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Ce nu este cunoscut, deocamdata, la subiectul abordat

Adenoamele hipofizare au o mare variabilitate imunoge-
neticd, care nu este, deocamdatd, complet caracterizata. Sunt
controversate descrierile clinice, imunohistochimice, gene-
tice si epidemiologico-geografice. De asemenea, nu exista o
clasificare standardizata a pattern-ului de crestere a adenoa-
melor hipofizare.

Ipoteza de cercetare

in populatia din Republica Moldova, caracteristicile tinc-
toriale si pattern-urile de crestere ale adenoamelor hipofiza-
re ar putea avea caracteristici geografice specifice.

Noutatea adusa literaturii stiintifice din domeniu

Au fost caracterizate adenoamele hipofizare la populatia
Republicii Moldova 1n baza tiparelor de crestere si caracteris-
ticilor lor tinctoriale, cu precizarea aspectelor epidemiologico-
geografice.

Rezumat

Introducere. Heterogenitatea celulara a hipofizei norma-
le face dificila stabilirea unui diagnostic complet doar in baza
coloratiilor histologice uzuale, insa ramane obligatorie si ori-
enteaza spre selectarea cazurilor pentru realizarea profilului
hormonal. Variabilitatea morfologicd a adenoamelor hipofi-
zare depinde si de zona geografica, fapt raportat de literatura
contemporana. Scopul studiului a fost evaluarea morfologica a
adenoamelor hipofizare din Republica Moldova cu identifica-
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What is not known yet, about the topic

Pituitary adenomas have a great immunogenetic variabi-
lity that hasn’t been fully characterized yet. Clinical, immu-
nohistochemical, genetic and epidemiological geographical
descriptions are controversial. Also, there is no standardized
classification of pituitary adenomas growth pattern.

Research hypothesis

The tinctorial characteristics and growth patterns of pi-
tuitary adenomas may have specific geographical features in
Moldovan population.

Article’s added novelty on this scientific topic

Pituitary adenomas have been characterized in the Mol-
dovan population on the basis of the growth patterns and
tinctorial characteristics, specifying epidemiological and ge-
ographical aspects.

Abstract

Introduction. Heterogeneity of the normal pituitary gland
makes it difficult to establish a complete hormonal cellular di-
agnosis only on the basis of common histological colouring.
However routine evaluation remains mandatory for the selec-
tion of hormonal profiling cases. In order to accurately predict
the type of hormone secretion it became necessary to evalu-
ate the routine conventional methods and the highly specific
immunohistochemical ones. The morphological variability of



rea particularitatilor in functie de tipul histopatologic si pat-
tern-ul de crestere predominante in aceasta zona.

Material si metode. in studiu au fost incluse 96 de cazuri,
care au fost evaluate microscopic pe specimene colorate cu he-
matoxilind si eozina de catre trei patologi cu experientd, con-
form recomandarilor OMS 1n vigoare. Dintre acestea, 10 cazuri
au fost reprezentate de tesut hipofizar normal pentru a putea
compara morfologia hipofizei normale cu aspectul microsco-
pic al diferitelor tipuri de adenoame hipofizare.

Rezultate. Din totalul de cazuri evaluate, 43% au fost de
tip acidofil, 17% - de tip bazofil, 18% - de tip cromofob si
22% - de tip mixt. Din numarul total de cazuri cu pattern de
crestere solid, 27% au fost acidofile, 3% - bazofile, 17% - cro-
mofobe si 23% - mixte. Din totalul cazurilor mixte, cu pattern
solid, 67% au prezentat o componenta celulara constituita din
celule acidofile si cromofobe (AC), 22% au fost de tip bazofil-
cromofob (BC), si doar 11% - de tip acidofil-bazofil (AB). in
ceea ce priveste pattern-ul papilar, 32% dintre cazuri au fost
adenoame hipofizare de tip acidofil, 37% - de tip bazofil, 11%
- de tip cromofob si 16% - de tip mixt. Pattern-ul trabecular
s-a Intalnit in 8% dintre cazuri. Dintre acestea, 60% au fost de
tip acidofil, 20% - de tip bazofil si 20% - de tip cromofob. Nu
s-a observat prezenta pattern-ului trabecular in cazul adenoa-
melor hipofizare mixte.

Concluzii. Profilul morfologic al adenoamelor hipofizare
din Republica Moldova corespunde cu cel din Romania, fiind
dominat de combinatiile de pattern-uri solid, acidofil si papilar
bazofil. Pattern-ul cromofob a fost mai des Intalnit la cazurile
din Republica Moldova fata de cele din Europa si SUA.

Cuvinte cheie: adenom hipofizar, acidofil, bazofil, cromo-
fob, profil morfologic.

Introducere

Adenoamele hipofizare reprezintd o patologie distincta in
cadrul tumorilor cutiei craniene. Heterogenitatea celulara a hi-
pofizei normale face dificila stabilirea unui diagnostic complet
doar in baza coloratiilor histologice uzuale; cu toate acestea,
metoda ramane a fi obligatorie si orienteaza spre selectarea
cazurilor pentru realizarea profilului hormonal. Tinctorialita-
tea celulara si pattern-ul de crestere sunt principalele criterii
de evaluare histopatologica conventionald a adenoamelor hi-
pofizare. Recent, a fost demonstrat ca variabilitatea morfologi-
ca a adenoamelor hipofizare depinde si de zona geografica [1].

Luand 1n consideratie cele trei criterii importante pentru
caracterizarea mai exacta a adenoamelor hipofizare (tincto-
rialitatea, pattern-ul de crestere si zona geografica), scopul
studiului actual a fost de a evalua morfologic adenoamele
hipofizare, cu identificarea particularitatilor legate de tipul
histopatologic si pattern-ul de crestere, predominante in Re-
publica Moldova.

Material si metode

Studiul a fost efectuat la Catedra de morfopatologie a USMF
,Nicolae Testemitanu” in perioada 2012-2015. Protocolul de
cercetare a trecut aprobarea Comitetului de Etica a Cercetarii

(proces-verbal nr. 52 din 08.06.15).

Aspecte histopatologice ale adenoamelor hipofizare

pituitary adenomas also depends on the geographical area, a
fact that has actually been reported by contemporary litera-
ture. The aim of the study was the morphological evaluation of
pituitary adenomas in the Republic of Moldova accompanied
by the identification of peculiarities related to the histopatho-
logic type and the growth pattern predominant in this zone.

Material and methods. The 96 cases included in our study
have been microscopically investigated on specimen coloured
with eosin haematoxylin by three experienced pathologists
according to WHO recommendations. Out of these, ten cases
were represented by normal pituitary tissue to make it pos-
sible to compare the typical pituitary morphology with the mi-
croscopic appearance of various types of pituitary adenomas.

Results. Out of the total number of cases, 43% were of the
acidophilic type, 17% - of the basophile type, 18% - of the
chromophobic type and 22% - of the mixed type. Out of the
total number of cases with solid growth pattern, 27% were
of the acidophilic type, 3% - of the basophile type, 17% - of
the chromophobic type and 23% - of the mixed type. Out of
the total number of cases with solid pattern, 67% presented
a cellular consistence formed from Acidophilic and Chromo-
phobe cells (AC), 22% were of Basophile-Chromophobe type
(BC) and only 11% were of Acidophilic-Basophile (AB) type.
Regarding the papillary pattern, 32% of cases were pituitary
adenomas of the acidophilic type, 37% - of the basophile type,
11% - of the chromophobe type, and 16% - of the mixed type.
The trabecular pattern was found in 8% of all the cases. Out
of these, 60% were of the acidophilic type, 20% - of the baso-
phile type and 20% - of the chromophobe type. The presence
of the trabecular pattern in mixed pituitary adenomas has not
been noticed.

Conclusions. The morphological profile of pituitary ad-
enomas in the Republic of Moldova is dominated by combina-
tions of acidophilic solid and papillary basophile patterns and
corresponds to the one in Romania. The chromophobe pattern
has a higher frequency in the Republic of Moldova than in Eu-
rope and the USA.

Key words: pituitary adenoma, acidophilic, basophilic,
chromophobe, morphological profile.

Introduction

The pituitary adenomas represent a distinct pathology
of skull tumors. Heterogeneity of the normal pituitary gland
makes it difficult to establish a complete hormonal cellular di-
agnosis only on the basis of common histological colouring. In
order to accurately predict the type of hormone secretion it
became necessary to evaluate the routine conventional meth-
ods and the highly specific immunohistochemical ones. Cells
tinctoriality and growth pattern are the main criteria of con-
ventional histopathological evaluation of pituitary adenomas.
The morphological variability of pituitary adenomas also de-
pends on the geographical area, a fact that has actually been
reported by contemporary literature [1].

The aim of the present study was the morphological evalu-
ation of pituitary adenomas in the Republic of Moldova ac-
companied by the identification of peculiarities related to the



Histopathological aspects of pituitary adenomas

In studiu au fost incluse 96 de probe, provenite de la 96
de pacienti, care au fost evaluate microscopic pe specimene
colorate cu hematoxilina si eozinad. Specimenele au fost carac-
terizate de catre trei patologi experimentati, in mod autonom,
conform recomandarilor OMS. Din cele 96 de probe, 10 au
provenit din tesut hipofizar normal, procedeu necesar pentru
a compara aspectul microscopic al hipofizei normale cu cel al
adenoamelor hipofizare.

Esantioanele studiate au provenit din piesele operatorii
(adenoame hipofizare inlaturate chirurgical), care au fost fixate
in sol. formalind 4%, tamponata la un pH 7,2 timp de 48-72 de
ore si incluzionate in parafina prin tehnica histologica uzuala,
folosind sistemul standardizat si automatizat Thermo Shandon
(Thermo Fisher Scientific Inc., Waltham, MA, SUA). Microsco-
pia s-a efectuat cu ajutorul microscopului optic Nikon Eclipse
E600 (Nikon Corporation, Tokyo, Japonia), imaginile fiind pre-
luate cu ajutorul camerei digitale Coolpix 950 in format jpeg.

Datele sunt prezentate drept valori absolute si relative (%).

Rezultate

Tesutul de hipofiza normala a derivat, In majoritatea ca-
zurilor, de la nivelul adenohipofizei; doar doua specimene au
prezentat tesut de neurohipofiza. Celulele adenohipofizei au
fost aranjate in cuiburi, fiind demarcate de o retea omogena
de tesut conjunctiv si o retea foarte bine dezvoltata de capi-
lare sanguine (Fig. 1a). Structura normala a adenohipofizei a
respectat heterogenitatea celulara obisnuit3, fiind formata din
celule acidofile, bazofile si cromofobe, dispuse in grupuri (Fig.
1b). Reteaua vasculara a fost alcatuita din capilare cu lumen
larg, delimitata de celule endoteliale, densitatea vasculara fi-
ind semnificativ ridicata (Fig. 1c).

Adenoamele hipofizare au fost caracterizate prin dezorga-
nizare arhitecturald si prin predominanta sau absenta unuia
sau mai multor tipuri celulare specifice unei hipofize norma-
le. Din aceste motive, evaluarea histopatologicd a avut drept
criteriu de Incadrare pattern-ul morfologic tumoral (difuz sau
compact, papilar, trabecular, fusiform si alveolar) si tinctoria-
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histopathologic type and the growth pattern predominant in
this zone. For more accurate characterization we took into ac-
count the three important criteria: tinctoriality, growth pat-
tern and geographical zone.

Material and methods

The research was carried out at the Chair of morphopa-
thology, Nicolae Testemitanu State University of Medicine and
Pharmacy during the 2012-2015 periods. The research proto-
col has got the Research Ethics Committee approval (minutes
no. 52 0of 08.06.2015).

The 96 cases included in our study have been microscopi-
cally investigated on specimen coloured with eosin haema-
toxylin by three experienced pathologists according to WHO
recommendations. Out of these ten cases were represented by
normal pituitary tissue to make it possible to compare the typ-
ical pituitary morphology with the microscopic appearance of
various types of pituitary adenomas.

The studied samples were taken from the postoperative
pieces (surgically removed pituitary adenomas), which were
set in a 4% formalin solution buffered at pH 7.2 for 48-72
hours and included into paraffin using the common histologi-
cal technique Thermo Shandon standardized and automated
system (Thermo Fisher Scientific Inc., Waltham, MA, USA). The
microscopy was performed using Nikon Eclipse E600 micro-
scope (Nikon Corporation, Tokyo, Japan), the images being
taken with Coolpix 950 digital camera in JPEG format. The data
are presented as absolute and relative values (%).

Results

The normal pituitary tissue originates, mostly, from the
adenohypophysis, and only two specimens enclosed neu-
rohypophysis tissue. Adenohypophysis cells were arranged
in nests being demarcated by a homogeneous network of
connective tissue and a well-developed capillaries network
(Fig. 1a). The adenohypophysis normal structure respected
the customary cellular heterogeneity, consisting of acido-
philic, basophilic and chromophobe cells, arranged in groups

Fig. 1 Aspecte histologice ale hipofizei umane normale raportate la morfologia cuiburilor de celule endocrine (a),
tinctorialitatea celulara (b) si reteaua vasculara (c).

Fig. 1 The normal histological aspects of human pituitary gland related to the morphology of endocrine cells nests (a),
cell tinctorialitaty (b) and vasculature (c).



Aspecte histopatologice ale adenoamelor hipofizare
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solid (a), papilar (b), trabecular (c
alveolar (e) si mixt - AB (f), AC (g) si BC (h).

Fig. 2 Pituitary adenomas growth patterns: solid (a), papillar (b), trabecular (c), fusiform (d), alveolar (e),
mixed - AB (f), AC (g) and BC (h).



Histopathological aspects of pituitary adenomas

litatea celulelor din structura adenoamelor hipofizare (acido-
file, bazofile, cromofobe).

Pattern-ul de crestere

Astfel, din cele 86 de cazuri de adenoame hipofizare, 30 au
avut un pattern difuz (solid), (Fig. 2a), 34 au fost de tip papilar
(Fig. 2b), 10 - de tip trabecular (Fig. 2c), 3 au inclus arii cu ce-
lule fusiforme (Fig. 2d), 5 au avut un aspect alveolar (Fig. 2 e)
si 31 au avut un pattern mixt. Pentru pattern-ul mixt, am con-
statat urmatoarele variante: acidofil-bazofil (AB, Fig. 2f), aci-
dofil-cromofob (AC, Fig. 2g) si bazofil-cromofob (BC, Fig. 2h).

Din numadrul total de cazuri cu pattern de crestere solid,
27% au fost de tip acidofil, 4% - de tip bazofil, 17% - de tip cro-
mofob si 23% - de tip mixt. Din totalul cazurilor mixte cu pat-
tern solid, 67% au prezentat o componenta celulara constituita
din celule acidofile si cromofobe (AC), 22% au fost de tip ba-
zofil-cromofob (BC) si doar 11% - de tip acidofil-bazofil (AB).

In ceea ce priveste pattern-ul papilar, 32% dintre cazuri au
fost adenoame hipofizare de tip acidofil, 37% - de tip bazofil,
10% - de tip cromofob si 16% - de tip mixt. In cadrul celor
de tip mixt, cu pattern papilar, 66% au fost de tip BC, pe cand
33% - de tip AC.

Pattern-ul trabecular s-a constatat in 8% din totalul cazu-
rilor. Dintre acestea, 60% au fost de tip acidofil, 20% - de tip
bazofil si 20% - de tip cromofob. In cazul adenoamelor hipo-
fizare mixte, nu s-a observat prezenta pattern-ului trabecular.

Celelalte doua tipuri de crestere — pattern-ul alveolar si cel
fusiform - au fost Intalnite in proportii egale in studiul nostru.
Fiecare dintre acestea au reprezentat 5% din numarul total.

Pentru cazurile cu pattern de crestere fusiform, distribu-
tia a fost egala intre tipurile acidofil, bazofil si cromofob si nu
s-a vizualizat in grupul adenoamelor hipofizare de tip mixt.
In schimb, tipul alveolar a fost specific adenoamelor hipofiza-
re cromofobe (67%) si mixte (33%), fiind absent in tipurile
histopatologice acidofil si bazofil.

Evaluarea in functie de tinctorialitatea celulard

Conform tinctorialitatii celulare, adenoamele hipofizare
incluse 1n studiu au fost clasificate in acidofile, bazofile, cro-
mofobe si mixte.

Din totalul de cazuri evaluate, 43% au fost de tip acidofil,
17% - de tip bazofil, 18% - de tip cromofob si 22% - de tip
mixt.

Adenoamele hipofizare de tip acidofil au fost constituite
din celule tumorale cu citoplasma intens acidofild, granulara,
nucleu rotund eucromatic, raportul nucleo-citoplasmatic fi-
ind 1n favoarea citoplasmei (Fig. 5a). Au fost observate celule
acidofile de dimensiuni mari, de forma rotunda, ovalara sau
poligonalg, cu limitele bine definite, dispuse relativ compact si
fiind organizate sub forma de plaje tumorale (Fig. 5b) sau de
grupuri mici, asociate axului papilar (Fig. 5c).

Specimenele de adenoame hipofizare cu celule bazofile au
fost constituite din grupuri de celule de dimensiuni mici, cu
citoplasma bazofild granulara si nucleu rotund, intens colorat.
Majoritatea celulelor au fost grupate in arii compacte, sepa-
rate de o cantitate redusa de tesut conjunctiv (Fig. 6a). Ade-
noamele hipofizare cu celule cromofobe au fost constituite din
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(Fig. 1b). Vascular network was fashioned of large lumen cap-
illaries, bounded by endothelial cells, vascular density being
significantly high (Fig. 1c).

Pituitary adenomas were characterized by architectural
disruption and dominance or absence of one or more specif-
ic cells types of a normal pituitary. For these reasons, histo-
pathological evaluation had as integration criteria the tumoral
morphological pattern (diffuse or compact, papillary, trabecu-
lar, fusiform and cellular) and cellular tinctoriality in pituitary
adenomas structure (acidophilic, basophilic, chromophobe).

Growth pattern

Thus, out of the 86 of pituitary adenomas cases, 30 had a
diffuse pattern (solid) (Fig. 2a), 34 had papillary pattern (Fig.
2b), 10 had a trabecular pattern (Fig. 2c), 3 included spindle
cell areas (Fig. 2d), 5 had an alveolar appearance (Fig. 2e) and
31 had a mixed pattern. For the mixed pattern, we found the
following variants: acidophilic-basophil (AB, Fig. 2f), acido-
philic-chromophobe (AC, Fig. 2g), and basophil-chromophobe
(BC, Fig. 2h).

Out of the total number of cases with solid growth pat-
tern, 27% were of the acidophilic type, 4% - of the basophile
type, 17% - of the chromophobic type and 23% - of the mixed
type. Out of the total amount of cases with solid pattern, 67%
presented a cellular consistence formed from Acidophilic and
Chromophobe cells (AC), 22% were of Basophile-Chromo-
phobe type (BC) and only11% were of Acidophilic-Basophile
(AB) type. Regarding the papillary pattern, 32% of cases were
pituitary adenomas of the acidophilic type, 37% - of the ba-
sophile type, 11% - of the cromophobe type, and 16% - of
the mixed type. Within the mixed type, with papillary pattern,
66% were of the BC type, while 33% - of the AC type.

The trabecular pattern was found in 8% of cases. Out of
these, 60% were of the acidophilic type, 20% - of the baso-
phile type and 20% - of the cromophobe type. The presence
of the trabecular pattern in mixed pituitary adenomas has not
been observed.

The other two growth types - the alveolar pattern and the
fusiform one were found in equal proportions. Each of them
represented 5% of the total number.

There was an equal distribution between acidophilic, ba-
sophilic and chromophobe types within the spindly growth
pattern cases, and was not viewed in mixed pituitary adenoma
type. On the other hand, the alveolar type was specific for chro-
mophobe (67%) and mixed (33%) pituitary adenomas, being
absent in acidophilic and basophilic histopathological types.

Evaluation according to the cell tinctoriality

According to the cell tinctoriality, pituitary adenomas, in-
cluded in the study were classified into acidophil, basophil,
chromophobe and mixed types.

Out of the total evaluated cases, 43% were of the acidophil-
ic type, 17% - of the basophil type, 18% - of the chromophobe
type and 22% - of the mixed type.

The pituitary adenomas acidophilic type were constituted
of tumor cells with granular, intense acidophile cytoplasm,
eucromatic round core, nuclear-cytoplasmic ratio being in



Aspecte histopatologice ale adenoamelor hipofizare

Fig. 3 Microscopia adenomului hipofizar de tip acidofil (a, b, c,).

Fig. 3 Acidophilic pituitary adenoma type microscopy (a, b, c).

componentelor acidofile sau bazofile. In cazurile de adenoame de tip AB, proportia celor doui componente a fost aproximativ egala.

Fig. 5 Mixed pituitary adenomas: AC (a), BC (b) and AB (c). Note the low percentage of chromophobe and dominance of the acidophil or basophil
components. In AB adenoma cases, the ratio of the two components was approximately equal.
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Fig. 6 Adenoame hipofizare acidofile cu pattern de crestere solid si numar redus de vase sangvine (a),
papilar (b), trabecular (c), fusiform (d).

Fig. 6 Acidophil pituitary adenomas with solid growth pattern and a small amount of blood vessels (a),
papillar (b), trabecular (c), fusiform (d).

= — - .

Fig. 7 Adenoame hipofizare cromofobe cu pattern de crestere papilar (a), solid (b), alveolar (c), trabecular (d) si fusiform (e).

Fig. 7 Chromophobe pituitary adenomas with papillary growth pattern (a) solid (b), alveolar (c), trabecular (d) and spindle (e).



celule cu citoplasma clard, nucleu rotund sau ovalar, dispus, de
cele mai multe ori, excentric (Fig. 6b).

Adenoamele hipofizare mixte au fost constituite, cel mai
frecvent, din arii de celule.

Clasificarea adenoamelor hipofizare in acidofile, bazofile,
cromofobe si mixte a fost dublata de prezenta unei hetero-
genitati a pattern-ului de crestere in cadrul fiecarui subgrup
acidofil (Fig. 7a), bazofil (Fig. 7b) sau mixat cu arii de celule
tumorale cromofobe. Intr-un numar redus de cazuri s-a obser-
vat tipul de adenom hipofizar mixt, acidofil-bazofil (Fig. 7c).

Peste jumatate din cazurile de adenoame hipofizare cu
celule acidofile (58%) au prezentat un pattern de crestere
solid, cu arii tumorale compuse din celule acidofile, dispuse
compact, fara tesut conjunctiv interpus si cu o densitate sca-
zuta de vase capilare, decelabile la examenul histopatologic,
comparativ cu hipofiza normala. Ca frecventa, pattern-ul solid
(difuz) a fost urmat de cel papilar, intélnit in 23% din cazuri-
le de adenoame hipofizare cu celule acidofile. Axe conjunctive
fine, foarte bine vascularizate, au fost tapetate de 2-4 randuri
de celule cu citoplasma acidofila.

Pattern-ul trabecular a reprezentat 12% din totalul ade-
noamelor acidofile, iar pattern-ul fusiform - doar 4%.

Adenoamele hipofizare cu celule bazofile au reprezentat
un grup aparte din punct de vedere histopatologic. Tipul papi-
lar a predominat pentru adenoamele hipofizare cu celule ba-
zofile (70% din numarul total de cazuri). Restul de 30% a fost
impartit in proportii egale (10% fiecare) intre tipurile solid,
trabecular si fusiform.

Adenoamele cu celule cromofobe au fost foarte heterogene
din punct de vedere al pattern-ului de crestere. Daca pentru
adenoamele bazofile, pattern-ul papilar poate fi considerat
specific, printre cele cromofobe acesta a fost intalnit doar in
18%, pattern-ul solid aici fiind predominant (45%). Tipul alve-
olar (18%), trabecular (9%) si cel fusiform (9%) au completat
tabloul heterogen al adenoamelor hipofizare de tip cromofob.

Adenoamele hipofizare de tip mixt au fost definite ca un
amestec de celule acidofile, bazofile si cromofobe. in studiul
de fata, au fost inregistrate 3 tipuri de adenoame hipofizare
mixte: cele care contin celule acidofile si bazofile (AB), ade-
noame cu celule predominant acidofile, mixate cu celule cro-
mofobe (AC) si adenoame mixte, predominant cu celule bazo-
file, insotite de prezenta celulelor cromofobe (BC). Tipul AC a
reprezentat 61% din totalul adenoamelor mixte, fiind urmat
de tipul BC (31%) si AB (8%).

Discutii

Adenoamele hipofizare reprezinta aproximativ 10-15%
din totalul tumorilor diagnosticate la nivel cerebral [2]. Mai
frecvent sunt afectate femeile [3]. Identificarea adenoamelor
hipofizare in copildrie este extrem de rara, insd, atunci cand
se intampl3, ele se comporta mult mai agresiv, comparativ cu
varsta adulta [4].

Clasificarea adenoamelor hipofizare doar in baza diagnos-
ticului histopatologic conventional nu mai este, in prezent, ac-
ceptata fara realizarea profilului hormonal prin metoda imu-
nohistochimica. Totusi, diagnosticul initial ramane un aspect
important in evaluarea adenoamelor hipofizare.

Aspecte histopatologice ale adenoamelor hipofizare

cytoplasm’s favor (Fig. 5a). Large round, oval or polygonal
acidophil cells were observed, with well-defined limits. They
were arranged relatively compactly being organized as tumor
plots (Fig. 5b) or small groups associated to papillary shaft
(Fig. 5¢).

Basophil cells pituitary adenomas specimens were com-
posed of groups of small cells with basophil granular cyto-
plasm and intensely colored round nucleus. Most of the cells
were grouped in compact areas, separated by a small quan-
tity of connective tissue (Fig. 6a). Chromophobe cell pituitary
adenomas contained clear cytoplasm, round or oval eccentric
nuclei (Fig. 6b). Mixed pituitary adenomas were usually con-
stituted of cellular areas.

Classification of pituitary adenomas in acidophilic, ba-
sophilic, chromophobe and mixed types was doubled by the
presence of a heterogeneous growth pattern within each aci-
dophilic (Fig. 7a), and basophilic subgroup (Fig. 7b) or mixed
with areas of chromophobe cells tumor. In a few cases, mixed
basophil-acidophilic pituitary adenoma type has been ob-
served (Fig. 7c).

More than half of the acidophil cell pituitary adenomas
(58%) showed a solid growth pattern, with tumoral areas of
acidophilic cells, disposed compactly without interposed con-
nective tissue and poor capillary mesh contrasting to normal
pituitary. As for frequency, the solid pattern (diffuse) was fol-
lowed by the papillary pattern, met in 23% of cases of pitu-
itary adenomas with acidophilic cells. Fine, well vascularized
connective axes were coated with 2-4 rows of acidophilic cy-
toplasm cells. Trabecular pattern accounted 12% of all acido-
philic adenomas and fusiform pattern - only 4%.

Basophil cells pituitary adenomas, in histopathological
terms, represent a special group of tumors. Papillary type pre-
vailed in basophil cells pituitary adenomas (70% of cases).
The remaining 30% were divided in equal proportions (10%
each) between solid, trabecular and fusiform types.

In terms of the growth pattern, chromophobe cell adeno-
mas were very heterogeneous. If for basophil adenomas, pap-
illary pattern can be considered specific, among the chromo-
phobe type it was found only in 18%, the solid pattern being
here predominant (45%). The chromophobe pituitary adeno-
ma heterogeneity was completed by the following types: al-
veolar (18%), trabecular (9%) and spindle (9%). Mixed pitu-
itary adenomas types were defined as a mixture of acidophil,
basophils and chromophobe cells.

Three types of mixed pituitary adenomas have been reg-
istered in the present study: those containing acidophilic and
basophilic cells (AB), predominantly acidophilic cell adeno-
mas, chromophobe cells mixed adenomas (AC) and predomi-
nantly basophilic cell mixed adenomas, accompanied by the
presence of chromophobe cells (BC). AC type represented
61% of mixed adenomas, being followed by the BC (31%) and
BA (8%) types.

Discussion

Pituitary adenomas represent 10-15% of the total diag-
nosed brain tumor [2]. Women are affected more commonly
[3]- Identification of pituitary adenomas in childhood period



Histopathological aspects of pituitary adenomas

Morfologic, adenoamele hipofizare sunt constituite din
celule acidofile, bazofile si cromofobe, iar pentru adenoamele
hipofizare mixte, combinatii ale celor trei tipuri de celule pot
fi Intalnite In proportii variabile.

Evaluarea histopatologicd, realizatd in cadrul prezentului
studiu, este o premiera pentru Republica Moldova. Cercetarea
dat3, efectuata pe un numar mare de cazuri, a descris exha-
ustiv adenoamele hipofizare din punct de vedere morfologic,
fiind completatd, bineinteles, si de aprecierea profilului hor-
monal al tumorilor.

Astfel, pattern-ul solid de crestere a fost caracterizat prin
predominanta celulelor acidofile si, intr-o mica masurg, a ce-
lor cromofobe si bazofile. In schimb, adenoamele hipofizare de
tip papilar au fost constituite predominant din celule bazofile.
Tipul alveolar a inclus adenoamele hipofizare cu celule pre-
dominant cromofobe. In tipul trabecular, proportia celor trei
tipuri celulare a fost aproximativ egala.

Tinctorialitatea celulara de tip acidofil a predominat in
lotul de adenoame hipofizare din aria Republicii Moldova.
Aceasta este In concordanta cu datele raportate anterior de
Balinisteanu B. si colab. (2011) care, dintr-un numar total de
142 de adenoame hipofizare, colectate In Romania, au dia-
gnosticat 104 cazuri de adenoame de tip acidofil [5]. De ase-
menea, aceiasi autori au prezentat pattern-ul de crestere difuz
ca fiind predominant in aproximativ 59% din totalul cazurilor
- un procent apropiat de cel estimat pentru cazurile raportate
din Republica Moldova.

Discordante in ceea ce priveste celelalte pattern-uri de
crestere s-au Inregistrat pentru tipul papilar, acesta fiind mai
frecvent in Republica Moldova, comparativ cu Romania. De
asemenea, numarul cazurilor de adenoame hipofizare cu celu-
le cromofobe a fost semnificativ mai mare in lotul din Republi-
ca Moldova, comparativ cu cel raportat in Romania.

Aspectul de predominanta a celulelor cromofobe a fost ra-
portat si de alti autori. in 1992, Felix I. si colab. au raportat un
numar similar (~30%) de adenoame hipofizare cromofobe cu
cel de adenoame cu celule acidofile, Insa asemenea comuni-
cdri sunt extrem de rare [6].

Datele de mai sus sugereaza influenta tipului celular asu-
pra pattern-ului de crestere al adenoamelor hipofizare.

Recent, Monsalvez E. si colab. (2014) au publicat date re-
feritoare la corelatia dintre pattern-ul de crestere, aspectele
histopatologice si parametrii clinici. Autorii au demonstrat
existenta unei corelatii de grad mediu dintre pattern-ul de
crestere preoperatoriu si cel postoperatoriu, precum si asoci-
erea statistic semnificativa dintre acesta si varsta sau sex. As-
pecte referitoare la tinctorialitatea celulara sau pattern-ul de
crestere histopatologic nu au fost raportate in acest studiu [7].

Clasificarea histopatologica dependenta de tinctorialitate
sau pattern-ul de crestere a fost declarata ca fiind inutila din
cauza corelatiei slabe dintre aspectele microscopice si profilul
hormonal al adenoamelor hipofizare.

Impactul slab al clasificarii histopatologice conventionale
nu a inclus, Ins3, corelatia cu alti potentiali factori de prognos-
tic si/sau terapeutici, care ar putea avea anumite implicatii In
patogeneza adenoamelor hipofizare. Consideratiile initiale,
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is extremely rare, but when it happens, they behave more ag-
gressively compared to adult age [4].

Classification of pituitary adenomas, just under conven-
tional histopathological diagnosis sin not accepted currently,
without hormonal profiling by immunohistochemistry. How-
ever, the initial diagnosis remains important in the pituitary
adenomas evaluation. Morphologically, pituitary adenomas
consist of acidophil, basophil and chromophobe cells, and
mixed pituitary adenomas comprise the three cell types found
in varying proportions.

Histopathological assessment, performed in this study, is
a premiere for Republic of Moldova. This research, being car-
ried out on a large number of cases described exhaustively
pituitary adenomas in terms of morphology, supplemented,
of course, by the hormonal profile of tumors. Thus, the solid
growth pattern was characterized by the predominance of aci-
dophilic cells and, to a lesser extent the chromophobe and ba-
sophils. Instead, papillary pituitary adenoma types were pre-
dominantly composed of basophil cells. Alveolar type included
predominantly pituitary adenomas with chromophobe cell. In
the trabecular type, the proportion of the three cell types was
approximately equal.

Pituitary adenomas with acidophilic cell type tinctoriali-
taty prevailed in the area of the Republic of Moldova. It is in
concordance with the previously reported data by Balinistea-
nu B. et al. (2011), who had diagnosed 104 cases of acidophile
adenomas type from the total number of 142 pituitary adeno-
mas collected in Romania [5]. Also, the same authors showed
the diffuse growth pattern as prevalent in approximately 59%
of cases - similar to those reported in Republic of Moldova.

Regarding other growth patterns, discrepancies for papil-
lary type were recorded, which is more common in Moldova
compared to Romania. Also the number of cases of chromo-
phobe cell pituitary adenomas was significantly higher in Mol-
dova compared to those reported in Romania.

The chromophobe cell predominance was also reported by
other authors. In 1992, Felix I. et al. reported a similar number
of chromophobe and acidophil pituitary adenomas (~30%),
but such communications are extremely rare [6].

The above data suggests the influence of the cell type on the
pituitary adenomas growth pattern.

Recently, Monsalvez E. et al. (2014) published data related
to the correlation between the growth pattern, histopathologi-
cal aspects and clinical parameters. The authors demonstrat-
ed a medium grade correlation between the preoperative and
the postoperative growth patterns as well as the statistically
significant association between it and the age or sex. Issues
related to cell tinctorialitaty or histopathological growth pat-
tern were not reported in this study [7].

Histopathological classification depending on tinctoriality
or growth pattern was declared as unnecessary because of the
weak correlation between microscopic aspects and hormonal
profile of pituitary adenomas.

Weak impact of conventional histopathological classifica-
tion does not include, on the other hand, the correlation with
other potential prognostic and/or therapeutic agents that
could have some implications in the pathogenesis of pituitary



conform carora adenoamele hipofizare cu celule acidofile se-
cretda predominant GH, iar cele cromofobe sunt non secretorii
(nule), au fost demontate de profilul imunohistochimic, care
le-a contrazis partial [1].

In prezent, nu existi date referitoare la corelatia din-
tre indexul de proliferare, tipurile citologice si pattern-ul de
crestere in adenoamele hipofizare, fapt ce necesita studii pro-
spective suplimentare.

Concluzii

1) Profilul morfologic al adenoamelor hipofizare din Repu-
blica Moldova a fost dominat de combinatiile de pattern-uri
solid acidofil si papilar bazofil.

2) Pattern-ul cromofob a fost mai des intalnit la cazurile
din Republica Moldova.
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Aspecte histopatologice ale adenoamelor hipofizare

adenomas. Initial considerations, whereby acidophil cell pitu-
itary adenomas secrete predominantly GH, and the chromo-
phobe ones are non-secretor (null) were dismantled by immu-
nohistochemical profile that partially contradicted them [1].
Currently, no data on the correlation between the prolifer-
ation index, cytologic types and pattern of growth in pituitary
adenomas, which requires further prospective studies.

Conclusions

1) The morphological profile of pituitary adenomas in the
Republic of Moldova is dominated by combinations of acido-
philic solid and papillary basophile patterns.

2) The chromophobe pattern has a higher frequency in the
Republic of Moldova.
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