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Mechanism-why antipsychotics raise prolactin

Many antipsychotics block dopamine D2 receptors; dopamine normally inhibits
prolactin release from the pituitary

Some antipsychotics have differential central vs peripheral (pituitary) D2
occupancy. For example, Amisulpride and Risperidone block D2 at the pituitary
more than in brain, leading to disproportionate prolactin elevation

A schematic (pituitary outside blood-brain barrier, antipsychotic concentration)
helps illustrate this.




High-Risk Typical Antipsychotics

Dose Associated With 4
Prolactin

Haloperidol > 2-5 mg/day Strong D2 blockade

Fluphenazine > 2.5-5 mg/day High potency typical

Chlorpromazine > 100 mg/day Low potency; still increases
prolactin

Perphenazine > 8-12 mg/day Moderate potency



Moderate—High Risk Atypical Antipsychotics

Dose Associated With 4
Prolactin

Risperidone > 1-2 mg/day Most prolactin-elevating
atypical

Paliperidone > 3 mg/day Active metabolite of
risperidone

Amisulpride > 50-100 mg/day Strong D2/D3 blockade

Olanzapine > 10-20 mg/day Mild elevation



Low-Risk / Prolactin-Sparing Antipsychotics
Drug  |EffectonProlactin ___ [Notes

Aripiprazole

Quetiapine

Clozapine

Ziprasidone

Lowers prolactin

Minimal effect

Minimal effect

Rare 1 at > 80-160
mg/day

Partial D2 agonist

Transient, dose-
independent

Weak D2 binding

Low risk overall



Clinical Considerations

Prolactin elevation is dose-dependent for
most D2 blockers

Symptoms: galactorrhea, amenorrhea,
infertility, sexual dysfunction

Aripiprazole can reverse hyperprolactinemia
when added to therapy

Monitoring: baseline & follow-up prolactin
levels if symptomatic



Management & Mitigation Strategies

Use lowest effective dose when possible — dose-
response data support that higher doses - more
prolactin elevation

Prefer prolactin-sparing agents (quetiapine, aripiprazole,
clozapine) if clinically appropriate.

For patients with symptomatic hyperprolactinemia (e.g.
galactorrhea, amenorrhea, bone issues): consider
switching to or adding agents like aripiprazole (partial
agonist) to reduce prolactin.

Monitor prolactin levels, bone density, hormone levels if
long-term antipsychotic therapy, especially in high-risk
drugs.
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