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ABSTRACT
Keywords: Background: Jitteriness/anxiety syndrome is a potential adverse reaction that may
Fluoxetine occur during the initiation or dose escalation of antidepressants. It is characterized
Mirtazapine by anxiety, agitation, insomnia, impulsivity, sensory abnormalities, and increased
Adverse drug reaction suicidal ideation. Case presentation: A 26-year-old male diagnosed with bipolar

disorder and depressive episode developed worsened anxiety, palpitations, and
formication following an increased dose of fluoxetine and mirtazapine, combined
with clonazepam. Symptomatic aggravation occurred shortly after dose escalation.
Subsequent switch to paroxetine and quetiapine, along with maintenance of
clonazepam and PRN alprazolam, requires continued observation for clinical
outcome. Discussion: Fluoxetine and mirtazapine both enhance serotonergic
activity via different mechanisms, potentially leading to additive effects and
symptoms of jitteriness/anxiety syndrome. Furthermore, fluoxetine’s CYP2D6
inhibition may elevate olanzapine levels, contributing to adverse events. Replacing
fluoxetine with paroxetine and olanzapine with quetiapine minimized pharmacokinetic
interactions and reduced serotonergic overstimulation. This case supports cautious
initiation and monitoring of serotonergic combinations, especially in patients with
mood disorders. Conclusion: Pharmacists and clinicians must be alert to the
possibility of jitteriness/anxiety syndrome during early antidepressant therapy.
Starting with low doses and evaluating drug interactions may help prevent serious
adverse reactions.
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+ Olanzapine 2.5 mg HS

* Fluoxetine 10 mg HS

* Mirtazapine 7.5 mg HS
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+ Olanzapine 2.5 mg HS

- Fluoxetine 20 mg (53)

- Mirtazapine 15 mg (Z3)

- Clonazepam 0.5 mg (57}
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