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INTRODUCERE

Hipofiza este o glanda endocrind de mici di-
mensiuni (0,5 g), situata la baza creierului. Numita
si ,,glanda suprema“, are rol important in crestere si
dezvoltare, iIn metabolisme, in dezvoltarea sexuala.
Principalii hormoni secretati de glanda hipofiza
sunt: hormonul adrenocorticotrop (ACTH), hor-
monul tireostimulator (TSH), hormonul de crestere
(growth hormone-GH), prolactina (PL), hormonul
luteinizant (LH), hormonul foliculo-stimulant
(FSH), oxitocina, hormonul antidiuretic (ADH).
Tumorile de glanda hipofiza sunt relativ frecvente
la adult, dar mai putin intalnite in practica pediatrica.
Adenoamele secretante de prolactind asimptomatice
sunt extrem de rare. Principalele simptome legate
de secretia crescuta de prolactind sunt: amenoreea,
galactoreea (rara la bdieti), hipogonadism, infer-
tilitate, ginecomastie (frecventa la baieti). Pot
aparea simptome determinate de compresiuni
asupra structurilor de vecinatate: tulburari vizuale
(secundar compresiunii exercitatda pe chiasma
opticd), cefalee, greturi, varsaturi. Daca tumora are
dimensiuni mari, pot sa apara simptome legate de

REZUMAT

Glanda hipofiza este situata la baza creierului, intr-o formatiune anatomica osoasa numita saua turceasca
(sella turcica). Are un rol extrem de important in reglarea functiilor neuro-endocrine datoritd hormonilor
secretati. Prolactinomul reprezintd o tumora benigna a glandei hipofize (adenom), ce produce in exces un
hormon numit prolactina. Autorii prezinta cazul unui adolescent in varsta de 16 ani, evaluat in ambulator
pentru deficit staturo-ponderal, ocazie cu care s-au decelat valori crescute ale prolactinei serice. Ulterior,
pacientul se interneaza in Clinica Il Pediatrie pentru investigatii suplimentare si precizare de diagnostic.

Cuvinte cheie: deficit statural, prolactina, hormon de crestere

deficitul unuia sau mai multor hormoni hipofizari
(deficit de TSH, GH sau de hormon anti-diuretic).

CAZ CLINIC

Prezentam cazul unui adolescent in varsta de 16
ani, evaluat in ambulator pentru deficit statural. In
urma investigatiilor efectuate se obiectiveaza valori
crescute al prolactinei serice: 205,9 ng/ml (valorile
normale pentru grupa de varsta = 1-15 ng/ml). Se
decide internarea in Clinica II Pediatrie pentru
completarea investigatiilor si precizarea diagnos-
ticului.

Istoricul bolii: Adolescent in varsta de 16 ani,
practicant de sport de performanta, fara antecedente
personale patologice semnificative, cu regim ali-
mentar dezordonat si dezechilibrat calitativ si can-
titativ, prezintd afirmativ in ultimii 2-3 ani stagnare
staturo-ponderald. Investigatiile hormonale efec-
tuate Tn ambulator releva valori crescute ale pro-
lactinei, fara alte modificari patologice.

Examenul clinic la internare: stare generala
relativ buna, afebril, apetit capricios, facies in-
cercanat, tegumente discret palide. Tesut celular
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subcutanat slab reprezentat. Stetacustic cardio-
pulmonar: fara modificari patologice, TA = 100/60
mmHg. Abdomen moale, mobil cu respiratia, ne-
dureros spontan si la palpare, ficat i splina in limite
fiziologice, loje renale libere. Stadiu de dezvoltare
pubertara Tanner III/IV. Volum testicular = 20 ml.
Fara semne de iritatie meningeana.

Indici somatometrici: T actuald = 159 cm. T ideala
varstei = 171,03+/-6,949. SDS =-1,73. G =50 kg.

Biologic: L. = 7500/mm?* (FL: Lym = 37,6%,
Mon = 10,5%, Eo = 2,88%, N = 48,1%, B =
0,879%), H = 4.700.000/mm?, Hb = 14,2g/dl, Ht =
41,2%, Tr = 273000/mm?, VSH = 9 mm/h la 1h.

Colesterol seric total = 62 mg/dl, Lipide totale =
692 mg/dl, Trigliceride serice = 87 mg/dl, Glicemie
= 84 mg/dl, Creatinina serica = 0,83 mg/dl, Uree
serica = 24 mg/dl, Proteine totale = 6,4 g/dl, Ca
ionic seric = 4,9 mg/dl, Ca total seric = 9,6 mg/dl,
Magneziu seric = 2,6 mg/dl, Fosfataza alcalina =
201 U/

Dozari hormonale: TSH = 1,692 microU/ml (n
=0,49-4,67), FT4=0,83 ng/dl (n=0,71-1,85). LH,
estradiol, cortisol, testosteron — cu valori normale.
IGF-1 =294 ng/ml (n = 226-903), prolactina serica
= 205,9 ng/ml (valorile normale pentru grupa de
varsta = 1-15 ng/ml).

TTGO (cu 75 g glucoza pulvis po): glicemie a
jeun = 78 mg%, glicemie la 30 minute = 132 mg%,
glicemie la 60 minute = 72 mg%, glicemie la 120
minute = 96 mg%, glicemie la 180 minute = 107
mg%.

Dozare GH in dinamica (proba cu insulina):

Glicemie (mg%) | GH (0,08-11,4 ng/dl)
—ajeun 84 0,13
—la 30 minute 32 2,98
—la 45 minute 43 5,24
—la 60 minute 48 5,64
—la 90 minute 50 12,1

Examen oftalmologic: VA=1,F.O. aspect normal.
Camp vizual Goldman: OD pata oarba usor marita
(scotom relativ), ax ocular — limite normale. Camp
vizual computerizat: AO amputare (infero-nazala
la 50 de grade) posibil artefact (Fig. 1).

Radiografie sa turceasca: aspect radiologic nor-
mal.

Osteodensitometrie osoasa: col femural normal.
Coloana vertebrald lombara: osteoporoza. Scor Z =
-3. Risc crescut de fractura.

RMN cerebral (Fig. 2): nodul hipofizar bine
delimitat, hipocaptant, cu dimensiunea de 8 mm, ce
bombeaza planseul hipofizar farad a devia tija, cu
aspect de microadenom hipofizar. Fara leziuni
supra sau infratentoriale.

In urma acestor date se stabileste diagnosticul
de Microadenom hipofizar secretant de prolactina
(Prolactinom). Se opteaza pentru tratament cu
Cabergolina (agonist al receptorilor dopaminergici)
tb = 0,5 mg, initial 3x1/2 tb/sdptaména (luni,
miercuri, sdmbatd). Dupa 2 saptamani se trece la
doza de 2 x 1/2 tb/saptdmana (luni si joi).
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FIGURA 1. Reprezentarea
schematica a cdmpului
vizual
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Evolutia sub tratament este favorabila, dupa 2
luni de tratament se reia cresterea staturala si pon-
derala (vezi Fig. 3).

SB.CLINIC

FIGURA 2. Aspect RMN
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FIGURA 3. Reprezentarea grafica a ritmului de crestere
dupa instituirea terapiei

Nivelul seric al prolactinei scade treptat: 65,8
ng/ml (07.07), 58, 3 ng/dl (08.10), 57,6 ng/dl
(14.12), 49,2 ng/dl (06.10.2010), 39,6 ng/dl
(25.01.2011).

Examinarile RMN ulterioare aratd reducerea
dimensiunilor tumorii.

14.10.09: Nodul hipofizar stding cu dimensiuni
pana la 5 mm, hipocaptant in fazele precoce, de-
venind izocaptant in fazele tardive fatd de parenchi-
mul hipofizar. Minima deplasare a tijei hipofizare
spre dreapta.

Concluzie: Microadenom hipofizar stang.

21.04.10: Arie cu diametrul de 5 mm situata in
jumatatea stdngd a hipofizei cu comportament
diferit la SDC, ovalara relativ bine delimitata, fara
sa modifice structural tija hipofizara, diafragmul
selar sau peretii seii.

Evolutia microadenoamelor secretante de pro-
lactind este de cele mai multe ori favorabild (in
peste 90% dintre cazuri, dupa o urmarire de 4-6 ani,
s-a observat scdderea/mentinerea dimensiunilor tu-
morii). In cazul macro-prolactinoamelor (mai mari
de 10 mm) este necesara o atitudine terapeutica mai

agresiva (chirurgie, +/-radioterapie post inter-
ventionald).

DISCUTII

Desi microadenoamele hipofizare asimptoma-
tice sunt relativ frecvente in populatia generala, tu-
morile hipofizare simptomatice sunt rare la copil
(1). La adult, sunt mai frecvente la femei decat la
barbati, cu un raport de 5:1.

Adenomul hipofizar secretant de prolactina
(prolactinomul) (2) este cea mai frecventa tumora
benigna a hipofizei, reprezentand aproximativ 30%
din totalul adenoamelor hipofizare (3). Mai bine de
50% din totalul prolactinoamelor sunt de mici di-
mensiuni (<1 cm), fiind mai frecvente la sexul
feminin. Macroprolactinoamele sunt tumori de di-
mensiuni mai mari §i sunt mai frecvente la sexul
masculin (4).

La sexul feminin, principalele simptome sunt:
galactoreea, scaderea libidoului, infertilitate, ame-
noree secundara, tulburari vizuale.

La sexul masculin simptomatologia cuprinde:
ginecomastie, scaderea libidoului, cefalee, impo-
tenta, infertilitate (5).

Tumorile de dimensiuni mari pot determina fe-
nomene de compresiune asupra structurilor inve-
cinate si aparitia unei vaste simptomatologii: ce-
falee, letargie, greturi, varsaturi, afectarea simtului
olfactiv, tulburari vizuale (dipolopie, hemianopsie
bitemporald) (6).

Complicatiile prolactinoamelor pot fi: pierderea
vederii (in acest sens la pacientii cu prolactinom se
va efectua periodic camp vizual), hipopituitarism
(in cazul prolactinoamelor ce comprima tesutul hi-
pofizar normal, cu afectarea consecutiva a secretiei
hormonale hipofizare, putand rezulta hipotiroidism,
deficit de hormon de crestere, insuficienta cortico-
suprarenald), osteoporoza (prolactina in exces re-
duce productia de testosteron si estrogeni, fapt ce
are carezultat scaderea densitatii osoase) (7) situatie
decelata si la cazul nostru.

Tratamentul prolactinoamelor are drept scop
reducerea secretiei de prolactind la nivel normal,
reducerea dimensiunilor tumorii, eliminarea simp-
tomelor rezultate prin fenomenul de compresinue
tumorald. Mijloacele terapeutice se pot grupa in
doua mari categorii: medicamentos si chirurgical.

Tratamentul medicamentos presupune adminis-
trarea orala a agonistilor dopaminergici. In cele mai
multe cazuri este necesard administrarea pe termen
lung a medicatiei. Dintre preparatele ce au avizul
F.D.A. pentru a fi utilizate In tratamentul prolac-
tinoamelor amintim Bromocriptina si Cabergolina



REevisTA ROMANA DE PEDIATRIE — VoLumuL LX, NR. 3, AN 2011 299

(agonist dopaminergic cu duratd lunga de actiune
(8). Ambele reduc nivelul seric de prolactind si
dimensiunile tumorii. Complianta la tratament pare
mai buna in cazul cabergolinei, datorita dozei mai
scazute si administrarii la 2-3 zile interval (9). Cele
mai frecvente efecte adverse ale medicatiei sunt
greturile, ametelile (pot fi prevenite daca doza este
crescutd treptat).

Tratamentul chirurgical este rezervat macro-
prolactinoamelor sau formatiunilor tumorale ce nu
raspund la tratament medicamentos.

Concluzie: La cazul prezentat, desi este vorba
de un prolactinom cu dimensiuni < 1 c¢cm, nu s-au
semnalat nici semnele clasice si nici fenomene de
compresiune, ci numai afectarea secretiei hipofizare
de GH (deficit partial de GH) si debut de osteopo-
roza. Dupa instituirea tratamentului s-a reluat cres-
terea staturald, ajungandu-se la o talie de 170 cm
(apropiata de talia tintd). Deficitul statural la un
adolescent impune determindri hormonale com-
plexe, inclusiv dozarea prolactinei, chiar si in ab-
senta semnelor clinice de compresiune.

Height deficit associated to prolactinoma — case report

I. Velea, Corina Paul, Ionela Tamasan, F. Birsasteanu, Mirela Mogoi,
Loredana Todorescu-Negru
UMPHh V. Babes”, Timisoara

diagnosis.

INTRODUCTION

The pituitary is a small endocrine gland (0,5 g)
lying at the base of the brain, also called ,the
supreme gland” with an important role in growth
and development, in metabolism and in sexual
development. It secretes growth hormone GH,
adrenocorticotropin (ACTH), thyrotropin (TSH)
luteinizing hormone (LH), follicle-stimulating hor-
mone (FSH), prolactin (PRL), anditidiuretic hor-
mone (ADH) and oxytocin (OCT).

Pituitary tumors are quite frequent in adults but
rarely encountered in pediatric practice. Prolactin
secreting adenomas are extremely rare. Main
symptoms caused by increased prolactin secretion
are: amenorheea, galactorhea (rare in boys), hypo-
gonadism, infertility, gynecomastia (frequent in
boys). Other symptoms are determined by

ABSTRACT

The pituitary lies within the sella turcica and has a very important role in the regulation of the neuro-endocrine
functions through its hormones. Prolactinoma represents a benign tumor of the pituitary (adenoma) which
excesively produces the hormon called prolactin. The authors present the case of a male adolescent 16
years old, evaluated in the pediatrics ambulatory for height deficit. On this ocassion increased levels of
prolactin were revealed. Later on the patient was admitted in Clinic Il Pediatrics to complete investigation for

Key words: height deficit, prolactin, growth hormone

compresion on adjacent structures: visual dis-
turbances (optic chiasm compresion), headache
nausea, vomiting. If the tumor is large, hormonal
deficits may occur (isolated or associated- GH,
TSH even diabetes insipidus).

We present the case ofa 16 years male adolescent,
evaluated in the ambulatory for height deficit. Upon
biological evaluation increased serum prolactin
was found (205,9 ng/ml/normal for age = 1-15). He
was admited for further investigations in Clinic II
Pediatrics.

History: Adolescent male aged 16, regularly
performing sport, without significant personal or
family history of pathology, with an irregular
desequilibrated diet, presents in the last 2-3 years
(according to his parents) ceasing of growth and
weight gain. Hormonal evaluation revealed just the
increased serum prolactin.
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Clinical exam at admittance: revealed no clinical
pathological elements except for height which is
below the mean with an SDS = -1,73 (actual height
= 159 cm. Ideal height for age = 171,03+/-6,949;
weight = 50 kg (appropriate for height), pubertal
Taner stage I1I/1V, testicular volume 20 ml.

Biological evaluation: WBC = 7500/mm?* (FL:
LYM - 37,6%, MON - 10,5 %, EO — 2,88%, N —
48,1%, B—0,879 %), RBC =4.700.000/mm?, Hb =
14,2g/dl, Ht = 41,2% Tr = 273000/mm?*. ESR =9
mm/h.

Serum Cholesterol = 62 mg/dl, Serum Lipids =
692 mg/dl, Triglycerides = 87 mg/dl, Glycemia = 84
mg/dl, serum Creatinin = 0,83 mg/dl, Ureea = 24 mg/
dl, Serum Protein = 6,4 g/dl, lonized Calcium = 4,9
mg/dl, Total serum Ca=9,6 mg/dl, Serum Magnezium
= 2,6 mg/dl, Alkaline Phosphatase =201 U/I.

Hormonal dosages : TSH = 1,692 microU/ml (n
=0,49-4,67), FT4 = 0,83 ng/dl (n=0,71-1,85). LH,
estradiol, cortisol, testosteron, — within normal
ranges. IGF—1 =294 ng/ml (n = 226-903).

OGTT (with 75 g glucose pulvis po): fasting
blood glucose = 78 mg%, at 30 minutes = 132 mg%,
at 60 minutes = 72 mg%, at 120 minutes = 96 mg%,
at 180 minutes = 107 mg%.

Insulin tolerance test (Gh dosing):

Ophtalmologic Exam c: AV=1, Eye background:
normal. Visual field Goldman: Right Eye blind spot
slightly increased (relative scotoma), ocular axe —
normal limits. Computerized visual field: am-
putation AO (infero-nasal at 50 degrees) possible
artefact (Fig. 1).

Sella turcica radiography: normal.

Bone density: femoral aspect — normal; lumbar
spine: osteoporosis. Z Score = -3. Increased fracture
risc.

Head MRI (Fig. 2): pituitary nodule clearly deli-
mited, 8 mm, with aspect of pituitary microade-
noma.

Coroborating all clinical, biological and radio-
logical data, we diagnosed pituitary prolactin
secreting microadenoma (prolactinoma). We ini-
tiated therapy with Cabergoline(a dopaminergic
receptors agonist) tb 0,5 mg, 3x1/2 tb/week. After 2
weeks we decreased the dose to 2x1/2 tb/week.

After two months of treatment, the patient pre-
sented increased growth velocity and weight gain
(see charts) — Fig. 3.

Serum prolactin decreased progresively: 65,8 ng/
ml (07.07), 58, 3 ng/dl (08.10), 57,6 ng/dl (14.12),
49,2 ng/dl (06.10.2010), 39,6 ng/dl (25.01.2011).

Further MRI exam revealed diminishing of

225 =

Glycemia GH tumor size within six months between the two
i (mg%) (0,08-11,4 ng/dl) examinations.
Fasting 84 0,13 The evolution of prolactin secreting micro-
30 minutes 32 2,98 adenomas is usually good (in more than 90% of
45 minutes 43 5,24 cases, after 4-6 years, follow-up reducing/main-
60 minutes 48 5,64 tainance of tumor sizes has been shown). In the
90 minutes 50 12,1 case of macro- prolactinomas (above 10 mm), a
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FIGURE 1. Representation
of visual field
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FIGURE 3. Growth curves since initiation of therapy

more aggressive therapeutic regimen is needed
(surgery +/-radiotherapy postsurgery).

DISCUSSIONS

Although pituitary asimptomatic microadeno-
amas are quite frequent in the general population,
symptomatic pituitary tumors are rare in children
(1). In adult, these are more frequent in female than
in male, with a sex ratio of 5:1.

Prolactinoma is a benign tumor that secretes the
hormone called prolactin(2). Pituitary prolactin se-
creting adenoma (prolactinoma) is the most frequent
benign pituitary tumor, representing about 30% of all
pituitary adenomas (3). More than 50% of all pro-
lactinomas are small (smaller than 1 cm); these are
more frequent in female. Macroprolactinomas are big
size tumors and, are more frequent in males (4).

In female, main symptoms are: galactorheea,
decreased libido, infertility, secondary amenorheea,
visual disturbances, while in male symptoms in-
clude: gynecomastia, decreasing of libido, head-
aches, impotence, infertility (5). Large tumors may
also cause compression on the adjacent structures
and the occurrence of various symptoms like:
headache nausea, vomiting, olfactive and visual
disturbances (6).

Complications of prolactinomas include: loss of
visual function, hypopituitarism (in case of large
prolactinomas with compression on the pituitary
tissue affecting the hormonal secretion, causing
growth hormone deficit, hypothyroidism, adrenal
insufficiency), osteoporosis (excess of prolactin
reduces production of testosterone and estrogens,
resulting in decreased bone density (7).

Treatment of prolactinoma aims to reduce pro-
lactin secretion to normal levels, to reduce tumor
size, to decrease symptoms caused by compression.
Two main therapeutic means are used: surgery and
drugs. Medication is represented by dopamine-ago-
nists (Bromocriptine, Cabergoline) which reduce
serum prolactin and tumor sizes(8). In most of the
cases long-term therapy is

Compliance to treatment seems better for Cab-
ergoline because of low doses and less frequent
administrations. (9). The most frequent side effects
include nausea, dizziness, (avoided if the dose is
increased gradually).

Surgery is reserved to large prolactinomas or
tumors that do not respond to drugs.

In the reported case, although it was a small
prolactinoma (less than 1 cm diameter) the classical
symptoms or the compression signs were not
present, but the dysfunction of the pituitary (GH
partial deficit) and osteoporosis were revealed.

After initiating the therapy, growth velocity
increased (final height 170 cm, close to the aimed
height).

Conclusion. Even if rare, prolactinoma must be
included in the differential diagnosis of short stature
even in the absence of other specific clinical signs.
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