12" Congresso Nazionale AME
6" Joint Meeting with AACE

Focus on:
PROLATTINOMA E GRAVIDANZA

INDUZIONE DELLA GRAVIDANZA

Maurizio Poggi
Azienda Ospedaliera Sant’Andrea Roma

P —




Programma Jiis

ri,
7-10 novembre 2013

v'Contestualizzazione
v'La giusta comunicazione

v'Quali quesiti / quali risposte
»Per la mamma

> Per il bambino

v’ Conclusioni



‘

Bari,
7-10 novembre 2013

Ty pembalamues

TRH Dopamine
’J'
o
\ >
Miaternal
Lactotroph prhmlary

Drecadual
PEL

{ ot inhibsted
by dopamiine)

Figure 3 PRL axis during pregnancy: maternal PARL iz Increased
during pregnancy dua o estrogen-stimulated lactotroph hyper-
plasia with small contributions from decidual PRL. Maternal
decidua = responsible for increased PRL in amniotic fluid. Unlike
pituitary PRL, decidual PRL is not affected by TRH and dopamine.
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© FOCUS ON PITUITARY TUMORS

Medical treatment of prolactinomas

Annamaria Colao and Silvia Savastano
MATURE REVIEWS | ENDOCRINOLOGY VOLUMET | MAY 2011 I

Introduction

Prolactin-secreting adenomas are the most predominant
type of all pituitary tumors. The estimated prevalence
is 100 prolactinomas per million adults,! although
Ciccarelli ef al.’ reported an even higher prevalence of
775 per million adults in Belgium. The incidence of pro-
lactinomas varies with age and sex; these tumaors occur
‘with the hghest frequency in women aged 20-50 years,
at which point the ratio between the sexes is estimated
to be 10:1. In adults aged >60 vears, prolactinomas occur
with a similar frequency in both sexes.*! During child-
hood, pituitary tumors are rare; however, prolactinomas
constitute about 50% of all pituitary adenomas in

this subpopulation.”
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Prolactinomas anl prreginincey

Prolactinomas are the most common cause of persistent
hyperprolactinemia and account for 50% of the
functioning pituitary tumors (134), After the use ol
bromocriptine as the lirst-line treatment in prolactino-
mas since the 197(0)s, pregnancies in patients lacking a
previous history of surgery and growth of prolactinoma
during gestation have been described. Women with
prolactinomas who are on dopamine agonist therapy
should be warned about the rapid restoration of lertility,
sometimes belore resuming the first menses, 8o when a
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REVIEW

Update in prolactinomas

M. Kars"*, O.M. Dekkers>#, A.M. Pereira®, |.A. Romijn?®

Pregnancy

Two major issues arise in the treatment of prolactinomas
and pregnancy: 1) effect of pregnancy on prglacﬁnumas.
and the possibility of growth of prolactinomas; 2) effect of
dopamine agonists on foetal development.

with pituitary adenomas.**° In women treated for micropro-
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Advances in the Treatment of Prolactinomas

Mary P. Gillam, Mark E. Molitch, Gaetano Lombardi, and Annamaria Colao

Division of Endocrinology, Metabolism, and Molecular Medicine (M P.G., M.EM.), Northwestern University Feinberg School
of Medicine, Chicago, Illincis 60611; and Department of Molecular and Clinical Endocrinology and Oncology (G.L., A.C.),
University “Federico II" of Naples, Naples 80131, Italy

IX. Pregnancy

The management of pmlacﬂnumas in pregnant women
can be complex. Three major issues arise in the treatment of

prolactinomas in pregnancy: 1) the effect of the pregnancy on
the prolactinoma; 2) the effects of the dopamine agonist on
early fetal development occurring before a pregnancy is di-
agnosed; and 3) the safety and efficacy of dopamine agonists
after reintroduction for symptomatic tumor growth.

TanLe 10. Effect of pregnancy on prolactinomas

Total no. Symptomatie No. requiring
of pabients enlargement surgery (%)
Microadenomas 457 12
Macroadenomas 1432 45 12 (B.5%)

Macroadenomas, prior surgery or radiation 140 7
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Enfargement of prolacinoumas during pregnancy,
Se e Rel noe  Year  Migoadenomas

Total  # Enfarged

Gemzell & Wang 54 1979 . ] s
Malitch 55 1985 246 4
Holmgren et al, 56 1986 26 3
Ampudia et al. 57 1992 B 1
Kuppersmith et al 5% 1994 54 0
Reissi et al. i 1995 22 2
Badawy ef al. G0 1997 16 0
Mz llmann et al. Bl 2002 5 i
Bronstem et al. 35 2002 48 1
O et al. 40 2010 56 0
Lehbe et al, 4] o 45 2
Stalldecker et al. 42 2010 47 o
Total B5H 18{2.7%)

BY1
Macroadenoimas
Prlor tred fment
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There are two options for pregnant patients with
macroprolactinoma. The hirst is to discontinue the
dopamine agonist after confirmation of pregnancy with
close follow-up. Monitoring should include screening for
symptoms such as | pregnancy. The second option may be preferred when

field examination « the duration of dopamine agonist therapy belore
without a contrast conception is short or when the tumor is outside
can be individualiz iptrasellar boundaries. If clinical signs of progression
be useful il the It o) b oc severe headache and visual field defects oceur,
INCreasing Wmor . yR1 without Gd should be performed, and then a

ther than t
;?'er::uhled?u ;;T:: dopamine agonist should be restarted if there is an

nomas away from  Increase in tumaor size (143). If there is no response to

is continuing dop: dopamine agonist therapy, delivery may be the treat-

-['m:?gnﬂnfy. The sec ment of choice when the term is close. Transsphenoidal
surgery can be performed on patients whose term is not
close (144). Although good results have been reported
with surgery, increased rsk of spontanecus abortions
should be kept in mind { 145}.
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Figure 2. Approach to managing macroprolocinomas before pregnancy

Diognosis of macroprolactinoma (fumour >1 cm in diameter)

|

» Refer to endocrinology or neurosurgery

» Explain risk of tumour enlargement during pregnancy

- I not previously done, arrange for baseline Goldman visual field perimetry
» Review therapeutic options |

l l Durata terapia?
A dimensioni?

Small intrasellar or inferiorly Larger infrasellar tumour that cbuis the <10 mm

extending tumour that does not optic chiasm

abut the optic chiasm l >5-6 mm O-P

l Advise uHuinﬂ pregnancy unfil tumour growth
) ) Is confro
Treat os microproloctinoma l

- Dopamine agonist therapy should be maintained throughout pregnancy

» Large or dopamine agonist—insensitive tumours might require preconception
surgical evacuation
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Endocrine Care

Individualized High-Dose Cabergoline Therapy for
Hyperprolactinemic Infertility in Women with
Micro- and Macroprolactinomas

Masami Ono, Nobuhiro Miki, Kosaku Amano, Takakazu Kawamatia, Toshiro Sekl,
Rena Makino, Kazue Takano, Shun-ichiro lzumi, Yoshikazu Okada,

and Tomokatsu Hori

Discussion

The results of this study show that cabergoline can induce

-and promote successful pregnancy in a large majority of in-
fertile women with prolactinoma irrespective of tumor size
or bromocriptine resistance and intolerance. It is now ap-
parent that cabergoline can correct hyperprolactinemia, re-
cover fertility, induce pregnancy, control gestational tumor
“overgrowth, and bring about uneventful delivery in these
infertile patients. Importantly, cabergoline provides thistotal
care by itself withour requiring any aid from gynecological,
_neurosurgical, and radiotherapeutic modalities, QOur thera-

Colao study (22) (mean dose, (.98 mg/wk). In compari-
son, the present study used a greater maximum dose, up to
9,00 mg/wk, with a higher mean dose of 2.29 mg/wk. No-

. events in the mothers and fetuses. These results, obtaned

only from patients with prolactinoma in a single institu-
tion, further support the safety of cabergoline in preg-
nancy, even if used at higher than usual doses.

The third 1ssue is symptomatic tumor enlargement dur-

ing pregnancy. This is a serious complication that threat-

related to pregnancy (13, 19). In the present study, all 30
pregnancies that occurred in the 27 cabergoline-treated
patients with macroadenomas had an uneventtul course

-and outcome. It is likely that macroadenomas that con-
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Table 3
Pregnancy outcrmes summarized lor women who became pregnant while taking hromoctiptine® or @bergoline” compare to
what ls expected in the normal population © '
Bromocripting (N} Bromocriptine (%) Cabergoling (M)
Pregnancies 6239 100 789
Spontancous abortions 630 L (i)
Termirations 75 12 59
Ectopic 31 0.5 3
Hydatidiform moles 11 02 1
Deliveries ( known duration ) 4139 100 543
AL term (=37 weels) 3620 B7.5 480°
Preterm (<37 weelks ) 519 125 &7
Deliveries (kmown outearme) 5120 100 471
Single births SB1 983 463
Multiple birrhs ol L7 12
Babies (known details) 5213 100 B64
Mormal S30 o952 633
With malformations o LA 21




Practice points

« Hyperproladinemia & commonly associated with amenorrhea and infertility,

« Dopamine agonists are preferred to surgery to normalize prolactin levels.

« Cabergoline is more efficacious and bettér wlerated than bromocriptine

« Both dopamine agonists are safe o use during the first few weeks of gestation o allow
ovulation to occur, but the safety database for bromocriptine is much larger than that for
cabergoline.

o Tumor enlargement can be seen in 2.7% of microadenomas, 22.9% of macroadenomas that
had not had prior ablative treatment and 4.8% of macroadenomas that had prior ablative
treatment.

« Patients should be followed carefully during pregnancy with sympiom assessment and, for
those with macroadenomas, visual field assessments.

o Symplomatic tumor growth can usually be suocessfully treated with reinstitution of the
dopamine agonist; surgery is rarely necessary and delivery can be considered if the preg-
nancy is sufficiently advanced.
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Treatment of hyperprolactinemia: a systematic
review and meta-analysis

Ay T Wang'™" . Rebecea § Mullan' I'-.-"Elameﬁ. Lane' Ahmad Harem'=, Chaithm Prasad”, Nicola:' W Gathawa',
M Merce [—nmamEz—E-alEEIIr' =, Army Bagatta', Fernando Coto-Yalesias®, lantey Carey . Tang A Branah'
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Pregnancy studies

['wenty studies followed pregrant women and their of-
spring from & months up to 12 years (Additional Gle 1
Lable 7EL A furly consistent finding was that there was
no sigmifican) ncrease in the rek of obstetrc complice-
Hons, I'I'.'I.L'EI'_'EITIH.EEE fetal malfprmation or other preg-

rollment of nonconsecutive ﬂmp'lﬁ of patents
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The Optimal Practice of Evidence-Based Medicine
Incorporating Patient Preferences
in Practice Guidelines

JAMA Published onfine October 28, 2013

Research evidence is necessary but Insufficient for
making patient care decisions. An effective but toxic
Ehemntherapeutic regimen is the treatment one
patient with cancer can and will take, another patient
can take but will not, and yet another patient could not
take even it wanted. Careful attention to the biopsy-
chosocial context of patients and to their Informed
preferences when crafting treatments requires exper-
tise and practical wisdom. This represents the optimal
practice of evidence-based medicine.
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Cabergoline for preventing ovarian hyperstimulation
syndrome (Review)

Tang H, Hunter T, Hu Y, Zhai SD, Sheng X, Hart R]

Implications for practice

There 15 evidence that cabergoline reduces moderate OHSS bur
there 15 insufhcient evidence that i reduces severe OHSS. The use

of caberpoline does not influence the pregnancy outcome (clincal

Prepnancy rate, mjsca_rriugi_' rate).

THE COCHRANE
COLLABORATION®

Cabergoline for preventing ovarian hyperstimulation syndrome {(Review)
Copyright © 1011 The Cochrane Collaboration, Published by John Wiley & Sons, Ltd.



ORIGINAL RESEARCH

- Mussa H Almalki MBBS, SSC-MED,
CABM, MHS¢-2

"

TABLE 1: Case |
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TABLE 2: Case 2
MEDICAL MANAGEMENT:

Clin Invest Med « Vol 35, ne 2, April 2012

Management of prolactinomas during

Respanse rate (ves) (%)

Contnue current dopamine agonist therapy throughout pregnancy. 6

Discontinue cabcrgiﬂin-: and shift to bmmufﬁprlnc due to berter ri.li'-EE:r' data. 29
Discontinue dopamine agonist therapy as soon as pregnancy is confirmed. 03
Refer for surgical excision of the tumor. ]

Recommend rhcmp:uriu abortion. 0

BIOCHEMICAL MONITORING:

Continue r:gulur MONItorng of serum pml-a.c:rin during pregnancy. 24
Discontinue monitoring scrum prolactin during pregnancy. (4
Measure serum prolactin only if patient complains of new-onset headaches and/or vision changes. 12
PITUITARY IMAGING:

Perform regular pituitary imaging during pregnancy to exclude tumor enlargement. 18
Perform pituitary imaging if serum prolactin is thought to be out of proportion with your clinical judgment. 2
Perform pituitary imaging only if paticnt complains of new-onsct headaches and/or vision changgs. 70
VISUALFIELD TESTING:

Perform r:guln.r formal visual ficld esting thmughuut pregnancy. &)
Perform formal visual filed testin g only ji_pati ent cum]:lhins of new-onsct headaches and/or vision chungcﬁ. 37
Never perform formal visual ficld testing, 0

Only pertorm informal (clinical) visual fcld testing, 3
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