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Dear Editor,

Aripiprazole, a third-generation atypical 
antipsychotic, functions as a partial agonist at D2 and 
5-HT1A receptors, and as an antagonist at 5-HT2A 
receptors. It is generally associated with a lower risk of 
extrapyramidal symptoms (EPS). However, several case 
reports have documented that aripiprazole can, albeit 
rarely, cause dystonic reactions such as oculogyric 
crisis (OGC), characterized by a sustained, involuntary 
upward deviation of the eyes (1–3). Oculogyric crisis 
can occur shortly after the initiation or dose escalation 
of aripiprazole (4). For instance, Bhachech (1) and 
Hadler et al. (2) reported cases of OGC following 
dose increases of aripiprazole, successfully managed 
with anticholinergic treatment. Canol et al. (5) also 
described a case of tardive OGC with long-term 
aripiprazole, highlighting the need for caution even 
with prolonged treatment. These cases underscore the 
importance of considering the risk of OGC, particularly 
in young patients, those with a history of dystonia, 
or those undergoing rapid dose escalation (6, 7). This 
report details an OGC case in a young adult following 
aripiprazole initiation, emphasizing the need for 
vigilance for this rare but significant side effect.

A 22-year-old woman with moderate intellectual 
developmental disorder (IDD) presented to our clinic 
with complaints of sudden, involuntary upward rolling 
of her eyes, occurring two to three times daily and 
lasting 15–20 minutes, primarily in the evening. She 
reported that during these episodes, it was difficult 
to return her eyes to their original position, but the 
episodes would eventually resolve spontaneously. 

These symptoms began after one month of treatment 
with aripiprazole at a dosage of 15 mg/day, which 
was prescribed following a brief psychotic episode 
characterized by persistent visual and auditory 
hallucinations that had not improved with an initial 
dose of 5 mg/day. The patient was not on any other 
medications, and her psychiatric evaluation revealed 
that she was conscious, oriented, and free of delusions 
or hallucinations at the time of presentation. However, 
mild involuntary tremors were noted, without signs 
of rigidity, bradykinesia, or other extrapyramidal 
symptoms. Laboratory tests, including complete 
blood count, liver and kidney function tests, and urine 
drug screens, were all within normal limits, as were 
neurological examinations, brain magnetic resonance 
imaging (MRI), and electroencephalography 
(EEG). There was no history of substance abuse or 
familial psychiatric disorders. Given the significant 
improvement in psychiatric symptoms and the 
development of oculogyric symptoms, which greatly 
concerned the patient and her family, a decision was 
made to discontinue aripiprazole in accordance with 
their strong preference to avoid further medication. 
Following the discontinuation of aripiprazole, the 
ocular symptoms resolved within a week, with no 
recurrence of psychiatric symptoms or extrapyramidal 
side effects during follow-up. The patient’s Positive 
and Negative Syndrome Scale (PANSS) score improved 
significantly, decreasing from 68 to 42 throughout 
the treatment. A Naranjo Adverse Drug Reaction 
Probability Scale score of 6 was calculated, indicating 
that the oculogyric crisis was likely associated with 
aripiprazole use.
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Oculogyric crisis (OGC) is known as a rare but 
serious extrapyramidal side effect of antipsychotic 
medications, typically characterized by an abrupt, 
involuntary upward deviation of the eyes. This 
condition can last from a few seconds to several 
hours and is less commonly observed compared to 
other extrapyramidal symptoms like parkinsonism or 
akathisia (8). The development of OGC is linked to an 
imbalance between dopaminergic and cholinergic 
systems. Dopamine D2 receptor blockade can increase 
cholinergic transmission, leading to extrapyramidal 
symptoms such as dystonia (9, 10).

Aripiprazole, an antipsychotic with partial agonist 
activity at D2 receptors, is generally associated with a 
lower risk of extrapyramidal symptoms (11). However, 
some cases have shown that aripiprazole can still induce 
dystonic reactions (1, 2, 12). This might be attributed 
to aripiprazole’s complex pharmacological profile, 
which can disrupt the balance between dopaminergic 
and cholinergic systems. Dopamine hypofunction and 
relative cholinergic overactivity are implicated in the 
onset of these dystonic reactions (10, 11). Additionally, 
aripiprazole’s effects on D3 and 5-HT6/7 receptors 
may contribute to the development of OGC (9, 13). 
These mechanisms, supported by preclinical studies, 
suggest that aripiprazole’s inhibition of the serotonin 
transporter can alter dopamine balance in the basal 
ganglia, leading to dystonia (11).

Cases in the literature indicate that aripiprazole 
can cause OGC, often following dose increases. 
Bhachech (1) reported a case where OGC developed 
after an increase in the aripiprazole dose, with 
symptoms successfully treated with promethazine. 
This finding underscores the need to consider 
unexpected side effects when treating patients with 
aripiprazole and the importance of close monitoring 
during treatment (4).

The treatment of OGC typically involves 
anticholinergic medications and benzodiazepines. 
Anticholinergic drugs help to balance the 
increased cholinergic activity caused by dopamine 
deficiency, while benzodiazepines act on gamma-
aminobutyric acid A (GABA-A) receptors to alleviate 
symptoms (10). However, in some cases, reducing 
the dose or discontinuing the medication may 
also lead to symptom resolution (2). In our case, 
the discontinuation of aripiprazole led to a rapid 
resolution of OGC symptoms without the need for 
additional medication. This highlights the potential 
benefit of medication cessation as a treatment 
strategy in similar cases.

In conclusion, numerous cases of oculogyric crisis 
associated with aripiprazole have been reported in 
the literature, and our case adds to this growing body 
of evidence. This case underscores the importance of 
recognizing that aripiprazole, despite its reputation for 
a lower risk of extrapyramidal symptoms, can still lead 
to severe dystonic reactions such as OGC. Clinicians 
should be vigilant when prescribing aripiprazole, 
particularly in patients who may be at higher risk, and 
should not overlook the potential for EPS even with 
newer antipsychotic agents. Our findings suggest 
that aripiprazole’s safety profile regarding EPS may 
not be as robust as previously thought, and careful 
monitoring is essential during treatment.

Acknowledgements: The authors would like to thank the patient 
and her family for their consent and collaboration.

Conflict of Interest: The authors declare that they have no conflict 
of interest.

Informed Consent: Written informed consent was obtained from 
the patient and her parents for the publication of the case report.

Use of AI for Writing Assistance: Not declared.

Financial Disclosure: The authors declare that they have no 
financial support.

Peer-review: Externally peer-reviewed.

REFERENCES

1. Bhachech JT Aripiprazole-induced oculogyric crisis (acute 
dystonia). J Pharmacol Pharmacother 2021; 3:279-281. [CrossRef]

2. Hadler NL, Roh YA, Nissan DA. Oculogyric crisis after initiation 
of aripiprazole: A case report of an active duty service member. 
Case Rep Psychiatry 2023; 2023:9440028. [CrossRef]

3. Rizzo R, Gulisano M, Calì PV. Oculogyric crisis: A rare 
extrapyramidal side effect in the treatment of Tourette syndrome. 
Euro Child Adoles Psychiatry 2012; 21:591-592. [CrossRef]

4. Bernardo P, Rubino A, Santoro C, Bravaccio C, Pozzi M, 
Pisano S. Aripiprazole-induced oculogyric crisis: A pediatric 
case series and a brief narrative review. Children (Basel) 2021; 
9:22. [CrossRef]

5. Canol T, Sapmaz SY, Uzun AD, Kandemir H. Tardive 
oculogyric crisis due to aripiprazole treatment in an adolescent 
patient diagnosed with bipolar disorder. Psychiatry Clin 
Psychopharmacol 2020; 30:321-323. [CrossRef]

6. Nebhinani N, Suthar N. Oculogyric crisis with atypical 
antipsychotics: A case series. Indian J Psychiatry 2017; 59:499-
501. [CrossRef]

7. Rodriguez Andres L, Vallecillo C, Borge LG, Meseguer CM, 
Valera GG, Canga CN. Aripiprazole-induced oculogyric crisis 
(acute dystonia). European Psychiatry, 2023; 66(Suppl 1):S1009-
1010. [CrossRef]

https://doi.org/10.4103/0976-500X.99446
https://doi.org/10.1155/2023/9440028
https://doi.org/10.1007/s00787-012-0288-3
https://doi.org/10.3390/children9010022
https://doi.org/10.5455/PCP.20200522115147
https://doi.org/10.4103/psychiatry.IndianJPsychiatry_211_17
https://doi.org/10.1192/j.eurpsy.2023.2143


Dusunen Adam J Psychiatr Neurol Sci 2024;37:166-168168

8. Barow E, Schneider SA, Bhatia KP, Ganos C. Oculogyric 
crises: Etiology, pathophysiology and therapeutic approaches. 
Parkinsonism Related Disord 2017; 36:3-9. [CrossRef]

9. Sethi KD. Movement disorders induced by dopamine blocking 
agents. Seminars Neurol 2001; 21:59-68. [CrossRef]

10. Dressler D, Altenmueller E, Bhidayasiri R, Bohlega S, Chana P, 
Chung TM, et al. Strategies for treatment of dystonia. J Neural 
Transmis 2016; 123:251-258. [CrossRef]

11. Stahl SM. Prescriber’s Guide: Stahl’s Essential 
Psychopharmacology. Sixth ed., UK: Cambridge University Press, 
2017.

12. Isik CM, Demirci B, Sari SA, Cicek AU. Aripiprazole-induced 
oculogyric crisis (acute dystonia) in an 11-year-old girl: A case 
report. Cumhuriyet Med J 2020; 42:403-406.

13. Desarkar P, Thakur A, Sinha VK. Aripiprazole induced acute 
dystonia. Am J Psychiatry 2006; 163:1112-1113. [CrossRef]

https://doi.org/10.1016/j.parkreldis.2016.11.012
https://doi.org/10.1055/s-2001-13120
https://doi.org/10.1007/s00702-015-1453-x
https://doi.org/10.1176/ajp.2006.163.6.1112a

