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MANAGEMENT OF PROLACTINOMA
ELEVATED PROLACTIN LEVELS
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Management of prolactinoma. MRI, magnetic resonance imaging; PRL, prolactin.
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effect symptoms, including headaches and visual disorders, usually improve dramatically within days after cabergoline initiation;
improvement of sexual function requires several weeks of treatment
but may occur before complete normalization of prolactin levels.
After initial control of PRL levels has been achieved, cabergoline
should be reduced to the lowest effective maintenance dose. In ~5%
of treated patients harboring a microadenoma, hyperprolactinemia
may resolve and not recur when dopamine agonists are discontinued after long-term treatment. Cabergoline also may be effective in
patients resistant to bromocriptine. Adverse effects and drug intolerance are encountered less commonly than with bromocriptine.
Bromocriptine
The ergot alkaloid bromocriptine mesylate is a dopamine receptor
agonist that suppresses prolactin secretion. Because it is short-acting, the drug is preferred when pregnancy is desired. In microadenomas, bromocriptine rapidly lowers serum prolactin levels to normal
in up to 70% of patients, decreases tumor size, and restores gonadal
function. In patients with macroadenomas, prolactin levels are also
normalized in 70% of patients, and tumor mass shrinkage (≥50%) is
achieved in most patients.
Therapy is initiated by administering a low bromocriptine dose
(0.625–1.25 mg) at bedtime with a snack, followed by gradually
increasing the dose. Most patients are controlled with a daily dose
of ≤7.5 mg (2.5 mg tid).
Side Effects
Side effects of dopamine agonists include constipation, nasal stuffiness, dry mouth, nightmares, insomnia, and vertigo; decreasing
the dose usually alleviates these problems. Nausea, vomiting, and
postural hypotension with faintness may occur in ~25% of patients
after the initial dose. These symptoms may persist in some patients.
In general, fewer side effects are reported with cabergoline. For the
approximately 15% of patients who are intolerant of oral bromocriptine, cabergoline may be better tolerated. Intravaginal administration of bromocriptine is often efficacious in patients with intractable
gastrointestinal side effects. Auditory hallucinations, delusions, and
mood swings have been reported in up to 5% of patients and may
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be due to the dopamine agonist properties or to the lysergic acid
derivative of the compounds. Rare reports of leukopenia, thrombocytopenia, pleural fibrosis, cardiac arrhythmias, and hepatitis have been
described. Patients with Parkinson’s disease who receive at least 3 mg
of cabergoline daily have been reported to be at risk for development
of cardiac valve regurgitation. Studies analyzing over 500 prolactinoma patients receiving recommended doses of cabergoline (up to
2 mg weekly) have shown no evidence for an increased incidence of
valvular disorders. Nevertheless, because no controlled prospective
studies in pituitary tumor patients are available, it is prudent to perform echocardiograms before initiating standard-dose cabergoline
therapy.
Surgery Indications for surgical adenoma debulking include dopamine resistance or intolerance and the presence of an invasive
macroadenoma with compromised vision that fails to improve
after drug treatment. Initial PRL normalization is achieved in about
70% of microprolactinomas after surgical resection, but only 30%
of macroadenomas can be resected successfully. Follow-up studies
have shown that hyperprolactinemia recurs in up to 20% of patients
within the first year after surgery; long-term recurrence rates
exceed 50% for macroadenomas. Radiotherapy for prolactinomas is
reserved for patients with aggressive tumors that do not respond to
maximally tolerated dopamine agonists and/or surgery.
PREGNANCY
The pituitary increases in size during pregnancy, reflecting the
stimulatory effects of estrogen and perhaps other growth factors
on pituitary vascularity and lactotrope cell hyperplasia. About
5% of microadenomas significantly increase in size, but 15–30%
of macroadenomas grow during pregnancy. Bromocriptine has
been used for more than 30 years to restore fertility in women
with hyperprolactinemia, without evidence of teratogenic effects.
Nonetheless, most authorities recommend strategies to minimize
fetal exposure to the drug. For women taking bromocriptine
who desire pregnancy, mechanical contraception should be used
through three regular menstrual cycles to allow for conception
timing. When pregnancy is confirmed, bromocriptine should
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