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Sazetak

Svrha: Mioepiteliomi su rijetke neoplazme zlijezda slinovnica, a sastoje se u cijelostiili predominantno
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Prihvacen: 6. ozujka 2017.

od stanica mioepitelnog fenotipa. Obi¢no zahvacaju parotidu i male Zlijezde slinovnice na nepcu.

Svrha rada: Opisan je slucaj plazmacitoidnog mioepitelioma tvrdog nepca. Opis sluéaja i rezultati:
Opisani tumor buknuo je na tvrdom nepcu 55-godisnje Zene. Mikroskopskim pregledom ustanovljena
je dobro ograni¢ena neoplazma, ali ne i ucahurena, a sadrzavala je uglavhom plazmacitoidne stanice
u labavoj fibrovaskularnoj stromi. Imunohistokemijski te su stanice reagirale s proteinom s-100,
CK AE1/AE3 (slika 5 b), GFAP-om, kalponinom i CD138/sindekanom 1. Terapija se sastojala od
uklanjanja cijelog tumora u lokalnoj anesteziji. Ni 14 mjeseci nakon zahvata nije bilo uo¢eno vracanje
novotvorine. Zaklju€ak: Buduci da se plazmacitoidni mioepiteliom rijetko pojavljuje na zlijezdama
slinovnicama, njegova imunohistokemijska svojstva, lije¢enje i prognoza trebali bi se jos detaljnije

istraziti.

Uvod

Mioepiteliomi su benigne neoplazme Zlijezda slinovnica i
uglavnom se sastoje od stanica mioepitelnog fenotipa ili ve-
¢inom od tih stanica (1, 2). Pojavljuju se priblizno kod 1,5
posto tumora Zlijezda slinovnica (3) i obi¢no zahvacaju pa-
rotidnu Zlijezdu ili male Zlijezde slinovnice na nepcu (1 - 4).
Nema preferencije u dobi ili spolu, ali ¢esée obolijevaju oso-
be srednjih godina (1 - 4). Obi¢no im se pojavljuju asimpto-
matske, dobro ogranicene tumorske tvorbe koje rastu sporo
i normalne su boje, na dodir su meke do tvrde (2 - 4) i nisu
povezane s neuroloskim simptomima (3, 4).

Mikroskopski je vidljiv jedan tip ili svi tipovi neoplasti¢-
nih mioepitelnih stanica, primjerice vretenaste, plazmacito-
idne (hijaline) epiteloidne, iste, poligonalne, bazaloidne ili
onkocitne i sve su poredane jednoli¢no prema miksoidnom,
retikularnom, mikrocistiénom ili kribifornom modelu rasta
(1, 3, 5). Predominantni tip stanica definira podtip tumora,
premda ni tipovi stanica ni obrasci rasta ne koreliraju s klini¢-
kim izgledom ili bioloskim ponasanjem lezije (1). Vretenasti
podtip stanica uobicajen je ako je zahvaéena parotidna zlijez-
da, a plazmacitoidni kad je rije¢ o malim Zlijezdama slinov-
nicama (2). I dalje je predmet rasprave je li mioepiteliom po-
seban entitet ili varijanta pleomorfnog adenoma s prevagom
stanica mioepitelnog fenotipa.

Uz zapise Zormpa i suradnika (6) koji su opisali 19 sluca-
jeva plazmacitoidnog mioepitilioma tvrdog nepca, u literaturi
su obradena jos tri slucaja (7, 8, 9). U ovom tekstu opisan je
jos jedan slucaj plazmacitoidnog mioepitelioma tvrdog nepca.
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Introduction

Myoepitheliomas are benign salivary gland neoplasms
consisting entirely or predominantly of cells with myoepithe-
lial phenotype (1, 2). They represent approximately 1.5% of
all salivary glands tumors (3) and usually involve the parotid
gland or the minor salivary glands of the palate (1-4). They
show no age or gender predilection, but they are more com-
mon in middle-aged persons (1-4). They present as asymp-
tomatic, slowly growing and well-circumscribed tumors of
normal color that may be soft to hard on palpation [2-4], and
are not associated with neurological symptoms (3, 4).

Microscopically, one or all types of neoplastic myoepi-
thelial cells, i.e. spindle, plasmacytoid (hyaline), epithelioid,
clear, polygonal, basaloid or oncocytic, may be seen, arranged
in solid, myxoid, reticular, microcystic or cribiform growth
patterns (1, 3, 5). The preponderant cell type defines the tu-
mor’s subtype, although neither cell type nor growth pattern
correlate with the clinical presentation or biologic behavior of
the lesion (1). The spindle cells subtype is more common in
the parotid gland and the plasmacytoid in the minor salivary
glands of the palate (2). Whether myoepithelioma is a distinct
entity or a variant of pleomorphic adenoma with a prepon-
derance of cells with myoepithelial phenotype is disputable.

Since the review of the English literature by Zormpa et al
(6) in 2011, where 19 cases of plasmacytoid myoepithelioma
of the hard palate were included, three more cases have been
published [7,8,9]. An additional case of plasmacytoid myo-
epithelioma of the hard palate is described.
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Prikaz slucaja

Zena od 55 godina upucena je na dijagnosticiranje i te-
rapiju bezbolne otekline na tvrdom nepcu koja se postupno
povecavala tijekom nekoliko mjeseci. U osobnoj i obiteljskoj
anamnezi nije bilo takve bolesti.

Oralnim pregledom otkrivena je okrugla, dobro ograni-
¢ena masa prekrivena normalnom sluznicom na desnom stra-
znjem dijelu nepca, izmedu pretkutnjaka i sredisnje linije (slika
1.). Bila je velika oko 2,5 x 2 x 1,5 centimetara, mogla se sti-
snuti i bila je mekana na palpaciju. Prvi kutnjak nije reagirao
na testiranje pulpe, ali ostali susjedni zubi bili su vitalni. Nije

Plasmacytoid Myoepithelioma

Case report

A 55 year-old woman was referred for diagnosis and man-
agement of a painless swelling on the hard palate that had
gradually enlarged during the last few months. Family and
past medical histories were non-contributory.

Oral examination revealed a round, well-circumscribed
mass covered by normal mucosa on the right posterior hard
palate, between the premolar teeth and the midline (Figure
1). It measured approximately 2.5x2x1.5cm and was com-
pressible and non-tender on palpation. The first molar tooth
did not react to pulp testing, but adjacent teeth were vital.

Slika 1. Oralni pregled — okrugla, dobro ograni¢ena masa prekrivena normalnom sluznicom na straznjem desnom dijelu tvrdog nepca, izmedu

pretkutnjaka i sredisnje linije

Figure 1 Oral examination. A round, well-circumscribed mass covered by normal mucosa on the right posterior hard palate, between the

premolar teeth and the midline.

Slika 2. Zubni sken — prosvjetljenje mase koja ne zahvaca maksilarnu kortikalnu kost; cisti¢na lezija vidljiva je apikalno od prvoga kutnjaka

(zvjezdica)

Figure 2 Dental scan. The hypodense mass does not involve the maxillary cortical bone. A cystic lesion is seen apically to the first molar tooth

(asterisk).

Slika 3. Kontrola — poslijeoperacijsko cijeljenje 14 mjeseci nakon terapije

Figure 3 Follow up. Postsurgical healing 14 months after treatment.

Slika 4. Mikroskopska obiljezja — (a) solitarni ¢vorovi neoplasticnih stanica uklopljenih labavo u vaskularnu stromu vezivnoga tkiva
(hematoksilin-eozinsko bojenje, povecanje 200 x); (b) plazmacitoidne i (c) vretenaste mioepitelijalne stanice (hematoksilin-eozinsko

bojenje, povecanje 400 x).

Figure 4 Microscopic features. (a) Solid nests of neoplastic epithelial cells embedded in a loose vascular connective tissue stroma
(hematoxylin and eosin stain, original magnification x200). (b) Plasmacytoid and (c) spindle-shaped myoepithelial cells (hematoxylin

and eosin stain, original magnification x400).

Slika 5. Imunohistokemijska obiljezja plazmacitoidnih stanica — (a) intenzivno pozitivna reakcija u citoplazmi na protein S-100 i (b) na GFAP
(c); snazna pozitivna reakcija na membrani za CD138/sindekan-1 (originalno povecanje 400 x)

Figure 5 Immunohistochemical features of plasmacytoid cells. (a) An intense cytoplasmic positivity for S-100 protein and (b) GFAP. (c) Strong,
membranous positivity for CD138/Syndecan-1 (original magnification x400).
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bilo regionalne limfadenopatije. Panoramski radiogram i zub-
ni sken pokazali su masu manje gusto¢e od kosti koja nije za-
hvacala maksilarnu kortikalnu kost, te je identificirana cisti¢-
na lezija apikalno uz prvi kutnjak (slika 2.). Inicijalna klinicka
dijagnoza bila je tumor Zlijezda slinovnica, pa je obavljena in-
cizijska biopsija na temelju koje je postavljena dijagnoza u su-
glasju s pleoformnim adenomom. Naposljetku je u lokalnoj ane-
steziji obavljena ekscizija cijelog tumora. Poslijeoperacijsko
cijeljenje bilo je bez poteskoca te ni 14 mjeseci nakon terapije
nije uo¢ena ponovna pojava novotvorine (slika 3.).

Mikroskopskim pregledom rezova od 5 pm tkiva fiksi-
ranih u formalinu (uronjenih u parafin), uoéena je dobro
ograni¢ena tvorba bez ¢ahure koja se sastojala od slojeva i
nakupina neoplasti¢nih epitelnih stanica uklopljenih u laba-
vu fibrovaskularnu stromu (slika 4. a). Vedina stanica imala
je plazmacitoidna (hijalina) milohioidna obiljezja, primjeri-
ce obilnu eozinofilnu neoplazmu i ovalnu, blago zgusnutu,
ckscentri¢nu jezgru (slika 4. b). Uocena je i mala grupa vre-
tenastih stanica s gustim jezgrama (slika 4. ¢) te minimalni
stani¢ni i nuklearni pleomorfizam te bez netipi¢nih mitoza.
Zabiljezene su i rijetke strukture odvodnih kanala koje su ¢i-
nile samo dva posto ukupnog parenhima, a acinusna diferen-
cijacija je nedostajala. Na mjestu incizijske biopsije nadeni su
krvarenje, upala i pseudoepitelematozna hiperplazija pokrov-
nog dijela parenhimatozne sluznice. Provedena je imunohi-
stokemijska analiza standardnim tehnikama avidin-biotinske
peroksidase nakon predtretmana visokotemperaturnim  ci-
tratnim puferom i protutijelima na protein S-100 (poliklo-
nal, 1: 100, Dako, Glostrup, Danska), citokeratin (CK AE1/
AE3, 1: 50, Dako, Glostrup, Danska), kiseli protein glial fi-
brilar (GFAP, 6F2, 1 : 100, Dako, Glostrup, Daska), kalpo-
nin (CALP, 1Q50, Dako, Glostrup, Danska), a-SMA (HHE-
35, 1:50, Dako, Glostrup, Dnska), p63 (VS 38¢, 1:100,
Dako, Glostrup, Danska), CD138/sindekan-1 (B-A38, 1 :
50, Abcam, Cambridge, MA, SAD) i Ki 67 (Mib1, 1 : 500,
Dako, Glostrup, Danska).

Plazmacitoidne i vretenaste stanice pokazivale su inten-
zivnu citoplazmatsku pozitivnu obojenost na protein S-100
(slika 5. a), a plazmacitoidne difuznu citoplazmatsku pozitiv-
nost na CK AE1/AE3, GFAP (slika 5. b) i kalponin, razbaca-
nu pozitivnu citoplazmatsku reakciju na a-SMA i p63, te ja-
ku, membransku pozitivnu reakciju na CD138/Sindekan-1
(slika 5. ¢). Proliferacijski indeks Ki 67 bio je manji (<) od je-
dan posto. Na temelju tih podataka postavljena je dijagnoza
plazmacitoidnog mioepitelioma.

Rasprava

U prikazanom slucaju opisana su klinicka, mikroskopska
i imunohistokemijska obiljezja koja odgovaraju plazmacito-
idnom mioepiteliomu. Na panoramskom radiogramu i zub-
nim skenovima nisu bili uoceni znakovi erozije obliznje kosti
koji se obi¢no nalaze u slu¢aju benignih tumora Zlijezda sli-
novnica, ukljucujuéi i plazmacitoidni mioepiteliom (7). Mi-
kroskopski se razlikovanje od uobicajenoga pleomorfnog ade-
noma temelji na ogranicenoj diferencijaciji odvodnih kanala
koja je u ovom slucaju bila manja od dva 2 posto i na nedo-
statku hondroidne ili osteoidne strome te na prevladavanju

Plazmacitoidni mioepiteliom .

There was no regional lymphadenopathy. Panoramic radio-
graph and dental scan showed a hypodense mass that did not
involve the maxillary cortical bone, and identified a cystic
lesion apically to the first molar tooth (Figure 2). With the
clinical diagnosis of a salivary gland tumor, an incisional bi-
opsy was done that rendered the diagnosis “consistent with a
pleomorphic adenoma”. Consequently, total excision of the
tumor under local anesthesia was performed. Postsurgical
healing was uneventful and no recurrence has been recorded
14 months after treatment (Figure 3).

Microscopic examination of 5um thick formalin-fixed
and paraffin-embedded tissue sections showed a well-cir-
cumscribed but non-encapsulated tumor, consisting of sol-
id sheets and nests of neoplastic epithelial cells embedded in
a loose fibrovascular stroma (Figure 4a). Most cells showed
plasmacytoid (hyaline) myoepithelial features, i.e. abundant
eosinophilic neoplasm and an oval, slightly dense, eccentric
nucleus (Figure 4b). Small groups of spindle-shaped cells
with dense nuclei were also observed (Figure 4c). There was
a minimal cellular and nuclear pleomorphism and there were
no atypical mitoses. Rare ductal structures were seen, but
constituted <2% of the total tumor parenchyma, while acinar
differentiation was absent. Hemorrhage, inflammation and
pseudoepitheliomatous hyperplasia of the covering parakera-
tinized mucosa were seen in the site of the incisional biopsy.

Immunohistochemistry was performed with a stan-
dard avidin-biotin peroxidase technique after pretreatment
with high temperature citrate buffer, with antibodies against
§-100 protein (polyclonal, 1:100, Dako, Glostrup, Den-
mark), cytokeratin (CK AE1/AE3, 1:50, Dako), glial fi-
brillary acidic protein (GFAP, 6F2, 1:100. Dako), calponin
(CALP, 1Q50, Dako), a-SMA (HHE-35, 1:50, Dako), p63
(VS38¢, 1:100, Dako), CD138/Syndecan-1 (B-A38, 1:50,
Abcam, Cambridge, MA, USA), and Ki-67 (Mibl, 1:500,
Dako). Plasmacytoid and spindle cells showed intense cyto-
plasmic positivity for S-100 protein (Figure 5a), and plasma-
cytoid cells diffuse cytoplasmic positivity for CK AE1/AE3,
GFAP (Figure 5b), and calponin, scant cytoplasmic positivity
for a-SMA and p63, and strong, membranous positivity for
CD138/Syndecan-1 (Figure 5¢). Ki-67 proliferation index
was <1%. The diagnosis was plasmacytoid myoepithelioma.

Discussion

The case presented herein showed clinical, microscopic
and immunohistochemical features consistent with plasma-
cytoid myoepithelioma. Panoramic radiograph and dental
scan found no sign of erosion of the adjacent bone that, how-
ever, may be seen in benign salivary gland tumors, including
plasmacytoid myoepithelioma (7). Microscopically, differen-
tiation from a common pleomorphic adenoma was based on
limited ductal differentiation that in our case was <2%, lack
of chondroid or osteoid stroma, and predominance of myo-

epithelial cells (1, 4).
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mioepitelnih stanica (1, 4). U slu¢aju mioepitelioma, imuno-
fenotip neoplasti¢nih stanica moze se razlikovati medu tumo-
rima (1, 2, 5) i razli¢itim tipovima stanica unutar istog tumo-
ra (1, 2, 5). U nasem slu¢aju su plazmacitoidne i vretenaste
stanice bile pozitivne na S-100, a plazmacitoidne su pokazi-
vale i difuznu citoplazmatsku pozitivnost na CK AE1/AE3,
GFAP i kalponin. Ta su protutijela u slu¢aju plazmacitoidnog
mioepitelioma konstantan nalaz (6, 14), a pozitivna reakci-
jana SMA i GFAP moze varirati (6, 7, 14). U nasem slucaju
je a-SMA bila jako ograni¢ena, a GFAP je bio difuzan. Ako
stanice pokazu da su pozitivne na GFAP, to bi moglo olak-
sati razlikovanje od mioepiteloidnog karcinoma jer su neo-
plasti¢ne mioepitelne stanice pleomorfnog adenoma pozitiv-
ne, a one pleomorfne s niskim stupnjem adenokarcinoma su
GFAP negativne (11). U nasem slucaju uocen je ograniceni
p63 koji se inate pojavljuje u slucaju nekih mioepitelioma
(15) i Zljezdanih mioepitelnih karcinoma (16, 17). Zato bi se
i dalje trebalo proucavati razlikovanje plazmacitoma i njego-
vih malignih oblika.

CD138/sindekan-1 uocen je u normalnim i neoplasti¢-
nim plazmatskim stanicama, te neoplastiénim stanicama s
plazmacitoidnim obiljezjima (18). Snaina pozitivna reakci-
ja na membrani na CD138/sindekan-1 uocena je i u nasem
slucaju, a opisana je u jos jednom slucaju plazmacitoidnog
mioepitelioma (18). Manjak citoloskih netipi¢nosti, stani¢ni
pleomorfizam, nekroza, krvarenje, infiltracija u okolno tkivo
i nizak stupanj mitoze istaknuti su indeksom oznacavanja Ki
67 manjim od jedan posto, $to je iskljucilo dijagnozu mali-
gnog mioepitelioma (1, 2, 10).

Potpuna ekscizija tumora s ¢istim granicama obicno je do-
voljna za uspje$nu terapiju (2), premda je opisano da su mio-
epiteliomi agresivniji od pleomorfnih adenoma (10). Ponov-
na pojava povezana je s pozitivnim rubovima i moze nastati u
slucaju mioepitelioma malih Zlijezda slinovnica, posebno na
nepcu gdje se tumor rijetko ucahuri (1). Stopa ponovne po-
jave plazmacitoidnog mioepitelioma na nepcu procjenjuje se
na 15 do 18 posto (6, 14). Maligna transformacija moze se
dogoditi, a posebno u vretenastim stanicama (12).

Zakljucak

Budud¢i da je plazmacitoidni mioepiteliom neuobicajen
tumor malih Zlijezda slinovnica, njegova imunohistokemij-
ska obiljezja, terapija i prognoza trebali bi se dalje istrazivati,
dobiveni rezultati dokumentirati i objavljivati.

Sukob interesa

Autori izjavljuju da nisu u bili u sukobu interesa.

Plasmacytoid Myoepithelioma

The immunophenotype of neoplastic cells in myoepithe-
liomas may vary among different tumors (1, 2, 5) and among
different cell types of the same tumor (1, 2, 5). In our case,
both plasmacytoid and spindle cells were S-100 positive, and
plasmacytoid cells, unlike spindle cells, showed diffuse cy-
toplasmic positivity for CK AE1/AE3, GFAP, and calponin.
Expression of those antibodies in plasmacytoid myoepithe-
lioma is a constant finding (6, 14), while SMA and GFAP
positivity may vary (6, 7, 14). In our case, 0-SMA expression
was very limited, but GFAP expression was diffuse. GFAP ex-
pression could possibly facilitate differentiation from myoep-
ithelial carcinoma, as neoplastic myoepithelial cells of pleo-
morphic adenoma are GFAP positive, but of polymorphous
low-grade adenocarcinoma GFAP negative (11). Limited
p63 expression was also seen in our case and p63 was found
in some cutaneous myoepitheliomas (15) and salivary myo-
epithelial carcinomas (16,17), therefore, its application in
differentiation of plasmacytoma from its malignant variant
should be further evaluated. CD138/Syndecan-1 is expressed
by normal and neoplastic plasma cells, as well as neoplastic
cells with plasmacytoid features (18). Strong, membranous
positivity for CD138/Syndecan-1, as seen in the present case,
was reported in a single case of plasmacytoid myoepithelio-
ma (18). Lack of cytological atypia, cellular pleomorphism,
necrosis, hemorrhage, infiltration into adjacent tissue, as well
as low mitotic rate were highlighted by Ki-67 labeling index
of <1% and they precluded a diagnosis of malignant myoepi-
thelioma (1, 2, 10).

Complete surgical excision on tumor-free margins is usu-
ally curative (2), although myoepithelioma is reported to
have more aggressive behavior to pleomorphic adenoma (10).
Recurrence is associated with positive margins and this may
occur in myoepitheliomas of minor salivary glands, especially
of the palate, where tumor encapsulation is uncommon (1).
Recurrence rate of plasmacytoid myoepitheliomas of the pal-
ate is estimated to 15-18% (6,14). Malignant transformation
may ensue, particularly in the spindle cell variant (12).

Conclusions

Since plasmacytoid myoepithelioma is an uncommon tu-
mor of minor salivary glands, its immunohistochemical fea-
tures, management and prognosis should be further inves-
tigated through the publication of more documented cases.
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Abstract

Background: Myoepitheliomas are uncommon salivary gland neoplasms consisting entirely or pre-

Plazmacitoidni mioepiteliom .

Received: March 27, 2016
Accepted: March 6, 2017

dominantly of cells with myoepithelial phenotype. They commonly involve the parotid gland and the

minor salivary glands of the palate. Aim: A case of plasmacytoid myoepithelioma of the hard palate
is described. Case description and results: A 55-year-old woman presented to her oral surgeon with
a tumor on the hard palate. Microscopic examination showed a well-circumscribed but non-encapsu-
lated tumor, consisting mostly of plasmacytoid cells in a loose fibrovascular stroma. Neoplastic myo-
epithelial cells showed immunoreactivity for S-100 protein, CK AE1/AE3 (Figure 5b), GFAP, calponin,
and CD138/Syndecan-1. Total excision of the tumor under local anesthesia was performed and no
recurrence was noted 14 months after treatment. Conclusions: Since plasmacytoid myoepithelioma
is uncommon, minor salivary glands, its immunohistochemical features, management and prognosis

should be further investigated.
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