonism in OCD patients.

Furthermore, the long-term management
of patients with treatment-resistant OCD
must consider the potential for relapse once
antipsychotic therapy is discontinued. While
antipsychotic augmentation may provide
symptom relief in the short to medium
term, the decision to taper or discontinue
these medications must be approached
with caution. Relapse prevention strategies,
including ongoing SSRI therapy, CBT, and,
in some cases, maintenance antipsychotic
treatment, should be tailored to the individual
needs of the patient. Long-term follow-up
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studies are needed to better understand the
optimal duration of antipsychotic therapy and
the most effective strategies for minimizing
relapse risk.

In conclusion, antipsychotics play a
crucial role in the management of treatment-
resistant OCD, but their use must be carefully
monitored to avoid significant side effects
and complications. The evidence supporting
their efficacy is robust, particularly when

of long-term treatment cannot be ignored.
A personalized approach to treatment,
with regular reassessments of efficacy and
safety, is essential to ensure that patients
receive the most appropriate care. As the
field continues to evolve, the development of
new pharmacological agents and treatment
modalities promises to further enhance our
ability to manage this challenging and often
debilitating disorder.

used in conjunction with SSRIs, but the risks
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