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Introduction: In psychiatry hyperprolactinemia is an adverse reaction that occurs due to antipsychotics and some antide-
pressants. Clinicians are tasked with the challenge of managing hyperprolactinemia, as patients might decompensate if the
offending agent is discontinued or modified. Alternate treatment approaches were needed to ensure the hyperprolactinemia is
resolved without psychiatric decompensation of the patient.

Objective: To assess the effectiveness of aripiprazole in the management of hyperprolactinemia induced by antipsychotic
medications.

Methods: A retrospective chart review done at a mental health outpatient clinic. Charts from Dec 2021 to Aug 2023 were
reviewed. A group of patients who developed hyperprolactinemia while they were being treated with an antipsychotic were
identified. 10 patients out of the group were symptomatic and noted to have coinciding high prolactin levels. These patients
were either switched to Aripiprazole, a partial D2 agonist or it was added to their treatment regimen.

Results: Switching to or adding aripiprazole to their treatment plan has been observed to lead to a significant decrease in their
serum prolactin levels, coupled with noticeable amelioration of their symptoms.

Conclusion: In conclusion, this retrospective case series highlights the efficacy of aripiprazole in the management of anti-
psychotic-induced hyperprolactinemia. This study, conducted over two years, showed that adding aripiprazole or swapping
aripiprazole with antipsychotic treatment led to a significant reduction in serum prolactin levels in all 10 patients. These find-
ings underscore the potential of aripiprazole as an effective therapeutic option for addressing hyperprolactinemia associated
with antipsychotic medication, offering clinicians a valuable tool to mitigate this common side effect. Further research may be
warranted to establish more precise dosing guidelines of aripiprazole in this context. Nonetheless, the results presented here
\contribute to the evidence supporting aripiprazole for the management of antipsychotic-induced hyperprolactinemia. )

Introduction

Hyperprolactinemia is a common and often underestimated
side effect of antipsychotic drugs (APDs). Prolactin is released
from lactotroph cells and is regulated by the hypothalamic-pi-
tuitary system. In psychiatry hyperprolactinemia is an adverse
reaction that occurs due to antipsychotics and some antidepres-
sants. 48%-98% perimenopausal women and 42-47% of men
report symptoms related to hyperprolactinemia secondary to
antipsychotic use [1].

Multiple factors like stress, sex, and food could alter prolactin
levels, but some medications also contribute to altering prolac-
tin levels. Normal prolactin levels in males < 20 ng/ml and in
women it is <25 ng/ml. Antipsychotics are the most common

drugs that increase prolactin levels. This elevation of prolactin
occurs from the blockade of dopamine-2 (D2) receptors, par-
ticularly in the tuberoinfundibular tract [2]

Hyperprolactinemia usually presents with acute symptoms like
changes in libido, acne, hirsutism, amenorrhea, galactorrhea
and gynecomastia [3,4]. Long term complications were clas-
sified into 7 categories according to a study - breast/lactation
disorder, female genital system disorders, hair and skin abnor-
malities, infertility, menstrual cycle disorders, sexual dysfunc-
tion, and other clinical presentation.

Based on their analysis it was concluded that breast/lactation
disorder, sexual dysfunction and menstrual cycle disorders
were the most reported [3,5].
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Patients presenting with above mentioned symptoms are usu-
ally subjected to blood work and tests to conclude, drug in-
duced hyperprolactinemia. Blood levels for prolactin levels are
drawn. Pregnancy, hypothyroidism, PCOS are ruled out. Liver
and kidney dysfunctions are ruled out. MRI of the brain could
be done to rule out sellar/parasellar tumors [6].

First line treatment for hyperprolactinemia is usually dopa-
mine agonists like cabergoline, bromocriptine, quinagolide or
discontinuing the offending medication. However, dopamine
agonists have adverse reactions like nausea, vomiting, postur-
al hypotension, digital Raynaud type syndrome, leg cramps,
flushing and nasal congestion [6]. Discontinuing or lower-
ing doses of medications poses the risk of psychotic relapse.
To prevent this aripiprazole, a partial dopamine agonist with
a strong affinity for D2 receptors, is presented as a novel ap-
proach. It has the potential to displace high-potency antipsy-
chotics, especially long-acting injectables, providing relief
from hyperprolactinemia without worsening psychosis [7-9].

This study is a retrospective case series highlighting the ef-
ficacy of aripiprazole in managing hyperprolactinemia induced
by other antipsychotics.

Materials and Methods

A retrospective case series was conducted on 10 patients re-
ceiving mental health outpatient treatment from December
2021 to August 2023. The study focused on mental health pa-
tients diagnosed with schizophrenia, schizoaffective disorder,
delusional disorder, and bipolar disorder according to DSM
5, utilizing both First- Generation Antipsychotics (FGA) and
Second-Generation Antipsychotics (SGA).

The Inclusion criteria was, patients with symptoms of hyperp-
rolactinemia like amenorrhea, galactorrhea, gynecomastia and
sexual disturbances. elevated prolactin levels within the range
of 16.8 to 245. Patients who were treated with aripiprazole for
hyperprolactinemia The Exclusion criteria was patients who
did not undergo follow-up blood work after initiating aripip-
razole to monitor prolactin levels and patients with prolactin
levels exceeding 300 and on whom imaging studies could not
be conducted to rule out pituitary causes. A literature review
was performed using Pubmed, google scholar and uptodate,
25 articles were reviewed. Out of the 25, articles that depicted
hyperprolactinemia due to medical conditions were eliminated
and remaining 16 articles were included in this study.

Results

Cases

Patient 1: A 65-year-old male with a diagnosis of schizophre-
nia, treated with long-acting injections of Haldol decanoate for
more than 10 years. He developed gynecomastia 2 years back.
The prolactin level was measured and was 18.1. To address the
issue, aripiprazole was introduced at a dose of 5 mg. 3 months
later the prolactin level was repeated, and it had dropped to
8.1, which was within the normal range. This also halted the
progression of gynecomastia.

Patient 2: A 31-year-old female was diagnosed with bipolar
disorder and was treated with long-acting injection Invega
Sustenna (Paliperidone Palmitate) 156 mg IM for a year. She
developed amenorrhea. Pregnancy was ruled out and prolactin
levels were obtained which was 245. Paliperidone was discon-
tinued and aripiprazole 5 mg was initiated and was titrated up

to 10 mg. The patient was also followed by endocrinology and
prolactin levels were drawn monthly. It reduced from 245 to
103 to 77.4 and after 5 months it normalized to 11. Menstrual
irregularities resolved and the patient continued aripiprazole
10 mg QD.

Patient 3: A 47-year-old female diagnosed with schizoaffec-
tive disorder; bipolar type was on Haldol decanoate 200 mg
long-acting injection for several years. She developed galac-
torrhea and upon workup was found to have a prolactin level
of 65.3.

Aripiprazole was introduced at 10 mg and was then titrated to
20 mg. This effectively lowered prolactin levels to 5.9, leading
to the alleviation of galactorrhea. Patient continues to receive
Haldol decanoate 200 mg IM 4 weeks once along with aripip-
razole 20 mg once daily.

Patient 4: A 32-year-old female diagnosed with schizoaffec-
tive disorder, undergoing treatment with paliperidone 234 mg
IM 4 weeks once for 4 years had reported amenorrhea. Pro-
lactin levels were checked which was 94. Aripiprazole 5 mg
PO QD was added to her treatment regimen, following which
prolactin levels decreased to 11 and the amenorrhea resolved.
The patient was continued on Paliperidone long-acting injec-
tion 234 mg IM as well as aripiprazole 5 mg oral medication.

Patient 5: A 22-year-old female with delusional disorder was
on Risperdal 3 mg oral medication once daily for a year. She
developed amenorrhea and was referred to her psychiatrist for
medication management. Upon lab work, prolactin levels were
197. Aripiprazole of 5 mg oral once a day was initiated and
Risperdal was decreased to 1.5 mg at bedtime for 2 weeks. The
Risperdal was then discontinued, and the aripiprazole was in-
creased to 10 mg. Prolactin levels were repeated 2 months later
and the level had dropped to 17.9. 7 months later it was 10.7.

Patient 6: A 26-year-old male was diagnosed with schizoaffec-
tive disorder and was referred from another clinic on Paliperi-
done oral meds 6 mg once a day. Since the patient continued
hearing voices the paliperidone was increased to 9 mg once a
day.

During routine lab work prolactin was noted to 19 and the pa-
tient did admit to history of gynecomastia without galactor-
rhea. Repeat Prolactin levels after 2 months showed further
rise in levels 57.3. Aripiprazole was added at a low dose of 2
mg once a day as the patient had previously developed itching
and akathisia on aripiprazole oral as well as long-acting injec-
tion. Prolactin levels after 8 months of treatment dropped down
to 11.3.

Patient 7: A 44-year-old female diagnosed with schizoaffec-
tive disorder, was treated with quetiapine 200 mg at bedtime
and was also receiving Paliperidone 156 mg IM long-acting
injections 4 weeks once. 2 months into treatment, the patient
reported amenorrhea and hair loss to her OBGYN and a work-
up was done. Prolactin levels showed 125, following which her
psychiatrist added aripiprazole 5 mg once a day to her treat-
ment regimen and titrated it to aripiprazole 10 mg once a day.
3 months later prolactin was repeated, and it had dropped to
31.6 and her amenorrhea had resolved. At the patient’s request
paliperidone injection was discontinued and she was stabilized
on oral aripiprazole 10 mg once a day only.
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Table 1: Summary of results.

Age | Sex | Diagnosis Rx Adverse effects | Prolactin levels

1 65 M Schizophrenia Haloperidol | Gynecomastia 18.1
2 31 F Bipolar Risperidone | Oligomenorrhea | 245
3 46 M Schizophrenia Haloperidol | Galactorrhea 65.3
4 31 F Schizoaffective Paliperidone | Amenorrhea 924
5 21 F Delusional disorder | Risperidone | Amenorrhea 197
6 26 M Schizoaffective Paliperidone | Gynecomastia 19

7 43 F Schizoaffective Paliperidone | Amenorrhea 125
8 31 F Schizoaffective Paliperidone | Galactorrhea 129
9 37 F Schizoaffective Paliperidone | Amenorrhea 131
10 | 38 F Schizophrenia Haloperidol | Amenorrhea 183

Patient 8: A 32-year-old female with a diagnosis of schizoaf-
fective disorder, bipolar type was initiated on Paliperidone 156
mg IM during her inpatient hospitalization. She continued the
same when she followed up at the outpatient clinic. 6 months
into treatment, the patient reported galactorrhea. Upon work
up she was noted to have prolactin levels of 129. Paliperidone
was discontinued and aripiprazole 10 mg was initiated. It was
titrated to 15 mg and then she was stabilized on aripiprazole’s
long-acting injection. Repeat prolactin levels a month later was
84 and after 6 months was 22.1 and the patient was no longer
experiencing symptoms of hyperprolactinemia.

Patient 9: A 38-year-old female diagnosed with schizoaffec-
tive disorder; Bipolar type was initiated on Paliperidone long-
acting injection 156 mg while she was on the inpatient unit.
She was treated with the same at the outpatient clinic and after
3 months the patient experienced amenorrhea. Her OBGYN
obtained prolactin levels and it was 131. Paliperidone was dis-
continued and aripiprazole 5 mg was initiated which was ti-
trated to 15 mg. Repeat prolactin levels in a month reduced to
20.3 resolving the amenorrhea.

Patient 10: A 38-year-old female patient with a diagnosis of
chronic schizophrenia, was stabilized with a long-acting injec-
tion of Paliperidone 234 mg loading dose and given a paliperi-
done 156 mg IM maintenance dose on the inpatient unit and
was discharged to follow up at our clinic. Patient continued
to be stable on a maintenance dose of Paliperidone Palmitate
156 mg IM 4 weeks once. After 6-8 months of treatment, she
reported amenorrhea for 3 months. Pregnancy was ruled out
with blood work, but prolactin levels were as high as 183. She
had no other symptoms of hyperprolactinemia, like gyneco-
mastia or galactorrhea or decreased libido. 5 mg of aripiprazole
was augmented to her treatment regimen. Within a month her
amenorrhea resolved and repeat prolactin levels after a month
showed 132. Further trending of prolactin levels was not done
after this as the patient became pregnant and preferred to hold
all medications.

Based on the study it was determined that aripiprazole could be
the management of antipsychotic-induced hyperprolactinemia
among patients diagnosed with schizophrenia, schizoaffective
disorder, delusional disorder, and bipolar disorder. The study,
conducted over nearly two years, showed that the addition or
augmentation of Aripiprazole in conjunction with antipsychot-
ic treatment led to a significant reduction in serum prolactin
levels in all 10 patients.

Discussion

Multiple medications can cause hyperprolactinemia, the more
predominant medications are antipsychotics. Increased po-
tency on the D2 receptors within the hypothalamic tuberoin-

fundibular tract increased the chances of hyperprolactinemia.
Medications like Paliperidone, Risperidone, Haloperidol, Flu-
phenazine, Pimozide and thioridazine have the highest affinity
to the D2 receptors (Table 2, 3) [10-11]. Common symptoms
associated with hyperprolactinemia are menstrual disturbanc-
es, galactorrhea, and impotence.

Ruling out structural abnormalities is important prior to deter-
mining that hyperprolactinemia is drug induced.

Various options are available to manage antipsychotic-in-
duced hyperprolactinemia, including aripiprazole, cabergo-
line, bromocriptine, metformin, chamomile, bambusa wvul-
garis, momordica charanthia, Rauwolfia vomitoria, Ficus sur,
Clerodendrum capitatum, Peony-Glycyrrhiza decoction and
Shakuyaku-kanzo-to [12]. Cabergoline and bromocriptine
caused headache and dizziness, asthenia, rhinitis and needed
optimization of dose to achieve adequate results. Metformin
caused flatulence, nausea, vomiting and the dose ranged be-
tween 750 mg - 3000 mg. Aripiprazole though had some side
effects like akathisia, weight gain, fatigue and agitation the
dose was small between 2 mg to 10 mg. Herbal alternative
were not studied adequately or they had intolerable side ef-
fects. Aripiprazole has adequate studies, has minimal side ef-
fects and appears to have benefited most of the patients with
drug induced hyperprolactinemia [13-17].

There were some limitations to this study. It was a small sam-
ple size and was a retrospective study. There was limited data
available about the ideal dose of aripiprazole for drug induced
hyperprolactinemia. There was also limited data if age and
gender impact the prolactin levels. More studies are needed to
elaborate on details at this time.

Table 2: Second generation antipsychotics with affinity to
dopamine receptors on the tuberoinfundibular tract [11].

Second Prolactin
generation elevation
antipsychatics

Aripiprazole +
Asanapine +4
Brexipiprazole &
Cariprazine *
Clazapine *
lloperidons ++
Lumaterperonsg +
Lurasidone +
Olanzapine 4
Paliperidone 84
Pimavansearin *
Quetiapine -
Risperidone e
ZiEraﬁidnne ++

+++ High Affinity ; ++ Moderate Affinity; + Low Affinity
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Table 3: First generation antipsychotics with high affinity for
dopamine on the tuberoinfundibular tract [11].

First generation Prolactin
antipsychotics elevation
Chlorpromazine | +
Fluphenazine +++
Haloperidol +++
Loxapine ++
Molindone ++
Perphenazine ++
Pimozide +++
Thioridazine ++
Thiothixene +++
Trifluoperazine ++

 —————————————————————
+++ High Affinity ; ++ Moderate Affinity; + Low Affinity
Conclusion
Aripiprazole exhibits potential efficacy in alleviating antipsy-
chotic-induced hyperprolactinemia, with relatively lesser side
effects. Hence, aripiprazole provides a viable solution for in-
dividuals grappling with heightened prolactin levels arising
from antipsychotic treatments. What sets aripiprazole apart is
its unique mechanism of action as a partial agonist on dopa-
mine D2 receptors. The dosage choice should be personalized,
considering an individual patient’s needs and responses to the
medication. Based on our study, a low dose appears to be op-
timum in resolving hyperprolactinemia. Further research and
larger-scale studies may be warranted Nonetheless, the results
presented here contribute to the growing body of evidence sup-
porting aripiprazole as a promising intervention for the man-
agement of antipsychotic-induced hyperprolactinemia.
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