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Prolactinoma is the most frequent pituitary adenoma type,
accounting for 40-66% in epidemiological studies [1]. The
estimated prevalence in various populations ranges from
25/100,000 to 63/100,000 [2], with standardized incidence
rates between 2.1 and 5.4 cases/100,000/year [1]. Consider-
ing the frequency of prolactinomas and their potential clini-
cal significance, it is pertinent that a special issue of PITUI-
TARY is devoted to current challenges in their management.

Results from a large autopsy study suggest a high num-
ber of unrecognized prolactinomas [3]. Pituitary adenomas
were detected in 10.4% of autopsy cases, with prolactino-
mas representing 40% and being far more frequent than null
cell adenomas as second frequent type with 23%. To better
understand, why a notable number of prolactinomas remain
undiagnosed or clinically insignificant, whereas others pre-
sent with relevant clinical symptoms or even develop an
aggressive behavior, a precise characterization of cellular
differences is important. In her report on ‘Pathology of prol-
actinomas—any predictive value?” Lopes discusses potential
prognostic markers which support development of a clinical
classification [4]. Furthermore, to aid early detection and
correct diagnosis of unrecognized prolactinomas, Petersenn
in his article ‘Biochemical diagnosis of prolactinomas—
some caveats’ reviews potential pitfalls when measuring
prolactin [5]. If sufficient clinical and biochemical evidence
supports the diagnosis of a prolactinoma, MRI scan will be
necessary to confirm the presence of an underlying pituitary
adenoma. In their review on ‘Magnetic resonance imaging in
the management of prolactinomas; a review of the evidence’
Varlamov et al. present an update on MRI techniques and the
problem of gadolinium deposits, suggesting clinical scenar-
ios necessitating imaging procedures [6]. This hopefully will
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result in well thought through and less frequent requests for
MRI scans during follow-up of patients with prolactinoma.

In contrast to all other pituitary tumor types, the vast
majority of prolactinomas responds excellently to medical
treatment. Especially the long-acting dopamine agonists
have demonstrated high efficacy rates of more than 80%
stable normoprolactinemia with acceptable side effects [7].
Furthermore, reduction in tumor size is demonstrated in at
least 60% of patients treated by dopamine agonists [8]. Still,
resistance to medical treatment does occur. In her article
‘Dopamine agonist resistant prolactinomas—any alternative
medical treatment?’, Souteiro and Karavitaki discuss limita-
tions of other medical therapies in those patients [9].

Long-term studies in patients with Parkinson’s disease
treated with high dopamine agonist doses have cast a shadow
on the use of dopamine agonists [10]. A recent meta-analysis
confirmed a significant increase in tricuspid regurgitation
in patients treated with cabergoline for hyperprolactinemia,
although with unknown clinical significance [11]. Another
meta-analysis summarized psychological effects of dopa-
mine agonists, including impulse control disorders, depres-
sion, manic episodes, and psychosis requiring increased
awareness [12]. Repeated trial of therapy discontinuation
may help reduce life-long risk of dopamine agonist side
effects, as described by Souteiro et al. in their review ‘Dopa-
mine agonists in prolactinomas—when to withdraw?’ [13].
Furthermore, surgery may regain momentum as first line
therapy in selected patients, as described by Honegger et al.
in their review ‘Surgery for prolactinomas—a better choice?’
[14].

Standard treatment in prolactinomas needs to be adapted
in certain clinical conditions presenting specific chal-
lenges. Macroprolactinomas in men tend to demonstrate
a more aggressive behavior, as reviewed by Duskin-Bitan
and Shimon in their article ‘Prolactinomas in Males—any
Differences?’ [15]. Treatment goals may change in meno-
pause, with physiological decline in sex hormones. Poten-
tial morbidity by prolactin excess independent of its effects
on breast and gonads is critically reviewed by Greenman
in her article ‘Prolactinomas and Menopause: any changes
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in management?’ [16]. Pregnancy in women with prolacti-
nomas poses specific challenges, as the fetus is inevitably
exposed to dopamine agonists at least for the time until ges-
tation is confirmed. A recent multi-center study from Brazil
suggests increased miscarriage rate in patients maintained
on cabergoline during pregnancy [17]. Glezer and Bronstein
in their review ‘Prolactinomas in pregnancy—considerations
before conception and during pregnancy’ propose an algo-
rithm for management of women with prolactinoma and who
wish to become pregnant [18]. Rarely, prolactinomas may
exhibit aggressive behavior, as defined by an unusually rapid
tumor growth or clinically relevant tumor growth despite
optimal standard therapy [19]. Lasolle et al. in their article
‘Aggressive prolactinomas—how to manage?’ summarize
current therapeutic options in those patients [20].

We are very grateful to our colleagues who have reviewed
the current evidence for the management of those chal-
lenges. We hope that this special issue improves the care of
patients with prolactinoma and stimulate further research
and studies in those areas with need for improvement. Our
sincere thanks go to Shlomo Melmed, Pituitary editor-in-
chief, all contributing authors, and Springer editorial staff
to facilitate this special issue.
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