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Case Report

Giant prolactinoma case with side
effects due to cabergoline
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Abstract

Dopamine agonists should usually be the first treatment for patients with prolactinomas
of all sizes, because these drugs decrease serum prolactin concentrations and decrease the
size of most lactotroph adenomas. Cabergoline is preferred first. When cabergoline develops
side effects bromokriptin is switched. Cabergoline is more efficient than bromocriptine. Its side
effect profile more favorable than bromocriptine. Cabergoline is an ergot dopamine agonist that
is administered once or twice a week. Cabergoline can have rarely serious psychiatric adverse
effects, including psychosis, impulse control disorders, dyskinesia, pulmonery fibrosis and
valvular heart disease.

Prolactinomas are the most common pituitary tumors, 93%-95% of the cases are
microadenomas. Macroprolactinomas larger than 40 mm, known as giant prolactinomas, are
exceptionally rare, accounting for 0.5% - 4% of all prolactin-hypersecreting adenomas.

In our case, after the 7 x 6 cm giant macroprolactinoma operated we report the manic
episode occuring during the second week of cabergoline treatment. In the treatment of patients
with prolactinoma, cabergoline is a first choice drug because it has a better tolerance profile
and is more effective, however, bromocriptine can be switched to when drug resistance or side
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effects develop to cabergoline.

Introduction

Prolactinomas are the mostcommon pituitary tumors, often
seen as microadenomas, and treatment is usually medical.
Treatment of patients with lactotroph macroadenomas, no
matter how large or how severe the neurologic symptoms,
should also be initiated with a dopamine agonist, starting
with cabergoline [1]. Patients whose macroadenomas are
largely cystic should also be treated initially with a dopamine
agonist since this treatment shrinks most of these [2].
Cabergoline, a dopamine agonist is generally used in the
treatment of hyperprolactinemia, Parkinson’s disease, restless
leg syndrome, and antipsychotic-induced prolactin elevation.
It is generally well tolerated as compared to other dopamine
agonist due to its more selective D2 receptor agonistic effect
[3]. However, it can cause certain psychiatric side effects
including psychosis, depression, impulse control disorders,
and nightmares [4].

Prolactin (PRL)-secreting pituitary adenomas (PRLomas)
are the most common pituitary secreting tumors, accounting
for 32% - 45% of all pituitary tumors [5-7]. Prolactinomas are
most often microadenomas (< 10 mm in diameter) and are
diagnosed more frequently in women, who usually present
with the hormonal sequelae of hyperprolactinemia including
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galactorrheaandoligomenorrhea.Inmen, macroprolactinomas
(> 10 mm in diameter) are more commonly detected, and
it has been hypothesized that the greater subtlety of male
hormonal symptoms of hyperprolactinemia, gynecomastia,
decreased libido, and impotence may account for the lower
observed frequency and the larger size of clinically evident
prolactinomas in men [8]. Giant prolactinomas are pituitary
adenomas larger than 4 cm in size presenting very high
serum prolactin levels (typically above 1000 ng/mL) and no
concomitant growth hormone (GH) or adrenocorticotropic
hormone (ACTH) hypersecretion. They represent less than 5
% of all prolactinomas [9,10].

Here we present a case of a 33-year-old male who had
7x6 cm macroadenom. Occured manic episode, personality
changes and hallucinations, following the started cabergoline
treatment after surgery, thereon bromocriptin therapy was
started.

Case report

A 33-year-old male patient attended to ophthalmologist
with a bilateral visuel loss for four-five years.

He reported no history of galactorrhea, gynecomastia,
but have headaches have and decreased libido. Then he
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referred to endocrinologist. In laboratory examinations,
hyperprolactinemia (> 200 ng/mL) and hypogonadotropic
hypogonadism, were detected (Figure 1 and Table 1).

He was started on cabergoline 0.25 mg twice weekly,
prednisone tablet 7,5 mg/daily and testosterone 250 mg
IM injection every 3 weeks. Patient was hospitalized for
treatment. After a week of cabergoline treatment patient
had an epileptic attack due to apoplexi. The patient was
urgently opereted. Postoperative patient was followed and
discharged. Pathologic examination showed that; the tumor
cells were positive for prolactin and luteinizan hormone (LH),
follicle stimulating hormone (FSH), growth hormone (GH),
thyroid stimulating hormone (TSH) were negative. Patient
was brought to the emergency department by his relatives
hallucinations, personality changes and manic episodes. The
patient was evaluated by the psychiatry in the emergency
department.These complaints seen in the patient were related
to the side effect of the cabergolin. Therefore, bromocriptin
treatment was started 1,25 mg/day and increased to 5 mg/day
on this patient. There was no side effect with this treatment.

Figure 1: MR scan showed that pituitary macroprolactinoma.

‘Table 1: Hormonal profile at presentation.

Biomarker Value Normal References

Prolactin ng/ml > 470 4.04-15.2
GH ng/ml 0.566 0-1
IGF-1ng/ml 44.8 115 - 307
ACTH pg/ml 12.6 0-46
FSH miu/ml 0.549 1.5-124
LH miU/ml 0.56 1.7-86
Serum cortisol pg/dl 49
Free T4 ng/dl 1.1 0.93 -1.97
TSH plu/ml 4.09 0.27 -4.2
Total serum testosterone ng/dl <2.50 280 - 800
Abbreviations: ACTH: Adrenocorticotropic Hormone; FSH: Follicle Stimulating Hormone;
GH: Growth Hormone; IGF: Insulin-like Growth Factor; LH: Luteinizing Hormone; TSH:
Thyrotropin
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Discussion

Mesocortical and mesolimbic D2 and D3 receptors are
thought to be involved in mood and behavior, and dopamine
agonists cantrigger psychosis ormania[11-13].Impulse control
disorders (ICDs), including problem gambling, hypersexuality,
compulsive eating and compulsive shopping, may be mediated
by D3 receptors in the mesolimbic system [12,13]. D2 receptor
agonistic effect of cabergoline is responsible for manic episode.
Initially high dose (0.5 mg per day) of cabergoline is associated
with risk of psychosis [14]. However, no literature is available
regarding relation between very low dose of cabergoline with
giant macroprolactinoma.

In general, medically treated prolactinomas have a high
remission rate of 90% [6]. When they are large and extend
outside the sellar borders, the rate of prolactin normalization
decreases to 70%-80% for macroprolactinomas [6] and
60%-68% for giant prolactinomas [9,10].

Transsphenoidal or transcranial resection may be offered
to the subset of patients with giant prolactinoma for whom
even high-dose medical therapy fails to achieve tumor size
and hormonal control [15], and patients with apoplexy or
complications of pharmacological treatment (CSF leak). The
reported rate of surgery following first-line dopamine agonist
treatment is nearly 15% [9]. Severe chiasmal pressure might
also lead to a decision to operate, although even severe optic
damage and significant visual field defects can improve with
medical treatment alone [9,10]. However, surgery is rarely
curative. Most patients will not achieve hormonal remission
postoperatively [6,9], will remain with a significant adenoma
residue, and will require continuous medical treatment.
Surgical resection may also be hampered by intratumoral
fibrosis, which may develop following long-term dopamine
agonist management [16,17]. Moreover, surgery in patients
with gigantic tumors can be associated with complications
such as diabetes insipidus, mental deterioration, CSF leak,
meningitis, worsening vision, and even perioperative mortality
[18].

Although cabergoline is highly effective in hyperprolac-
tinemia treatment, it may induce hypomanic/manic episodes,
pituitary apoplexi, personality changes and hallucinations
such as in this case. Risk-benefit ratio should be analyzed
with prospective controlled studies in future and cabergoline
must be used carefully. Alternatively other drugs (e.g., bro-
mocriptin, quinagolide) should be kept in mind. But there are
more than other side effect profile (nausea, vomiting, dizzi-
ness) and should be taken every day. Cabergoline is an effec-
tive drug but it should be kept in mind that cabergoline may
develop side effects even at very low doses.

Giant prolactinomas are generally benign but they may
be aggressive and invasive, disrupting nearby structures
and higher serum prolactin levels. They show a fairly good
response to medical treatment with dopamine agonists,
combined with surgery in some patients and radiotherapy if
required.
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