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ADULT PSYCHIATRY

Augmentation Strategies in the Treatment  
of Obsessive-Compulsive Disorder:  
Antipsychotic Agents, Extended-Release 
Methylphenidate, and N-Acetylcysteine
Julija Grigaitytė1, Robertas Strumila1

1 	 Clinic of Psychiatry, Institute of Clinical Medicine, Faculty of Medicine, Vilnius University, Vilnius, Lithuania

Introduction. Obsessive-compulsive disorder (OCD) is a chronic mental disorder character-
ized by intrusive thoughts and repetitive behaviors that impair daily functioning and quality of 
life. Although first-line therapies help many patients, a significant number remain treatment-
resistant, emphasizing the need for adjunctive interventions. Dysregulation of dopaminergic and 
glutamatergic systems, as well as oxidative stress, has been implicated in OCD, supporting in-
vestigation of pharmacological augmentation strategies, including antipsychotics and emerging 
agents such as N-acetylcysteine (NAC) and extended-release methylphenidate (MPH-ER).

Methods. A narrative literature review was conducted using PubMed, Embase, EBSCO, and 
Google Scholar, focusing on studies of pharmacological augmentation in patients insufficiently 
responsive to SSRIs or cognitive-behavioral therapy (CBT).

Results. Dopamine receptor antagonists, particularly risperidone, and the partial agonist ari-
piprazole show the most consistent benefit in SSRI-resistant OCD. Olanzapine and quetiapine 
may help selected patients, though supporting data are limited. Augmentation strategies target-
ing other pathways, such as NAC and MPH-ER, remain experimental. Preliminary findings sug-
gest potential benefit with promising symptom improvement, but results are heterogeneous and 
often limited by small sample sizes and methodological variability.

Conclusions. Pharmacological augmentation is a key strategy for treatment-resistant OCD. 
Antipsychotics have the strongest evidence base, while NAC and MPH-ER show emerging po-
tential but require larger, well-designed trials to clarify efficacy, safety, and patient selection.
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