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Case Report

Paroxysmal Eye Movements in
Treatment-Resistant Schizophrenia:

Oculogyric Crisis or Seizure-Like Activity

Carol Lim, MD, MPH; Rachel Conrad, MD; Saad Rahmat, MD; David Bargiela, MD, PhD; and Oliver Freudenreich, MD, FACLP

culogyric crisis (OGC) is an
O extrapyramidal symptom

(EPS) characterized by an
acute dystonic reaction with
involuntary upward eye deviations,
typically induced by dopamine
D2 receptor antagonists such as
antipsychotics. However, similar
ocular movements may result from
postencephalitic parkinsonism,
epileptic seizures, paroxysmal tonic
upgaze syndrome, or ocular tics,’
posing diagnostic challenges.>™*
Clozapine’s weak D2 binding lowers
the risk of EPS, making it suitable for
EPS-sensitive patients, but its seizure
threshold—lowering effect® can worsen
seizure-related movements. We
describe a patient with treatment-
resistant schizophrenia, whose
presumed OGC was later identified as
seizure-like activity, worsened by
clozapine and resolved with
antiepileptic treatment. This case
highlights the need for comprehensive
neurological evaluation in diagnosing
and managing motor symptoms
associated with antipsychotic use,
particularly when standard EPS
treatments fail.

Case Report

Ms A is a 21-year-old woman with
a history of febrile seizures and
learning disabilities. She was
diagnosed with schizophrenia at age
15 years. She received oral olanzapine,
later transitioning to olanzapine long-
acting injectable 405 mg monthly. Due
to weight gain and access issues, she
switched to oral aripiprazole titrated
to 30 mg/day, which caused bilateral
involuntary episodic upward eye
deviations, initially suspected as
aripiprazole-induced OGC. These
episodes were unresponsive to

diphenhydramine, benztropine, and
deutetrabenazine. Switching back to
olanzapine worsened her psychosis,
leading to hospitalization. When
aripiprazole was restarted and titrated
to 30 mg/day, the upward eye
deviations recurred, occurring up to
twice daily for seconds to a minute,
and her psychotic symptoms persisted.

To address treatment-resistant
schizophrenia and presumed OGC,
aripiprazole was cross-tapered to
clozapine 200 mg/day. Although
psychosis improved, upward eye
deviations became more frequent,
accompanied by new-onset
stuttering,® head turning, gross motor
arm- and leg-jerking movements,
facial twitches, and tongue
movements. Over a month, she had
3 episodes of loss of consciousness
with falls, tongue biting, dental
trauma, and postictal confusion
(15-30 minutes), raising concern for
seizure-like activity.

Electroencephalogram (EEG)
findings were abnormal with frontal-
predominant generalized rhythmic
delta activity and nearly continuous
bilateral theta > delta slowing. No
definitive epileptiform abnormalities
were detected. Cardiac evaluation
suggested a possible vasovagal
component with exercise-induced
hypotension. Differential diagnoses
included juvenile myoclonic epilepsy
or idiopathic generalized epilepsy,
potentially unmasked by clozapine.
Brain magnetic resonance imaging and
autoimmune serum/cerebrospinal
fluid encephalopathy panel ruled out
autoimmune epilepsy, and negative
LGI1 antibodies made faciobrachial
dystonic seizures unlikely.

Reducing clozapine to 150 mg and
initiating lamotrigine improved the

motor symptoms, but her psychosis
worsened. Gradually increasing
clozapine to 250 mg/day (320 ng/mL)
while titrating lamotrigine to 150 mg
twice daily led to resolution of OGC,
episodes of loss of consciousness, and
other involuntary movements while
effectively controlling psychosis.

Discussion

This case highlights the complexity
of distinguishing seizure-related
upward eye deviations from drug-
induced OGC in patients on
antipsychotics. Clozapine, often
selected for refractory psychosis and
its lower EPS risk, may unmask or
induce seizure-like activity.
Antipsychotics carry a seizure risk,
with EEG abnormalities in 7% of
patients without prior seizures and
clinical seizures in 0.5%—-1.2%,”
increasing to 10% with clozapine in a
dose-dependent manner.® In addition,
forced normalization can
paradoxically improve psychosis as
seizures worsen, adding complexity to
the clinical picture.®!® Adding
lamotrigine resolved the motor
symptoms, including OGC, suggesting
underlying antipsychotic-associated
myoclonus and subclinical seizures in
this case. The combination of clozapine
and lamotrigine effectively managed
both psychosis and seizure-like
activity. Of note, lamotrigine is an
evidence-based adjunctive strategy for
clozapine-resistant schizophrenia.!!

When paroxysmal movements
persist despite EPS treatments,
particularly orofacial myoclonus
mimicking EPS,!? clinicians should
consider subclinical seizures or
antipsychotic-induced myoclonus.
Collaboration between neurology and
psychiatry is critical. Video EEG
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remains the most reliable tool to
differentiate seizure-related eye
movements from drug-induced OGC,*
but if unavailable, an empirical trial of
antiepileptics may help diagnosis and
treatment.
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