|:| LETTER TO THE EDITOR

Treatment of Hyperprolactinemia and Gynecomastia
With Adjunctive Aripiprazole in 2 Men Receiving
Long-Acting Injectable Antipsychotics

To the Editor: Hyperprolactinemia and its consequences,
including sexual dysfunction, osteoporosis, pituitary tumors, and
gynecomastia, are potential side effects of many antipsychotics.!
Treatment recommendations include decreasing the dose of the
antipsychotic, switching to a prolactin-sparing antipsychotic, or
adding medications such as direct-acting dopamine agonists';
however, options are limited with long-acting injectable
antipsychotics. A series of reports and clinical trials have shown
that the antipsychotic aripiprazole, a partial dopamine D, receptor
agonist, can lower prolactin concentrations and potentially reduce
prolactin-related effects (eg, sexual dysfunction) when given with
oral antipsychotics.z’S We report, for the first time, the adjunctive
use of aripiprazole for the treatment of hyperprolactinemia
and associated gynecomastia related to long-acting injectable
antipsychotics.

Case 1. Mr A, a 29-year-old man of Indian ancestry with DSM-
IV schizophrenia and nicotine dependence, was hospitalized for
a suicide attempt in late 2009. Risperidone microspheres 25 mg
intramuscularly every 2 weeks and oral risperidone 1 mg twice
daily were started. He responded to treatment and continued on
this regimen; however, prolactin levels were elevated (21.9 ng/
mL; reference, 2-14 ng/mL) 3 months later. Oral risperidone was
discontinued, but intramuscular risperidone was continued; about
10 months later, prolactin levels were higher, (29.8 ng/mL; reference,
2-14 ng/mL) Two months after this finding, Mr A reported sexual
dysfunction and left breast tenderness and redness, with no
galactorrhea evident on physical examination. He was prescribed
oral aripiprazole 2.5 mg daily, and, after a month, breast tenderness
and redness resolved, with no worsening of psychotic symptoms.
Prolactin level dropped to 18.6 and 16.3 ng/mL (reference, 3.5-
19.4; new reference standards were reported due to a change by the
laboratory in the assay to measure prolactin levels) 2 months and 5
months later, respectively. Risperidone 25 mg intramuscularly every
2 weeks and oral aripiprazole 2.5 mg daily were continued with no
reported symptoms of breast tenderness and with an improvement
in sexual function.

Case 2. Mr B, a 58-year-old African American man diagnosed
with DSM-IV schizophrenia and cocaine abuse in remission, was
treated with fluphenazine decanoate 25 mg intramuscularly every 2
weeks starting in 1991 and then with 15 mg intramuscularly every 2
weeks starting in 2002. In 2009, he first reported breast tenderness
and enlargement with no galactorrhea. He reported worsening of
these symptoms in early 2011. Prolactin level in the middle of 2011
was 9.9 ng/mL (reference, 2-14 ng/mL) and then 12.2 ng/mL a
week later. Bilateral tender gynecomastia, 3 cm on the leftand 2 cm
on the right, without galactorrhea was noted after about a month.
Serum estradiol, testosterone, human chorionic gonadotropin f,
and luteinizing hormone levels were all within normal limits. A trial
of oral tamoxifen 10 mg daily was initiated by the endocrinologist,
but despite 4 weeks of treatment, the patient reported continued
breast tenderness and had a significantly elevated prolactin level
(33.2 ng/mL; reference, 3.5-19.4 ng/mL). Four months later,
tamoxifen was stopped; prolactin level decreased to 19.9 ng/mL
(reference, 3.5-19.4), but breast tenderness continued. That same
month, oral aripiprazole 5 mg daily was added to treatment with
fluphenazine decanoate. A month later, Mr B reported resolution
of breast tenderness and improvement in psychiatric symptoms;
serum prolactin level was 12.7 ng/mL (reference, 3.5-19.4 ng/mL).
Over the next few months, Mr B reported well-controlled psychotic
symptoms without breast tenderness; prolactin concentration was
5.2 and 5.6 ng/mL (reference, 3.5-19.4 ng/mL) after 2 months and
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4 months, respectively. However, after 4 months, he reported new
breast swelling and tenderness, and the dosage of oral aripiprazole
was increased to 10 mg daily. Complete resolution of breast soreness
was seen after 1 month.

The majority of reported cases to date have shown that
aripiprazole can reverse hyperprolactinemia and related side effects
associated with other oral antipsychotics.>™ A recently published
open-label study by van Kooten and colleagues® found, similar to
this report, that aripiprazole given adjunctively with long-acting
injectable risperidone can decrease prolactin concentrations.®
However, in that report, none of the participants had symptoms
related to hyperprolactinemia. While several studies have shown
that aripiprazole can decrease serum prolactin level, serum
prolactin level does not correlate with related side effects in men.”
Therefore, it is important to determine if addition of aripiprazole
can reverse hyperprolactinemia-induced side effects in addition to
causing decreases in serum prolactin. We report, for the first time,
that low-to-moderate adjunctive doses of aripiprazole can reverse
gynecomastia associated with hyperprolactinemia caused by long-
acting injectable antipsychotics.
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