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Primena transkripcionih faktora u reklasifikaciji ,,null-cell“ neuroendokrinih tumora hi-
pofize

Milena Mihajlovic', Sandra Pekic?, Mirjana Dokni¢?, Dragana Milji¢?, Marko Stojanovic®, Zvezdana Je-
muovic®, Milan Petakov?, Emilija Manojlovi¢ Gacié®

! Univerzitetski Klinicki Centar Srbije, Sluzba za patologiju, patohistologiju i medicinsku citologiju, Beograd, Srbija

*Univerzitetski Klini¢ki Centar Srbije, Klinika za Endokrinologiju, dijabetes i metabolicke bolesti, Medicinski Fakultet, Univerzitet u
Beogradu, Beograd, Srbija

*Institut za patologiju, Medicinski fakultet, Univerzitet u Beogradu, Beograd, Srbija

Cilj: Utvrdivanje znacaja primene transkripcionih faktora adenohipofize u histopatoloskoj dijagnostici
neuroendokrinih tumora hipofize (engl. Pituitary neuroendocrine tumors - PitNET). Uvod: Klasifi-
kacija PitNET se zasniva na detekciji linije diferencijacije ¢elija od kojih vode poreklo. U SF1 liniju
diferencijacije spadaju gonadotrofni tumori, u PIT1 liniju spadaju somatotrofni, laktotrofni i tirotrofni
tumori, dok u TPIT liniju diferencijacije spadaju kortikotrofni tumori. PitNET kojima nije prepoza-
ta linija diferencijacije se nazivaju ,null-cell“ tumori. Materijal i metode: Studijom su obuhvaceni
pacijenti kojima je postavljena dijagnoza ,,null-cell“ PitNET u periodu pre uvodenja antitela na tran-
skripcione faktore adenohipofize u rutinsku dijagnosticku proceduru. Od 186 pacijenata operisanih na
klinici za Neurohirurgiju Univerzitetskog klinickog centra Srbije u periodu od 2016. godine do 2019.
godine, dijagnoza ,null-cell“ PitNET je postavljena kod 58 (31,2%) pacijenata aplikacijom antitela na
hormone adenohipofize. Od tkiva tumora ovih pacijenata je napravljen tkivni mikroniz, koji je imu-
nohistohemijski obojen transkripcionim faktorima SF1, TPIT i PIT1, nakon cega je izvrSena reklasifi-
kacija ,,null-cell“ tumora. Rezultati: Ekspresija SF1 je uocena kod 46/58 tumora (79.3%), ukazujuci na
rekasifikaciju u gonadotrofne tumore. TPIT ekspresija kod 3/58 tumora (5.2%) je ukazala da PitNET
treba reklasifikovati u grupu kortikotrofnih tumora. Dva tumora sa PIT1 ekspresijom su reklasifikova-
na u somatotrofne tumore (3.4%). Ekspresija transktipcionih faktora je odsutna kod 7 (12.1%) tumora.
Zakljucak: Primena transkripcionih faktora u rutinskoj dijagnostickoj proceduri PitNET uzrokovalo
je precizniju klasifikaciju i smanjenje zastupljenosti ,,null-cell“ tumora hipofize.

Kljucne reci: PitNET, transkripcioni faktori, SF1, TPIT, Pitl

Transcription factors application in reclassification of null-cell pituitary neuroendocrine
tumors

Milena Mihajlovic', Sandra Pekic’, Mirjana Doknic?, Dragana Miljic?, Marko Stojanovic’, Zvezdana Je-
muovic’, Milan Petakov?, Emilija Manojlovic Gacic’

! Universuty Clinical Center of Serbia, Department for pathology, pathohyistology and medical citology, Belgrade, Serbia

*Universuty Clinical Center of Serbia, Neuroendocrine Department, Clinic for Endocrinology, Diabetes and Metabolic Diseases, Faculty
of Medicine, University of Belgrade, Belgrade, Serbia

*Institute of Pathology, Faculty of Medicine, University of Belgrade, Belgrade, Serbia

Objective: Recognition of the significance of the application of anterior pituitary transcription factors
in the histopathological diagnosis of pituitary neuroendocrine tumors (PitNET). Introduction: The
classification of PitNETs is based on the detection of the lineage of differentiation. The SF1-lineage
includes gonadotroph tumors, the PIT1-lineage comprises somatotroph, lactotroph and thyrotroph
tumors, and the TPIT-lineage represents corticotroph tumors. PitNETs without expression of trans-
cription factors are classified as “null-cell” tumors. Material and Methods: The study included patients
diagnosed with null-cell PitNET in the period before the introduction of antibodies to transcriptional
factors of the adenohypophysis in a routine diagnostic procedure. Out of 186 patients operated on at
the Neurosurgery Clinic of the University Medical Center of Serbia in the period from 2016 to 2019,
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the diagnosis of “null-cell” PitNET was made in 58 (31.2%) patients using antibodies to anterior pitu-
itary hormones. Tissue microarray (TMA) was made of the tumor tissue of these patients. Slides from
TMA were treated immunohistochemically with antibodies for the transcription factors SF1, TPIT
and PIT1. Reclassification of the null-cell tumor was performed. Results: SF1 expression was observed
in 46/58 tumors (79.3%), indicating reclassification into gonadotroph tumors. TPIT expression in 3/58
tumors (5.2%) indicated that PitNET should be reclassified to the group of corticotroph tumors. Two
tumors with PIT1 expression were reclassified as somatotroph tumors (3.4%). Expression of transcrip-
tion factor was absent in 7 (12.1%) tumors. Conclusion: The use of transcription factors in the routine
diagnostic procedure PitNET has caused a more precise classification and reduced the incidence of
“null-cell” pituitary tumors.

Key words: PitNET, transkription factors, SF1, TPIT, Pitl
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Prognosticki znacaj ekspresije GATA3 i KI-67 u urotelnom karcinomu mokracne besike

Milena Sunjevic™?, Jovo Bogdanovic®*, Sandra Trivuni¢ Dajko"?
"Univerzitet u Novom Sadu, Medicinski fakultet, Katedra za patologiju, Novi Sad, Srbija
*Univerzitetski klinicki centar Vojvodine, Centar za patologiju i histologiju, Novi Sad, Srbija
*Univerzitet u Novom Sadu, Medicinski fakultet, Katedra za hirurgiju, Novi Sad, Srbija
*Univerzitetski klinicki centar Vojvodine, Klinika za urologiju, Novi Sad, Srbija

Cilj: Cilj ove studije je definisanje prediktivnog znacaja zajednicke ekspresije GATA3 i Ki-67 u urotel-
nom karcinomu. Uvod: Urotelni karcinom je najc¢esce dijagnostikovana maligna neoplazma mokracne
besike u klinickoj i patohistoloskoj praksi, gde klinicki i patohistoloski prognosticki faktori imaju zna-
¢ajnu ulogu. Jedan od najznacajnijih patohistoloskih prognostickih faktora je intenzitet imunohistohe-
mijskog bojenja. Medu razli¢itim imunohistohemijskim markerima za koje je dokazano da imaju uticaj
na progresiju bolesti i prezivljavanje pacijenta, zajednicka uloga Ki-67 i GATA3 u predikciji prognoze
bolesti nije jo§ u potpunosti razjasnjena. Materijal i metode: 80 pacijenata je ucestvovalo u studiji, pri
¢emu su formirane 4 grupe na osnovu patoloskog stadijuma urotelnog karcinoma. Nakon upotrebe
navedenih antitela, intenzitet bojenja je analiziran semikvantitativno. Rezultati: Statisticka znacajnost
je dokazana izmedu histoloskog tipa, patoloskog stadijuma i invazivnosti i razli¢itog stepena ekspresije
GATA3, kao i statisticka znacajnost izmedu histoloskog tipa i patoloskog stadijuma i razli¢itog stepena
ekspresije Ki-67. Regresioni model je pokazao nisu prediktivou vrednost zajednicke ekspresije GATA3
i Ki-67. Takode je dokazana statisticka znacajnost izmedu patoloskog stadijuma i invazivnosti tumora
pri analizi prezivljavanja. Zakljucak: Predikcija vrednost zajednicke ekspresije GATA3 i Ki-67 je rezul-
tovala kao niskom vrednoscu, ali je, prema literaturi, ovo prva studija koja ispituje prediktivni znacaj
navedenih antitela u uzorcima biopsije i transuretralne resekcije.

Kljucne reci: urotelni karcinom, biopsija, transuretralna resekcija, GATA3, Ki-67

Predictive value of GATA3 and Ki-67 expression in urothelial carcinoma of urinary bladder

Milena Sunjevic?, Jovo Bogdanovic**, Sandra Trivunic Dajko"?

"University of Novi Sad, Faculty of Medicine, Department of Pathology, Novi Sad, Serbia
*University Clinical Center of Vojvodina, Center for Pathology and Histology, Novi Sad, Serbia
*University of Novi Sad, Faculty of Medicine, Department of Surgery, Novi Sad, Serbia
“University Clinical Center of Vojvodina, Clinic for Urology, Novi Sad, Serbia

Objective: The aim of this study was to determine the predictive value of GATA3 and Ki-67 mutual
expression in urothelial carcinoma. Introduction: Urothelial carcinoma is the most commonly dia-
gnosed malignancy of urinary bladder in clinical and pathohistological practice where clinical and
pathohistological prognostic factors play significant role. One of the most important pathohistological
prognostic factors is the intensity of immunohistochemical staining. Among various immunohistoche-
mical markers that have been proven to influence disease progression and patient’s survival, role of Ki-
67 and GATA3 in prediction of disease prognosis has not been completely clarified yet. Material and
Methods: 80 patients were included in this study, where 4 groups were formed based on the pathologi-
cal stage of urothelial carcinoma. After using preferred antibodies, their staining intensity was analyzed
semiquantitatively. Results: Results showed that there was statistically important significance between
type of urothelial carcinoma, pathological stage and invasiveness and different grades of GATA3 expre-
ssion, as well as statistically important significance between type of urothelial carcinoma and patholo-
gical stage and different grades of Ki-67 expression. The regression model showed low value of GATA3
and Ki-67 mutual expression. There was also a statistical significance considering pathological stage
and invasiveness of the tumor in survival analysis. Conclusion: Predictive value of GATA3 and Ki-67
mutual expression resulted as low from this study, but to our knowledge it was the first one to examine
their predictive capability on biopsy and transurethral resection specimens.

Key words: urothelial carcinoma, biopsy, transurethral resection, GATA3, Ki-67
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Senzitivnost i specificnost IgG4 imunohistohemijskog bojenja za dijagnozu idiopatske
membranske nefropatije

Maja Zivoti¢, Milica Tubi¢, Isidora Filipovi¢, Gorana Nikolié, Sanja Radojevic Skodri¢, Jasmina Markovi¢
Lipkovski

Institut za patologiju ,,Prof. dr Porde Joannovi¢®, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

Cilj: U ovoj studiji zeleli smo da ispitamo ucestalost, distribuciju i obrazac IgG4 imunohistohemijske
pozitivnosti kod pacijenata sa idiopatskom i sekundarnom formom MN, kao i da odredimo senzitiv-
nost i specificnost pozitivhog IgG4 nalaza za dijagnozu idiopatske forme bolesti. Uvod: Membranska
nefropatija (MN) predstavlja hroni¢nu formu glomerulonefritisa koja se patohistoloski karakterise su-
bepitelnim talozenjem IgG depozita imunoglobulina u glomerulima, a moze biti idiopatska ili sekun-
darna. Do sada nije identifikovan nijedan pouzdan biomarker koji bi se mogao koristiti u diferencijal-
noj dijagnozi idiopatske i sekundarne forme bolesti. Brojne dosadasnje studije ukazale su da je IgG4
dominatna subklasa koja se detektuje kod idiopatske MN, a koja se uglavnom ne srece u sekundarnim
formama MN. Materijal i metode: U studiji je koris¢eno 50 biopsija bubrega (18 idiopatskih i 32
sekundarne MN). Na iseccima tkiva iz parafinskih kalupa, uradeno je imunohistohemijsko bojenje
kori$c¢enjem IgG4 antitela (IGHG4/1345, Abcam, 1: 100). Sitnozrnasti depoziti IgG4 istalozenih duz
glomarularne bazalne membrane, detektovani metodom imunohistohemije, oznaceni su kao pozitivan
rezultat. Rezultati: IgG4 bio je eksprimiran u glomerulima kod 16/18 idiopatskih MN, kao i kod 7/32
sekundarnih MN. Pacijenti sa sekundarnim MN kod kojih je detektovan IgG4 imali su dijagnostikova-
nu neku od plazmacelijskih diskrazija ili IgG4- related disease. Odsustvo ekspresije IgG4 bilo je udru-
zeno sa drugim sekundarnim uzrocima, kao $to su lupus nefritis ili maligna ne-hematoloska oboljenja.
Dva pacijenta imala su negativan IgG4 i u trenutku dijagnoze MN nisu imali identifikovan nijedan
potencijalni sekundarni razlog za nastanak oboljenja. Ovi rezltati ukazuju da je senzitivnost IgG4 pozi-
tivnog nalaza za dijagnozu idiopatske forme MN bila 88,9%, dok je specificnost iznosila 78,1%. Zaklju-
cak: IgG4 sitnozrnasti depoziti duz glomerularne bazalne membrane prisutni su kod 89% pacijenata sa
idiopatskom formom bolesti, ali i u odredenoj populaciji pacijenata sa sekundarnim MN (22%).

Kljucne reci: idiopatska membranska nefropatija, sekundarna membranska nefropatija, IgG4

Sensitivity and specificity of IgG4 immunohistochemistry for diagnosis of idiopathic mem-
branous nephropathy
Maja Zivotic, Milica Tubic, Isidora Filipovic, Gorana Nikolic, Sanja Radojevic Skodric, Jasmina Markovic

Lipkovski
Institute of Pathology “Prof. Dr. Djordje Joannovic * Faculty of Medicine, University of Belgrade, Belgrade, Serbia

Objective: In this study, we wanted to examine the frequency, distribution and the pattern of IgG4
immunohistochemical positivity in patients with idiopathic and secondary MN, and thus to determine
the sensitivity and specificity of this biomarker in diagnosis of idiopathic MN. Introduction: Membra-
nous nephropathy (MN) is a chronic glomerulonephritis, pathologically characterized with the sube-
pithetial IgG deposits within glomeruli, and can be idiopathic or secondary. No reliable biomarker has
yet been identified that could be used in the differential diagnosis of idiopathic and secondary forms of
the disease. Numerous studies have shown that IgG4 is the dominant IgG subclass in glomerular im-
mune deposits in idiopathic MN, which is usually absent in secondary MN. Material and methods: 50
kidney biopsies (18 idiopathic and 32 secondary MN) were used in the study. Immunohistochemical
staining of IgG4 was performed from on paraffin sections (IGHG4/1345, Abcam, 1: 100). A positive
glomerular IgG4 immunohistochemical staining was noted in all cases where fine-granular antibody
deposits were observed along the glomerular basement membrane. Results: The IgG4 marker was
expressed in glomeruli in 16/18 idiopathic MN and in 7/32 secondary MN. Among secondary MN
with positive IgG4, patients had known haematological/immunological disorders (plasma cell dyscra-
sias or IgG4- related disease). The absence of IgG4 was related to all other known secondary causes of
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MN (systemic lupus erythematosus or malignant non-haematological diseases). Two negative IgG4
patients without any evidence of secondary cause at the time of diagnosis, should be carefully followed
for possible upcoming malignant disease. Overall, the sensitivity of IgG4 for the diagnosis of idiopathic
MN was 88.9%, while the specificity was 78.1%. Conclusion: IgG4 glomerular deposits are observed in
the majority of idiopathic MN (89%), but also in the subset of secondary MN (22%).

Key words: idiopathic membranous nephropathy, secondary membranous nephropathy, IgG4
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Aristolohic¢na kiselina I kao uzro¢nik toksi¢ne nefropatije na animalnom modelu

Dejan Miljkovic', Jelica Gruji¢-Milanovi¢,” Ivan Capo', Milan Popovi¢', Jovan Popovic®, Dusan Lalosevic!
'Katedra za histologiju i embriologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Srbija

“Institut za medicinska istrazivanja, Institut od nacionalnog znacaja za Republiku Srbiju, Univerzitet u Beogradu, Beograd, Srbija
*Katedra za farmaciju, Medicinski fakultet-Univerzitet u Novom Sadu, Novi Sad, Srbija

Cilj: Utvrditi histomorfoloske, imunohistohemijske i biohemijske karakteristike oste¢enja bubrega kod
mi$eva u modelu toksi¢ne nefropatije izazvane aristolohi¢nom kiselinom I. Uvod: Nefrotoksin aristo-
lohi¢na kiselina I je supstanca odgovorna za nefropatiju koja nastaje usled kori$¢enja herbalnih prepa-
rata za mrsavljenje. Pored toga predstavlja jednog od glavnih potencijalnih ekotoksikoloskih uzroka za
nastanak balkanske endemske nefropatije. Materijali i metode: U eksperimentu je kori$¢eno 64 mise-
va soja NMRI koji su podeljeni u tri grupe: grupa koja je dobijala aristolohi¢nu kiselinu I rastvorenu u
polietilen glikolu (PEG) u dozi od 10 mg/kg telesne mase (n=32), grupa koja je dobijala 2,5% PEG 400
(n=16) i kontrolna grupa koja je dobijala fizioloski rastovor (n=16). Sve Zivotinje su tretirane intraperi-
tonealno svakodnevno tokom sedam dana. U narednih 60 dana, odredenim danima je sakupljan dva-
desetcetvorocasovni urin i krv za biohemijske analize. Na tkivu bubrega su sprovedene histohemijske,
imunohistohemijske i morfometrijske analize. Dobijeni rezultati su testirani adekvatnim statistickim
metodama i prikazani su tabelarno i graficki. Rezultati: Nakon intraperitonealne aplikacije, aristolo-
hi¢na kiselina I izaziva znacajno o$tecenje bubreznog parenhima - u ranoj fazi u vidu akutne tubulske
nekroze proksimalnih tubula, a u kasnijoj fazi u vidu hroni¢nog intersticijalnog nefritisa sa obilnim
mononuklearnim infiltratima uz postojanje blage intersticijalne fibroze. Pri aplikaciji 2,5% PEG 400
i fizioloskog rastvora ne dolazi do vidljivog o$te¢enja bubreznog parenhima. Kod eksperimentalnih
zivotinja je morfometrijskim metodama utvrden vedi stepen bubreznog ostecenja tubulointersticijuma
u odnosu na kontrolne grupe. Biohemijske analize kod eksperimentalnih Zzivotinja su pokazale vece
koncentracije serumske uree nego kod kontrolnih grupa. Zakljucak: Aristolohi¢na kiselina I predstav-
lja izuzetno nefrotoksi¢no jedinjenje koje izaziva izrazite promene tubulointersticijuma kao i pocetak
hroni¢ne bubrezne insuficijencije kod miseva.

Kljucne reci: aristolohic¢na kiselina I, nefrotoksi¢nost, misevi, imunohistohemija, biohemija

Aristolochic acid I as a causative agent in an animal model of toxic nephropathy

Dejan Miljkovic', Jelica Grujic-Milanovic®, Ivan Capo', Milan Popovic', Jovan Popovic’, Dusan Lalosevic'
'Department of Histology and Embryology, Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia

“Institute for Medical Research, National Institute of Republic of Serbia, University of Belgrade, Belgrade, Serbia

*Department of Pharmacy, Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia

Objective: To determine histomorphological, immunohistochemical and biochemical characteristi-
cs of kidney injury in mice model of toxic nephropathy caused by aristolochic acid I. Introduction:
Nephrotoxin aristolochic acid I is a substance responsible for nephropathy caused by herbal weight
loss products. In addition, it is one of the potential ecotoxicological causes of Balkan endemic nephro-
pathy. Material and Methods: In this study, 64 mice of the NMRI strain were used and divided into
three groups: the group that received aristolochic acid I dissolved in PEG at a dose of 10 mg/kg body
weight (n = 32), the group that received 2.5% PEG 400 (n = 16) and a control group receiving saline
(n = 16). All animals were treated intraperitoneally daily for seven days. In the next 60 days, within
several different euthanasia time points, twenty-four hours urine and blood were collected for bioc-
hemical analysis. Histochemical, immunohistochemical and morphometric analyzes were performed
on kidney tissue. The obtained results were tested by adequate statistical methods and are presented in
tables and graphs. Results: After intraperitoneal application, aristolochic acid I causes significant da-
mage to the renal parenchyma - in the early phase in the form of acute tubular necrosis of the proximal
tubules, and the later phase in the form of chronic interstitial nephritis with abundant mononuclear
infiltrates with mild interstitial fibrosis. With 2.5% PEG 400 and saline, there is no visible damage to the
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renal parenchyma. In experimental animals, morphometric methods showed a higher degree of renal
tubulointerstitial damage compared to control groups. Biochemical analyzes in experimental animals
showed higher serum urea concentrations than in control groups. Conclusion: Aristolochic acid I is a
highly nephrotoxic compound that causes marked changes in the tubulointerstitium and the onset of
chronic renal failure in mice.

Key words: aristolochic acid I, nephrotoxicity, mice, immunohistochemistry, biochemistry
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Sarkomatoidna varijanta duktalnog karcinoma parotidne Zlezde: prikaz slucaja sa pregle-
dom literature

Ana Marija Tomi¢, Nada Tomanovi¢
Institut za patologiju, Medicinski fakultet, Univerzitet u Beogradu, Srbija

Cilj: Ovde opisujemo jedan slucaj sarkomatoidne varijante duktalnog karcinoma parotidne Zlezde i
poredimo ga sa slucajevima opisanim u literaturi. Duktalni adenokarcinomi pljuva¢nih zlezda su ret-
ki tumori, koji ¢ine 1-3% karcinoma pljuvac¢nih zlezda. U varijanti oznacenoj kao sarkomatoidna se,
pored karakteristicnog kribriformog i/ili solidnog tumorskog tkiva koje podse¢a na duktalni karci-
nom visokog gradusa, nalazi i vretenastocelijska komponenta. Zbog malog broja slucajeva opisanih
u literaturi, o ovom tumoru se jo$ uvek malo zna, zbog ¢ega je vazno prikazati svaki dijagnostikovani
slucaj. Prikaz slucaja: Prikazujemo slucaj 78-ogodi$njeg muskarca sa bezbolnim potkoznim izrasta-
jem desne parotidne regije. Mikroskopski, nalazi se tumor dualne morfologije, sa¢injen iz epiteloid-
ne i sarkomatoidne komponente. Epiteloidnu komponentu ¢ine duktalne strukture u kribriformnom
obrascu, dok se u sarkomatoidnoj komponenti nalaze atipi¢ne vretenaste celije sa povecanim brojem
mitoza, brojni vaskularni ogranci i viSejedarne tumorske dzinovske celije. Imunohistohemijski, celije
epiteloidne komponente su pozitivne na CK, CK7, Her2Neu i fokalno na p63, dok su vretenaste celije
sarkomatoidne komponente pozitivne na vimentin i aSMA, fokalno i na S100 i p63. Ki-67 antitelo boji
do 10% jedara celija epiteloidne komponente i do 20% jedara vretenastih celija. Zakljucak: Histoloske
i imunohistohemijske karakteristike ovog slucaja sarkomatoidne varijante duktalnog karcinoma paro-
tidne zlezde poklapaju se sa slucajevima opisanim u literaturi.

Kljucne reci: duktalni karcinom pljuvacne zlezde, sarkomatoidna varijanta, parotidna zlezda

Sarcomatoid variant of the parotid gland ductal carcinoma: a case report with literature
review

Ana Marija Tomic, Nada Tomanovic
Institute of Pathology, Faculty of Medicine, University of Belgrade, Serbia

Objective: Here we describe one case of sarcomatoid variant of parotid gland ductal carcinoma and
compare it with the cases found in the literature.Salivary gland ductal adenocarcinomas are rare tu-
mors comprising 1-3% of salivary duct carcinomas. In one variant, designated as sarcomatoid, in addi-
tion to the characteristic cribriform and/or solid tumor growth pattern reminiscent of the high-grade
ductal carcinoma there is also a malignant spindle-cell component. Due to a small number of cases
described in the literature, there is still a lot unknown about this tumor, which is why it is important to
present each diagnosed case. Case report: We present a case of a 78-year-old man presenting with a pa-
inless subcutaneous growth of the right parotid region. Microscopically, tumor is characterized by dual
morphology, and is composed of epitheloid and sarcomatoid components. The epitheloid component
consists of ductal structures in cribriform growth patter, while the sarcomatoid variant contains atypi-
cal spindle cells with increased number of mitoses, numerous vascular branches and multinucleated
tumor giant cells. Immunohistochemically, cells of the epitheloid component show positivity for CK,
CK7, Her2Neu and focally p63, while the spindle cells are positive for vimentin and aSMA and focally
for both S100 and p63. The Ki67 antibody stains up to 10% of the nuclei of the cells of the epithelial
component and up to 20% of the nuclei of the spindle cells. Conclusion: Histological and immuno-
histochemical characteristics of one case of sarcomatoid variant of parotid gland ductal carcinoma
presented here coincide with those of the cases described in the literature.

Key words: ductal salivary gland carcinoma, sarcomatoid variant, parotid gland
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TransformiSuci faktor rasta beta 1 u urotelnom karcinomu mokra¢ne besike
Slavica Stojnev'?, Ana Risti¢ Petrovic™?, Ljubinka Jankovié Velickovic"?, Miljan Krstic"?
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Cilj: Cilj ovog istrazivanja bila je analiza ekspresije TGF-p1 i ispitivanje njenog znacaja u urotelnom
karcinomu mokrac¢ne besike. Uvod: Karcinom mokracne besike je najces¢a maligna neoplazma uri-
narnog trakta i deveti po ucestalosti maligni tumor u svetu. Zbog potrebe za dozivotnim pracenjem,
cistoskopskim kontrolama i le¢enjem rekurentne bolesti, karcinom besike predstavlja znacajno eko-
nomsko opterecenje za zdravstveni sistem. Urotelni karcinom ¢ini preko 90% karcinoma mokraéne
besike. Obuhvata dva razlicita entiteta sa posebnim molekularnim svojstvima i klinickim ponasanjem:
ne-misi¢no invazivni (superficijalni) i misi¢no invazivni urotelni karcinom. Superficijalni tumori besi-
ke, ogranic¢eni na mukozu ili sa infiltracijom subepitelnog vezivnotkivnog sloja, odlikuju se cestom po-
javom recidiva (50-70%), dok je progresija retka, a petogodo$nje prezivljavanje oko 90%. Misi¢no inva-
zivni urotelni karcinom se najc¢esce dijagnostikuje de novo i karakterise se ¢estim razvojem metastatske
bolesti, sa duzinom prezivljavanja 12-15 meseci. Nedavnim studijama genomske ekspresije utvrdeno je
da urotelni karcinom obuhvata brojne molekularne podtipove, stratifikovane na osnovu kompleksnog
mutacionog pejzaza sa alteracijama u mnogobrojnim genima i signalnim putevima, koji prevazilaze
tradicionalnu podelu na osnovu gradusa i stadijuma bolesti. Nova saznanja o molekularnim karakteri-
stikama i heterogenosti urotelnog karcinoma otvaraju nove moguc¢nosti za prognozu, pracenje bolesti i
personalizovanu terapiju. Transformisuci faktor rasta beta (TGF-f) je multifunkcionalni citokin i ple-
jotropni faktor rasta, sa brojnim klju¢nim ulogama u ¢elijskoj proliferaciji, diferencijaciji, migraciji, ad-
heziji, imunskom odgovoru i ¢elijskoj smrti. U ranim fazama karcinogeneze TGF- je mo¢ni inhibitor
tumorskog rasta. Medutim, tokom tumorske progresije, pove¢ana ekspresija TGF-f u ¢elijama tumora,
kao i parakrino u stromalnim ¢elijama, intenzivno je ukljucena u tumorsku invaziju i metastaziranje.
Pored dobro opisane uloge u epitelno-mezenhimnoj tranziciji, TGF-p je jedan od najpotentnijih regu-
latora apoptoze. Klasicna TGF-f signalizacija odvija se pomocu intracelularnih posrednika iz Smad
familije, koji stvaraju komplekse sa zajednickim medijatorom Smad4 i, translokacijom u jedro, regu-
lisu ekspresiju gena. Novije studije ukazale su da dejstvo TGF-f ukljucuje i epigenetske mehanizame
regulacije, a da su mutacije u hromatin remodeluju¢im genima mnogo ¢e$¢e u karcinomu besike nego
u drugim solidnim tumorima. Materijal i metode: U ovoj studiji je imunohistohemijski analizirana
ekspresija TGF-B1 na parafinskim uzorcima 647 urotelnih karcinoma besike dobijenih transuretral-
nom resekcijom i inkorporiranih u tkivne mikroareje, kompleksne parafinske blokove. Analizirana je i
ekspresija Smad4, koji ima centralnu ulogu prenosioca signala u klasi¢noj TGF-p kaskadi, kao i EZH2,
epigenetskog regulatora uklju¢enog u TGF-B1 signalizaciju. Ispitivana je asocijacija ekspresije markera
sa klinicko-patoloskim parametrima i prezivljavanjem pacijenata, kod kojih je srednje vreme pracenja
bilo 61 mesec. Rezultati: Visoka ekspresija TGF-p1 u urotelnom karcinomu zabelezena je kod 66.5%
ispitivanih tumora i bila je znacajno povezana sa visokim histoloskim gradusom (p<0.001) i uznapre-
dovalim patoloskim stadijumom tumora (p<0.001). Visoka ekspresija TGF-P1 je znacajno ucestalija
u urotelnom karcinomu mokrac¢ne besike nepusaca (p=0.014), starijem uzrastu (p=0.010) i znacajno
je povezana sa visokim histoloskim gradusom i misi¢no invazivnom boles¢u (p<0.001), dok je reduk-
cija ekspresije TGF-P1 prisutna u tumorima obolelih sa podrucja endemske nefropatije u odnosu na
ostale tumore (0.015). Redukcija/gubitak ekspresije Smad4, prenosioca signala u kanonskoj TGF-1
signalizaciji, koja je nadena u 52.9% tumora, znacajno je povezana sa visokim tumorskim gradusom
(p=0.002) i patoloskim stadijumom (p<0.001), skvamoznom diferencijacijom u tumoru (p=0.015),
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prisustvom carcinoma in situ u okolini infiltrativnog urotelnog karcinoma (p=0.021), kao i sa prisu-
stvom obilnog limfocitog infiltrata u tumorskoj stromi (p=0.008). Visoka ekspresija Smad4 znacajno
je udruzena sa pojavom recidiva (p=0.021). Gubitak ekspresije TGF-B1 u tumoru snazan je prediktor
radikalne cistektomije (p=0.008). Kancer-specifi¢ni mortalitet direktno je povezan sa visokom TGF-f1
i EZH2 ekspresijom (p<0.001), a znacajno inverzno korelira sa ekspresijom Smad4 (p<0.001). Visoka
ekspresija TGF-P1 povezana je sa kra¢im ukupnim prezivljavanjem pacijenata (p=0.005). Ova studija
identifikovala je ekspresiju TGF-P1 i EZH2 kao nezavisne prognosticke faktore u urotelnom karcino-
mu mokracne besike, gde visoka ekspresija TGF-P1, kao i i EZH2 u tumoru ukazuje na krace prezivlja-
vanje ilo$iju prognozu. Zakljuc¢ak: Produbljivanje saznanja o kompleksnim ulogama i znac¢aju TGF-p1
i analiza ekspresije TGF-B1 u urotelnom karcinomu mokra¢ne besike mogla bi da ima vazan uticaj
na prognosticku stratifikaciju pacijenata i odlu¢ivanje o njihovom lecenju. Analiza i procena imuno-
histohemijskog statusa TGF-P1 u urotelnom karcinomu mogla bi imati vaznu ulogu u identifikaciji

pacijenata koji bi imali najvise koristi od personalizovane ciljane terapije usmerene na TGF-f signalnu
kaskadu.
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Kvantitativna imunohistohemijska analiza ekspresije estrogenskih receptora u lobularnom
karcinomu dojke: novi pristup

Ivan R. Ili¢
Katedra za patologiju, Medicinski fakultet, Univerzitet u Ni$u, Ni§, Srbija

Jedna od najvaznijih karakteristika karcinoma dojke je pozitivnost na estrogenske receptore (ER), od
¢ega uglavnom zavisi prognoza i odgovor na terapiju'. Trenutni imunohistohemijski pristup ima neka
ogranicenja koja ukljucuju semikvantitativnu imunohistohemiju i smanjenje punog kvantitativnog po-
tencijala imunohistohemijskih analiza tkivnih uzoraka. Stoga, da bi se dobili adekvatni imunohistohe-
mijski rezultati za kvantifikaciju ceo postupak bojenja treba da bude standardizovan®.

Cilj je da se uspostavi procedura za fotometrijsku i morfometrijsku analizu imunohistohemijskih pa-
rametara karcinoma dojke, koja bi se eventualno mogla koristiti u dijagnosticke svrhe, kao i da se iz-
vrsi poredenje sa aktuelnim semikvantitativnim sistemom skorovanja. Semi-kvantitativna analiza ER
obojenih preseka tkiva je izvr$ena u skladu sa smernicama Allred sistema skorovanja’. Kvantitativna
analiza je izvr$ena na slikama u softveru ImageJ nakon dekonvolucije boje. Kvantitativna analiza 66
slucajeva invazivnog lobularnog karcinoma dojke ukljucivala je: procenat ER pozitivnih celija, pro-
seCan intenzitet bojenja jedara i kvantitativni ER skor. Za potrebe nesubjektivnog selektovanja jedara
ispitivanih karcinoma, korid¢en je planimetrijski mrezni “OVERLAY” sistem, koji spomenuti “Image
analysis” sistem koristi kao “PLUG IN”. Rastojanje izmedu tacaka na kojima se ukrstaju linije mreznog
sistema je ekvivalent izracunatog prosecnog dijametra kancerskih celija iz pilot merenja na manjem
broju slucajeva (n=30). Ovako definisan mrezni sistem upotrebljen je na svim slikama svih ispitivanih
slucajeva. Uz upotrebu svetlosnog pera ocrtana je kontura jedra svake kancerske ¢elije koja je bila po-
godena nekom od tacaka testnog sistema, makar i u predelu njene citoplazme. Kod svakog analiziranog
slucaja je mereno najmanje po 100 jedara. Digitalizovane mikroskopske slike su zatim podvrgnute
dekonvoluciji boja, a uz upotrebu dekonvolucionog Landini-evog algoritma koji je inkorporisan kao
“PLUG IN” u novije verzije programa Image J*. Ovaj algoritam izdvaja iz hematoksilin-DAB (H-DAB)
slike, kao jednu od matrica, matricu koja sadrzi koloritet koji pripada isklju¢ivo DAB hromogenu i
ima braon prebojenost. Spomenuta matrica se snima kao osmobitna “TIFF” slika i sluzi kao supstrat
za dalju fotometrijsku analizu slika. Preko ovih slika se zatim ucitavaju prethodno snimljeni “outli-
nes’, koji predstavljaju granice ranije mreznim sistemom selektovanih jedara, unutar kojih ce se za
svako jedro ponaosob fotometrijskim funkcijama izra¢unati opticka gustina (“optical density”) (OD).
Fotometrijska kalibracija sistema: za potrebe kalibracije opticke gustine u opciji programa “calibrate”
kori$¢ena je funkcija “uncalibrated OD” za raspon intenziteta prebojenosti piksela od 0 do 255 i sa
eksponencijalnim karakterom. Nakon kalibracije odredena je prose¢na vrednost opticke gustine svih
piksela koji pripadaju u okvirima “outline”-a svakog od selektovanih jedara ponaosob, gde svetliji pik-
seli teze ka vrednosti 0 (na binarnoj slici bela boja, a na podruc¢jima H-DAB slike nespecifi¢no vezanog
hematoksilina-plavo), dok tamniji delovi teze ka visim vrednostima, gde je u okviru nekalibrisanog
sistema opticke gustine vrednost za crnu 255 maksimalno. Dobijene vrednosti opticke gustine na pret-
hodno opisani nacin za sva ispitivana jedra svih ispitivanih slucajeva su zatim posluzile za nepristrasno
(unbiaset) skorovanje imunohistohemijskog intenziteta prebojenosti jedara na ER receptore. U skladu
sa Lambert-Beerovim zakonom koli¢ina prisutne boje odredena je na osnovu specifi¢ne talasne duzine
boje, gde je opticka gustina (OD) proporcionalna koncentraciji boje. Tako je koli¢ina boje linearno
zavisna od OD (absorbance). Konverzija u opticku gustinu se dobija kao negativni logaritam za osnovu
10 intenziteta svetlosti detektovane nakon prolaska kroz preparat. Opticka gustina je bezdimenziona
logaritamska jedinica, gde absorbanca 0 znaci da svi fotoni prolaze kroz preparat, OD = 1.0 znaci da
je absorbovano 90% fotona, a OD = 2.0 da je 99% fotona absorbovano. Imunohistohemijska bojenja
mogu pojedina¢no da imaju opticku gustinu najvise 1 OD>. Skor koji se ti¢e procentualne zastupljeno-
sti jedara imunohisohemijski “pozitivnih” ili “negativnih” unutar jednog patohistoloskog slucaja odre-
divan je tako $to je ukupan broj kvantifikovanih jedara po slu¢aju smatran 100%, a zatim je granica
izmedu ,,pozitivnih® i ,negativnih® jedara postavljena u odnosu na vrednost 0,1, $to predstavlja 10%
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ukupne skale hromogenog intenziteta (opticke gustine) za DABS. Kvantitativni ER skor po svakom
ispitivanom slucaju odredivan je, slicno ASCO preporukama za semikvantitativni skor, zbirom skora
prosecnog intenziteta jedara prethodno pomnozenim sa 100 i skorom procentualne zastupljenosti, a
zatim deljenjem zbira sa 2.

Korelaciona analiza je pokazala znacajnu pozitivnu korelaciju (r=0,886, p<0,001) izmedu subjektivnih
semi-kvantitativnih i kvantitativnih ER skorova, sa velikim efektom veli¢ine (d=3,8215). Korelacije iz-
medu pojedina¢nih parametara ukupnog ER skora, % ER pozitivnih jedara i intenziteta boje dobijene
dve nezavisne metode pokazuju jaku statisticki znacajnu korelaciju®.

Sama procedura se lako moze standardizovati, medutim interpretacija rezultata se zasniva samo na vi-
zuelnom subjektivhom sistemu bodovanja kao u Allred sistemu skorovanja’. Stoga, predlozena metoda
dekonvolucije moze biti od koristi jer smanjuje intralaboratorijske varijacije i isklju¢uje subjektivnost
tokom analize ER. Takode, primena metode dekonvolucije moze biti korisna za razlikovanje grani¢nih
slucajeva ER pozitivnosti, $to se moze odraziti na hormonsku terapiju.

Kljucne reci: lobularni karcinom dojke, Allredov skoring sistem, estrogenski receptori, kvantita-
tivna analiza

Quantitative immunohistochemical analysis of estrogen receptor expression in lobular
breast cancer: a new approach

Ivan R. Ilic
Department of Pathology, Faculty of Medicine, University of Ni§, Nis, Serbia

One of the most important features of breast cancer is estrogen receptor (ER) positivity, where patient’s
disease prognosis mainly depends on'. The current immunohistochemical approach has some limitati-
ons which include semiquantitative immunohistochemistry and decrease in full quantitative potential
of immuno-probe on tissue samples. Thus, in order to obtain an adequate immunohistochemical re-
sults for quantification the entire staining procedure needs to be standardized?.

We aimed to establish a procedure for photometric and morphometric analysis of BC immunohistoc-
hemical parameters that can possibly be used for diagnostic purposes, as well as for comparison with
a current semiquantitative scoring system. Semi-quantitative analysis of ER stained tissue sections was
performed following Allred scoring system guidelines’. The quantitative analysis was performed on
pictures in Image] software after colour deconvolution. The quantitative analysis of 66 cases of invasive
lobular BC included: percent of ER positive cells, average nuclear coloration intensity and quantitative
ER score. For the purposes of non-subjective selection of nuclei of examined cancers, a planimetric
network “OVERLAY” system was used, which uses the mentioned Image analysis system as “PLUG
IN”. The distance between the points where the lines of the network system intersect is equivalent to
the calculated average diameter of cancer cells from pilot measurements in a small number of cases
(n = 30). The network system defined in this way was used in all images of all examined cases. Using
a light pen, the contour of the nucleus of each cancer cell that was affected by one of the points of the
test system was outlined, even in the area of its cytoplasm. At least 100 nuclei were measured in each
analyzed case. Digitized microscopic images were then subjected to color deconvolution, using a de-
convolutionary Landini algorithm that was incorporated as “PLUG IN” into newer versions Image J*.
This algorithm extracts from the hematoxylin-DAB (H-DAB) image, as one of the matrices, a matrix
that contains a color that belongs exclusively to the DAB chromogen and has a brown coloration.
The mentioned matrix is recorded as an eight-bit “TIFF” image and serves as a substrate for furt-
her photometric analysis of images. These images are then loaded with previously recorded “outlines”,
which represent the boundaries of the previously networked system of selected nuclei, within which
the optical density (“OD”) will be calculated for each sail by photometric functions. Photometric ca-
libration of the system: for the purpose of optical density calibration, the “uncalibrated OD” function
was used in the “calibrate” program option for the pixel color intensity range from 0 to 255 and with
exponential character. After calibration, the average value of the optical density of all pixels belonging
to the “outline” of each of the selected nuclei were determined individually, where the lighter pixels
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tend to 0 (in the binary image white, and in the areas of the H-DAB image of non-specifically bound
hematoxylin-blue), while the darker parts tend to higher values, where within the uncalibrated optical
density system the value for black is 255 maximum. The obtained values of optical density in the pre-
viously described manner for all examined nuclei of all examined cases were then used for ,,unbiaset”
reduction of immunohistochemical intensity of nucleus coloration at ER receptors. According to Lam-
bert-Beer’s law, the amount of color present is determined based on the specific wavelength of color,
where the optical density (OD) is proportional to the color concentration. Thus, the amount of color is
linearly dependent on OD (absorbance). The conversion to optical density was obtained as a negative
logarithm based on 10 light intensities detected after passing through the microscopic slide. Optical
density is a dimensionless logarithmic unit, where absorbance 0 means that all photons pass through
the microscopic slide, OD = 1.0 means that 90% of the photons are absorbed, and OD = 2.0 that 99%
of the photons are absorbed. Immunohistochemical stains can have an individual optical density of up
to 1 OD’. The score on the percentage of immunohysochemically “positive” or “negative” nuclei within
a pathohistological case was determined by considering the total number of quantified nuclei per case
as 100% and then the limit between “positive” and “negative” nuclei was set in relation to a value of
0.1, which represents 10% of the total chromogenic intensity scale (optical density) for DABS. The qu-
antitative ER score for each examined case was determined, similarly to the ASCO recommendations
for the semiquantitative score, by the sum of the average core intensity score multiplied by 100 and the
percentage score, and then by dividing the sum by 2.

Correlation analysis revealed significant positive correlation (r=0.886, p<0.001) between subjective
semi-quantitative and quantitative ER scores, with the large effect size (d=3.8215). The correlations
between individual parameters of the total ER score, % of ER positive nuclei and colour intensity, obta-
ined by two independent methods show strong statistically significant correlation®.

The procedure itself can easily be standardized, however the results interpretation are based only on a
visual subjective scoring system as in Allred scoring system’. Therefore, the proposed deconvolution
method may be useful because it reduces intralaboratory variations and excludes subjectivity during
analysis ER. Also, the application of the deconvolution method can be useful for distinguishing border-
line cases of ER positivity, which can be reflected in hormone therapy.

Key words: lobular breast cancer, Allred scoring system, estrogen receptors, quantitative analysis
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Primena morfometrije u diferencijalnoj dijagnozi benignih i malignih tumora pljuvacnih
zlezda

Nikola Zivkovi¢

Katedra za patologiju, Medicinski fakultet, Univerzitet u Nisu, Ni§, Srbija

Cilj: Cesto se i u jednom tumoru mogu videti vise ¢elijskih tipova, tako da je neophodno primeniti
dodatna histohemijska i imunohistohemijska bojenja, kao i morfometrijsku analizu tumorskih ¢elija u
cilju adekvatne dijagnoze. Uvod. Tumori pljuvacnih Zlezda su relativno retke neoplazme, koje karak-
teriSe visok stepen pleomorfizma i histoloskog preklapanja. Materijal i metode. Istrazivanje je obu-
hvatilo 60 benignih i 60 malignih tumora, i to pleomorfni adenom (20), Warthin tumor (20), adenom
bazalnih celija (12), mioepiteliom (8), adenoidno cisti¢ni karcinom (12), mukoepidermoidni karcinom
(16), karcinom pljuvac¢nih kanala (12), polimorfni karcinom (12) i mioepitelni karcinom (8). Analizi-
rana je ekspresija Ki67, p53, HER-2, p63, CEA, EMA, S-100, CK14, WT-1, GFAP, aSMA i vimentina.
Morfometrijska analiza vrena je u softverkom paketu ,Image]”. Analizirani su: povr$ina, perimetar,
Feretov dijametar, integrisana opticka gustina, cirkularnost i zaobljenost jedara. Rezultati. Proliferativ-
ni indeks Ki67 je statisticki znacajno ve¢i kod malignih tumora (p<0,001). Najvecu vrednost je pokazao
adenoidno cisti¢ni karcinom, a najmanju adenom bazalnih ¢elija. Imunohistohemijski, plemorfni ade-
nomi su pozitivni na S-100, GFAP, CK14, aSMA WT1 i EMA. Warthin tumor je pozitivan na CK14,
CEA i p63; adenom bazalnih ¢elija pokazuje pozitivnost na S-100, CEA i vimentin, dok su mioepitelni
tumori pozitivni na vimentin, GFAP, $100, CK14, a-SMA. Adenoidno cisti¢ni karcinom pokazuje po-
zitivnost na CEA i S-100; mukoepidermoidni eksprimira CK14; karcinom pljuvacnih kanala pozitivan
na EMA, CEA, p53 i HER-2, dok je polimorfni karcinom niskog gradusa pozitivan na CK14, p63, EMA,
$100 i vimentin. Morfometrijska analiza je pokazala statisticki znac¢ajno povecane vrednosti integrisa-
ne opticke gustine (p<0,001) i parametara veli¢ine jedara (p<0,05) kod malignih tumora. Odredivanje
Ki67 proliferativnog indeksa i morfometrijska analiza integrisane opticke gustine i povr$ine mogu sa
velikom precizno$c¢u razlikovati benigne od malignih tumora. Prikazane vrednosti sugerisu dobijene
rezultate kao grani¢ne (Cut-off) vrednosti. Zakljucak. Imunohistohemijskom analizom ustanovili smo
histogenezu tumora u cilju diferencijacije. Ki67 proliferativni indeks je jako koristan u diferencijaciji
benignih od malignih tumora. Morfometrijski parametri integrisane opticke gustine i veli¢ine jedara
pokazuju statisticki vece vrednosti u grupi malignih tumora.

Kljucne reci: tumori pljuvacnih zlezda, benigni tumori, maligni tumori, morfometrija, imuno-
histohemija

Application of morphometry in differential diagnosis of benign and malignant salivary
gland tumors

Nikola Zivkovic
Department of Pathology, Medical Faculty, University of Nis, Nis, Serbia

Objective: Very often, one tumor may contain several cell types, therefore, it is necessary to include
additional histochemical and immunohistochemical staining, as well as the morphometric analysis
of tumor cells, in terms of an appropriate diagnosis. Introduction: Salivary gland tumors are rather
rare neoplasms characterized by a high level of pleomorphism and histological overlapping. Materials
and methods: The research encompassed 60 benign and 60 malignant tumors, including pleomorphic
adenoma (20), Warthin’s tumor (20), basal cell adenoma (12), myoepithelioma (8), adenoid cystic car-
cinoma (12), mucoepidermoid carcinoma (16), salivary duct carcinoma (12), polymorphous low-gra-
de carcinoma (12), and myoepithelial carcinoma (8). The expression of Ki67, p53, HER-2, p63, CEA,
EMA, §-100, CK14, WT-1, GFAP, aSMA, and vimentin was analyzed. The morphometric analysis was
performed using the “Image]” software pack. The area, perimeter, Feret diameter, integrated optical
density, nucleus circularity, and roundness were analyzed. Results: The Ki67 proliferative index was
statistically significantly higher in malignant tumors (p<0.001). Adenoid cystic carcinoma exhibited
the highest value, whereas the lowest value was exhibited by basal cell adenoma. Immunohistochemi-
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cally, pleomorphic adenomas were positive to S-100, GFAP, CK14, aSMA, WT1, and EMA. Warthin’s
tumor was positive to CK14, CEA, and p63; basal cell adenoma showed positivity to S-100, CEA, and
vimentin, whereas myoepithelial tumors were positive to vimentin, GFAP, §100, CK14, aSMA. Ade-
noid cystic carcinoma exhibited positivity to CEA and S-100, mucoepidermoid carcinoma to CK14,
salivary duct carcinoma to EMA, CEA, p53, and HER-2, while polymorphous low-grade carcinoma ex-
hibited positivity to CK14, p63, EMA, S100, and vimentin. The morphometric analysis showed statisti-
cally significantly increased values of integrated optical density (p<0.001) and nuclear size parameters
(p<0,05) in malignant tumors. The determination of the Ki67 proliferative index and morphometric
analysis of integrated optical density and area can distinguish benign from malignant tumors with
great precision. The values shown suggest the obtained results as cut-off values. Conclusion: The im-
munohistochemical analysis was used to determine tumor histogenesis with the aim of differentiation.
The Ki67 proliferative index is highly useful in the differentiation of benign from malignant tumors.
The morphometric parameters of integrated optical density and nuclear size show statistically higher
values in the malignant tumor group.

Key words: salivary gland tumors, benign tumors, malignant tumors, morphometry, immuno-
histochemistry
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NOTCHS3 expression in the clinical follow-up of the urothelial bladder cancer patients

Ana V. Ristic Petrovic"? Slavica M. Stojnev"?, Miljan S. Krstic"?, Ljubinka G. Jankovic Velickovic"?

!Center for Pathology, University Clinical Center Ni3, Ni§, Serbia
*Department of Pathology, Faculty of Medicine, University of Nis, Nis, Serbia

Introduction

The NOTCH pathway plays an important role in tumor cells differentiation, further proliferation, and
neovascularization'?. This pathway controls tumor cells fate through interactions between neighboring
cells, either leading the tumor cells in unstoppable proliferation or entirely opposite, leading them into
apoptosis®’. Disrupted NOTCH activity is a driving event in urothelial bladder cancer (UBC) and NOT-
CH pathway mutations are equally common in superficial and invasive tumors*. Recent data revealed
that hypoxia mediated NOTCH3 activation participates in tumor cell proliferation, acquisition of the
EMT phenotype, squamous and mesenchimal features®”. The aim of this research was to evaluate the
immunohistochemical (IHC) expression of NOTCH3 in UBC and to determine its predictive impact
on the clinical outcome: UBC-specific, overall, and recurrence-free patients’ survival.

Material and methods

The current study included 614 samples from the primary lesion of UBC patients with pathologic stage
pTa to pT4, who had undergone transurethral resection (TUR), partial resection, or radical cystectomy.
All cases were diagnosed at the Center for Pathology, University Clinical Center Nis, Serbia, between
March 2006 and December 2010. The study was approved by local ethical committee (12-15637-2/6).
The patients were diagnosed in pTa (31.1%), pT1 (45.9%), pT2 (17.3%), pT3 (3.9%), and pT4 (1.8%)
stage. The accrual period was 4 years, while the follow-up period was 2 years. During that period, pa-
tients were monitored for recurrence and mortality.

Samples from 614 paraffin-embedded tissue blocks were extracted by 2 mm needle and incorporated in
tissue microarrays. For constructing the microarrays, we chose the parts of the tumor with maximum
of the angiogenic activity, according to microvessel density (established with CD34-positive endothe-
lial cells) and high levels of vascular endothelial growth factor (VEGF) and VEGF receptor 1, which
we established earlier and published previously*!!. After preparation, the slides were processed in a
semi-automatic IHC diagnostic system (Ventana Inc.) and the IHC staining was performed using a
rabbit polyclonal antibody to NOTCH3 (ab23426, Abcam, Cambridge, UK) at a concentration of 5 ug/
ml. Only membranous expression was considered. Intensity scoring was as follows: 0 - for no expres-
sion at all; 1 — weak intensity; 2 — moderate intensity; and 3 - strong intensity. The other criterion was
the percentage of positive cells as follows: 0 — no positive cells, 1 - up to 20% of positive cells, 2 - >20-
50% of positive cells, 3 — >50-80% of positive cells, and 4 — > 80% of positive cells. Considering both
criteria, the final IHC score was as follows: 0-2 = negative (0); 3-4 = mild/weak (1); 5 = moderate (2);
and 6-7 = strongly positive (3). The samples with negative (0) and weak (1) NOTCH3 IHC score were
considered negative, while the samples that showed moderate (2) and strong (3) expression were con-
sidered positive.

All analyses were performed with the SPSS statistical package (SPSS v. 20.0, Chicago, USA). Cox regres-
sion modeling, univariate and multivariate, was performed to determine the predictive value of various
independent variables for patients’ survival. The significance of NOTCH3 expression in survival predi-
ction was depicted with Kaplan-Meier curves, p < 0.05 was considered statistically significant.

Results

IHC staining for NOTCH3 showed that the vast majority of the UBCs expressed NOTCH3 (91.5%), at
certain degree. The intensity of the membranous expression was semi-quantified (0-3), and the mean
degree was 1.81 £ 0.94.

Overall and recurrence-free survival

The median follow-up in the study group was 45.0 (24.0-64.0) months. During this period, the mor-
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tality rate was 42.5%, UBC specific in most of the cases (69.7%). Recurrences occurred in 230 (37.5%)
patients, mostly 1 time (58.7%). The median recurrence-free period was 12.0 (0.0-44.0) months. Figure
1 presents the overall survival of UBC patients according to NOTCH3 expression (0-3).
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Figure 1. Kaplan-Meier survival curves showing overall survival of 614 UBC patients with nega-
tive (0=no staining; 1=weak and/or focal staining) and positive (2=diffuse, intermediate staining;
3=strong, diffuse staining) NOTCH3 expression.

Each higher degree of positivity is associated with 1.3 times higher risk of mortality (p < 0.001). Con-

cerning UBC-specific survival, each higher degree of positivity was associated with 1.4 higher risk of
UBC-specific mortality (p < 0.001) (Figure 2).
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Figure 2. Kaplan—-Meier survival curves showing UBC-specific survival of 614 UBC patients with ne-
gative (0=no staining; 1=weak and/or focal staining) and positive (2= intermediate, diffuse staining;
3=strong, diffuse staining) NOTCH3 expression.
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Cox regression model identified NOTCH3 as an independent predictor of UBC-specific mortality (p
< 0.01). The other independent predictors of UBC-specific survival were pathological tumor stage (HR
= 2.520, p < 0.001), and the number of recurrences (HR = 0.515, p < 0.001). The same independent
predictors were found for the overall mortality, as well. NOTCH3 expression was not a statistically
significant predictor of recurrence-free survival (p = 0.816) (Figure 3).
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Figure 3. Kaplan-Meier survival curves showing recurrence-free survival of 614 UBC patients with
negative (0=no staining; 1=weak and/or focal staining) and positive (2=intermediate, diffuse staining;
3=strong, diffuse staining) NOTCH3 expression.

Discussion

The NOTCH pathway is an intercellular signaling mechanism that controls angiogenesis, cancer cell
maintenance, and EMT in the oncological setting. After binding of ligands (DLL1, DLL3, DLL4, JAGI,
and JAG2) to their receptors (NOTCH1-4), gamma-secretase cleaves the NOTCH intracellular domain
of the transmembrane receptor, and activates NOTCH signaling'?. Recent studies revealed the clinical
significance and targetability of NOTCH signaling for the stage III and IV UBC specimens of patients
that had undergone radical cystectomy, and tested for clinical associations including cancer-specific
and overall survival. Combinatorial inhibition of NOTCH and MAPK signaling most strongly su-
ppressed tumor growth. NOTCH and MAPK signaling can be repressed with the gamma-secretase
inhibitor (GSI) dibenzazepine and the mitogen-activated ERK kinase (MEK)-inhibitor selumetinib'>'*.
The present study showed that NOTCH3 expression cor—relates with UBC-specific mortality. Zhang
et al. found that high NOTCH3 expression was associated with poor patient survival, which is in ac-
cordance with our results. The same authors suggested that decreased NOTCH3 expression sensitizes
urothelial cancer cells to cisplatin'®. Over 90% of our specimens showed a certain degree of NOTCH3
expression, suggesting that the NOTCHS3 has relevant role in UBC. We evaluated the intensity of NOT-
CH3 expression in a semi-quantitative manner, which revealed that higher degree of NOTCH3 expre-
ssion was observed in high-grade tumors and higher degree of positivity associated with higher risk of
mortality. We identified NOTCH3 as an independent predictor of poor outcome. Our results indicate
that NOTCH3 could be used as a marker of the UBC-specific mortality risk. NOTCH3 expression co-
uld be a prognostic IHC marker in select-ing UBC patients who need to undergo control cystoscopy
after a shorter time interval. More data is needed for potential utility in the novel therapy approach.
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Molecular Pathology Today and Tomorrow

Dr Jasmina Markovi¢-Lipkovski, PhD
University of Belgrade, Faculty of Medicine, Belgrade, Serbia

Laboratory tests performed by molecular methods are increasing in volume and complexity at an un-
precedented rate. Molecular tests have a broad set of applications, and most recently have been advoca-
ted as the mechanism by which providers can further tailor treatments to the individual patient. Since
molecular testing continues to increase, pathology practices may find themselves unprepared for the
new wave of molecular medicine.

Molecular testing is a well-established yet rapidly developing field of pathology. Pertaining to the dia-
gnostics of DNA, RNA and protein, it assists clinicians and pathologists alike in the diagnosis, pro-
gnosis, treatment and management of human diseases. The currently established role of molecular te-
sting in medicine considers the testing of single mutations, single genes or small panels of genes. More
extensive analysis of the genome (genomic analysis) is a developing field of pathology.

There are several reasons for change in pathology, such as increasing test repertoire and volume, budget
constraints, ageing population with increasing prevalence of chronic diseases (DM, obesity, cancer),
as well as new technologies development. Development of new technologies would be beneficial with
regard to increasing accuracy of diagnosis, targeting personalized medical treatment, and improving
patient outcome. All these facts should be performed by reducing the total Health Care costs and
improving results accuracy and quality. A wide spectrum of new technologies could be implemen-
ted, such as automation and robotics, miniaturization (micro- and nano-technology), microfluidics,
new analytical methods (genomics, proteomics), non-invasive methods (sensors, sweat, saliva, tears),
mobile technology, tele-medicine, information technology (radio-frequency identification - RFID,
networks, innovative software), and artificial intelligence.

Advances in understanding the molecular basis of rare and common disorders, as well as in the tech-
nology of DNA analysis, are rapidly changing the landscape of molecular genetics and genomic testing.
High-resolution molecular cytogenetic analysis can now detect deletions or duplications of DNA of a
few hundred thousand nucleotides, well below the resolution of the light microscope. Diagnostic te-
sting for “single-gene” disorders can be done by targeted analysis for specific mutations, by sequencing
a specific gene to scan for mutations, or by analyzing multiple genes in which mutation may lead to a
similar phenotype. The advent of massively parallel next generation sequencing facilitates the analysis
of multiple genes and now is being used to sequence the coding regions of the genome (the exome)
for clinical testing. Exome sequencing requires bioinformatic analysis of thousands of variants that are
identified to find one that is contributing to pathology; there is also a possibility of incidental identifi-
cation of other medically significant variants, which may complicate genetic counseling. DNA testing
can also be used to identify variants that influence drug metabolism or interaction of a drug with its
cellular target, allowing customization of choice of drug and dosage. Exome and genome sequencing
are being applied to identify specific gene changes in cancer cells to guide therapy, to identify inherited
cancer risk, and to estimate prognosis.

Genomic testing may be used to identify risk factors for common disorders, although the clinical uti-
lity of such testing is unclear. Genetic and genomic tests may raise new ethical, legal, and social issues,
some of which may be addressed by existing genetic nondiscrimination legislation, but which also
must be addressed in the course of genetic counseling.

Nanotechnology offers novel materials with new possessions and functions for a variety of biomedical
fields such as therapy, diagnostics, drug delivery, tissue engineering and, biosensors. In the nanotech-
nology field, big things are probable from really small things. The small size of nanomaterials helps
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them to interact with biomolecules to enter in different areas of the body by passing through intracellu-
lar spaces. Identifying DNA changes associated with cancer using nanotechnology and nanomaterials
has recently attained more attention from scientists. However, implementation in the diagnostic mole-
cular pathology has not been widely accepted and would be still investigated, especially in the field of
circulated cancer cells analysis, as a non-invasive procedure for patients.

Beside all currently available resources to identify specific molecular alterations underlying disease
onset, progression or response to therapy, it seems that all these improvements would be able to com-
pletely change disease classification and nomenclature. Indeed, it would be only important to help
to treat the underlying conditions based on the molecular alteration, thus disease would be probably
named according to the carrying genomic change, rather than based on the organ involvement or on
the morphological appearance.

Our future is not only defined by innovations and environment, because our response to all these fa-
ctors is a key. Targeting education for pathologists about the transformation of pathology practice in
the new molecular and digital age is warranted. On the other hand, it is important to assist physicians
in recognizing where new approaches to genetic and genomic testing may be applied clinically and in
being aware of the principles of interpretation of test results.

The infinity of macrocosmos should implicate the infinity of cellular microcosmos in an opposite dire-
ction. Thus, the predictions of our future could be simple, but getting it right is the hard part. It could
be that artificial intelligence would help us soon to be more precise in each segment of our life.
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USMENE PREZENTACIJE
ORAL PRESENTATIONS

OP-1
Multicentri¢ni angiomiolipom i incidentalni onkocitom udruzeni sa tuberoznom sklero-
zom: prikaz slucaja

Nevena Poljasevié, Goran Sarkanovié, Ivana Cerkez, Zinaida Karasalihovié, Elmir Cickusié, Jasminka
Mustedanagié¢-Mujanovié, Mirna Aleckovi¢, Lejla Arnautalié
Univerzitetski klini¢ki centar Tuzla, Tuzla, Bosna i Hercegovina

Cilj: Ovaj prikaz aktualizira diskusiju vezanu za bioloski potencijal multicentri¢nih angiomiolipoma sa
zahvatanjem limfnih ¢vorova. Dodatno, opisuje rijedak slucaj simultanog unilateralnog angiomiolipo-
ma i onkocitoma bubrega. Prikaz slucaja: Angiomiolipom je rijedak mezenhimalni tumor sa¢injen od
masnog tkiva, glatkomisi¢nih celija i abnormalnih krvnih sudova. Iako je definisan kao uglavnom be-
nigan tumor, opisani su rijetki slucajevi agresivnog ponasanja sa malignim potencijalom. Koegzisten-
cija angiomiolipoma i onkocitoma, benignog tumora bubrega, vrlo je rijetka. Mi prikazujemo slucaj
tridesetjednogodi$nje pacijentice sa istorijom tuberozne skleroze i simultanim postojanjem angiomio-
lipoma i onkocitoma. Inicijalno je na MRI nalazu dijagnostikovan bilateralni angiomiolipom bubrega
i tada je uradena desna nefrektomija zbog rupture tumora. Nakon sedam godina desila se ruptura
angliomiolipoma na suprotnom bubregu, a uz njega je otkriven dodatni, agresivni angiomiolipom sa
epiteloidnim histomorfoloskim karakteristikama na $irokom ligamentu, kao i incidentalni onkocitom.
Zakljucak: Pocjena bioloskog potencijala agresivnih angiomiolipoma jo$ uvijek nije u potpunosti
shvacena. Javljanje simultanih sinhronih i metahronih tumora sa zahvatanjem limfnih ¢vorova postav-
lja pitanje o njihovoj prirodi: multicentri¢nost ili potencijalne metastaze? Sto se tice koegzistencije sa
onkocitomom, samo 17 slucajeva je opisano do sada, $to ¢ini ovaj slucaj ekstremno rijetkim.

Kljucne reci: angiomiolipom, onkocitom, bioloski pocencijal, tuberozna skleroza

Tuberous sclerosis associated multicentric angiomyolipoma and incidental oncocytoma: A
case report

Nevena Poljasevic, Goran Sarkanovic, Ivana Cerkez, Zinaida Karasalihovic, Elmir Cickusic, Jasminka
Mustedanagic-Mujanovic, Mirna Aleckovi¢, Lejla Arnautalic
University Clinical Center Tuzla, Tuzla, Bosnia and Herzegovina

Objective: This report actualizes discussion regarding biological potential of multicentric angiomyoli-
poma with lymph node involvement. Additionally, it describes rare occurrence of simultaneous unila-
teral kidney angiomyolipoma and oncocytoma. Case report: Angiomyolipoma is a rare mesenchymal
tumor composed of adipose tissue, smooth muscle cells and abnormal blood vessels. Although defined
as usually benign tumor, rare cases of aggressive behavior with malignant potential have been descri-
bed. Coexistence of angiomyolipoma and oncocytoma, benign renal tumor, is extremely rare. Only 17
cases have been report so far. We report a case of a 31 year old female patient with history of tuberous
sclerosis and simultaneous existence of angiomyolipoma and oncocytoma. Initially bilateral kidney
angiomyoma had been diagnosed via MRI, and right nephrectomy was performed due to tumor rup-
ture at that time. Seven years later rupture of contralateral kidney angiomyolipoma occurs and additi-
onal aggressive angiomyolipoma with epithelioid hystomorphological features of broad ligament with
lymph node involvement as well as incidental oncocytoma is discovered. Conclusion: The assessment
of biological potential of aggressive angiomyolipoma is still not fully understood. Occurrence of simul-
taneous synchronous and metachronous tumors with lymph node involvement prompts the question
about its nature: multicentricity or potential metastasis? Concerning coexistence with oncocytoma,
only 17 cases have been described so far, which makes this case extremely rare.

Key words: Angiomyolipoma, oncocytoma, biological potential, tuberous sclerosis
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OP-2

Uticaj ekspresije leptin receptora (LEPR) na proliferaciju i neoangiogenezu u SCC koze
Milena Vuletic ', Biljana Perunici¢ % Zivana Slovi¢?

"Univerzitet u Kragujevcu, Fakultet medicinskih nauka, Katedra za Patologiju, Kragujevac, Srbija

2Opéta bolnica Cacak, Sluzba za patolosku, patohistologku i citologku dijagnostiku, Cacak, Srbija
*Univerzitet u Kragujevcu, Fakultet medicinskih nauka, Katedra za Sudsku medicinu, Kragujevac, Srbija

Uvod: Leptin predstavlja snazan adiponektin koji svoje efekte ostvaruje preko transmembranskog re-
ceptora za leptin (LEPR). U mnogim malignim tumorima stimulide rast, migratorni i invazivni poten-
cijal malignih celija. Cilj naseg istrazivanja je ispitivanje uticaja ekspresije receptora za leptin (LEPR) na
indeks proliferacije i mikrovaskularne gustine u skvamocelularnom karcinomu koze (¢SCC). Materijal
i metode: Za istrazivanje je korid¢en operativni materijal cSCC, dostavljen sluzbi za patohistolosku
dijagnostiku. Ispitivana grupa obuhvata 62 ekscizione biopsije skvamocelularnog karcinoma koze, dok
kontrolna grupa obuhvata 62 biopsije ne tumorskog tkiva koze iz okoline tumora. Nakon rutinske
obrade, kalupljenja u parafinske blokove, na presecima debljine 4 um je primenjeno klasi¢no histohe-
mijsko HE bojenje i imunohistohemijsko ABC bojenje sa anti LEPR, anti Ki67 i anti CD34 antitelima.
Nakon evaluacije ispitivanih biomarkera rezultati su obradivani u statistickom programskom paketu
SPSS za Windows 26.0. Rezultati: Intracitoplazmatska i intramembranozna ekspresija LEPR je nadena
u 96,8% cSCC. Izmedu uzoraka sa razlic¢itim brojem (celija pozitivnih na leptin uocena je statisticki
znacajna razlika (p < 0,05) u ekspresiji Ki67 i CD34. Najveca ekspresija Ki67 zapazena je kod uzoraka
tumorskog tkiva sa izrazenom ekspresijom LEPR. U uzorcima sa izrazenom ekspresijom LEPR, u 70%
slu¢ajeva nadena je visoka ekspresija CD34, dok je kod uzoraka sa umerenom ekspresijom LEPR u
76,7% uzoraka ekspresija CD34 bila niska. Univarijantnom regresionom analizom pokazano je da je
kod tumora sa izrazenom ekspresijom LEPR 7 puta ve¢a mikrovaskularna gustina i 4 puta ve¢i prolife-
rativni indeks. Zakljucak: Nasi rezultati ukazuju da je ekspresija LEPR prediktor malignog potencijala
cSCC, i da se bazirano na ekspresiji LEPR moze predvideti ekspresija LEPR; skvamocelularni karcinom
koze; proliferativni indeks; neoangiogeneza.agresivan fenotip tumora.

Kljucne reci: ekspresija LEPR; skvamocelularni karcinom koZe; proliferativni indeks; neoangioge-
neza;

Significance of leptin receptor expression (LEPR) on proliferation and neoangiogenesis in
cSCC

Milena Vuletic', Biljana Perunicic®, Zivana Slovic’®

"University of Kragujevac, Faculty of Medical Sciences, Department of Pathology, Kragujevac, Serbia

*General Hospital of Cacak, Department for Pathological, Pathohistological and Cytological diagnostics, Cacak, Serbia
*University of Kragujevac, Faculty of Medical Sciences, Department of Forensic medicine, Kragujevac, Serbia

Introduction: Leptin is a potent adiponectin that functions through its transmembrane receptors
(LEPR). In many malignant tumors, it stimulates the growth, migratory and invasive potential of ma-
lignant cells. The aim of our work is to examine the significance of LEPR expression on the prolifera-
tion index and microvascular density in squamous cell carcinoma of the skin (cSCC). Material and
methods: The cSCC operative material, delivered to the Pathohistology Department, was used for the
research.The study group included 62 excisional biopsies of cSCC, while the control group included 62
biopsies of non-tumor skin tissue from the tumor environment. After routine processing and paraffin
molding, classical histochemical HE-staining and immunohistochemical ABC-staining with anti-LE-
PR, anti-Ki67 and anti-CD34 antibodies were applied at 4 pm thick sections. After the evaluation of
the examined biomarkers, results were processed in the statistical software package SPSS for Windows
26.0. Results: Intracytoplasmic and intramembrane expression of LEPR was found in 96.8% of cSCCs.
A statistically significant difference (p < 0.05) in Ki67 and CD34 expression was observed between
samples with different numbers of leptin-positive cells. Samples with pronounced LEPR expression
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had high CD34-expression in 70% of cases, and 76.7% of samples with moderate LEPR expression had
low CD34-expression. Univariate regression analysis showed that in tumors with pronounced LEPR
expression, microvascular density was 7 times higher and proliferative index 4 times. Conclusion: Our
results indicate that LEPR expression is a predictor of malignant cSCC potential, and that an aggressive
tumor phenotype can be predicted based on it.

Key words: LEPR expression, skin squamous cell carcinoma, proliferative index, neoangiogenesis

OP-3
Embolija amnionskom te¢nos$¢u kao uzrok smrti porodilje: autopsijski prikaz slucaja

Ivana Petrovi¢', Radmila Jankovi¢®, Tatjana Terzi¢?, Ivan Boricic, Slobodan Savic, Dejan Opric®, Emilija
Manojlovi¢ Gacié, Sofija Glumac?, Dusko Dunderovié, Jovan Jevti¢?, Jelena Filipovic®
Institut za onkologiju i radiologiju Srbije, Beograd, Srbija

“Institut za patologiju ,,Prof. dr Porde Joannovi¢”, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija
*Institut za sudsku medicinu ,,Milovan Milovanovi¢’, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

Cilj: Utvrdivanje dijagnoze embolije amnionskom te¢nos$cu pri autopsijskom pregledu porodilje. Pri-
kaz slucaja: Prikazujemo slucaj Zene stare 32 godine, porodene u 39. gestacijskoj nedelji, kod koje
je dva sata nakon porodaja, doslo do pojave bola u grudima, pracenog iznenadnim gubitkom svesti
i sr¢anim zastojem. I pored reanimacije koja je trajala oko dva i po sata doslo je do smrtnog ishoda.
Prilikom autopsijskog pregleda utvrdena je gojaznost, uz obostrane edeme ruku i potkolenica. Videne
su subendokradne hemoragije leve komore, dilatacija celog srca, hiperemija i edem pluca, bilateralni
hidrotoraks (90 ml), uz subpleuralne hemoragije i znake $oka na bubrezima. Uterus je bio uvecan, sa
suturiranim cerviksom. Histopatolo$kom analizom nadene su promene na vise organa. U kardiomi-
citima leve komore i medukomornog septuma uoceno je intersticijalno krvarenje, uz znakove akut-
ne ishemijske lezije i degenerativnih promena kardiomiocita, dominantno subendokardno. Videna je
izrazena hipertrofija kardiomiocita, uz akumulaciju lipofuscina. U lumenu pojedinih arteriola i malih
arterija plu¢a nadeni su mikrotrombi, mucin (alcian blue) i elementi koji imponuju kao keratinske
skvame. Interalveolarne septe su bile prosirene i infiltrisane mononuklearnim zapaljenskim infiltra-
tom (dominantno CD3+ T-limfociti), sa kongestiranim kapilarima i leukostazom, uz fokuse fibroze
i fibrina u organizaciji. U brojnim alveolama i bronhiolama uocene su grupe makrofaga sa smedim
lipopigmentom, uz multijedarne dzinovske celije i fokuse fibrina sa znacima organizacije. U uterusu
nisu nadene znacajne promene. Zakljuc¢ak: U prikazanom slucaju sumnja na emboliju amnionskom
te¢nos$cu je postavljena na osnovu klinicke slike i makroskopskog autopsijskog nalaza. Dijagnoza je
potvrdena histohemijskim bojenjem na mucin kao komponenatu plodove vode u plu¢noj cirkulaciji.

Kljucne reci: embolija amnionskom te¢no$cu, autopsija, imunohistohemija

Amniotic fluid embolism as cause of maternal death: A autopsy case report

Ivana Petrovic', Radmila Jankovic’, Tatjana Terzic’, Ivan Boricic?, Slobodan Savic®, Dejan Opric?, Emilija
Manojlovic Gacic?, Sofija Glumac?, Dusko Dundjerovic?, Jovan Jevtic?, Jelena Filipovic?

! Institute for Oncology et Radiology of Serbia, Belgrade, Serbia

“Institute of Pathology ,,dr Djordje Joannovic”, Medical faculty University in Belgrade, Belgrade, Serbia

*Institute for Forensic medicine “Milovan Milovanovic”, Medical faculty University in Belgrade, Belgrade, Serbia

Objective: Confirming post-mortem diagnosis of amniotic fluid embolism. Case report: We report a
case of 32-year-old female, in 39th gestational week. Two hours after delivery she experienced chest
pain, sudden loss of consciousness and cardiac arrest. Death was pronounced after two and half hours
of the reanimation. On gross autopsy decedent was obese, with bilateral arms and legs edema. Further
findings included subendocardial hemorrhage of the left cardiac ventricle, dilatation of all four cardiac
chambers, hyperemia and edema of lungs, bilateral hydrothorax (90ml), with subpleural hemorrhage
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and shock kidneys. Uterus was enlarged with sutures on cervix. Microscopic examination of the left
cardiac ventricle and the interventricular septum showed interstitial hemorrhage, with signs of acute
ischemic lesion and degenerative changes dominantly subendocardialy. Cardiomyocites were hyper-
trophied, with lipofuscin accumulations. The lungs demonstrated microtrombi in arterioles and small
arteries, mucin (alcian blue), squamous cells-like elements. Interalveolar septa were enlarged, with
mononuclear inflammatory infiltrate (predominantly CD3+ T-lymphocytes), congested capillaries, le-
ukostasis, and focuses of fibrosis and fibrin in organization. Macrophages with brown lipopigment, and
multinucleated giant cells were detected in multiple alveoles and bronchioles. Significant pathological
changes where not observed in uterus. Conclusion: In reported case, history and post-mortem exami-
nation were suggestive of amniotic fluid embolism. Diagnosis was confirmed by histochemical staining
for mucin as a component of amniotic fluid elements in pulmonary circulation.

Key words: amniotic fluid embolism, autopsy, immunohistochemical staining

OP-4

Prognosticki znacaj ekspresije IGF-1R u karcinomu dojke kod Zena sa diabetes mellitusom
Danijela Batini¢ Skipina', Radmil Maric', Ljiliana Tadi¢ Latinovié

1Univerzitetska bolnica Foca, Foca, Republika Srpska

2Univerzitetski klinicki centar Republike Srspke, Banjaluka, Republika Srpska

Cilj: Korelacija ekspresije receptora insulinu sli¢cnog faktora rasta 1 (IGF-1R) sa osnovnim histolos-
kim i imunohistohemijskim prognostickim parameterima za karcinom dojke kod oboljelih od diabetes
mellitusa (DM2) sa ekspresijom kod osoba bez metabolickog poremecaja. Uvod: IGF-1R zajedno sa
hormonskim receptorima regulise razvoj i diferencijaciju tkiva dojke. Visoka koncentracija insulina i
receptora IGF-1 kod gojaznih osoba sa metabolickim sindromom moze biti povezana sa povecanim ri-
zikom obolijevanja od karcinoma dojke i parametrima lose prognoze kod karcinoma dojke. Materijali
i metode: Od ukupno 130 Zena koje su lijecene od karcinoma dojke (stadijum I - III), preoperativno
dijagnostikovan DM2 je imalo 14 (10,8%) zena. Parafinski blokovi u formalinu fiksiranog tumorskog
tkiva koriSteni su za imunohistohemijsku vizualizaciju receptora: IGF-1R, estrogen receptora (ER),
progesteron receptora (PR) i receptora humanog epidermalnog receptora (HER-2). Podaci su anali-
zirani u statistickom programu SPSS verzija 17., uz primjenu uparenog t-testa. Prezivljavanje do pro-
gresije bolesti (RFS) je ispitivan Kaplan-Meierovom krivom, a razli¢itost izmedu ispitivanih varijabli
ispitivan je Log-Rank testom. Rezultati: Oboljeli od DM2 su imali ve¢i stadijum tumorske bolesti
(p=0.038), ve¢i broj metastaski izmenjenih limfnih ¢vorova (p=0.019), dijametar tumora (p=0.039),
ekspresiju ER (p=0.001), IGF-1R (p=0,039) i multiple tumore dojke (p=0.036). Log —Rank test je po-
kazao da su na vrijeme do progresije bolesti (RFS) uticali: DM2 (p=0.023), stadijum bolesti (p=0.039)
i ekspresija HER-2 (p=0.033). Zakljucak: Dijabetes mellitus tip 2 kod oboljelih od karcinoma dojke
udruzen je sa loSom prognozom bolesti zbog rane rekurencije i ve¢eg lokalnog i limfonodalnog sta-
dijuma bolesti. Kod osoba sa DM2 postoji povecana ekspresije receptora IGF- 1 1 ER i ¢e$¢a pojava
multiplih karcinoma dojke.

Kljucne reci: karcinom dojke, dijabetes melitus tip 2, receptor insulinu slican faktor rasta 1
(IGF-1R)
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Prognostic significance expression IGF-1R in diabetic women with breast cancer

Danijela Batinic Skipina', Radmil Maric', Ljiljana Tadic Latinovic’
! University Hospital Fo¢a, Fo¢a, Republic of Srpska
*University Clinical Centre Republic of Srpska, Banja Luka , Republic of Srpska

Objective: The aim of this study was correlation expression of IGF-1R with basic histopathological
and immunohistochemical breast cancer parameters and the difference between diabetic (DM2) and
non-diabetic women. Introduction: IGF-1R together with sex hormone receptors regulates the deve-
lopment of epithelium of the normal glandular breast tissue and results proliferation and differentiation
of the cells. IGF-1R overexpression in breast tissue can be an important link between obesity, DM2 and
unfavourable caracteristics of breast cancer. Material and Methods: A total of 130 women with invasi-
ve breast cancer (stage I-III), preoperative DM2 had 14 (10,8%) women. Formalin-fixed paraffin-em-
bedded tumor samples we used for immunohistochemical staining for visualization: IGF-1R, estrogen
receptor (ER), progesteron receptor (PR) and human epidermal growth factor receptor (HER-2). The
data were analyzed by program SPSS version 17., using two-sample t-test. The relapse-free survival
(RES) was examined using Kaplan-Meier curves, and the difference between the examined variables
was assessed by the Log-Rank test. Results: Women with DM2 had a high tumor stage (p=0.038), num-
ber of metastatic lymph node (p=0.019), diameter (p=0.039) of breast cancer, expression ER (p=0.001)
and IGF-1R (p=0,039) and high rate multifocality/multicentricity (p=0.036) of breast cancer. DM2
(p=0.023), tumor stage (p=0.039) and HER-2 (p=0.033) were independent prognostic factors for RFS.
Conclusion: Diabetes mellitus type 2 associated with adverse outcomes because of early recurrence of
breast cancer and advanced tumor and lymph node stage. DM2 can induce the higher expression and
increased the binding capacity of IGF- 1R and ER and occurrence preoperative multicentric or multi-
focal tumor growth.

Key words: breast cancer, diabetes mellitus type 2 (DM2), Insulin-like growth factor receptor 1
(IGF-1R)

OP-5

Potencijalni prognosticki znacaj ekspresije miR-101 i miR-125 u karcinomu kolona

Janja Raoni¢™?, Masa Zdralevic, Ljiliana Vuckovi¢*?, Miodrag Radunovié"?, Filip Vukmirovié'?, Nata-
$a Popovic', Batri¢ Vukcevic'?, Isidora Rovéanin Dragovi¢!, Flaviana Marzano®, Nicoletta Guaragnella’,
Sergio Giannattasio’, Apollonia Tullo’

! Univerzitet Crne Gore, Medicinski fakultet, Krusevac bb, 81000 Podgorica, Crna Gora

*Klinicki centar Crne Gore, Ljubljanska bb, 81000 Podgorica, Crna Gora

?Institut za biomembrane, bioenergetiku i molekularne biotehnologije, CNR, Via Amendola, 70126 Bari, Italija
*Univerzitet u Bariju “Aldo Moro”, Odsjek za bionauke, biotehnologije i biofarmaceutiku, Via Orabona 4, 70125 Bari, Italija

Cilj: Ispitati potencijalni prognosticki znacaj odabranih miRNK u karcinomu kolona. Uvod: Aberan-
tna ekspresija miRNK, kroz uticaj na ekpresiju razlicitih onkogena i tumor supresorskih gena moze
imati ulogu u nastanku i progresiji malignih tumora. Pored poznatih klinickih i molekularnih karakte-
ristika tumora, miRNK bi u budu¢nosti mogle sluziti kao biomarkeri u prognozi i terapiji maligniteta.
Materijali i metode: U ovoj prospektivnoj studiji RT-qPCR metodom analizirani su nivoi ekspresije
pet odabranih miRNK (miR-29a, miR-101, miR-125b, miR-146a i miR-155) u 22 tkivna uzorka paci-
jenata sa indikacijama za hirurski tretman karcinoma kolona. Patohistoloskom analizom nadena su i
tri adenoma kolona, koji su takode analizirani. Nivoi ekpresije korelirani su sa klini¢cko-patoloskim ka-
rakteristikama tumora. Rezultati: Povisena ekspresija miR-29a, miR-125b, miR-146a i miR-155 i niza
ekspresija miR-101 nadene su u tumorskom u odnosu na okolno zdravo tkivo. Nije nadena statisticki
znacajna razlika izmedu nivoa ekspresije ispitivanih miRNK u odnosu na: veli¢cinu tumora, lokaliza-
ciju (lijevi ili desni kolon), histoloski gradus, koli¢inu i sastav upalnog infiltrata, karakteristike strome
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i prisustvo limfo-nodalnih metastaza. Znacajno nizi nivoi ekspresije miR-146a nadeni su u uzorcima
sa opseznijom nekrozom, znacajno visi nivoi ekspresije miR-155 u mukus-produkuju¢im tumorima, a
znacajno visa ekspresija miR-125b u uzorcima sa limfo-vaskularnom invazijom. Interesantno, znacaj-
no visa ekspresija miR-101 i niza ekspresija miR-125b nadene su u adenomima u odnosu na uzorke tu-
mora. Analiza ROC krivih pokazala je 100% specifi¢nost i 89.5% senzitivnost (AUC=0.93) za miR-101
i 100% senzitivnost i specificnost (AUC=1) za miR-125. Zakljucak: Preliminarni rezultati ove studije
ukazuju na potencijalni prognosticki znac¢aj miR-101 i miR-125b u karcinomu kolona, $to je potrebno
potvrditi na ve¢em broju uzoraka.

Kljucne reci: karcinom kolona, miRNK, biomarkeri

Potential prognostic significance of miR-101 and miR-125 expression in colon cancer

Janja Raonic"?, Masa Zdralevic', Ljiljana Vuckovic?, Miodrag Radunovic"?, Filip Vukmirovic*?, Nata-
sa Popovic', Batric Vukcevic"?, Isidora Rovcanin Dragovic', Flaviana Marzano®, Nicoletta Guaragnella®,
Sergio Giannattasio®, Apollonia Tullo’

! University of Montenegro, Faculty of Medicine, Kru$evac bb, 81000 Podgorica, Montenegro

*Clinical Center of Montenegro, Ljubljanska bb, 81000 Podgorica, Montenegro

*Institute for Biomembrane, Bioenergetics and Molecular Biotechnology, CNR, Via Amendola, 70126 Bari, Italy

*University of Bari “Aldo Moro”, Department for Biosciences, Biotechnology and Biopharmaceuticals, Via Orabona 4, 70125 Bari, Italy

Objective: To examine the potential prognostic significance of selected miRNAs in colon cancer. In-
troduction: Aberrant miRNAs expression, through its influence on the expression of different onco-
genes and tumor suppressors, may play a role in the development and progression of tumours. Apart
from known clinical and molecular characteristics of tumours, in future miRNAs could serve as bio-
markers in prognosis and treatment of malignancy. Material and Methods: Expression levels of five
selected miRNAs (miR-29a, miR-101, miR-125b, miR-146a and miR-155) were analysed with RT-qP-
CR in 22 tissue samples of the patients with indications for surgical treatment of colon cancer. Three
adenomas were found and also analysed. Expression levels were correlated with clinical-pathological
characteristics of tumours. Results: Tumours showed increased miR-29a, miR-125b, miR-146a and
miR-155 and reduced miR-101 expression levels in comparison with surrounding healthy tissue. No
significant difference was found between the examined miRNAs expression levels and tumor size, lo-
calisation (left or right colon), histological grade, amount and composition of inflammatory infiltrate,
stroma characteristics and the presence of lympho-nodal metastases. In cases with extensive necrosis,
significantly reduced levels of miR-146a expression was found, while higher levels of expression of
miR-155 was found in mucus-producing tumours and higher miR-125b expression in samples with
lympho-vascular invasion. Interestingly, higher miR-101 and reduced miR-125b expression levels were
found in adenomas in comparison to tumours. ROC curve analysis showed 100% specificity and 89.5%
sensitivity (AUC=0.93) for miR-101 and 100% sensitivity and specificity (AUC=1) for miR-125. Conc-
lusion: Preliminary results, which need to be confirmed, show the potential prognostic significance of
miR-101 and miR-125b in colon cancer.

Key words: colon cancer, miRNA, biomarkers
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OP-6
Mesonephric-like karcinom Zenskog genitalnog trakta: prikaz slucaja i pregled literature

Jelena Mirkovi¢
Sunnybrook Health Sciences Centre/University of Toronto, Toronto, Kanada

Cilj: Predstaviti klinikopatoloske odlike mesonephric-like karcinoma Zenskog genitalnog trakta. Pri-
kaz slucaja: Zena starosne dobi od 65 godina sa klini¢kom istorijom karcinoma endometrijuma i pleu-
ralnih nodula koji su prvobitno dijagnostikovani kao metastatski papilarni karcinom S$titaste Zlezde.
Nakon ponovnog pregleda, i endometrijalni i pleuralni tumor karakteride heterogena arhitektura, od-
sustvo skvamozne ili mucinozne diferencijacije, tubule sa luminalnim eozinofilnim sekretom i nukle-
arne karakteristike slicne papilarnom karcinomu S§titaste zlezde. Imunohistohemijski nalazi pokazuju
da je tumor imunoreaktivan na PAX8, GATA3, TTF1 i luminalni CD10, i pokazuje odsustvo imuno-
reaktivnosti na ER i PR. p53 je normalne ekspresije. Molekularna analiza je pokazala KRAS mutaciju.
Nalazi su u skladu sa mesonephric-like karcinomom endometrijuma. Zaklju¢ak: Mesonephric-like
karcinomi su nedovoljno prepoznati tumori endometrijuma i jajnika koji se cesto pogresno dijagno-
stikuju kao drugi podtipovi karcinoma (posebno endometrioidni). Oni pokazuju morfoloske, imuno-
histohemijske i molekularne sli¢nosti sa mezonefri¢cnim karcinomom. Ovi tumori se Cesto javljaju u
uznapredovalom stadijumu i imaju ceste recidive, posebno u plu¢ima. Ovi tumori mogu postojati u
vezi sa drugim histoloskim komponentama i deliti identi¢ne mutacije sa drugim histoloskim kompo-
nentama kao $to su endometrioidne, serozne, i mucinozne Mullerian komponente (izmedu ostalih),
podrzavaju¢i Mullerian poreklo ovih tumora. Nedavno su prijavljeni i mesonephric-like karcinosar-
komi.

Kljucne reci: mesonephric-like karcinom, mesonephric, KRAS mutacija

Mesonephric-like cancer of the female genital tract: a case report and review of the literature

Jelena Mirkovic
Sunnybrook Health Sciences Centre/University of Toronto, Toronto, Canada

Objective: To present clinicopathologic features of mesonephric-like carcinomas of female genital tra-
ct. Case report: 65 year old female with clinical history of endometrial cancer and pleural nodules
originally diagnosed as metastatic papillary thyroid carcinoma. Upon re-review both endometrial and
pleural tumor were characterized by heterogeneous architecture with admixture of patterns, absence
of squamous or mucinous differentiation, tubules with luminal dense eosinophilic secretions, and nuc-
lear features akin to papillary thyroid carcinoma. By immunohistochemistry, both tumors expressed
PAX8, GATA3, TTFI, and luminal CD10, and exhibited absence of ER and PR, and wild type p53.
Molecular analysis showed canonical KRAS activation and chromosome 1q gain. Findings are in kee-
ping with mesonephric-like carcinoma of the endometrium. Conclusion: Mesonephric-like carcino-
mas are under-recognized tumors of endometrium and ovary which are often misdiagnosed as other
carcinoma subtypes (particularly endometrioid). They exhibit morphologic, immunohistochemical,
and molecular similarity to mesonephric carcinoma. The cumulative body of evidence shows that me-
sonephric-like carcinomas are aggressive neoplasms, which often present at advanced stage and have
frequent distant recurrences, particularly to the lungs. These tumors may exist in association with, and
share identical mutations with other histologic components such as endometrioid serous, and mucino-
us Mullerian components (among others), supporting a Miillerian origin of these tumors. Mesonep-
hric-like carcinosarcomas have also recently been reported.

Key words: Mesonephric-like carcinoma, Mesonephric carcinoma, KRAS
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PI-1

Akcidentalna masna embolija nakon trostrukog bypass-a: prikaz autopsijskog slucaja
Ana Lazarevi¢', Maja Zivoti®, Anita Popovi¢ Milatovié, Jelena Sopta?

! Opsta bolnica “Dr Dragisa Misovi¢” Cacak, Srbija

“Institut za patologiju “Prof. dr Porde Joannovi¢’, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

*Institut za kardiovaskularne bolesti “Dedinje”, Beograd, Srbija

Cilj: Prikazujemo autopsijski slucaj akcidentalne masne embolije kod pacijenta starog 81 godinu na-
kon hirurske revaskularizacije miokarda trostrukim bypass-om. Prikaz slucaja: Na Institutu za pato-
logiju Medicinskog fakulteta Univerziteta u Beogradu uradena je autopsija pacijenta sa Instituta za kar-
dio-vaskularne bolesti “Dedinje” pod uputnom klinickom dijagnozom: Institio cordis non specificata.
U otpusnoj listi je, kao znacajna komplikacija, navedena pojava izrazite hipotenzije i hemoragi¢nog
sadrzaja u endotrahealnom tubusu nakon zavrsene operacije trostrukog bypass-a. Zbog navedenih
komplikacija indikovana je i u¢injena atipi¢na resekcija srednjeg reznja desnog plu¢nog krila, koji nije
poslat na histopatolosku analizu. Bez obzira na sprovedenu kardiopulmonalnu reanimaciju, tre¢eg po-
stoperativnog dana dolazi do smrtnog ishoda, zbog cega je indukovana autopsija. Osnovni morfo-
loski nalaz na obdukciji predstavljala su difuzna petehijalna krvarenja u beloj masi velikomozdanih
hemisfera, mezencefalona i ponsa, pracena edemom mozga. Slicna krvarenja su uocena i u parenhimu
pluca bilateralno. Ostali morfoloski nalaz je ukazivao na multiorgansko popustanje. Tokom autopsije
ucinjena je ex tempore dijagnostika na reprezentativnim uzorcima iz mozga i pluca. Specijalnim histo-
hemijskim bojenjem na oil red verifikovana je embolizacija masnim tkivom. Zakljucak: Svi faktori
rizika za nastanak masne embolije, koja se razvija u 24-72h nakon hirurske intervencije: pacijenti stariji
od 65 godina, gojazni, pacijenti kod kojih su sprovedene neortopedske hirurske intervencije, posebno
aorto-koronarni bypass, su bili prisutni i kod naseg pacijenta. Jedna od najredih komplikacija masne
embolije pluca je intraparenhimsko krvarenje, koje je takode verifikovano.

Kljucne reci: masna embolija, autopsija, histohemija

Accidental fat embolism following triple bypass: A autopsy case report

Ana Lazarevi¢', Maja Zivoti®, Anita Popovi¢ Milatovié, Jelena Sopta?

! General hospital “Dr Dragisa Migovi¢” Cacak, Serbia

“Institute for Pathology “Prof. dr Porde Joannovi¢’, Faculty of Medicine, Belgrade University, Belgrade, Serbia
*Institute for Cardiovascular Diseases “Dedinje’, Belgrade, Serbia

Objective: We report accidental fat embolism autopsy case report of 81-year-old man after surgical tri-
ple bypass myocardial revascularization. Case reports: An Cardiovascular Diseases Institute “Dedinje”
patient autopsy was performed at Pathology Institute “Prof. dr Dorde Joannovi¢”, Faculty of Medicine,
Belgrade University under clinical diagnosis: Institio cordis non specificata. Severe hypotension and
hemorrhagic endotracheal airway content as marked complication was mentioned in hospital dischar-
ge list, after triple bypass surgery. Due to this kind of complications, atypical resection of the right lung
wing middle lobe it was indicated and performed. Despite of cardio-pulmonary reanimation, the third
day of recovery, lethal outcome occurred which indicated autopsy.

Diffuse petechial hemorrhage within cerebral, mesencephalon and white mass of pons followed by bra-
in edema represented as main morphological autopsy finding. Similar hemorrhage was found bilateral
in lung parenchyma. Other morphological finding is suggestive for multi-organ failure. During autop-
sy representative brain and lung samples were taken for ex tempore examination. Special histochemical
oil red stain was used for fat embolism verification. Conclusion: Fat embolism risk factors, which are
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developed within 24 to 72 hours after surgery, like: elderly patients over 65, obese, non-orthopedic sur-
gery patients, especially aortic-coronary bypass, were also present at our patient. Parenchyma bleeding,
as one of the less frequent fat embolism complication, was also verified.

Keywords: fat embolism, autopsy, histochemistry

PI-2

Sistemska amiloidoza sa post mortem dijagnozom multiplog mijeloma: prikaz autopsijskog slu-
caja

Milena Mihajlovi¢, Tatjana Terzi¢

! Univerzitetski klinicki centar Srbije, sluzba za patologiju, patohistologiju i medicinsku citologiju, Beograd, Srbija
*Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju, Beograd, Srbija

Cilj: Prikazujemo bolesnika sa sistemskom amiloidozom, za koju se na autopsiji pokazalo da je udru-
zZena sa zazivotno nedijagnostikovanim multiplim mijelomom. Prikaz slucaja: Bolesnik starosti 54
godine je primljen u Urgentni centar Univerzitetskog klinickog centra Srbije zbog gusenja koje traje
poslednja tri meseca. Pacijentu je postavljena sumnja na amiloidozu srca, ali Cetiri dana nakon prijema
umire, bez detaljnog ispitivanja. Na autopsiji je makroskopski uocen bilateralni hidrotoraks sa plu¢-
nim kolapsom. Srce je bilo uve¢ano, mase 680g, debljine zida leve komore 2,8cm, desne komore 1cm
i obima trikuspidnog usc¢a 14cm. Miokard je na preseku bio svetlo-ruzicaste boje, slaninastog izgleda.
Jetra je bila uvec¢ana, mase 2900g, zastojna. Slezina je na preseku bila crvene boje, ¢vrste konzistencije,
tezine 300g. Patohistoloski, u srcu, bubrezima, slezini, nadbubreznoj zlezdi i kostnoj srzi uoceno je ek-
stracelularno deponovanje amorfnog sadrzaja, eozinofilne boje, u intersticijumu, ali i u zidu krvnih su-
dova svih organa. Histohemijskim bojenjem na Congo Red i Tioflavin dokazano je prisustvo amiloida.
Morfoloski i imunohistohemijski u kostnoj srzi je uoc¢ena difuzna infiltracija ¢elijama plazmocitne loze
(oko 80% CD138+ celija), koje su monoklonske (kappa+/lambda-), §to odgovara multiplom mijelomu,
gradus II, udruzenom sa amiloidozom. Zakljucak: Sistemska amiloidoza udruzena sa multiplim mije-
lomom ima lo$u prognozu sa prose¢nim prezivljavanjem kra¢im od 6 meseci. Samo 10% pacijenata sa
multiplim mijelomom razvije amiloidozu, a samo kod 5-10% pacijenata sa sistemskom amiloidozom
na prezentaciji dijagnostikuje se kasnije multipli mijelom. Kod postojanja sumnje na sistemsku amilo-
idozu blagovremenom dijagnostikom i terapijom moguce je uticati na poboljsanje toka bolesti.

Kljucne reci: Sistemska amiloidoza, multipli mijelom, autopsija

Systemic amyloidosis with postmortem diagnosis of multiple myeloma: A autopsy case re-
port
Milena Mihajlovic', Tatjana Terzic?

"University Clinical center of Serbia, Department for pathology, patohistology and medical citology, Belgrade, Serbia
*University of Belgrade, Faculty of Medicine, Institute of Pathology, Belgrade, Serbia

Objective: We present a patient with systemic amyloidosis associated with undiagnosed multiple mye-
loma, discovered at autopsy. Case report: A 54-year-old patient was admitted at Emergency room
of University Clinical center of Serbia due to suffocation that lasted for three months. It was suspe-
cted patient had cardiac amyloidosis, but four days after admission he died, without any thorough
examination. During the autopsy, bilateral hydrothorax with pulmonary collapse was noticed. Hearth
was enlarged, weighted 680g, left ventricular wall width 2,8cm, right ventricular wall width 1cm and
circumference of tricuspidal valve was 14cm. On the section, myocard was bright-pink in color, ba-
con-looking. Liver was enlarged, weighted 2900g, congestive. Spleen was red, firm, weighted 300g.
Pathohistologically, extracellular amorphous eosinophilic interstitial content was observed in the he-
arth, kidneys, spleen, adrenal gland, bone marrow, as well as in the walls of blood vessels of all organs.
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Histochemical staining Congo Red and Tioflavin proved the presence of amyloid. Morphologically and
immunohistochemically, diffuse infiltration of bone marrow with cells of plasma cell lineage (about
80% CD138+ cells), which were monoclonal (kappa+/ lambda-), was observed. These findings were
consistent with diagnosis of multiple myeloma, grade II, associated with amyloidosis. Conclusion:
Systemic amyloidosis associated with multiple myeloma has poor prognosis with average survival rate
shorter than 6 months. Only 10% of patients with multiple myeloma develop amyloidosis, and only
5-10% of the patients with systemic amyloidosis at presentation are afterwards diagnosed as multiple
myeloma. When there is a doubt of systemic amyloidosis, prompt diagnosis and therapy may improve
the course of the disease.

Key words: Systemic amyloidosis, multiple myeloma, autopsy

P1-3

Invazivna diseminovana aspergiloza: prikaz autopsijskog slucaja

Vanja Beli¢ Jelenkovi¢', Gabrijela Druzek!, Tanja Laki¢, Bosilika Krajnovié, Zeljka Panié
'Sluzba za patolosko-anatomsku dijagnostiku, Opsta bolnica Subotica, Subotica, Srbija

?Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Srbija
*Farmaceutski fakultet Novi Sad, Univerzitet privredna akademija u Novom Sadu, Srbija

Cilj: Prikaz slucaja invazivne diseminovane aspergiloze kod bolesnice sa dugogodisnjom neregulisa-
nom hiperglikemijom. Prikaz slu¢aja: Pacijentkinja starosti 68 godina dovedena je na pregled u pri-
jemnu ambulantu OB Subotica kada se konstatuje somnolentnost, nekontaktibilnost, generalizovane
petehije koze, hiperglikemija, trombocitopenija i povi§ena vrednost CRP-a. Kompjuterizovanom to-
mografijom gudnog kosa registrovana je obostrana atipicna pneumonija. Nakon pet dana intezivnog
hospitalnog lec¢enja sa veoma slabim terapijskim odgovorom, konstatovan je exitus letalis uz klinicki
nalog za autopsiju. Makroskopskim pregledom na autopsiji uoceni su morfoloski znaci akutnog pan-
kreatitisa, bilateralne bronhopneumije sa podrucjima nekroze, edem pluca, kao i promena u mozgu
izgleda infarkta. Nakon uzorkovanja i standardne patohistoloske obrade tkiva, mikroskopskim pre-
gledom HE bojenih preparata u isecima iz meningi, hipofize, miokarda, Zeluca i plu¢a uocena su
nekroti¢na i gnojna inflamatorna podrucja sa prisustvom tankih septiranih hifa dihotomnog grananja
koje invadiraju vaskularne prostore. Nacinjena su i dodatna Grocott i PAS specijalna bojenja koja ja-
sno vizuelizuju gljivicnu komponentu u navedenim organima, te potvrduju sepsu kao uzrok smrti.
Zakljucak: Gljive roda Aspergillus su ubikvitarne gljive koje se nalaze u zemljistu, vazduhu, prasini i
najcesce sporadi¢no, inhalacijom spora izazivaju mikotoksikoze, mikoalergoze, lokalnu i mahom fa-
talnu sistemsku diseminovanu infekciju. Najces¢i oblici aspergiloza su aspergilom, akutna invazivna
pneumonija, hroni¢na nekrotizirajuca aspergiloza, aspergiloza koze, mozga, miokarda i drugih organa.
Visok rizik za nastanak invazivne generalizovane aspergiloze imaju osobe sa neutropenijom, bolesnici
sa imunosupresivnom terapijom i hroni¢ni plu¢ni bolesnici. Usled rezistencije na aktuelno dostupnu
terapiju te nemogucnosti adektvatnog terapijskog pristupa, invazivna aspergiloza dovodi do smrti u
velikom procentu.

Kljucne reci: Aspergilus, sepsa, invazivna diseminovana aspergiloza
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Invasive disseminated aspergillosis: A autopsy case report
Vanja Belic Jelenkovic', Gabrijela Druzek', Tanja Lakic®, Bosiljka Krajnovic’, Zeljka Panic’

! Department of Pathological and Anatomical Diagnostics, General Hospital Subotica, Subotica, Serbia
*Department of Pathology, Faculty of Medicine, University of Novi Sad, Serbia
*Faculty of Pharmacy, Business Academy University of Novi Sad, Serbia

Objective: To present a case of invasive disseminated aspergillosis in unregulated long-term hyper-
glycemic patient. Case report: A 68-year-old patient was reffered to Subotica’s General hospital emer-
gency where somnolence, non-contactability, generalized skin petechiae with hyperglycemia, throm-
bocytopenia and elevated CRP values were observed. Chest computed tomography registered bilateral
atypical pneumonia. Five days after intensive hospital treatment with weak therapeutic response, exitus
letalis was confirmed with a clinical autopsy request. The autopsy macroscopic examination showed
acute pancreatitis morphological signs, bilateral bronchopneumonia with necrotic areas, pulmonary
edema and brain infarction-like changes, as well. Having done standard pathohistological tissue sam-
ples processing, HE stained microscopic examinations of meninges, pituitary, myocardium, stomach
and lungs, revealed necrotic and purulent inflammatory areas with the presence of thin septated hyp-
hae of dichotomous branching with vascular invasion. Additional Grocott and PAS special staining
were performed that clearly highlighte the fungal component in those organs, and confirmed sepsis as
a death cause. Conclusion: Aspergillus genus fungi are ubiquitous finding in soil, air and dust. Usually
due to spore inhalation sporadically it causes mycotoxicoses, mycoallergies, local infections and mostly
fatal systemic disseminated infection. The most common aspergillosis forms are aspergillomas, acute
invasive pneumonia, chronic necrotizing aspergillosis, aspergillosis of the skin, brain, myocardium and
other organs. People with neutropenia, patients with immunosuppressive therapy and chronic respi-
ratory disease have a higher risk of developing invasive generalized aspergillosis. A high death rate in
invasive aspergillosis is likely due to the resistance to the currently available therapy and the impossi-
bility of an adequate therapeutic approach.

Key words: Aspergillus, sepsis, invasive disseminated aspergillosis

P1-4

OEIS kompleks (omfalokela, ekstrofija, neperforirani anus, spinalni defekt): prikaz autop-
sijskog slucaja

Liana Sekula’, Jelena Ili¢ Sabo®, Bosiljka Krajnovié, Zeljka Panié, Milena Sunjevi¢*

'Odsek za patologiju i citologiju, Opsta bolnica Vrbas, Vrbas, Republika Srbija

*Katedra za histologiju i embriologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Republika Srbija

*Farmaceutski fakultet, Novi Sad, Univerzitet privredna akademija u Novom Sadu, Novi Sad, Republika Srbija
*Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Republika Srbija

Cilj: Prezentujemo obdukcioni nalaz nakon planiranog feticida zbog ultrazvukom verifikovanih major
malformacija ploda. OEIS kompleks (omfalokela, ekstrofija mokra¢ne besike/kloake, neperforira-
ni anus i spinalni defekt) je retka multisistemska kongenitalna malformacija koja nastaje u 1 na oko
300.000 trudnoca. Prikaz slucaja: Nakon odobrenja Eticke komisije, izvr$en je feticid, te je plod poslat
na obdukciju. Obdukovan je plod muskog pola gestacijske dobi 28 nedelja, duzine 38 cm, mase 1680
g. Infraumbilikalno prednji trbusni zid je nedostajao, a abdominalni organi su prominirali van trbus-
ne duplje, prekriveni peritoneumom, koji je rubno srastao za kozu (omfalokela). Mokra¢na besika je
takode bila smestena u peritonealnoj kesi, dok je ureterima bila povezana za normalne bubrege (ek-
strofija mokracne besike). Na kozi lumbalne regije nalazilo se lako ulegnuce dimenzija 1x1 cm (spina
bifida okulta). Analni otvor je bio neperforiran. Pored gore navedenih glavnih anomalija OEIS kom-
pleksa uocavala se i skolioza sa levostranim konveksitetom, dok su stopala bila u polozaju unutrasnje

......

skrotuma. Testisi su bili formirani i smesteni u trbusnoj duplji. Levo plu¢no krilo nije bilo lobulirano.
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Zakljucak: Pravovremena i precizna prenatalna dijagnostika, kao i redovno pracenje trudnoce ima
znacajnu ulogu u savetovanju porodice radi donosenja odluke o daljem toku trudnoce, jer iako posto-
ji mogucnost korektivne hirurgije pomoc¢u organizovanog multidisciplinarnog lekarskog tima, treba
uzeti u obzir dalji kvalitet Zivota pacijenta.

Kljucne reci: OEIS kompleks, omfalokela, ekstrofija, atrezija anusa, spina bifida

OEIS complex (omphalocele, bladder exstrophy, imperforate anus, spinal defects): A au-
topsy case report

Liana Sekula’, Jelena Ilic Sabo?, Bosiljka Krajnovic®, Zeljka Panic®, Milena Sunjevic*
! Department for Pathology and Cytology, General Hospital Vrbas, Vrbas, Serbia

“Department for Histology and Embriology, Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia
*Faculty of Pharmacy, Novi Sad, Business Academy University in Novi Sad, Novi Sad, Serbia

‘Department for Pathology, Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia

Objective: We report autopsy findings after a planned feticide due to the ultrasonographic diagnosed
major fetal malformations. OEIS complex (omphalocele, bladder exstrophy/cloaca, imperforate anus
and spinal defects) is a rare multisystemic congenital malformation. It occurs in 1:300.000 pregnancies.
Case report:The feticide was committed by decision of the Ethics Committee. The autopsy was perfor-
med on a male fetus, 28 weeks’ gestational ages, 38 cm long, weighing 1680 grams. The infraumbilical
anterior abdominal wall was absent, while the abdominal organs protruded outside the abdominal ca-
vity, covered with peritoneum whose edges were coalesced to the skin (omphalocele). The bladder was
also located in the peritoneal sac and connected with ureters to normal kidneys (bladder exstrophy).
The lumbal skin region showed a discreet indentation 1x1 cm in size (spina bifida occulta). The anus
was imperforate. In addition to the above-described major anomalies of the OEIS complex, scoliosis
with left-sided convexity was also observed, whereby the feet were internally rotated (pes equinovarus).
The external genitalia were underdeveloped and consisted solely of scrotal rudiments. The testicles
were developed and positioned in the abdominal cavity. The left lung was not lobulated. Conclusion:
Timely and accurate prenatal diagnosis, as well as, regular monitoring of pregnancy, plays a significant
role in advising the family to decide upon the further course of pregnancy, since although an organized
multidisciplinary medical team may perform corrective surgery, further quality of life should be taken
into account.

Key words: OEIS complex, omphalocele, exstrophy, anal atresia, spina bifida

P1-5
Medijastinalni teratom kod fetusa udruzZen sa fetalnim hidropsom: autopsijski prikaz slu-
caja
Zeljka Panié'?, Aleksandra Fejsa Levakov®’, Jelena Ili¢ Sabo®, Aleksandra Ili¢**, Bosiljka Krajnovié*,

Vanja Beli¢ Jelenkovic®

'Univerzitet Privredna akademija u Novom Sadu, Farmaceutski fakultet Novi Sad, Srbija
“Centar za patologiju i histologiju, Klini¢ki centar Vojvodine Novi Sad, Srbija
*Univerzitet u Novom Sadu, Medicinski fakultet Novi Sad, Srbija

*Institut za pluéne bolesti Vojvodine, Sremska Kamenica, Srbija

> Opéta bolnica Subotica, Subotica, Srbija

Cilj: Prikaz slucaja retkog medijastinalnog teratoma kod fetusa udruzenog sa fetalnim hidropsom.
Prikaz slucaja: Fetus u 30-oj nedelji gestacije je mrtvoroden nakon postavljene sumnje da ima tumor
medijastinuma udruzen sa neimunim fetalnim hidropsom (NIFH) i polihidramnionom, §to je prika-
zano prenatalnim trodimenzionalnim ultrazvukom. Fetus je mrtvoroden i uradena je obdukcija. Ma-
kroskopskim pregledom, utvrdeno je da se radi o velikom multicisticnom tumoru, pre¢nika 7,5x7x5,5
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cm, sa cistama koje su ispunjene seroznom ili krvavom te¢noscu i Zuckastim Zzelatinoznim materi-
jalom. Mikroskopski, istaknuta komponenta tumora bilo je nezrelo neuroepitelno tkivo sastavljeno
od nezrelih neuralnih tubula i rozeta oblozenih tamnim hiperhromati¢nim cilindri¢nim ¢elijama, uz
prisustvo neuroglijalnog tkiva. Ciste su bile obloZene jednorednim do viSerednim prizmati¢nim i cilin-
dri¢nim epitelom. Delom je bila prisutna svetlocelijska epitelna komponenta, kao i mukus produkujuci
cilindri¢ni epitel nalik na gastrointestinalni epitel. Od ostalih komponenata u tumoru su bile prisutne
hrskavica, glatko misi¢no tkivo, hipocelularno mezenhimno tkivo, zlezde koje podsecaju na acinuse
pankreasa, retina i brojne kalcifikacije. Zakljucak: Vazno je odluciti se za ranu intervenciju ako se
ultrazvucno u fetalnom zivotu otkrije medijastinalni teratom. Brzi rast u fetalnom Zivotu moze kom-
primovati pluca, srce i velike krvne sudove, $to moze dovesti do razvoja neimunog fetalnog hidropsa
(NIFH). U slucajevima kada se NIFH razvije, ishod je uglavnom nepredvidiv jer se mogu razviti krat-
koro¢ne i dugoro¢ne posledice kombinovanih efekata NIFH-a i pritiska teratoma na susedne organe
kao §to smo predstavili u nasem slucaju.

Kljucne reci: medijastinalni teratom, hidrops, fetus

Mediastinal teratoma in a fetus associated with fetal hydrops: A autopsy case report

Zeljka Panic?, Aleksandra Fejsa Levakov*’, Jelena Ilic Sabo®’, Aleksandra Ilic**, Bosiljka Krajnovic**,
Vanja Belic Jelenkovic®

! Business Academy University in Novi Sad, Faculty of Pharmacy Novi Sad, Serbia

? Center for Pathology and Histology, Clinical Center of Vojvodina Novi Sad, Serbia

? University of Novi Sad, Faculty of Medicine Novi Sad, Serbia

*Institute of pulmonary diseases of Vojvodina, Sremska Kamenica, Serbia

®General Hospital Subotica, Subotica, Serbia

Objective: To present a case report of a rare mediastinal teratoma in a fetus associated with fetal hy-
drops. Case report: A fetus at gestational week 30 was suspected of having a mediastinal tumor associa-
ted with non-immune fetal hydrops (NIFH) and polyhydramnion, as shown by prenatal three-dimen-
sional ultrasonography. The fetus was stillborn and an autopsy was performed. On gross pathological
examination, there was a large multicystic tumor, measuring 7,5x7x5,5 cm in diameter, containing cysts
filled with serous or bloody fluid and yellowish gelatinous material. Microscopically, the prominent
component of the tumor was immature neuroepithelial tissue composed of immature neural tubules
and rosettes lined by dark hyperchromatic columnar cells with stratification. Also, there was neuroglial
tissue. Cystic areas were partly lined by simple to stratified cuboidal and columnar epithelium. Clear
cell epithelial component was partially present, as well as mucous columnar epithelium resembling ga-
strointestinal epithelium. Other components of the tumor included cartilage, smooth muscle, sparsely
cellular mesenchymal tissue, exocrine glands resembling pancreatic acini, retinal tissue and numerous
calcification. Conclusion: It is important to decide for early intervention if mediastinal teratoma is
discovered with antenatal ultrasound in fetal life. Rapid growth in fetal life can compress lungs, heart
and great vessels, which can lead to development of non-immune fetal hydrops (NIFH). In cases when
NIFH develops the outcome is mainly unpredictable because short and long term sequelae of combi-
ned effects of NIFH and teratoma pressure on neighboring organs may develop as we presented with
our case.

Key words: Mediastinal teratoma, hydrops, fetus
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Tuberkulozna sepsa: prikaz autopsijskog slucaja

Marko Dordevi¢', Ana Vidovié, Jovan Rajic, Tatjana Terzi¢*
'Opsta bolnica Pozarevac, Pozarevac, Srbija

“Univerzitetski Klinicki centar Srbije, Klinika za hematologiju, Beograd, Srbija,
*Univerzitet u Beogradu, Medicinski fakultet, Beograd, Srbija

‘Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju, Beograd, Srbija

Cilj: Tuberkulozna sepsa je izuzetno retka komplikacija ¢ak i kod imunokompromitovanih bolesnika.
Prikazujemo autopsijski nalaz tuberkulozne sepse kod mlade bolesnice sa akutnom mijeloidnom leu-
kemijom (AML), koja umire u fazi aplazije kostne srzi posle indukcione hemioterapije. Prikaz slucaja:
Bolesnica stara 21 godinu primljena je na Kliniku za hematologiju UKCS zbog glavobolja, malaksalosti
i nalaza pancitopenije, kada joj je dijagnostikovana AML sa minimalnom diferencijacijom, ECOGI,
citogenetskim nalazom 46,XX; FLT3-ITD negativnom. Hemioterapiju ara-C i daunorubicinom je za-
pocela 19 dana pre smrtnog ishoda. U fazi aplazije kostne srzi nastale sedmog dana od zapocinjanja
indukcione hemioterapije, pacijentkinja je imala intenzivne bolove u kostima, hematuriju, uz nalaz
difuznih inspirijumskih pukota na plu¢ima. Makroskopski autopsijski nalaz je sledeci: edem moz-
ga, edem pluca sa suspektnom pneumonijom, dilatacija celog srca, obostrani hemoragicni pleuralni
izliv, ascites, struma, krvarenje u jajnicima, venski zastoj u svim organima. Mikroskopski, u plu¢ima
se uocava izrazen venski zastoj sa leukostazom, u lumenu alveola obiman fibrinozni eksudat uz in-
traalveolarno krvarenje. U parenhimu jetre i mozga se uocava leukemijska infiltracija. U kostnoj srzi
je imunohistohemijski (CD34+) detektovano 80% blasta. Prisustvo hemoragi¢nog pleuralnog izliva,
hemoragije jajnika, uz klinicki podatak hematurije je zahtevala dodatna histohemijska bojenja u cilju
ispitivanja udruzenosti sa oportunistickom infekcijom, mada se hemoragijski sindrom ocekuje kod
AML. Bojenjem Ziehl-Neelsen detektujemo Kohov bacil u slede¢im organima: pluca, bubrezi, jetra,
slezina, kostna srz, Stitasta i nadbubrezne zlezde, jajnici. Ni u jednom organu nije uocena kazeifikacija
ni granulomatozno zapaljenje. Zakljucak: Histohemijska analiza autopsijskih uzoraka je nuzan predu-
slov postmortem dijagnostike tuberkuloze kod imunokompromitovanih bolesnika, ¢ak i u odsustvu
morfoloskih obelezja patognomoni¢nih za tuberkulozu.

Kljucne reci: tuberkulozna sepsa, akutna mijeloidna leukemija, oportunisticke infekcije

Tuberculosis Sepsis: A autopsy case report
Marko Djordjevic', Ana Vidovic', Jovan Rajic’, Tatjana Terzic*

! General Hospital Pozarevac, Pozarevac, Serbia
*University Clinical Centre of Serbia, Clinic for Hematology, Belgrade, Serbia
*University of Belgrade, Faculty of Medicine, Belgrade, Serbia

“University of Belgrade, Faculty of Medicine, Institute of Pathology, Belgrade, Serbia

Objective: Tuberculosis sepsis is extremely rare complication even in immunocompromised patients.
We present the autopsy finding of tuberculosis sepsis in young patient with acute myeloid leukemia
(AML), who died after induction chemotherapy. Case report: The 21-year-old female was admitted to
Clinic for Hematology due to headache, malaise and pancytopenia, when she was diagnosed with AML
with minimal differentiation, ECOGI, cytogenetic findings 46,XX; FLT3-ITD negative. Chemotherapy
with ara-C and daunorubicin was started 19 days before death. Seven days after beginning of induction
therapy, during bone marrow (BM) aplasia, she had intense bone pain, headache, hematuria, with fin-
ding of diffuse inspiratory cracks in lungs. Macroscopic autopsy findings were as follows: brain edema,
pulmonary edema with suspected pneumonia, dilatation of whole heart, bilateral hematothorax, asci-
tes, goiter, bleeding in both ovaries, venous stasis in all organs. Microscopically, a pronounced venous
stasis with leukostasis was detected in lung and extensive intraalveolar fibrinous exudate with bleeding.
Leukemic infiltration was detected in liver and brain. Immunohistochemically (CD34+) was detected
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80% blasts in BM. The presence of hematothorax, hemorrhage of ovaries, with clinical data of hematu-
ria required additional histochemical staining in order to examine the association with opportunistic
infection, although hemorrhagic syndrome was expected in AML. Ziehl-Neelsen staining detected Ko-
ch’s bacillus in following organs: lungs, kidneys, liver, spleen, BM, thyroid and adrenal glands, ovaries.
No caseification or granulomatous inflammation was found in any of organs. Conclusion: Histoche-
mical analysis of autopsy specimens is necessary prerequisite for postmortem diagnosis of tuberculosis
in immunocompromised patients, even in the absence of morphological features pathognomonic for
tuberculosis.

Key words: tuberculosis sepsis, acute myeloid leukemia, opportunistic infections

P1-7
Angiomatoza medijastinuma kao uzrok iznenadne smrti: autopsijski prikaz slucaja

Katarina Eri¢', Milena Jovanovi¢, Dragana Mari¢, Mihajlo Stjepanovic, Spasoje Popevic’, Branko Do-
zZi¢*, Sofija Glumac?, Dimitrije Brasanac’

"Univerzitetski Klinic¢ki centar Srbije, Sluzba za patohistologiju, Beograd, Srbija

*Institut za patologiju, Medicinski fakultet, Univerzitet u Beogradu, Srbija

*Univerzitetski Klinicki Centar Srbije, Klinika za pulmologiju,Beograd,Srbija.

“Institut za patologiju, Stomatologki fakultet, Univerzitet u Beogradu,Beograd, Srbija

Cilj: Prezentacija slucaja medijastinalne angiomatoze koja se klinicki manifestovala u vidu respirator-
ne infekcije, a radiografski medijastinalnom masom koja je imitirala maligni tumor. Prikaz slucaja:
Muskarac star 32 godine primljen je u Kliniku za pulmologiju zbog akutne simptomatologije koja se
javila unazad 5 dana u vidu febrilnosti, gusobolje i kaglja .Pacijent navodi pojavu krvi u ispljuvku od
oktobra 2018.godine. Klinicka slika odgovarala je pneumoniji te je bolesnik hospitalizovan.U¢injen
je multislajsni skener toraksa i abdomena kojim je opisana tumorska masa medijastinuma i nekoliko
nodusa u plu¢ima koje mogu odgovarati sekundarnim depozitima ili aspiraciji.Letalni ishod nastupio
je drugog dana hospitalizacije. U Institutu za patologiju uradena je autopsija. Makroskopski je videna
nejasno ogranicena tumorolika masa medijastinuma dimenzija 180x100x80 mm, od nivoa gornjeg
otvora jednjaka, koja infiltri$e larinks sa stenozom ulaza larinksa, zadnji zid orofarniksa, oba reznja
Stitaste Slezde, obe unutrasnje jugularne vene, oba parafaringealna prostora i stenozira jednjak celim
obimom. Patohistoloska analiza pokazala je da je ceo zid traheje neposredno subepitalno do peritrahe-
alnog masnog tkiva infiltrisan brojnim dilatiranim vaskularnim prostorima prepunjenim eritrocitima
uz fokalnu erozije sluznice sa pojavom akutne inflamacije i fibrina. Dilatirani krvni sudovi (imuno-
histohemijska analiza: CD 31+, D2.40 -, WT1-,alfaSMA boji perivaskularne celije), infiltri$u oba reznja
Stitaste Zlezde,okolne skeletne misice i zid jednjaka. Na osnovu morfoloskog i imunohistohemijskog
nalaza postavljena je dijagnoza kavernozna (venozna) malformacija. Zakljucak: Angiomatoze su beni-
gne vaskularne lezije koje se zbog svoje prosirenosti, infiltrativnog rasta i recidiviranja nakon ekscizije
¢esto pogresno dijagnostikuju kao maligni tumori.

Kljucne reci: medijastinum, angiomatoza, hemoptizije
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Mediastinal angiomatosis as a cause of sudden death: A autopsy case report

Katarina Eric', Milena Jovanovic®, Dragana Maric’, Mihajlo Stjepanovic®, Spasoje Popevic’, Branko Do-
zic*, Sofija Glumac?, Dimitrije Brasanac’

"University Clinical Centre of Serbia, Department of Histopathology,Belgrade, Serbia

“Institute of Pathology, Medical Faculty, University of Belgrade, Belgrade, Serbia

*University Clinical Centre of Serbia, Pulmology Clinic, Belgrade,Serbia.

“‘Institute of Pathology, School of Dental Medicine, University of Belgrade, Belgrade ,Serbia

Objective: Presentation a case of mediastinal angiomatosis that was clinically presented as a respiratory
infection, and radiographically as a mediastinal mass that mimicked malignant tumor. Case report:
A 32 year old man was admitted to the Pulmology Clinic due to acute symptoms that appeared 5 days
earlier as fever, gout and cough.The patient reported bloody sputum from October 2018. The clinical
picture corresponded to pneumonia and the patient was hospitalized. A multislice scan of the thorax
and abdomen described mediastinal tumor and lung several nodules that may corresponded to secon-
dary deposits or aspiration. The lethal outcome occurred on the second day of hospitalization. An au-
topsy was performed at the Institute of Pathology and discovered ill-defined mediastinal tumor measu-
ring 180x100x80 mm from the level of the upper esophageal opening, which infiltrated the larynx with
stenosis of its entrance, the posterior wall of the oropharynx, thyroid gland, both internal jugular veins,
both parapharyngeal spaces and narrowed wall of the esophagus. Pathohistological review showed in-
filtration of tracheal wall subepithelial to the peritracheal adipose tissue by numerous vascular spaces
filled with erythrocytes, focally with acutely inflamed mucosal erosion covered by fibrin. Dilated blood
vessels (immunohistochemical analysis: CD 31+, D2.40 -, WT1-, alphaSMA staines perivascular cells),
infiltrated both lobes of the thyroid gland, surrounding skeletal muscles and esophageal wall. Based on
the morphological and immunohistochemical findings, the diagnosis of cavernous (venous) malfor-
mations was made. Conclusion: Angiomatosis is benign vascular lesion that is often misdiagnosed as
malignant tumor due to its enlargement, infiltrative growth, and recurrence after excision.

Key words: mediastinum, angiomatosis, hemoptysis
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Iznenadna smrt mlade Zene mesec dana posle infekcije COVID-19: autopsijski prikaz
slucaja

Kristina Brankovic', Dejan Jankovié?, Sofija Glumac', Jovan Jevti¢', Milena Jovanovié, Radmila Jankovic'

"Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju ,,Prof. dr Dorde Joannovi¢, Beograd, Srbija
*Nacionalni centar za kriminalisti¢ku policiju Republike Srbije, Beograd, Srbija

Cilj: Prikaz patohistoloskih promena kod mlade osobe iznenada preminule nakon prelezane CO-
VID-19 infekcije. Prikaz slu¢aja: Zena, starosti 38 godina, preminula je u snu, nakon duge forsirane
Setnje. Mesec dana ranije je bolnicki lecena zbog lakseg oblika COVID19 pneumonije. Nedelju dana
nakon hospitalizacije je otpustena na kucno le¢enje sa negativnim PCR testom na SARS-CoV2, uz
redovne kontrole. U bolnici i kod kuce je dobijala terapiju po protokolu za lecenje COVID-19 koja je
obuhvatala antikoagulantnu terapiju. Heteroanamnesticki se saznaje da je lecena od Hasimoto tireoi-
ditisa i da je 3 godine pre letalnog ishoda imala parcijalnu tireoidektomiju. Uradena je sudsko-medi-
cinska obdukcija prilikom koje su uzeti reprezentativni isecci za histopatolosku analizu. Najznacajnije
makroskopske promene su nadene na plu¢ima i srcu. Pluc¢a su bila voluminozna, kongestirana, ede-
matozna, sa mrljastim subpleuralnim krvarenjiuma. U srcu su nadena mrljasta epikardna krvarenja,
hipertrofija zida leve komore, dilatacija srca uz izrazenu masnu infiltraciju desne komore i vrha leve
komore. Histoloski, u krvnim sudovima pluca srednjeg kalibra nadeni su okluzivni trombi razlicite
starosti, kao i fokusi svezeg intraalveolarnog krvarenja uz izrazen alveolarni edem. U alveolarnim sep-
tama je fokalno nadena lakostepena fibroza, uz hiperplaziju pneumocita II i perivaskularne limfocitne
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infiltrate. Kardiomiociti su bili hipertrofi¢ni, sa perinuklearnim lipofuscinom. U predelu vrha srca po-
stojala je izrazena masna infiltracija, uz lakostepenu fibrozu intersticijuma i atenuaciju kardiomiocita.
U miokardu su nadeni retki fokusi monunuklearnog inflamatornog infiltrata, dominantno sacinjenog
od limfocita.U pojedinim intramiokardnim krvnim sudovima su nadeni parijetalni mikrotrombi u
organizaciji. Zakljucak: Obdukcije pacijenata nakon SARS-CoV2 infekcije su neophodne da bismo
potpuno razumeli patogenetske mehanizme i klinicke posledice bolesti.

Kljucne reci: obdukcija, SARS-CoV2, COVID19

Sudden death of a young woman one month after COVID-19 infection: A autopsy case
report

Kristina Brankovic', Dejan Jankovic?, Sofija Glumac', Jovan Jevtic', Milena Jovanovic', Radmila Jankovic'

"University of Belgrade, Faculty of Medicine, Institute of Pathology “Prof. Dr. Djordje Joannovi¢’, Belgrade, Serbia
*National Forensic Center of Serbia, Belgrade, Serbia

Objective: Presentation of pathohistological changes in a young person who died suddenly after CO-
VID-19 infection. Case report: A 38-year-old woman died during sleep after a long forced walk. One
month before death she was hospitalized for a mild form of COVID19 pneumonia. She was released for
home treatment, with a negative PCR test for SARS-CoV2, one week after hospitalization, with regular
check-ups. She received therapy according to the COVID-19 treatment protocol, which includes anti-
coagulant therapy. She was treated for Hashimoto's thyroiditis and partial thyroidectomy 3 years before
lethal outcome. A forensic autopsy was performed. The lungs were voluminous, congestive, edematous,
with subpleural hemorrhages. Spotted epicardial hemorrhages, hypertrophy of the left ventricule, dila-
tation of heart chambers and pronounced fatty infiltration of the right ventricle and the top of the left
ventricle were found. Histologically, occlusive organized and recent thrombi were found in the blood
vessels of medium caliber of the lungs, as well as foci of recent intraalveolar bleeding and prominent
intraalveolar edema. Focal mild fibrosis of the alveolar septa was found, with pneumocyte II hyperpla-
sia and perivascular lymphocyte infiltrates. Cardiomyocytes were hypertrophic, with perinuclear lipo-
fuscin. A severe fatty infiltration, with mild interstitial fibrosis and attenuation of cardiomyocytes was
found in the region of heart apex. Rare foci of monocular inflammatory infiltrate, predominantly com-
posed of lymphocytes, were found in the myocardium. Parietal organized microthrombi were found in
some intramyocardial blood vessels. Conclusion: Autopsies of patients after SARS-CoV2 infection are
necessary to fully understand the pathogenetic mechanisms and clinical consequences of the disease.

Key words: autopsy, SARS-CoV2, COVID19

P1-9

Klinicki nedijagnostikovana sistemska amiloidoza: prikaz dva autopsijska slucaja

Simsi¢ Nenad"?, Bogdanovi¢ Ljiljana', Terzi¢ Tatjana', Simi¢ Ljubica', Jevti¢ Jovan', Jankovi¢ Radmila’
"Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju “Prof. dr Porde Joannovi¢”

*KBC Bezanijska kosa, Beograd, Serbia

Cilj: Prikaz dva slucaja klini¢ki nedijagnostikovane amiloidoze dokazane na autopsijama. Prikaz slu-
¢aja: Prva bolesnica, starosti 65 godina je hospitalizovana zbog tesko poremecenog stanja svesti. Na-
deni su pancitopenija, hiperfibrinogenemija, hipoproteinemija, hipoalbuminemija i proteinurija. Bo-
lesnica je dva meseca ranije hospitalizovana zbog dekompenzujuce kardiomiopatije, kada su utvrdeni
hroni¢na bubrezna insuficijencija, hipoglikemija i primarni hipotireoidizam. Dvadeset godina se lecila
od reumatoidnog artritisa, a zbog karcinoma je imala resekciju Zeluca Billroth I. Neocekivan nalaz na
obdukciji su bili slezina ¢vrste konzistencije, staklastog izgleda i ezofagitis sa sivkstim tesko skidljivim
naslagama. Patohistoloskom analizom utvrdeno je prisustvo eozinofilne amorfne mase u interstici-
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jumu brojnih visceralnih organa, kao i u krvnim sudovima svih visceralnih organa izuzev mozga, a
Congo crvenim bojenjem dokazano je da se radi o amiloidu. Histopatoloski je verifikovan Candida
ezofagitis. Naden je tezak cistitis, a uzrok smrti je bila sepsa. Druga bolesnica, 46 godina, dugogodis-
nji dijabeticar, hospitalizovana zbog izraZenog ascitesa nejasne etiologije. Na CT-u abdomena videni:
edem zida kolona, suspektna tromboza vene mesentericae superior, hipodenzitet slezine. Na autopsiji
su zapazeni uvecanje, ¢vrs¢a konzistencija, vostani sjaj slezine, jetre i bubrega. Patohistoloskom anali-
zom na HE preparatima videni su eozinofilni, amorfni depoziti difuzno u intersticijumu slezine, duz
sinusoida jetre, duz glomerularne bazalne membrane, u mezangijumu i krvnim sudovima bubrega
i u kostnoj srzi. Isklju¢eno je postojanje mijeloma u uzorku kostne srzi. Uradeni su: PAS (depoziti
negativni), trihromno (depoziti svetlo sivo-plavi), Congo red (depoziti crveni) i Tioflavin T bojenje
(fluorescentna pozitivnost depozita), ¢ime je potvrdena amiloidoza. Uzrok smrti je kardiorespiratorna
insuficijencija. Zakljucak: Sistemska amiloidoza moze biti klini¢ki neprepoznata komplikacija hronic-
nih inflamatornih bolesti i dijabetesa.

Kljucne reci: sistemska amiloidoza, congo crveno bojenje, tioflavin T

Clinicaly unrecognised systemic amyloidosis: A two autopsy case reports

Simsic Nenad"?, Bogdanovic Ljiljana', Terzic Tatjana', Simic Ljubica’, Jevitc Jovan', Jankovic Radmila’
"Univeristy of Belgrade, Faculty of Medicine, Institute of pathology “Prof. dr Djordje Joannovic”, Belgrade, Serbia
*University Hospital Medical Center Bezanijska kosa, Belgrade, Srbia

Objective: Presentation of the two cases of clinically undiagnosed amyloidosis confirmed by autopsy.
Case reports: Female, 65 year-old was admitted to the hospital due to coma. Pancitopenia, hyperfi-
brinogenemia, hypoproteinemia, hypoalbuminemia and proteinuria were found. About two months
earlier she was hospitalised because of the decompensatory cardiomiopathia, chronic renal failure,
hypoglicemia and primary hypothyreosis. She was being treated from rheumatoid arthritis for 20 years
and had had the stomach resection because of the carcinoma (Billroth I). Unexpected findings on the
autopsy were very solid, glassy spleen and esophagitis with hardly removable gray plaques. Pathohisto-
logicaly, amorphic eosinophilic structure was seen in the interstitium of many visceral organs and blo-
od vessels of all viceral organs except brain. Amyloid was confirmed by Congo red staining. Candida
infection was found within the esophageal wall. Severe cystitis was found. The main cause of death was
sepsis. The other patient, 46 year-old female, long-termed diabetic, was hospitalised due to severe asci-
tes, unknown etiology. Edematous colon wall, suspectious thrombosis of the superior mesenteric vein
and hypodensity of the spleen were noted by abdominal CT scan. Spleen, liver and kidney macroscopi-
cally showed enlargement, solid consistency and waxy appearance. Eosinophilic, amorphic deposits
diffusely presented in spleen interstitium, liver sinusoids, glomerular basal membranes, mesangium,
renal blood vessels and in bone marrow were noted during patohistologycal analysis. PAS staining
(negative), trichrome staining (gray-blue deposits), Congo red (positive) and Thioflavin T (fluorescen-
tic positivity) was performed, confirming amyloidosis. Cause of death was cardiorespiratory failure.
Conclusion: Systemic amyloidosis could be clinicaly unrecognised complication of chronic inflamma-
tory diseases and diabetes.

Key words: systemic amyloidosis, Congo red, thioflavin T
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Mekel-Gruberov sindrom: prikaz autopsijskog slucaja

Milka Kocoska, Boro Ilievski, Gordana Petrusevska
Institut za Patologiju, Medicinski fakultet, Univerzitet “Sv. Kirila i Metodija”, Skopje, Republika Severna Makedonija

Cilj: U ovom izvestaju predstavljamo slucaj Mekel-Gruberov sindrom (MGS) u kome je dijagnoza
postavljena na obdukciji. MGS je trijada okcipitalne encefalocele, policisticnih bubrega i postaksijalne
polidaktilije. To je retko, smrtonosno autozomno recesivno stanje mapirano na 6 razli¢nih lokusa u
razlicnim hromozomima. MGS je stanje koje karakterisu ciliopatije uzorkovane disfunkcijom cilija i
flagela. Sirom sveta incidencija MGS procenjena je na 1 on 135.000 Zivorodenih. Mekel-Gruberov sin-
drom se nasleduje u porodicama kao autozomno recesivna bolest sa 25% $anse da se ponovi u svakoj
trudnodi. Glavni dijagnosticki kriterijumi MGS-a uklju¢uju najmanje 2 od 3 klasicne manifestacije.
Prikaz slucaja: U ovom izvestaju predstavljamo slu¢aj MGS u kome je dijagnoza postavljena na ob-
dukciju muskog fetusa u 16 nedelji gestacije na osnovu tipi¢ne trijade bolesti. Makroskopski nalaz uk-
lju¢uje okcipitalnu encefalocelu, policisticne bubrege i postaksijalnu heksadaktiliju. Ove karakteristike
upucuju na dijagnozi Mekel-Gruberovog sindroma. Uraden je histopatoloski pregled na presecima
uzetih iz visceralnih organa pokazao je nezrelost koja odgovara gestacionoj starosti. Sekcije koje su
proucavane iz oba bubrega pokazale su fetalne glomerule i cisti¢nu dilataciju tubula koje odgovaraju
cistama po gruboj morfologiji. Zakljucak: Savetovanje je sastavni deo menadmenta, posebno o riziku
ponovog pojavljanja narednih trudnoca. Nag cilj ovog pregleda je da unapredimo znanje i prosirimo
svest 0 ovoj retkoj i smrtonosnoj anomaliji.

Kljucne reci: Okcipitalna encefalocela, policisticni bubreg, polidaktilija, Mekel -Gruberov sindrom

Meckel-Gruber syndrome: A case report

Milka Kochoska, Boro Ilievski, Gordana Petrushevska

Institution where the authors work: Institute of Pathology, Medical faculty, Ss. Cyril and Methodius University, Skopje, Republic of North
Macedonia

Objective: In this report, we present the case of Mekel-Gruber syndrome (MGS) in which the dia-
gnosis was made at autopsy. MGS is a triad of occipital encephalocele, polycystic kidneys, and postaxial
polydactyly. It is a rare, lethal autosomal recessive condition mapped to 6 different loci in different
chromosomes. Meckel-Gruber syndrome is a condition characterized by ciliopathies caused by dys-
function of cilia and flagella. The worldwide incidence of MKS has been estimated at 1 in 135,000 live
births. Meckel-Gruber syndrome inherits in families as autosomal recessive disease with a 25% chance
of recurrence in each pregnancy. The major diagnostic criteria of MGS include at least 2 of the 3 classic
manifestations. Case report: In this report, we present a case of MGS in which the diagnosis was made
on autopsy of male fetus at 16 weeks of gestation based on the typical triad of the disease. The macros-
copic finding includes occipital encephalocele, polycystic kidneys and postaxial hexadactyly. These fea-
tures were suggestive of the diagnosis of Meckel-Gruber Syndrome. Histopathological examination on
sections taken from the visceral organs showed immaturity corresponding to gestational age. Sections
studied from both the kidneys showed fetal glomeruli and cystic dilation of the tubules corresponding
with the cysts on gross morphology. Conclusion: Counseling forms an integral part of management
especially about the recurrence risk of subsequent pregnancies. Our aim of this review is to enhance
the knowledge and spread awareness about this rare and lethal anomaly.

Key words: occipital encephalocele, polysystic kidney, polydactyly, Meckel-Gruber Syndrome
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Prevalenca i tipovi kongenitalnih anomalija gastrointestinalnog trakta u operativnom ma-
terijalu u petogodi$njem periodu (2016-2020.)

Sanja Despotovic', Jovan Jevti®, Marija Lukac®, Sanja Sindi¢ Antunovi€, Dragana Vujovi©, Jelena Sara-
novi¢, Marija Kovacevi¢®, Radmila Jankovi¢?

"Univerzitet u Beogradu, Medicinski fakultet, Beograd, Institut za Histologiju i embriologiju “Aleksandar D. Kosti¢”

*Univerzitet u Beogradu, Medicinski fakultet, Beograd, Institut za patologiju “Prof. dr Porde Joannovi¢”
*Univerzitet u Beogradu, Medicinski fakultet, Beograd, Univerzitetska decija klinika Tir§ova

Cilj: Analiza tipova i ucestalosti kongenitalnih anomalija GIT-a u petogodi$njem periodu (2016-2020.)
Instituta za patologiju “Prof. dr Porde Joannovi¢” Medicinskog fakulteta u Beogradu. Uved: Gastroin-
testinalni trakt (GIT) u toku intrauterinog razvoja prolazi kroz veliki broj kompleksnih i precizno regu-
lisanih procesa, a poremecaji koji mogu nastati tokom razlic¢itog perioda razvoja dovode do nastanka
¢itavog spektra kongenitalnih anomalija. Materijal i metode: Retrospektivna analiza ucestalosti razli-
¢itih gastrointestinalnih anomalija operisanih u Univerzitetskoj decijoj klinici Tir$ova u Beogradu u
petogodi$njem periodu (2016-2020). U istrazivanje su ukljuceni pacijenti kod kojih je prisustvo konge-
nitalne anomalije GITa potvrdeno histopatoloski i/ili imidzing tehnikama. Rezultati: U petogodi$njem
periodu je registrovano 103 slucaja kongenitalnih anomalija GITa: 32 sluc¢aja Hir§prungove bolesti
(31,1%), 32 Mekelova divertikuluma (31,1%), 13 intestinalnih atrezija/stenoza (12,6%), 12 atrezija anu-
sa (11,6%), 7 hipertrofi¢nih stenoza pilorusa (6,8%) i 3 cisti¢ne duplikature creva (2,9%). Retke anoma-
lije, od kojih je svaka registrovana kod jednog pacijenta (9,7%) bile su: cisti¢cna duplikatura jednjaka,
omfalomezenteri¢na fistula, enteri¢na cista gastrokoli¢nog ligamenta, anomalija grade misi¢nog zida
creva i segmentna dilatacija ileuma. Medu pacijentima sa registrovanim kongenitalnim anomalijama
72 pacijenta su bila muskog a 31 Zenskog pola. Medijana starosne dobi pacijenata u vreme hirurske
intervencije bila je 13 meseci (3-110.75). Zakljucak: Precizna dijagnoza kongenitalnih anomalija GITa
je vazna zbog prevencije moguc¢ih komplikacija i udruzenosti sa drugim anomalijama.

Kljucne reci: kongenitalne anomalije, gastrointestinalni trakt, Hir§prungova bolest, Mekelov di-
vertikulum, atrezija

Prevalence and types of congenital anomalies of the gastrointestinal tract in the operative
material

Sanja Despotovic', Jovan Jevtic’, Marija Lukac’, Sanja Sindjic Antunovic’, Dragana Vujovic®, Jelena Sara-
novi¢, Marija Kovacevic®, Radmila Jankovic?

"University of Belgrade, Faculty of Medicine, Belgrade, Institute of histology and embryology “Aleksandar . Kosti¢”

*University of Belgrade, Faculty of Medicine, Belgrade, Institute of pathology “Prof. dr Porde Joannovi¢”
*University of Belgrade, Faculty of Medicine, Belgrade, University Children’s Hospital Tirsova

Objective: Analysis of the types and frequency of congenital anomalies of the GIT in the five-year
period (2016-2020) of the Institute of Pathology “Prof. Dr. Djordje Joannovic *, Faculty of Medicine,
Belgrade. Introduction: The gastrointestinal tract (GIT) undergoes a large number of complex and
precisely regulated processes during intrauterine development, and disorders that can occur during
different periods of development lead to a whole spectrum of congenital anomalies. Aim: Analysis of
the types and frequency of congenital anomalies of the GIT in the five-year period (2016-2020) of the
Institute of Pathology “Prof. Dr. Djordje Joannovic ”, Faculty of Medicine, Belgrade. Material and Met-
hods: Retrospective analysis of the frequency of various gastrointestinal anomalies surgically treated
at the University Children’s Hospital Tirsova in Belgrade in a five-year period (2016-2020). The study
included patients in whom the presence of a congenital GIT anomaly was confirmed histopathologi-
cally and/or by imaging techniques. Results: In the five-year period, 103 cases of congenital GIT ano-
malies were registered: 32 cases of Hirschsprung’s disease (31.1%), 32 Meckel’s diverticula (31.1%), 13
intestinal atresias/stenosis (12.6%), 12 anal atresias (11.6%), 7 hypertrophic pyloric stenosis (6.8%) and
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3 cystic bowel duplications (2.9%). Rare anomalies, each of which was registered in one patient (9.7%)
were: cystic duplication of the esophagus, omphalomesenteric fistula, enteric cyst of the gastrocolic
ligament, anomaly of the muscular wall of the intestine and segmental dilatation of the ileum. Among
patients with congenital anomalies, 72 were male and 31 female. The median age of patients at the time
of surgery was 13 months (3-110.75). Conclusion: Accurate diagnosis of congenital anomalies of the
GIT is important for the prevention of possible complications and association with other anomalies.

Key words: congenital anomalies, gastrointestinal tract, Hirschsprung’s disease, Meckel’s diverti-
culum, atresia

P1-12
Senescencija u meningiomima: imunohistohemijska studija

Vladimir Mijajlovi¢', Rosanda Ili¢°, Dejan Rasic, Dusko Dunderovic¢’, Savo Raicevi®, Ivan Soldatovic®,
Silvio de Luka’, Emilija Manojlovi¢ Gacic*

"Univerzitetski klinicki centar Srbije, Odeljenje patohistologije, Beograd, Srbija

*Univerzitetski klinicki centar Srbije, Klinika za neurohirurgiju, Beograd, Srbija

*Univerzitetski klinicki centar Srbije, Klinika za oftalmologiju, Beograd, Srbija

“Institut za patologiju, Medicinski fakultet, Univerzitet u Beogradu, Beograd, Srbija

*Univerzitetski klini¢ki centar Srbije, Odeljenje patohistologije, Beograd, Srbija

®Institut za medicinsku statistiku i informatiku, Medicinski fakultet, Univerzitet u Beogradu, Beograd, Srbija

“Institut za patofiziologiju, Medicinski fakultet, Univerzitet u Beogradu, Beograd, Srbija

Cilj: Cilj studije je bio ispitivanje uticaja procesa senescencije (¢elijskog starenje) na progresiju menin-
gioma u visi gradus. Uvod: Meningiomi su tumori koji poti¢u od meningotelijalnih celija, gde ve¢ina
njih pripada gradusu 1 prema klasifikaciji tumora Centralnog Nervnog Sistema Svetske Zdavstevene
Organizacije (CNS WHO). Faktori koji uti¢u na progresiju u visi gradus (atipicni meningiom - CNS
WHO gradus 2 i anaplasti¢ni meningiom — CNS WHO gradus 3) jo$ uvek nisu ispitani. Senescencija je
predlozena kao potencijalni mehanizam koji favorizuje malignu transformaciju ovih tumora. Lizozo-
malni enzim beta - galaktozidaza (B-gal) i inhibitori ciklin-zavisne kinaze p16 i p21 predlozeni su kao
pouzdani markeri procesa senescencije. Materijal i metode: U ovoj retrospetkivnoj studiji, analizirali
smo 318 meningioma, od kojih je 178 bilo gradusa 1 prema CNS WHO klasifikaciji, 133 je bilo gra-
dusa 2 i 7 je bilo gradusa 3 prema pomenutoj klasifikaciji. Tkivni mikronizovi (TMN) su formirani od
tri cilindra svakog tumora. Tkivni mikronizovi su zatim bojeni imunohistohemijski, koriste¢i antitela
za B-gal, p16 i p21, sa eksternom pozitivnom kontrolom za svaki marker i negativnom kontrolom za
svaki slajd. Rezultati: Statisticki znacajna razlika izmedu meningioma gradusa 1 i gradusa 2 prema
CNS WHO Klasifikaciji je uocena u vidu ekspresije markera p16 (p=0,006) i f-gal (p=0,004). Pozitivna
povezanost gradusa tumora sa ekspresijom markera p16 (p=0,016) i B-gal (p=0,002) je takode prime-
¢ena. Zakljucak: Povecana ekspresija u slucaju 2 od 3 markera senescencije kod atipénih meningioma
sugeri$e aktivaciju procesa senescencije, a koji verovatno ne igra ulogu u progresiji gradusa mengioma.

Kljucne reci: senescencija, mengiom, atipi¢ni meningiom
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Senescence in meningiomas: An immunohistochemical study

Vladimir Mijajlovic', Rosanda Ilic?, Dejan Rasic’, Dusko Dundjerovic?, Savo Raicevic’, Ivan Soldatovic®,
Silvio de Luka’, Emilija Manojlovic Gacic*

! University Clinical Center of Serbia, Department for Pathohistology, Belgrade, Serbia

“University Clinical Center of Serbia, Clinic for Neurosurgery, Belgrade, Serbia

*University Clinical Center of Serbia, Clinic for Ophthalmology, Belgrade, Serbia

“Institute of Pathology, School of Medicine, University of Belgrade, Belgrade, Serbia

*University Clinical center of Serbia, Clinic for Neurosurgery, Belgrade, Serbia

SInstitute of Medical Statistics and Informatics, School of Medicine, University of Belgrade, Belgrade, Serbia

"Institute of Pathophysiology, School of Medicine, University of Belgrade, Belgrade, Serbia

Objective: Investigation of the influence of the senescence process on the progression to the higher gra-
de of meningiomas. Introduction: Meningiomas are tumors originating from meningothelial cells, the
majority of them belonging to the grade 1 according to the classification of the tumors of the Central
Nervous System World Health Organization (CNS WHO). Factors contributing to the progression to
the higher grade (atypical meningioma - CNS WHO grade 2 and anaplastic meningioma - CNS WHO
grade 3) have not been elucidated yet. The senescence has been proposed as a potential mechanism
constraining the malignant transformation of tumors. Lysosomal enzyme beta-galactosidase ([3-gal)
and inhibitors of cyclin-dependent kinases p16 and p21 have been suggested as reliable markers of the
senescence process. Material and Methods: In this retrospective study, we analyzed 318 meningiomas,
178 being CNS WHO grade 1, 133 being CNS WHO grade 2 and 7 being CNS WHO grade 3. Tissue
microarrays (TMA) were constructed with 3 cores of each tumor. TMA slides were stained immuno-
histochemically on the same run, using antibodies for B-gal, p16 and p21, with an external positive
control for each marker and negative control for each slide. Results: Statistically significant difference
between meningiomas CNS WHO grade 1 and grade 2 was observed in the expression of markers p16
(p=0.006) and B-gal (p=0.004). The positive correlation of the tumour grade with expression of mar-
kers p16 (p=0.016) and -gal (p=0.002) was also noted. Conclusion: The increase in the expression of 2
out of 3 senescence markers in atypical meningiomas suggests the activation of the senescence process
which likely does not play role in the progression of the grade in meningiomas.

Key words: senescence, meningioma, atypical meningioma
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Retke mutacije receptora epidermalnog faktora rasta u celijama uznapredovalog adeno-
karcinoma pluca

Aleksandra Lovrenski®?, Tamara Zelenovi¢®, Nikola Gardi¢, Vanesa Sekerus™?, Bojan Zari¢"?, Dragana
Tegeltija"*

'Institut za pluéne bolesti Vojvodine, Sremska Kamenica, Novi Sad, Srbija

*Medicinski fakultet, Univerzitet u Novom Sadu, Srbija

Cilj: Cilj ovog istrazivanja bio je da se utvrdi ucestalost prisustva retkih EGFR mutacija kod pacijenata
sa uznapredovalim adenokarcinomom pluca, te da se utvrdi pojedinac¢na zavisnost prisustva mutacije
u tumorskim celijama sa odredenim klinicko-patoloskim karakteristikama. Uvod: Najcesce zastuplje-
ne EGFR mutacije su mutacije egzona 19 i 21, dok u retke tipove spadaju mutacije egzona 20 i 18. Retki
tipovi EGFR mutacija su u vezi sa smanjenim odgovorom na terapiju inhibitorima tirozin kinaze, stoga
tacna procena njihove zastupljenosti je klju¢na u efikasnom lecenju. Materijal i metode: Prospektiv-
no-retrospektivna studija obuhvatila je 309 pacijenata sa uznapredovalim adenokarcinomom pluca u
Institutu za plucne bolesti Vojvodine u Sremskoj Kamenici u periodu od 01. januara 2020. godine do
31. decembra 2021. godine. Mutacija je detektovana PCR metodom. Analizirane su klinicko-patoloske
karakteristike: pol, dob, pusacke navike, stadijum bolesti i histoloski tip tumora. Rezultati: Od 309 is-
pitanih pacijenta EGFR mutacija je potvrdena kod 42 pacijenta (13,59%). ZabeleZena je visoka ucesta-
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lost (30,95%) retke mutacije egzona 20 kod trinaest pacijenata, sedam Zena i Sest muskaraca, ve¢inom
pusaca (83,33%) sa potvrdenim solidnim adenokarcinomom pluca u 50% slucajeva. Jedan pacijent,
muskarac sa negativnim pusackim statusom, imao je tackastu mutaciju G719X egzona 18 (2,38%), me-
$anog patohistoloskog tipa adenokarcinoma. Kod svih pacijenata sa retkom EGFR mutacijom dokaza-
na je limitirana osetljivost na inhibitore tirozin kinaze. Od klasi¢nih EGFR mutacija najcesce je potvr-
dena mutacija egzona 21 (35,71%) i egzona 19 (28,57%). Zakljucak: Rezultati nase studije ukazuju na
visoku ucestalost mutacije egzona 20 (30,95%) kod starijih pacijenata, pusaca sa potvrdenim solidnim
histoloskim podtipom adenokarcinoma pluca i limitiranom osetljivo$¢u na inhibitore tirozin kinaze.

Kljucne reci: adenokarcinom pluca, EGFR mutacija, PCR, ciljana terapija

Rare mutations of epidermal growth factor receptors in tumor cells of advanced lung ade-
nocarcinoma

Aleksandra Lovrenski'?, Tamara Zelenovic?, Nikola Gardic’, Vanesa Sekerus"?, Bojan Zaric"?, Dragana
Tegeltija"’

Institute for Lung Diseases of Vojvodina, Sremska Kamenica, Novi Sad, Serbia; Faculty of Medicine, University of Novi Sad, Serbia
*Faculty of Medicine, University of Novi Sad, Serbia

Objective: To determine frequency of rare EGFR mutations in patients with advanced lung adenocar-
cinoma and individual dependence of the presence of mutations in tumor cells with certain clinical and
pathological characteristics. Introduction: The most common EGFR mutations are exon 19 and 21
mutations, while rare types include exon 20 and 18. Rare types of EGFR mutations are associated with
reduced response to tyrosine kinase inhibitor (TKI) therapy, so accurate assessment of their presence
is crucial in effective treatment. Material and Methods: The prospective-retrospective study included
309 patients with advanced adenocarcinoma of the lung at the Institute for Lung Diseases of Vojvodina
in two year period. The mutation was detected by PCR. Clinical and pathological characteristics were
analyzed: sex, age, smoking habits, stage of the disease, and histological type of tumor. Results: Of the
309 patients, the EGFR mutation was confirmed in 42 patients (13.59%). A high incidence (30.95%) of
rare exon 20 mutation was observed in thirteen patients, seven women and six men, mostly smokers
(83.33%) with confirmed solid lung adenocarcinoma in 50% of cases. One patient, a man with negative
smoking status, had point mutation in G719X exon 18 (2.38%) and mixed pathohistological type of
adenocarcinoma. Limited susceptibility to TKI has been demonstrated in all patients with rare EGFR
mutations. Of the classic EGFR mutations, the most commonly confirmed mutations were exon 21
(35.71%) and 19 (28.57%). Conclusion: The results of our study indicate high frequency of exon 20
mutation (30.95%) in smokers with confirmed solid histological subtype of lung adenocarcinoma, and
limited susceptibility to TKI.

Key words: lung adenocarcinoma, EGFR mutation, PCR, targeted therapy
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Uticaj statina na ekspresiju bcl-2 u aorti

Golub Samardzija', Bojana Andrejic Visnjic?, Lazar Velicki’, Dragana Tegeltija*, Milana Bosanac?, Neve-
na Dumié, Stefan Janici¢®

! Medicinski fakultet, Institut za kardiovaskularne bolesti Vojvodine, Novi Sad, Srbija

*Odsek za Histologiju i embriologiju, Medicinski fakultet, Novi Sad, Srbija

*Medicinski fakultet Novi Sad, Institut za kardiovaskularne bolesti Vojvodine, Novi Sad, Srbija

*Medicinski fakultet Novi Sad, Institut za plu¢ne bolesti Vojvodine, Novi Sad, Srbija

*Medicinski fakultet Novi sad, Novi Sad, Srbija

Cilj: Cilj naseg istrazivanja bio je ustanoviti prisustvo Bcl2+ makrofaga u zidu aorte pacijenata sa od-
nosno bez statinske terapije, i to u neizmenjenom zidu aorte, aorti sa promenama tipa ateroskleroze
(blage i izrazene), disekcije (D) i aortitisa (Ao). Uvod: Statini su lekovi koji inhibisu sintezu holesterola,
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ali imaju i niz drugih efekata zbog ¢ega su ukljuceni u terapiju razli¢itih oboljenja Postoje indicije da
uti¢u na prezivljavanje tj. proces apoptoze makrofaga, $to bi moglo uticati na tok oboljenja. Materijal
i metode: Analizirano je 50 uzraka hiruirski odstranjene aorte pacijenta sa (Th-S grupa) tj. bez statina
u terapiji (Th-nonS$ grupa). Tkivo je obradeno standardnom histoloskom tehnikom i obojen metoda-
ma hematoksilin-eozin (HE) i imunohistohemijskom metodom primenom anti-Bcl-2 antitela. Semi-
kvantitativno je odredeno uobic¢ajeno, odnosno blago i izrazeno pojacano prisustvo Bcl-2+ makrofaga.
Grani¢nom vredno$cu za pojacano prisustvo, smatrano je >5 Bcl-2+ makrofaga. Prikupljeni podaci su
obradeni u Microsoft Excell-u i IMB SPSS 23 Statistics-u. Rezultati: Primena statina povecala je pri-
sustvo Bcl-2+ makrofaga u aortama bez i sa promenama u zidu (p<0,01). Izrazeno pojacano prisustvo
je znacajno ¢e$ce i u blagoj i izrazenoj aterosklerozi Th-S (p<0,01). Izrazeno pojacano prisustvo Bcl-2+
makrofaga u izrazenoj aterosklerozi je znacajno cesce usled primene statina, u predelu intime i medije.
I u disekciji i u aortitisu statini dovode do pojacanog prisustva Bcl-2+ makrofaga, bez razlike u pri-
sustvu u odredenom sloju zida. Zakljucak: Statini dovode do pojac¢anog prisustva Bcl-2+ makrofaga,
produzavaju njihov vek, kako u neizmenjenom tako i u obolelom tkivu aorte, kod svih posmatranih
entiteta. Ovo ukazuje na potenciranje inflamacije i o$tecenja zida aorte.

Kljucne reci: statini, Bcl-2, makrofagi, disekcija, aortitis

Efect of statins on bcl-2 expression in aorta

Golub Samardzija', Bojana Andrejic Visnjic’, Lazar Velicki’, Dragana Tegeltija*, Milana Bosanac®, Neve-
na Djumic’, Stefan Janicic®

'Faculty of Medicine Novi Sad, Institute of Cardiovascular Diseases of Vojvodina, Novi Sad, Serbia

“Department of Histology and Embryology, Faculty of Medicine, Novi Sad, Serbia

*Faculty of Medicine, Institute of Cardiovascular Diseases of Vojvodina, Novi Sad, Serbia

*Faculty of Medicine, Institute for Lung Diseases of Vojvodina, Novi Sad, Serbia

*Faculty of Medicine, Novi Sad, Serbia

Objective: We investigated the presence of Bcl2+ macrophages in the aorta of patients with or without
statin therapy, in unaltered or aorta with pathohistological changes (atherosclerosis, dissection and
aortitis). Introduction: Statins are cholesterol synthesis inhibitors, with other effects. There are indica-
tions that they affect macrophage apoptosis, which could affect the course of the disease. Material and
Methods: Fifty aorta samples of a patients with (Th-S) or without statins in therapy (Th-nonS) were
analyzed. After standard histological processing. tissue was stained by hematoxylin-eosin and immu-
nohistochemical methods (anti-Bcl-2 antibodie). The usual, ie mild and pronounced increase of Bcl-
2+ macrophages presence was determined semiquantitatively. The limit value for increased presence
was >5 Bcl-2+ macrophages. The collected data were processed in Microsoft Excell and IMB SPSS 23
Statistics. Results: Statin administration increased the presence of Bcl-2+ macrophages in the aorta
without and with pathohistological changes (p <0.01). Pronounced increase of Bcl-2+ macrophages is
significantly more common in mild and severe atherosclerosis of Th-S samples (p <0.01). Statins lead
to more frequent pronounced increase of Bcl-2+ macrophages in severe atherosclerosis, in the intima
and media. In both dissection and aortitis, statins lead to increased presence of Bcl-2+ macrophages,
with no differences to a particular wall layer. Conclusion: Statins lead to an increased presence of Bcl-
2+ macrophages, prolonging their life, both in unaltered and in diseased aortic tissue, in all observed
entities. This indicates an increase in inflammation and damage to the aortic wall.

Key words: statins, BCL-2, macrophages, disection, aortitis
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Maligni mesoviti Milerov tumor (karcinosarkom) tela materice: iskustvo jedne institucije

Stefan Ivi¢', Tijana Vasiljevi¢>?, Tatjana Ivkovic¢ Kapicl>?, Bojan Radovanovic®
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Cilj: Odredivanje klinickih i patohistoloskih parametara koji karakterisu pojavu MMMT, procena fak-
tora rizika i upotrebe imunohistohemije. Uvod: Maligni meSoviti Milerov tumor (MMMT) je redak,
agresivni tumor materice koji se pretezno javlja u starijoj populaciji. Izgraden je iz epitelne i mezen-
himalne komponente i deli se na homologni i heterologni histoloski tip. Materijali i metode: Studija
je obuhvatila 30 pacijentkinja sa patohistoloski verifikovanim MMMT u periodu od januara 2009. do
decembra 2019. godine lec¢enih na Institutu za onkologiju Vojvodine. U studiji su procenjivani razli-
¢iti klinicko-demografski parametri. Rezultati: Prosec¢na starost pacijentkinja iznosila je 65 godina.
Faktori rizika bili su: menopauza, hipertenzija, gojaznost, dijabetes tip II, hereditet, nuliparitet, lece-
nje tamoksifenom i prethodno zracenje karlice. Najces¢i simptom bilo je postmenopauzalno krvare-
nje. Patohistologka dijagnoza je u vecini slucajeva postavljena nakon kiretaze. Kod svih pacijentkinja
sprovedena je histerektomija sa obostranom adneksektomijom. Adjuvantnu terapiju je primilo 70%
pacijentkinja, najcesce u vidu hemioterapije sa kompletnom radioterapijom. Hemioterapiju je primilo
57% pacijentkinja, najcesce kao polihemioterapiju kombinovanu sa drugim terapijskim modalitetima.
Najcesc¢i hemioterapijski protokol bio je Cisplatin-Ifosfamid (47,1% slucajeva). Vecina pacijentkinja
nalazila se u FIGO stadijumima I i IT (80%). Kod 40% pacijentkinja primeceni su recidivi, prose¢no na-
kon 16 meseci. Recidivi su se javljali kod pacijentkinja bez obzira na adjuvantu terapiju. Najznacajnija
antitela u detekciji epitelne komponente bila su AE1/AE3 i CK-7, a u detekciji mezenhimalne Vimentin
i Actin. Zaklju¢ak: MMMT je redak tumor koji se javlja kod starijih postmenopauzalnih zena koje se
javljaju zbog postmenopauzalnog krvarenja. Bez obzira na primenjenu terapiju rano recidivira.

Klju¢ne reci: karcinosarkom, maligni mesoviti Milerov tumor, materica

Malignant mixed Miller tumor (Carcinosarcoma) of the uterus: experience of an institu-
tion

Stefan Ivic', Tijana Vasiljevic*?, Tatjana Ivkovic Kapicl>?, Bojan Radovanovic’

'Center of Pathology and Histology, University Clinical Center of Vojvodina, Novi Sad, Serbia

*Department of Pathoanatomical and laboratory diagnostics, Oncology Institute of Vojvodina, Sremska Kamenica, Serbia
*Department for Pathology, Faculty of Medicine, University of Novi Sad, Serbia

Objective: Determination of clinical and pathohistological features of MMMT, assessment of risk fa-
ctors and the use of immunohistochemistry. Introduction: Malignant Mixed Miller Tumor (MMMT)
is a rare, aggressive uterine tumor that predominantly occurs in older women. It is consisted of epithe-
lial and mesenchymal component and is divided into homologous and heterologous histological types.
Material and Methods: Study included 30 patients with histopathological diagnosis of MMMT from
January 2009 to December 2019 treated at the Oncology Institute of Vojvodina. The study evaluated
different clinical and demographic parameters. Results: Average age of patients was 65 years. Risk
factors included: menopause, hypertension , obesity, type II diabetes, heredity, nulliparity, tamoxifen
treatment and pelvic radiation. Postmenopausal bleeding was the most common symptom. Patho-
histological diagnosis was in most cases made after curettage. Hysterectomy with bilateral adnexe-
ctomy was performed in all patients. Adjuvant therapy was applied to 70% of patients, most often in
the form of chemotherapy with complete radiotherapy. 57% of patients received chemotherapy, most
often as polychemotherapy with other therapeutic modalities. Most common chemotherapy protocol
was Cisplatin-Ifosfamide (47.1%). Majority of patients were in FIGO stages I and II (80%). In 40% of
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patients, relapses were observed, on average after 16 months. Relapses occurred regardless of adjuvant
therapy. Most significant antibodies in the detection of epithelial component were AE1 / AE3 and CK-
7, and in the detection of mesenchymal component Vimentin and Actin. Conclusion: MMMT is a
rare tumor that occurs in older postmenopausal women. Most common symptome is postmenopausal
bleeding. Regardless of the therapy applied, it recurs early.

Key words: carcinosarcoma, malignant mixed Mullerian tumor, uterus
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Rezultati klinicko-patoloske studije pacijenata sa Hodgkinovim limfomom u Klinickom
centru Crne Gore

Tanja Nenezi¢', Mirjana Miladinovi¢, Ljiliana Vuckovic', Tatjana Culafié', Vesko Vujicié?

! Klini¢ki centar Crne Gore, Centar za patologiju, Podgorica, Crna Gora

*Klinic¢ki centar Crne Gore, Klinika za hematologiju, Podgorica, Crna Gora

Cilj: U radu prikazujemo demografske karakteristike (pol i starosna dob) i patohistoloske karakteri-
stike Hodgkinovog limfoma kod pacijenata u Crnoj Gori u periodu od 2005. do 2015. godine. Uvod:
Grupa Hodgkinovih limfoma je relativno rijetko oboljenje, govoreci globalno, sa incidencom od 2.7-
2.8/100000. Znacaj ovog obolejnja se ogleda u cinjenici da je ovo jedan od najcesc¢ih maligniteta u
mladoj Zivotnoj dobi. Materijal i metode: U radu je koris¢ena baza podataka pacijenata lijecenih od
Hodgkinovog limfoma na Klinici za hematologiju Klinickog centra Crne Gore. Prikupljeni su podaci
o polu, starosti i histoloskom tipu. Rezultati: Ukupno je bilo 130 registrovanih pacijenata u dese-
togodi$njem periodu. Vecina registrovanih su bili muskarci, 83 slucaja ili 63,8%. Od svih ispitanika
muskog pola 74,7% je bilo mlade od 55 godina, a kod Zena 61,7% je bilo mlade od 55 godina. Najvise
registrovanih je bilo sa nodularnom sklerozom, 45% ili 58 slucaja i sa mjeSovitom celularno$cu, 42%
ili 55 slucaja. Ostali pacijenti su bili sa nodularnom limfocitnom predominacijom, 7% ili 10 slucaja i
klasi¢nim limfomom bogatim limfocitima, 6% ili 7 slucaja. Zakljucak: Hodgkinov limfom je ucestaliji
kod muskaraca, bez statisticki znacajne razlike u distribuciji histoloskog tipa i starosti prema polu. Pik
je uuzrastu od 25 do 34 godine, na ra¢un muskog pola, dok je kod Zena broj ujednacen po dobnim gru-
pama. Pacijenti sa nodularnom limfocitnom predominacijom i mjeSovitom celularno$c¢u su znacajno
stariji, nego pacijenti sa klasi¢cnim Hodgkinovim limfomom i nodularnom sklerozom. Trend kretanja
je ujednacen i bez znacajne razlike u brzini promjene izmedu muskaraca i Zena.

Kljucne reci: Hodgkinov limfom, histoloski tip, baza podataka

Results clinical-pathological study of patients with Hodgkin’s lymphoma, Clinical Center
Montenegro

Tanja Nenezic', Mirjana Miladinovic', Ljiljana Vuckovic', TatjanaCulafic', Vesko Vujicic®

! Clinical center of Montenegro, Center for Pathology, Podgorica, Montenegro

*Clinical center of Montenegro, Haematology center, Podgorica, Montenegro

Objective: Demographic characteristics (sex and age) and pathohistological characteristics of Hod-
gkin’s ymphoma among patients in Montenegro from 2005 to 2015. Introduction: Group of Hodgkin’s
lymphomas is a relatively rare disease, an incidence of 2.7-2.8 / 100000. Significance of disease is re-
flected in fact that this is one of the most common malignancies at younger. Material and Methods:
Database of patients treated from Hodgkin’s lymphoma at Haematology Clinic at Clinical Center of
Montenegro used in paper. Data on sex, age and histological type were collected. Results: Total num-
ber of registered patients for the last ten years is 130. The majority of those registered are male, 83 cases
or 63.8%. Of all male respondents, 74.7% were under the age of 55, and 61.7% among women were
under the age of 55. Most registered cases with nodular sclerosis are 45% or 58 cases and mixed cellula-
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rity is 55 cases or 42%, with nodular lymphocyte predominant of 7% or 10 cases and classical lympho-
cyte-rich lymphoma 6% or 7 cases. Conclusion: Hodgkin’s lymphoma is more common among males,
no significant statistical difference in distribution of histological type and age by sex. Peak is between
25 to 34 age refers to male, for the women number is equal by age groups. Patients with nodular lymp-
hocyte predominant and mixed cellularity are significantly older than patients with classical Hodgkin’s
lymphoma and nodular sclerosis. Trend movement is uniform and without a significant difference in
the rate of change between men and women.

Key words: Hodgkin’s lymphoma, histological type, data base
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Efikasnost citologije otiska i histologije smrznutih rezova u ,,ex tempore“ analizi plu¢nih
promena

Aleksandra Lovrenski?, Nikola Gardic®, Tamara Zelenovi¢’, Bosiljka Krajnovi¢®?, Tanja Laki¢**, Draga-
na Tegeltija™?

! Institut za plu¢ne bolesti Vojvodine, Sremska Kamenica, Srbija

*Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Srbija

*Univerzitetski klinicki centar Vojvodine, Novi Sad, Srbija

Cilj: Ova studija imala je za cilj da komparira pouzdanost citologije otiska i histologije smrznutih
rezova u intraoperativnoj dijagnostici promena u plu¢ima nerazjasnjene etiologije. Uvod: Histoloska
analiza smrznutih rezova je naj¢esce koris¢en metod za intraoperativnu evaluaciju promena u pluc¢ima,
medutim zahteva znacajne kapacitete u smislu opreme, osoblja i vremena. Nasuprot tome, citologija
otiska je brza, jeftina i pouzdana alternativa. Materijal i metode: Retrospektivna studija obuhvatila je
193 pacijenta koji su hospitalizovani na Institutu za plu¢ne bolesti Vojvodine radi razjasnjenja etiolo-
gije i lecenja infiltrativne promene u plu¢ima. U toku dijagnosti¢kog/terapijskog hiruskog zahvata do-
bijen je uzorak tkiva sa kojeg je prvo uzet otisak, a zatim je uzorak standardno obraden za ex tempore
histolosku analizu. Senzitivnost, specifi¢nost, pozitivna i negativna prediktivna vrednost u odredivanu
malignosti lezije izracunati su u odnosu na konacni patohistoloski nalaz. Rezultati: CitoloSkom ana-
lizom otiska nadeno je 65 benignih i 128 malignih oboljenja, dok je na histologiji smrznutih rezova
nadeno 53 benignih i 140 malignih oboljenja. Na kona¢nim patohistoloskim nalazima dokazano je 48
benignih, a 145 malignih bolesti. Senzitivnost, specifi¢nost, pozitivna i negativna prediktivna vrednost
u citologiji otiska iznosili su, redom 88,03%, 100%, 100% i 67,92%, dok su isti parametri na histologiji
smrznutih rezova iznosili, redom 96,53%, 100%, 100% i 90,57%. Nedostatak otiska je u moguc¢nosti
dobijanja neadekvatnih uzoraka, medutim u nasoj studiji adekvatnost je bila visoka, ¢ak 97,30%. Lazno
negativni nalazi citologije nadeni su u adenokarcinomima (n=8), skvamoznim karcinomima (n=2),
sekundarnim tumorima pluca (n=5), karcinoidu (n=1) i solitarnom fibroznom tumoru (n=1). Zaklju-
¢ak: Citologija otiska pruza pouzdanu alternativu tradicionalnoj histoloskoj dijagnostici u intraopera-
tivnoj evaluaciji promena u pluc¢ima.

Kljucne reci: citologija otiska, ,ex tempore®, histologija smrznutih rezova, plu¢ne promene
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Efficacy of imprint cytology and frozen section histology in ex tempore analysis of lung
lesions

Aleksandra Lovrenski®? Nikola Gardic’, Tamara Zelenovic®, Bosiljka Krajnovic**, Tanja Lakic**, Draga-
na Tegeltija"?

! Institute for Pulmonary Diseases of Vojvodina, Sremska Kamenica, Serbia

“Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia

* University Clinical Centre of Vojvodina, Novi Sad, Serbia

Objective: To examine the accuracy of imprint cytology (IC) and frozen section histology (FS) in
the intraoperative diagnosis of lung masses with unexplained etiology. Introduction: FS is the most
commonly used method for intraoperative evaluation of the lesions in the lungs, however it requires
significant capacity in equipment, staff and time. In contrast, IC is a fast, cheap and reliable alternative.
Material and Methods: The retrospective study included 193 patients who were hospitalized to clarify
the etiology and treat the infiltrative lung lesion. During the diagnostic/therapeutic surgery, a tissue
sample was obtained and imprint was taken. Then the samples were processed as standard procedure
for ex tempore histological analysis. Sensitivity, specificity, positive and negative predictive value in
determining the malignancy were calculated in a relation to final pathohistological diagnosis. Results:
Analysis of IC revealed 65 benign and 128 malignant diseases, while 53 benign and 140 malignant
diseases were diagnosed in the FS. At the final pathohistological findings, 48 benign and 145 mali-
gnant diseases were proven. Sensitivity, specificity, positive and negative predictive value for IC were,
respectively, 88.03%, 100%, 100% and 67.92%, while the same parameters on ES were, respectively,
96.53%, 100%, 100% and 90.57%. Inadeqate samples were disadvantage of IC, however, in our study the
adequacy was high (97.30%). False negative cytology findings were found in adenocarcinomas (n=8),
squamous carcinomas (n=2), secondary lung tumors (n=>5), carcinoid (n=1), and solitary fibrous tu-
mor (n=1). Conclusion: IC provides a reliable alternative to the traditional histological diagnosis in the
intraoperative evaluation of lung masses with unexplained etiology.

Key words: imprint cytology, ,ex tempore®, frozen section histology, lung lesions
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Nottingham prognosticki indeks: iskustva jednog dijagnostickog centra
Jelena Zivanovi¢', Danijela Batini¢ Skipina', Ljiljana Tadi¢ Latinovi¢®

"Univerzitetska bolnica Foca, Fo¢a, Republika srpska

*Univerzitetski Klinicki centar Republike Srpske, Banja Luka, Republika srpska

Cilj: Utvrdivanje distribucije NPI u ispitivanoj populaciji carcinoma dojke i poredenje pouzdanosti
izmedu NPI i NPI+ prognostickih indeksa. Uvod: Nottingham prognostickog indeksa (NPI) je jedno-
stavan test koji se koristi za predvidanje progresije bolesti kod karcinoma dojke. Materijal i metode:
Retrospektivhom i propsektivnhom studijom je obuhvaceno 130 operisanih Zena zbog carcinoma dojke
u period od 2008. do 2013. godine u Univerzitetskoj bolnici Foca. Nottingham prognosticki indeks
plus (NPI+) je izracunat po sledec¢oj formuli NPI + [HER2-PR]. Prognosticke grupe su formirane u
slede¢im intervalima: 2-2.4 (odli¢na prognoza); 2.4-3.4 (dobra prognoza); 3,5-5,4 (srednja prognoza);
>5,4 (losa prognoza). Rezultati: Vec¢ina (80%) ispitivanih Zena je pripadala grupi srednje i lose NPI
prognoze. Pacijentkinje sa karcinom dojke koje su pripadale grupi odli¢ne i dobre NPI prognoze nisu
imale progresiju bolesti. Po Sest osoba u grupi srednje i lose NPI prognoze razvila se progresija bolesti.
Cesce (8,7%) progresiju bolesti su imale osobe sa dobrom prognozom u odnosu nagrupu srednjeg
(3,3 %) NPI rizika. U odnosu na poboljsani (NPI+) kod 12% osoba srednje grupe i kod 17,6% lose
prognosticke grupe je doslo do progresije bolesti. Svih Sest osoba sa progresijom bolesti kod loseg NPI
+ prognostickog indeksa su imale udaljene metastaze. U grupama odli¢ne i dobre prognoze po NPI+
indeksu pacijentkinje nisu imale progresiju bolesti. Zaklju¢ak: Nepovoljan NPI indeks u nasoj studiji
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rezultat je malog broja carcinoma dojke koji su otkrivene skrining mamografskim pregledima. U nasoj
studiji NPI+ prognosticki indeks je bolje korelirao sa progresijom bolesti i bioloskim ponasanjem car-
cinoma dojke u odnosu na standardni NPI prognosticki indeks koji se trenutno primjenjuje (p=0,0006,
pK0,01).

Kljucne reci: Nottingham prognosticki indeks, karcinom dojke, prognoza

Nottingham prognostic indexes: a single- centre experience

Jelena Zivanovic', Danijela Batinic Skipina', Ljiljana Tadic Latinovic®
! University Hospital Foca, Foca, Republic of Srpska
*University Clinical Centre of the Republic of Srpska, Banja Luka, Republika srpska

Objective: Nottingham prognostic index (NPI) is a simple test use for predicting brest cancer recu-
rrence. Introduction: Determining the distribution of NPI in the examined population with breast
cancer and comparing the reliability between NPI and NPI +. Material and Methods: A retrospective
and prospective study included 130 women with breast cancer operated from 2008 to 2013 in the Uni-
versity Hospital Fo¢a. The Nottingham prognostic index plus (NPI +) was calculated according to the
following NPI + [HER2-PR] formula. Prognostic groups were formed at the intervals: 2-2.4 (excellent
prognosis); 2.4-3.4 (good prognosis); 3.5-5.4 (medium prognosis); > 5.4 (poor prognosis). Results:
The majority (80%) of women who were examined belonged to the group of medium and poor NPI.
In the good prognosis group 8,7% of women, and 3,3 % in the medium NPI group, developed disease
progression. Progression was more common in women with a good prognosis compared to the group
with medium NPI risk. In relation to the improved NPI (NPI +), 12% women in the medium NPI+
prognosis and 17.6% of the poor NPI+ prognostic group progressed. All six women with disease pro-
gression in the poor NPI +had distant metastases. In the excellent and good prognostics groups ac-
cording NPI+, the patients did not have disease progression. Conclusion: The unfavorable NPI in our
study is the result of the small number of breast cancers detected by screening mammograms. In our
study the NPI+ prognostic index correlates better with the disease progression and biological behavior
of breast cancer compared to the traditional NPI (p=0.0006, pX0.01).

Key words: Brest cancer, Nottingham prognostic index, prognosis
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Procena pupljenja tumora kao potencijalnog histopatoloskog prognostickog markera oral-
nog karcinoma

Milos Lazarevic¢!, Ivan Stani¢', Milica Jaksi¢ Karisik?, Miroslav Dragovi¢, Biljana Mili¢i¢®, Zvezdana Te-
pavcevic!

! Katedra za patologiju Stomatoloskog fakulteta Univerziteta u Beogradu, Beograd, Srbija

*Katedra za humanu genetiku, Stomatoloski fakultet Univerziteta u Beogradu, Beograd, Srbija
*Odsek za medicinsku statistiku i informatiku, Stomatoloski fakultet Univerziteta u Beogradu, Beograd, Srbija

Cilj: Korelisati broj tumorskih pupoljaka sa klini¢ko-patoloskim karakteristikama oralnog planocelu-
larnog karcinoma (OPK). Uvod: Pupljenje tumora (PT) je histopatoloska karakteristika koja predstav-
lja radtrkani obrazac invazije koji se sastoji od izolovanih pojedinac¢nih tumorskih epitelnih celija ili
tumorskih celija u malim klasterima koji se vide na invazivnhom frontu dispergovanih unutar strome.
Prethodne studije su otkrile da je prisustvo PT povezano sa metastazama u limfnim ¢vorovima, po-
javom recidiva, udaljenim metastazama i smanjenim prezivljavanjem kod brojnih karcinoma uklju-
¢ujuci OPK. Materijal i metode: U studiju su ukljuceni uzorci 28 pacijenata sa OPK-om. Na osnovu
preparata obojenih H&E, procenjen je broj tumorskih pupoljaka. PT je definisano kao malo tumorsko
gnezdo sastavljeno od <5 tumorskih Celija. Preparati tumora su najpre skenirani na 10x objektivu. Na-
kon toga, PT je prebrojano na podrucju najvece invazije u 10 polja na x200. Korelacija izmedu klinic-
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ko-patoloskih podataka (pol, starost, recidiv, veli¢ina tumora, lokacija, diferencijacija, dubina invazije,
invazija u kost, status margine i TNM stadijum) i PT je sprovedena koris¢enjem odgovarajuceg stati-
stickog modela. Rezultati: Spirmanova korelacija je pokazala umerenu pozitivhu korelaciju (r=0,3)
izmedu PT i veli¢ine tumora. Drugi klini¢ko-patoloski podaci nisu pokazali medusobnu povezanost.
Univarijantnim linearnim regresionim modelom nije nadena uzro¢no-posledi¢na povezanost izmedu
PT kao zavisne varijable i ispitivanih paramtera. Zakljucak: Suprotno drugim studijama, PT nije bilo
u korelaciji sa drugim klini¢cko-patoloskim karakteristikama pacijenata sa OSCC. Potrebna su buduca
istrazivanja, na vecoj velic¢ini uzorka, za procenu PT kao potencijalnog histopatoloskog markera OPK.

Kljucne reci: oralni karcinom, pupljenje tumora, H&E bojenje

Assessing tumor budding as a potential histopathological prognostic marker of oral cancer

Milos Lazarevic', Ivan Stanic', Milica Jaksic Karisik?, Miroslav Dragovic’, Biljana Milicic’, Zvezdana Te-
pavcevic!

! Department of Pathology, School of Dental Medicine, University of Belgrade, Belgrade, Republic of Serbia

“Department of Human Genetics, School of Dental Medicine, University of Belgrade, Belgrade, Republic of Serbia

*Department for Medical Statistics and Informatics, School of Dental Medicine, University of Belgrade, Belgrade, Republic of Serbia

Objective: To correlate the number of tumor buds with the clinico-pathological features of oral squa-
mous cell carcinoma (OSCC). Introduction: Tumor budding (TB) is a histopathological feature that
represents a scattered pattern of invasion consisting of isolated single tumor epithelial cells or tumor
cells in small clusters seen at the invasive front dispersed within the stroma of variable distance. Pre-
vious studies revealed that the presence of TB has been linked with lymph node metastasis, recurrence,
distant metastasis and reduced survival in numerous cancers including OSCC. Material and Methods:
Archival clinical specimens of 28 OSCC patients were included in the study. On the basis of H&E-stai-
ned slides, number of tumor buds was evaluated. TB was defined as small tumor nests composed of <5
tumor cells. Tumor slides were scanned at 10x objective. Subsequently, TB was counted at the most in-
vasion area in 10 fields at x200. Correlation between clinico-pathological data (gender, age, recurrence,
tumor size, location, differentiation, depth of invasion, bone invasion, margin status and TNM stage)
and TB were carried out using appropriate statistical model. Results: Spearman correlation showed
moderate positive correlation (r=0.3) between TB and tumor size. Other clinico-pathological data did
not show any interconnection. The cause-and-effect relationship between TB as a dependent variable
and the examined parameters was not found by the univariate linear regression model. Conclusion:
On the contrary of other studies, tumor budding was not correlated with other clinico-pathological
characteristics of OSCC patients. Future researches, on the greater sample size, are needed for evalua-
tion of TB as potential histopathological marker of OSCC.

Key words: oral cancer, tumor budding, H&E staining
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Synchronous primary thyroid carcinomas: single-center series

Tamara Angelovska, Selim Komina, Magdalena Bogdanovska Todorovska, Rubens Jovanovic, Gordana
Petrushevska, Slavica Kostadinova-Kunovska
Institute of Pathology, Faculty of Medicine, University Ss. Cyril and Methodius, Skopje, Republic of North Macedonia

Objective: This study aims to present a series of cases of synchronous tumors in one or both thyroid
lobes. Intorduction: Considering the relatively high prevalence of thyroid cancers, the synchronous
occurrence of two histologically distinct thyroid carcinomas is uncommon. Material and Methods:
We retrospectively researched our database for synchronous tumors of the thyroid gland. Out of the to-
tal 236 diagnosed thyroid malignancies on histology in a 10 years period, we have diagnosed five cases
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of synchronous carcinomas, one of which is an extremely rare combination of synchronous occurrence
of papillary carcinoma and intrathyroid thymic carcinoma. We present the microscopic and immu-
nohistochemical analyses performed for diagnosing these cases, which represented serious diagnostic
dilemmas. Results: Casel: Mixed medullary and follicular cell carcinoma in both thyroid lobes in a 19
years old girl. Case 2: Mixed medullary and papillary thyroid carcinoma in the same lobe in a 62-ye-
ar-old woman. Case 3: Follicular and papillary carcinoma in the same lobe in a 46 years old woman.
Case 4: Papillary carcinoma and a follicular tumor of uncertain malignant potential in the right lobe of
a 35 years old woman. Case 5: Papillary carcinoma in the left thyroid lobe and an intrathyroid thymic
carcinoma in the right lobe in a 45 years old woman. Conclusion: Synchronous occurrence of different
histological types of primary malignant thyroid neoplasms is very rare, especially the extremely rare
intrathyroid thymic carcinoma, even more intriguing due to its simultaneous occurrence with the pa-
pillary carcinoma.

Key words: synchronous thyroid tumors, intrathyroid thymic carcinoma, papillary and follicular
carcinoma, medullary and papillary carcinoma, medullary and follicular carcinoma, follicular tu-
mor of uncertain malignant potential
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Pouzdanost iglene biopsije u odredivanju Glison skora karcinoma prostate

Vladan Trivunovié, Tanja Lakié, Sandra Trivuni¢ Dajko®, Mirjana Zivojinov’, Milana Panjkovié
! Centar za patologiju i histologiju, Univerzitetski klini¢ki centar Vojvodine, Novi Sad, Srbija
*Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Srbija

Cilj: Utvrditi pouzdanost iglene biopsije (CNB) u odredivanju GS karcinoma prostate uz analizu fakto-
ra koji uticu na promenu GS u CNB i operativnom materijalu. Uvod: Karcinom prostate je najucestaliji
malignitet muskaraca. Glison skor (GS) ukazuje na histoloski gradus tumora, te bolesnike smesta u
jednu od pet kategorija (ISUP Grade Group) i medu najznacajnijim je prediktorima prognoze. Ma-
terijali i metode: Retrospektivno, ispitivanje je sprovedeno u Centru za patologiju i histologiju Uni-
verzitetskog klinickog centra Vojvodine u Novom Sadu. Korisc¢eni su arhivski patohistoloski nalazi
bolesnika kojima je na osnovu vrednosti serumskog PSA i klinickog pregleda prostate postavljena
sumnja postojanja neoplasticnog procesa, te nac¢injena CNB. Studija je obuhvatila 56 muskaraca koji
su u dvogodisnjem vremenskom periodu (2018-2019.) bili podvrgnuti obema procedurama (CNB i
radikalnoj prostatektomiji) u nasoj ustanovi. Rezultati: Prosecna starost obolelih bila je 66,75+4,24
godina, dok su vrednosti PSA varirale 1,18-31,31 ng/L. Najces¢i tumor je bio GS 3+4 odnosno ISUP
GG 2 (u 37,5%), stadijuma pT2 (60%). Perineuralna invazija je znatno ¢esce registovana u odnosu na
limfovaskularnu (59% vs. 20%). Kod polovine pacijenata na operativnom materijalu GS je ,,apgrejdo-
van’, dok je svim bolesnicima sa CNB GS 3+3 zabelezen visi GS na operativnom materijalu. Kod 18
pacijenata (32%) skor je ostao nepromenjen, dok je 10 bolesnika (17,8%) imalo nizi GS postopera-
tivno. Metodama linearne regresije i analizom varijanse utvrdeno je da sa staro$c¢u pacijenata raste i
GS (b=0,05, p=0,03) kao i broj biopti¢kih uzoraka sa tumorom (b=0.025, p=0.005), za svaku narednu
starosnu godinu. Zakljucak: Iako je CNB pouzdana metoda odredivanja GS/ISUP GG karcinoma pro-
state, procena istog na operativnom materijalu je svakako neophodna.

Kljucne reci: Glison skor, ISUP GG, karcinom prostate, iglena biopsija, prostatektomija
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Reliability of needle biopsy in determining the Gleason score of prostate cancer

Vladan Trivunovic', Tanja Lakic?, Sandra Trivunic Dajko®, Mirjana Zivojinov?, Milana Panjkovic
!Center for Pathology and Histology, University Clinical Center of Vojvodina, Novi Sad, Serbia
*Department of Pathology, Faculty of Medicine, University in Novi Sad, Novi Sad, Serbia

Objective: To determine core needle biopsy (CNB) reliability in predicting final operative sample GS
and to analyze factors influencing the change of GS in those two material types. Introduction: Prostate
cancer is the most common male malignancy. The Gleason score (GS) represents the tumor histo-
logical grade, placing patients in one of five categories (ISUP Grade Group). GS is one of the most
important prostate cancer prognosis predictors. Material and Methods: Retrospective study was con-
ducted at the Center for Pathology and Histology of the University Clinical Center of Vojvodina. Using
patients’ histories, patients with suspected prostate cancer were identified (after physical examination
and PSA values). The study included 56 men who underwent CNB and radical prostatectomy both at
our institution in a two-year period (2018-2019). Results: Patients’ average age was 66.75+4.24 years.
PSA varied from 1.18 to 31.31 ng/L. The most common tumor was GS 3+4 (ISUP GG 2) - 37.5%, pT2
stage (60%). Perineural invasion was more frequently registered than lymphovascular invasion (59%
vs. 20%). GS was upgraded on the surgical material in half of the total patients. All patients with CNB
GS 3+3 had a higher GS on the surgical material. For 18 patients (32%) the score remained unchanged,
while 10 patients (17.8%) had a lower GS postoperatively. Linear regression and analysis of variance
showed that GS (b=0.05, p=0.03) and the number of positive biopsy samples (b=0.025, p=0.005) incre-
ase with the patients age for every year. Conclusion: Although CNB is a reliable method for GS/ISUP
GG prostate cancer defining, surgical material assessment is necessary, too.

Keywords: Gleason score, ISUP GG, prostate cancer, CNB, prostatectomy

P1-22
Endobronhijalni lipom koji oponasa bronhopneumoniju i malignitet: prikaz slucaja

Milica Z. Stankovi¢™?, Zaklina Z. Mijovi¢'?, Aleksandar R. Milicevi€, Aleksandra B. Stanojevi¢, Milorad
T. Pavlovié®

"Univerzitetski Klinicki centar Nis, Centar za patologiju i patolosku anatomiju, Nis, Srbija

“Univerziteta u Nisu, Medicinski fakultet, Ni§, Srbija

*Univerzitetski Klinicki centar Nis, Klinika za grudnu hirurgiju, Ni§, Srbija

Cilj: Prikazujemo slucaj endobronhijalnog lipoma, retkog, benignog tumora koji je pretezno lokalizo-
van u centralnim disajnim putevima, uglavnom u desnom plu¢nom krilu sa incidencom od 0.1% do
0.5% svih tumora pluca. Ukoliko postanu dovoljno veliki, ovi tumori mogu dovesti do endobronhijalne
opstrukcije uzrokujuci atelektazu i rekurentnu pneumoniju, ¢esto oponasajuci maligni proces.Prikaz
slucaja: Pacijentkinja starosti 62 godine javila se na klinici zbog upornog kaslja, kratkog daha, oteza-
nog disanja, hemoptizija i bolova u grudima unazad mesec dana, sa istorijom rekurentne desnostrane
pneumonije. Bila je strasni pusac i gojazna. Radiografija grudnog kosa i kompjuterizovana tomogra-
fija (CT) pokazali su nepravilno prosirenje desnog hilusa sa poljem konsolidacije u gornjem desnom
reznju pluca. Endoskopski, endobronhijalna lezija je izgledala kao polipozna, Zuta mekana masa glat-
ke povrsine. Uradena je bronhoskopska resekcija i dostavljeno je vise tkivnih uzoraka za mikroskop-
ski pregled. Patohistoloskom procenom bronhijalnih tkivnih uzoraka utvrdeno je zrelo masno tkivo
sa fokalnim zapaljenskim promenama ispod epitela, bez mitotskih figura i ¢elijske atipije. Normalan
respiratoni epitel sa fokalno prisutnom skvamoznom metaplazijom pokrivao je lipom. Diferencijalna
dijagnoza je ukljucivala hamartom, pleomorfni adenoma, metastatski liposarkom i angiomiolipom.
Ki-67 indeks proliferacije je bio nizak $to je potvrdilo benignu prirodu ove strukture i dijagnozu en-
dobronhijalnog lipoma. Zaklju¢ak: Imajuci u vidu moguc¢nost izazivanja upale pluc¢a i simuliranja ma-
ligne neoplazme, ovaj prikaz slucaja istice vaznost razmatranja lipoma u diferencijalnoj dijagnostici.

Kljucne reci: lipom, endobronhijalne neoplazme, bronhopneumonija
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An endobronchial lipoma mimiking the bronhopneumonia and malignancy: A case report

Milica Z. Stankovic?, Zaklina Z. Mijovicl,2, Aleksandar R. Milicevic®’, Aleksandra B. Stanojevic’, Milo-
rad T. Pavlovic’

"University Clinical Center Nis, Center for pathology and pathological anatomy, Nis, Serbia
*University of Ni§, Faculty of medicine, Ni§, Serbia
*University Clinical Center Ni3, Clinic for thoracic surgery, Ni$, Serbia

Objective: We present a case of endobronchial lipoma, a rare, benign tumor that is predominantly
localized in the central airways, mainly in the right lung with an incidence of 0.1% to 0.5% of all lung
tumors. If they become large enough, these tumors can lead to endobronchial obstruction, causing ate-
lectasis and recurrent pneumonia, often mimicking the malignant process. Case report: A 62-year old
female patient presented at clinic reporting with a persistent cough, shortness of breath, dyspnea, he-
moptysia and chest pain for a month, with a history of the recurrent right pneumonia. She was a heavy
smoker and obese. Chest radiography and computerized tomography scan (CT) showed irregular en-
larging of the right hilus with consolidation area in the right upper lobe. Endoscopically, endobronchial
lesion appeared as polypoid, yellow soft mass with smooth surface. Bronhoscopic resection was con-
ducted and multiple tissue samples were delivered for the microscopic examination. Patohistological
evaluation of the bronchial tissue specimens revealed mature adipose tissue with focal inflammatory
changes underneath of the epithelium, without any mitotic figure and cell atypia. Normal respiratory
epithelium with focally present squamous metaplasia covered the lipoma. Differential diagnose inc-
luded hamartoma, pleomorphic adenoma, metastatic liposarcoma and angyomiolipoma. The Ki-67
proliferative index was low which confirmed the benign origin of this structure and diagnose of the
endobronchial lipoma. Conclusion: Having in mind the possibility of causing a lung inflammation and
simulating a malignant neoplasm, this case report highlights the importance of considering the lipoma
in differential diagnose.

Key words: lipoma, endobronchial neoplasms, bronchopneumonia
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Adenofibrom pluca: prikaz slucaja

Dragana Latic¢', Mirjana Miladinovi¢', Bojan Milaci¢?, Filip Vukmirovi¢!
'Klinicki centar Crne Gore, Centar za patologiju, Podgorica, Crna Gora
*Klinicki centar Crne Gore, Centar za grudnu hirurgiju sa odeljenjem za bolesti dojke, Podgorica, Crna Gora

Cilj: Tumori sa veoma niskom incidencijom predstavljaju potencijalni problem, jer nisu deo uobicaje-
ne prakse. Adenofibrom pluca pokazuje patohistoloska preklapanja sa fibroadenomom dojke, hamar-
tomom, ali i dobro diferentovanim adenokarcinomom pluca, te je za dalji tok lecenja veoma vazno di-
ferencirati prirodu promene. Prikaz slucaja: Pacijent muskog pola, starosti 67 godina, navodi tegobe u
vidu svraba i nelagode. CT grudnog ko$a ukazuje na jasno ograni¢enu promenu dimenzija 35x25mm,
periferne lokalizacije. Nakon parcijalne lobektomije i laboratorijske obrade, uradjena je detaljna pato-
histoloska analiza. Nacinjena su imunohistohemijska bojenja, kojima je potvrdeno da se radi o plu¢-
nom adenofibromu. Pacijent se nakon ucinjene intervencije dobro oseca. Zaklju¢ak: Adenofibrom
pluca, kao veoma retka bolest, predstavlja dijagnosticki izazov, uzimajuci u obzir nespecifi¢ne klinicke
manifestacije i patohistolosku sliku koja pokazuje morfoloska i imunohistohemijska preklapanja sa
drugim promenama.

Kljucne reci: adenofibrom, pluca, imunohistohemija
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Lung Adenofibroma: A case report

Dragana Latic, Mirjana Miladinovic, Bojan Milacic, Filip Vukmirovic
'Clinical center of Montenegro, Pathology Department, Podgorica, Montenegro
*Clinical Center of Montenegro, Center for Thoracic Surgery with the Department of Breast Diseases, Podgorica, Montenegro

Objective: Tumors with a very low incidence are a potential problem because they are not part of com-
mon practice. Pulmonary adenofibroma shows pathohistological overlaps with breast fibroadenoma,
hamartoma, but also well-differentiated lung adenocarcinoma, so it is very important to differentiate
the nature of the change for the further course of treatment. Case report: A 67-year-old male patient
reported itching and discomfort. CT of the chest indicates a clearly limited change in the dimensions
of 35x25mm, peripheral localization. After partial lobectomy and laboratory treatment, a detailed pat-
hohistological analysis was performed. Immunohistochemical staining was performed, which confir-
med that it was a pulmonary adenofibroma. The patient feels well after the intervention. Conclusion:
Pulmonary adenofibroma, as a very rare disease, presents a diagnostic challenge, taking into account
non-specific clinical manifestations and pathohistological picture showing morphological and immu-
nohistochemical overlaps with other changes.

Key words: adenofibroma, lung, immunohistochemistry
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Pluca kao retka primarna lokalizacija tumora porekla perifernog nerva: prikaz tri slucaja
Ljubica Simic', Jovan Jevti¢', Stanislav Rajkovi¢?, Marija Popovic-Vukovic®, Goran Durici¢, Dusan Ri-
sti¢®, Jelena Sopta’

'Institut za patologiju Medicinskog fakulteta Univerziteta u Beogradu, Srbija

*Institut za ortopedsku hirurgiju Banjica, Beograd, Srbija
*Institut za onkologiju i radiologiju Srbije, Beograd, Srbija

Cilj: Plu¢ni tumori porekla omotaca perifernog nerva u literaturi se navode samo kroz prikaze sluca-
jeva.Primarni mezenhimalni tumori pluca su retki. Sarkomi pluca, iako je njihova ukupna ucestalost u
primarnim tumorima pluc¢a mala (<0,5%) dominiraju u odnosu na benigne lezije.

U periodu od jedne godine (2021-2022) na Institutu za patologiju Medicinskog fakulteta u Beogradu
dijagnostikovana su tri primarna mezenhimalna tumora pluca neuralne diferencijacije. Dijagnoza je
postavljena na osnovu morfoloske i imunohistohemijske analize. Prikaz slucaja: U prvom slucaju se
radi o Zeni, staroj 45 godina sa Hornerovim sindromom izazvanim intrapulmonalnim, jasno ogranice-
nim nodusom, najveceg pre¢nika 3cm. Morfoloske i imunohistohemijske karakteristike (Vimentin+,
$100+, SOX10+, PRAME-) su ukazale na melanoti¢ni $vanom. Relativno jasno ograniceni tumor u
plu¢ima, najveceg prec¢nika 9 cm je opisan kod Zene stare 56 godina sa dispnejom i kasljem. Histoloski
se verifikuje morfologija neuralnog tumora, uz povisen mitotski indeks, nuklearnu atipiju i imunofe-
notip; Vimentin+, S100+, CD10+, EMA+. Postavlja se dijagnoza niskogradusnog malignog tumora
omotaca perifernog nerva -MPNST gradus II. Najteze simptome izazvane brzorastu¢im tumorom u
desnom plu¢nom krilu i kolapsom okolnog parenhima, ima decak star 17 godina sa dijagnostikova-
nom Neurofibromatozom tip I. Punkciona biopsija pokazuje vretenastocelijsku proliferaciju uz retke
epiteloidne Celije, izrazene atipije i imonofenotipa; S100+, NF+, CD10+, CK AE1/AE3 -/+. Tumor
odgovara visokogradusnom tumoru- MPNST gradus IV u sa fokalno epiteloidnom komponentom.
Zakljucak: Primarni tumori pluca porekla omotaca perifernog nerva su do sada opisani kao sporadic-
ni slu¢ajevi ili u sklopu neurofibromatoze kod mladih pacijenata. S obzirom na ucestalost metastatskih
tumora u plu¢ima, neophodno je iskljuciti primarne ekstratorakalne sarkome.

Kljucne reci: MPNST, melanoti¢ni §vanom, sarkomi pluca, neurofibromatoza
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Primary intrapulmonary nerve sheet tumor: A three cases presentation

Ljubica Simic', Jovan Jevtic', Stanislav Rajkovic’, Marija Popovic Vukovic’, Goran Djuricic’, Dusan Ri-
stic®, Jelena Sopta’

! Institute of Pathology Medical faculty University of Belgrade, Serbia

*Institute for Orthopedic Surgery Banjica, Belgrade, Serbia

*Institute for Oncology and Radiology Serbia, Belgrade, Serbia

Objective: Primary pulmonary nerve sheet tumors are described in literature only as case reports. Pri-
mary mesenchimal tumors in lungs are rare. Lung sarcomas are more often than benign mesenchimal
tumors, although they account less than 0,5% of all primary lung tumors. In one year (2021-2022) it has
been identified three cases of lung primary nerve sheet tumors, in Institute of pathology in Belgrade.
Diagnose is based on morphological and immunohistochemical findings. Case reports: We present,
as a first case, women 45 years old with Horner syndrome, caused by pulmonary nodular tumor, 3
cm in size. Morphological and immunohistochemical characteristics (Vimentin+, S100+, SOX10+,
PRAME-) proved melanotic schwannoma. Well circumscribed pulmonary tumor, 9cm in size was ve-
rified in woman 56 years old with dyspnea and cough. Microscopically and immunohistochemically
(Vimentin+, S100+,CD10+, EMA+) tumor showed neural diferentiation, moderate nuclear atypia and
increesed mitotic index. Diagnose of low grade malignant nerve sheet tumor (MPNST gradus II) was
set. The most severe sympthoms caused by rapidly growing tumor in lung, had a 17 years old boy with
Neurofibromatosis typ I. Biopsy revealed spindle cell tumor, highly atipycal with scatered epitheloid
cells. According to histology and immunofenotype (S100+, NF+, CD10+, CKAE1/AE3-/+), we conclu-
ded this case as high grade MPNST gradus IV with epitheloid component. Conclusion: Primary lung
nerve sheet tumor are found as sporadic cases or in patients with Neurofibromatosis type I. Metastases
of extrathoracal sarcomas in lungs are much more frequent, so it is very important to distinguish them
from primary lung sarcomas.

Key words: MPNST, melanotic schwannoma, lung sarcoma, neurofibromatosis
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Bol u stomaku kao inicijalna klinicka prezentacija mikrocelularnog karcinoma pluca: pri-
kaz slucaja

Jelena S. Stankovic, Ana V. Risti¢ Petrovic, Slavica S. Stojnev, Ivana T. Dordevic, Jelena B. Gruji¢
Univerzitetski Klinicki centar, Centar za patologiju i patolosku anatomiju, Ni§, Srbija

Cilj: Predstavljamo slu¢aj mikrocelularnog karcinoma pluca sa metastazom u transverzalnom kolonu.
Mikrocelularni karcinom pluca predstavlja brzo rastudi, visoko maligni tumor, sa visokom stopom
proliferacije, agresivnim ponasanjem i ranim $iroko rasprostranjenim metastazama u vreme postav-
ljanja dijagnoze. Najces¢a mesta metastaza su mozak, jetra, nadbubrezne zlezde, kosti i kostana srz.
Metastaze mikrocelularnog karcinoma pluca u gastrointestinalni sistem su retke, sa samo nekoliko
objavljenih slucaja Sirom sveta. Prikaz slucaja: Pacijent je 61-godisnji muskarac, koji je primljen u
bolnicu zbog bolova u stomaku. Pacijent nije imao respiratorne simptome, ali se mesecima zalio na
gastrointestinalne tegobe. Uradena mu je hirurska resekcija debelog creva i patohistoloskom analizom
ustanovljen je invazivan tumor, neuroendokrinog izgleda, sastavljen od klastera sitnih tumorskih ce-
lija, oskudne citoplazme, pleomorfnih jedara, bez uocljivih jedaraca, koji je infiltrovao sve slojeve zida
dostavljenog transverzalnog kolona. IHC analiza je pokazala da tumorske ¢elije eksprimiraju TTF1,
CD56, synaptophysin, chromogranin A i CK7. Ki67 je pokazao proliferativnu aktivnost u oko 70%
jedara tumorskih celija. Mikromorfologija i IHC analize su ukazale na prisustvo visoko maligne ne-
uroendokrine neoplazme, primarnog porekla iz pluca, sto je CT snimanjem i potvrdeno. Zakljucak:
Tako su metastaze mikrocelularnog karcinoma plu¢a u debelom crevu veoma retke, trebalo bi obratiti
viSe paznje na gastrointestinalne simptome, obaviti kolonoskopiju i PET/CT snimanje na vreme, u
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cilju preciznije dijagnostike neuobicajenih metastatskih mesta, kao sto je gastrointestinalni trakt. Brza
dijagnoza bi svakako obezbedila kra¢i vremenski interval od postavljanja dijagnoze do terapije.

Kljucne reci: mikrocelularni karcinom pluca, transverzalni kolon, metastaze, imunohistohemija

Abdominal pain as initial clinical presentation of small cell lung cancer: A case report

Jelena S. Stankovic, Ana V. Ristic Petrovic, Slavica S. Stojnev, Ivana T. Djordjevic, Jelena B. Grujic
University Clinical center, Center for pathology and pathological anatomy, Nis, Serbia

Objective: We present a case of the SCLC with the metastasis to transversal colon. Small cell lung can-
cer (SCLC) is fast growing, highly malignant tumor, with extremely high proliferative rate, aggressive
behavior and early, widespread metastases at the time of diagnosis. The preferred metastatic sites are
the brain, liver, adrenal glands, bone and bone marrow. However, metastasis in the gastrointestinal
tract are rare, with only a few published cases worldwide. Case report: The patient was a 61-year old
man admitted to the hospital due to abdominal pain. The patient had no respiratory symptoms, but he
was complaining of gastrointestinal discomfort for months. The pathohistological examination of the
resected transversal colon revealed an invasive tumor, with neuroendocrine appearance, composed of
clusters of small tumor cells, with sparse cytoplasm, pleomorphic nuclei and no distinct nucleoli, which
infiltrated all the layers of the transverse colon. IHC analysis showed that tumor cells expressed TTF1,
CD56, synaptophysin, chromogranin A, and CK7. Ki67 showed proliferative activity in about 70% of
tumor cell nuclei. Micromorphology and IHC analyzes indicated the presence of a highly malignant
neuroendocrine neoplasm, of primary lung origin, which was confirmed by CT imaging. Conclusion:
Although SCLC metastasis in the colon is very rare, we should pay more attention to gastrointestinal
signs, performing colonoscopy and PET/CT scan on time that could provide valuable information for
more precisely diagnosing of unusual SCLC metastatic sites, such as gastrointestinal tract. Faster dia-
gnosis would certainly provide a shorter time interval from diagnosis to therapy.

Key words: small cell lung cancer (SCLC), transversal colon, metastasis, immunohistochemistry
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Retki benigni tumori pluca pod klinickom sumnjom maligniteta: prikaz tri slucaja
Mirjana Miladinovié', Ljiljana Vuckovic¢', Branko Campar®

'Centar za patologiju, Klini¢ki centar Crne Gore, Podgorica, Crna Gora, Medicinski fakultet, Univerzitet Crne Gore
2Centar za grudnu hirurgiju, Klini¢ki centar Crne Gore, Podgorica, Crna Gora, Medicinski fakultet, Univerzitet Crne Gore

Cilj: Prikazujemo tri izuzetno retka benigna tumora pluca kod pacijenata kod kojih je klini¢ki po-
stavljena sumnja na malignitet.Benigni tumori pluca se najcesce dijagnostikuju rutinskom radio-
grafijom ili ciljanom radiografijom kod pacijenata sa prethodno dijagnostikovanim malignim tu-
morom u okviru skrininga i pracenja pacijenata. Prikazi slucajeva: U nadoj seriji slucajeva dva od
tri bolesnika imala su prethodno dijagnostkovan maligni tumor druge lokalizacije. U prvom slucaju
prikazujemo -69godi$nju zenu kod koje je pre 9 godina dijagnostikovan svetlocelijski adenokarcinom
bubrega. Ciljana radiografija pokazala je kruznu promjenu, veli¢ine 12 mm u desnom plu¢nom krilu i
postavila klinicku sumnju na metastatsku promjenu. Nakon patohistoloske evaluacije dijagnostikovan
je alveolarni adenom pluca. U drugom slucaju prikazujemo -60godisnju Zenu kojoj je godinu dana
ranije dijagnostikovan difuzni B krupnocelijski Non-Hodgkin limfom Zeluca. Ciljana radiografija pluc¢a
pokazala je tumor veli¢ine 50 mm u levom plu¢u pod klinickom sumnjom na diseminaciju osnovne
bolesti. Nakon patohistoloske evaluacije postavljena je dijagnoza izuzetno retkog primarnog benignog
tumora, meningeoma pluca. U tre¢em slucaju prikazujemo zenu od 46 godina kod koje su u plu¢ima
obostrano videni noduli veli¢ine do 15 mm pod klinickom sumnjom na metastatske promjene. Nakon
patohistoloske evaluacije postavljena je patohistoloska dijagnoza lejomioma pluc¢a u okviru benigne
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metastazirajuce lejomiomatoze. Zakljucak: Pluca su jedan od najces¢ih ciljnih organa za metastaze
malignih tumora. Postojanje metastaza u plu¢ima moze presudno uticati na izbor rezima lijecenja.
Benigni tumori plu¢a mogu koegzistirati sa malignim tumorima, oponasaju¢i radioloske nalaze me-
tastatskih depozita. Hiruska ekstirpacija i patohistoloska dijagnoza ostaju zlatni standard u dijagnozi.

Kljucne reci: benigni tumori, pluca, metastaze

Rare benign lung tumors mimicking malignancy: Review of three cases
Mirjana Miladinovic', Ljiljana Vuckovic', Branko Campar’
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*Department of Thoracic Surgery, Clinical Center of Montenegro, Podgorica, Montenegro; Faculty of Medicine, University of Montene-
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Objective: The aim of this study was to present three extremely rare benign lung tumors in patients
with clinically suspected malignancy. Benign lung tumors are most often diagnosed by routine or tar-
geted radiography in patients with previously diagnosed malignant tumor, as part of patient follow-
up. Case reports: In our series of cases, two out three patients had a previously diagnosed malignant
tumor of another localization. In the first case, we present a 69-year-old woman diagnosed with ade-
nocarcinoma of the kidney 9 years earlier. Targeted radiography showed a circular change, 12mm in
size in the right lung and a clinical suspicion of metastatic change. After pathohistological evaluation,
alveolar lung adenoma was diagnosed. In the second case, we show a 60-year-old woman diagnosed
with diftuse large B-cell Non-Hodgkin’s gastric lymphoma a year earlier. A targeted radiograph of the
lung showed a 50 mm large tumor in the left lobe under clinical suspicion of dissemination of the un-
derlying disease. After pathohistological evaluation, the diagnosis of primary lung meningioma was
made. In the third case, we present a 46-year-old woman in whom nodules, up to 15 mm in size, were
visalised bilaterally in the lungs under clinical suspicion of metastatic changes. After pathohistological
evaluation, pathohistological diagnosis of benign metastatic leiomyoma was made. Conclusion: The
lungs are one of the most common target organs for metastases. The presence of lung metastases decisi-
vely influences the choice of treatment. Benign lung tumors can coexist with malignant, radiologically
mimicking metastatic deposits. Surgical extirpation and pathohistological diagnosis remain the gold
standard in diagnosis.

Key words: benign tumors, lung, metastases

P1-27

Maligni melanocitni tumor omotaca nerva medijastinuma sa pleuralnim metastazama: prikaz slu-
Caja

Nenad M. Miladinovi¢, Vesna M. Cemeriki¢-Martinovié, Igor P. Kuzmanovié, Slavica F. Knezevi¢ Usaj
Beo-lab, Beograd, Srbija

Cilj: Prikazujemo slucaj medijastinalnog agresivnog melanocitnog tumora omotaca nerva sa pleural-
nim metastazama U medijastinumu mogu nastati razli¢iti benigni i maligni tumori poreklom perifer-
nih nerava koji se oznacavaju kao medijastinlani neurogeni tumori (MNT). Neurogeni tumori medi-
jastinuma su retki, a narocto prisustvo melanocitnih neurogenih tumora. Prikaz slucaja: Bolesnica,
stara 34. godina javila se kod svog izabranog lekara sa 6-mese¢nom istorijom povremenog kaslja i neja-
snim bolovima u grudima. Kompjuterska tomografija (CT) je pokazala prisustvo velike apikalne mase
u levom hemitoraksu i multinodularno zadebljanje pleure. U¢injena je leva torakotomija i parcijalna
resekcija tumorske mase sa biopsijom pleure. Histoloski, dokazano je prisustvo jako pigmentovane
neoplazme vretenastih Celija, rasporedenih u solidna polja i fascikuluse sa nekoliko jasno definisanih
podrucdja nekroze u medijastinalnoj masi i u pleuri. Imunohistohemijski je pokazano intenzivno di-
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fuzno bojenje na S100, MelanA i HMB45, dok su pancitokeratin CK AE1/AE3, GFAP i PRAME bili
negativni. Ki67 proliferativni indeks je iznosio oko 5% . Genetska analiza, metodom lancane reakcije
polimeraze (PCR) pokazala je odsustvo mutacije (wild type) u BRAF V600E genu. Dalje genetske stu-
dije nisu preduzete. Postavljena je dijagnoza malignog melanocitnog tumora nervnog omotaca sa pleu-
ralnim metastazama i preporucen je dermatoloski pregled kako bi se iskljucila moguénost metastat-
skog melanoma. Zakljuc¢ak: Melanocitni neurogeni tumor predstavlja dijagnosticki izazov kod nalaza
pigmentnih tumora grudne duplje koji zahteva pazljivu morfolosku, imunohistohemijsku i genetsku
analizu kako bi se postavila pravilna dijagnoza.

Kljucne reci: melanocitni tumor omotaca nerva, tumori medijastinuma, metastaze pleure

Mediastinal malignant melanotic nerve sheath tumor with pleural metastasis: A case re-
port

Nenad M. Miladinovic, Vesna M. Cemerikic-Martinovic, Igor P. Kuzmanovic, Slavica F. Knezevic Usaj
Beo-lab, Belgrade, Serbia

Objective: We describe an unusual case of an mediastinal aggressive melanotic nerve sheath tumor
with pleural metastasis. Various benign and malignant tumors of peripheral nerve origin can occur in
the mediastinum, which are referred to as mediastinal neurogenic tumors (MNT). Neurogenic tumors
of the mediastinum are rare, and especially the presence of melanocyte neurogenic tumors. Case re-
port: We present a 34-year-old woman presented to her primary care provider with a 6-month history
of intermittent cough and vague chest haeviness. Computer tomography (CT) revealed presence of a
large apical mass in the left hemithorax and multipal nodular pleural thickening. Left thoracotomy and
partial resection of the tumor mass with pleural biopsy were performed. Histology revealed a heavily
pigmented spindle cell neoplasma, aranged in solid sheets and fascicles with several well-defined areas
of necrosis, both in mediastinal mass and pleura. Immunohistochemistry showed strong staining for
§100, MelanA and HMB45, while pancytokeratin CK AE1/AE3, GFAP and PRAME was negative. Ki67
was positive in 5% of the tumor cells. Genetic analysis by polymerase chain reaction (PCR) showed the
absence of mutations (wild type) in the BRAF V600E gene. Further genetic studies were not underta-
ken. Diagnosis of malignant melanotic nerve sheat tumor with pleural metastasis was confirmed and
dermatological review was recommended to rule out the possibility of metastatic melanoma. Conc-
lusion: Melanocitic neurogenic tumor represent a diagnostic challenge for pigmented thoracic tumor
and careful morphologycal, immunohistochemical and genetics analysis is required to lead to proper
diagnosis.

Key words: melanotic nerve sheath tumor, mediastinal mass, pleural metastasis

P1-28

Tipicni karcinoid i DIPNECH kod pacijentkinja obolelih od karcinoma dojke: prikaz dva
slucaja

Bosiljka Krajnovic', Dragana Tegeltija', Tanja Lakic', Aleksandra Lovrenski', Maksimovic¢ Sinisa®, Alek-
sandra Ili¢'

Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Republika Srbija

Cilj: Prikaz dva slucaja DIPNECH-a (engl. diffuse idiopathic pulmonary neuroendocrine cell hyper-
plasia) koji je udruzen sa karcinoidom i prethodno operisanim duktalnim karcinomom dojke. Prikazi
slucajeva: Bolesnicama starosti 69 i 74 godina, sa istorijom operativno le¢enog duktalnog karcinoma
dojke i aktuelnim osecajem dispneje i nadrazajnim kasljem, u sklopu redovnih onkoloskih kontrola
nacinjena je kompjuterizovana tomografija pluca. Registrovane su visestruke nodularne promene koje
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su bile suspektne na metastaze primarnog malignog oboljenja. Spirometrijskim pregledom verifikovan
je lak opstruktivni poremecaj ventilacije. Nakon preoperativne pripreme uradena je hirurska interven-
cija (atipi¢na resekcija gornjeg i srednjeg reznja desno kod prve i segmentektomija prvog segmenta
levo kod druge pacijentkinje). Patohistoloskom analizom nadene su linearne proliferacije uniformnih
okruglastih ¢elija fino dispergovanog jedarnog hromatina izgleda ,,so i biber® iznad bazalne membrane
bronhiolarne sluznice, morfoloskih karakteristika DIPNECH-a. Pored toga nadu se podrucja opisa-
nih celija sa invazijom bazalne membrane koje odgovaraju tumorletu (veli¢ina <5mm) i karcinoidu
(veli¢ina >5mm) stadijuma IA. Imunohistohemijskom analizom (CD56, sinaptofizin, hromogranin:
pozitivni; estrogen, progesteron, TTF-1, napsin A i GATA- 3: negativni) u oba slucaja potvrdena je
neuroendokrina diferencijacija opisanih celija. Registrovana je i bronhiolarna fibroza sa luminalnim
suzenjem. Zakljuc¢ak: DIPNECH predstavlja retko oboljenje koje moze biti asimptomatsko ili se moze
manifestovati simptomima konstriktivnog bronhiolitisa- nedostatkom vazduha i nadrazajnim kasa-
ljem $to moze biti pogresno protumaceno kao astma. Suprotno tome, usled frekventnijeg radioloskog
pracenja onkolosgkih bolesnika, ¢esce se dijagnostikuje i kod asimptomatskih slucajeva, te je kod ova-
kvih pacijenata ekstenzivno uzorkovanje hirurskog materijala od velikog znacaja, kako bi se izbeglo
pogresno dijagnostikovanje koje moze uticati na dalji tok lecenja.

Kljucne reci: DIPNECH, karcinoid, tumorlet, neuroendokrine celije

Typical carcinoid and DIPNECH in patients with breast cancer: Review of two cases

Bosiljka Krajnovic',Dragana Tegeltija', Tanja Lakic', Aleksandra Lovrenski', Maksimovic Sinisa®, Alek-
sandra Ilic'

'Department of Pathology, Faculty of Medicine, University of Novi Sad, Republic of Serbia
*Department of Surgery, Faculty of Medicine, University of Novi Sad, Republic of Serbia

Objective: To present two cases of DIPNECH (diffuse idiopathic pulmonary neuroendocrine cell
hyperplasia) associated with carcinoid and previously operated ductal breast cancer. Case reports:
Case report: A 69-years-old and 74-years-old patients with surgically treated ductal breast cancer
history and current dyspnea and irritable cough, underwent lung computed tomography as part of
regular oncological follow-ups. Multiple nodulars were registered that were suspicious for primary
malignancy metastases. Spirometric examination verified mild obstructive ventilation disorder. After
preoperative preparation, surgery was done (right upper and middle lobes atypical resection in the
first and left segmentectomy of the first segment in the second patient). Pathohistological analysis re-
vealed linear uniform round cells proliferations with finely dispersed nuclear chromatin with “salt and
pepper” appearance above the bronchial mucosa basement membrane, morphological characteristics
of DIPNECH. In addition, areas of the described cells with basal membrane invasion corresponding
to the tumorlet (size <5mm) and carcinoid (size >5mm) stage IA were found. Immunohistochemical
analysis (CD56, synaptophysin, chromogranin: positive; estrogen, progesterone, TTF-1, napsinA and
GATA-3: negative) in both cases confirmed the neuroendocrine differentiation of the described cells.
Bronchiolar fibrosis with luminal narrowing was also registered. Conclusion: DIPNECH is a rare dise-
ase that may be asymptomatic or present with constrictive bronchiolitis symptoms- shortness of breath
and irritating cough which can be misinterpreted as asthma. Conversely, due to more frequent radio-
logical monitoring of oncology patients, it is more often diagnosed in asymptomatic cases, and in such
patients extensive sampling of surgical material is of great importance, in order to avoid misdiagnosis
that may affect the further treatment course.

Key words: DIPNECH, carcinoid, tumorlet, neuroendocrine cells
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P2-1
Leiomyosarcoma of the vagina: A case report
Daniela Bajdevska Dukoska', Blagica Krsteska', Daniel Milkovski®, Slavica Kostadinova-Kunovska'

'Institute of Pathology, Faculty of Medicine, University Ss. Cyril and Methodius, Skopje, Republic of
Macedonia
University Clinic of Obstetrics and Gynecology, University Ss. Cyril and Methodius, Skopje, Republic of Macedonia

Objective: Primary malignant tumors of the vagina represent only about 2% of all gynecological ma-
lignancies. Primary vaginal sarcomas account for about 2% of all malignant vaginal lesions, with leio-
myosarcomas being the most common form of malignant vaginal mesenchymal tumors. Case report:
We present a case of a 49-year-old woman who was admitted to the University Clinic of Obstetrics and
Gynecology complaining of vaginal discharge, abdominal pain and vaginal bleeding within 8 months.
Ultrasound and MR showed a solid tumor infiltrating the posterior wall of the vagina. Complete surgi-
cal excision of tumor was accomplished. The operative material was composed of two lobulated, solid
tumor masses with a total weight of 192 g, with dimensions 11x7x2,5-4cm and 7x5x2cm. The cut sur-
face of the tumor showed nonencapsulated, gray-white glistening mass with hemorrhagic and necrotic
areas. The tissue specimens were fixed in 10% buffered formalin and embedded in paraffin. Immunosta-
inings with antibodies against Vimentin, SMA, CD10, S100, Desmin, CD99, Caldesmon, Podoplanin,
CKAEI1/AE3 and CD31 were made. Histologically, this tumor was composed of spindle-shaped cells
with blunt-ended nuclei, arranged in storiform pattern with marked pleomorphism and nuclear atypia.
Many bizarre cells and multinucleated cells were also seen. There were large regions of coagulative ne-
crosis and high mitotic rate (27 per 10 HPF). Immunohistochemically, the tumor cells were positive for
Vimentin, SMA, CD10 and negative for S100, Desmin, CD99, Caldesmon, Podoplanin, CKAE1/AE3
and CD31. The Ki67 proliferative index was 40%. A final diagnosis of high grade leiomyosarcoma was
made. Postoperatively, the patient received adjuvant chemotherapy with gemcitabine and docetaxel for
eight cycles. The tumor showed a progressive growth with distant metastasis to liver and paraortal and
retroperitoneal lymph nodes. The patient died of the disease 9 months after diagnosis. Conclusion:
Vaginal leiomyosarcoma is an extremely rare disease with very poor prognosis in advanced stages and
undetermined ideal treatment regimen. Reporting rare tumors contributes to collecting data for rare
neoplasms in order for proper early diagnosis and adequate therapy to be established.

Keywords: leiomyosarcoma, vagina, immunohistochemistry

P2-2
Dzinovski horangiom placente: prikaz slucaja

Vladan Trivunovic¢', Milana Panjkovic®, Bojan Radovanovic®, Aleksandra Vejnovic?

!Centar za patologiju i histologiju, Univerzitetski klini¢ki centar Vojvodine, Novi Sad, Srbija

?Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Srbija

’Sluzba za patolosko-anatomsku i laboratorijsku dijagnostiku, Institut za onkologiju Vojvodine, Sremska Kamenica, Srbija
*Katedra za ginekologiju i akuserstvo, Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Srbija

Cilj: Horangiomi su netrofoblastni, benigni vaskularni tumori i sa prevalencom od 1% predstavljaju
najucestalije tumore placente. Najcesc¢e su malih dimenzija i asimptomatski, a njihov nalaz je slucajan.
Dzinovski horangiomi, ve¢i od 5cm, izuzetno su retki, a kao uzrok nastanka moguci su povisen krvni
pritisak i starost majke kao i viSeplodne trudnoce. Prikaz slucaja: Pacijentkinja stara 27 godina dolazi
na Kliniku za ginekologiju i akuserstvo u Novom Sadu u 31. gestacijskoj nedelji blizanacke trudnoce
zbog ultrazvucéno verifikovanog oligohidramniona, hidropsa i horangioma placente drugog ploda. Dan
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nakon prijema, ultrazvucno je verifikovano odsustvo sr¢ane radnje drugog ploda. Nakon deset dana
izvr$en je hitan carski rez sa zivorodenim prvim i mrtvorodenim drugim gemelusom, a posteljice i
tumor poslati su u Centar za patologiju i histologiju u Novom Sadu. Na makroskopskom pregledu
tumor je lobulirane grade, glatke i zamucene povrsine, dimenzija 12x9x5,5 cm, dok je na preseku sivka-
sto-ruzicaste boje, solidne grade i blago staklastog izgleda. Mikroskopskom analizom uzoraka, bojenih
standardnom HE metodom, ustanovljeni su od okoline jasno ograniceni i umnozeni fetalni kapilarni
krvni sudovi i njihova okolna placentalna stroma. Endotelne ¢elije koje grade vaskularnu mrezu su bez
znakova atipije, pleomorfizma i uocljivih mitoza, dok je stroma fokalno hijalinizovana sa prisutnim
retkim hemosiderofagima. Endotelne ¢elije su imunohistohemijski pozitivne na CD31, CD34, GLUT-1
i SMA, dok je proliferativni indeks Ki67 izuzetno nizak. Mikroskopska i imunohistohemijske analize
potvrdile su klinicki i radioloski postavljenu dijagnozu. Zakljucak: Dzinovski horangiomi placente su
izuzetno retki tumori i povezani su sa prenatalnim komplikacijama i nepovoljnim ishodom trudnoce.

Kljucne reci: Dzinovski horangiom placente, CD31, CD34, GLUT-1

Giant placental chorangioma: A case report

Vladan Trivunovic', Milana Panjkovic’, Bojan Radovanovic®, Aleksandra Vejnovic!

!Center for Pathology and Histology, University Clinical Center of Vojvodina, Novi Sad, Serbia

*Department of Pathology, Faculty of Medicine, University in Novi Sad, Novi Sad, Serbia

*Department of Pathoanatomical and Laboratory Diagnostics, Oncology Institute of Vojvodina, Sremska Kamenica, Serbia
*Department of Gynaecology and Obstetrics, Faculty of Medicine, University in Novi Sad, Serbia

Objective: Chorangiomas are nontrophoblastic benign vascular tumors which are the most common
placental tumors with a prevalence of 1%. They are usually small and asymptomatic and their finding
is incidental. Giant chorangiomas, greater than 5 cm, are rare. Maternal age, hypertension, as well as
multiple gestation pregnancy may play a role in their development. Case report: A 27-year-old patient
was admitted to the Gynaecology and Obstetrics Clinic in Novi Sad in the 31st gestational week of
twin pregnancy due to ultrasound-verified oligohydramnios, hydrops and chorangioma of the second
placenta. The following day, absence of cardiac activity of the second fetus was verified by ultrasound.
After ten days, an emergency caesarean section was performed with a liveborn first and a stillborn
second twin. Placentas and the tumor were sent to the Center for Pathology and Histology in Novi
Sad. On gross examination, the tumor was lobulated, with smooth and blurred surface, measuring
12x9x5.5cm. On the cross-section the tumor was solid, grayish-pink and of a slightly glassy appearan-
ce. Microscopic analysis on standard HE staining, showed a well circumscribed mass of fetal capillary
proliferation with surrounding placental stroma. The endothelial capillary cells were without signs
of atypia, pleomorphism and noticeable mitoses, while the stroma was focally hyalinized with rare
chemosiderophages being present. Endothelial cells were immunohistochemically positive for CD31,
CD34, GLUT-1 and SMA, while the Ki67 proliferative index was extremely low. Microscopic and im-
munohistochemical analyses confirmed the clinical and radiological diagnosis. Conclusion: Giant
placental chorangiomas are extremely rare tumors and are associated with prenatal complications and
adverse pregnancy outcomes.

Keywords: Giant placental chorangioma, CD31, CD34, GLUT-1
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P2-3
Uznapredovali adenosarkom uterusa: prikaz slucaja

Lidija D. Priji¢ Pleéevi¢, Nenad M. Miladinovié, Milica S. Vlaisavljevié, Sladana M. Jocki¢ Surlan, Marija
M. Mili¢, Jelena G. Stanojevic

Sluzba klinicke patologije Klini¢ko bolnicki centar Zemun, Beograd, Srbija

Cilj: Prikazujemo slucaj adenosarkoma uterusa sa udaljenim metastazama. Adenosarkom uterusa je
redak maligni tumor Zenskog genitalnog trakta koji predstavlja oko 5% svih sarkoma uterusa. To je bi-
fazni tumor, sagraden od epitelne i mezenhimne komponente. Epitelnu komponentu karakterise beni-
gni zlezdani epitel, a mezenhimalna komponenta je maligna. Prikaz slucaja: Sedamdeset devetogodis-
nja zena je dosla na pregled kod ginekologa zbog krvarenja iz vagine. Klinickim pregledom utvrdeno je
postojanje polipoidne tumorske promene u vagini koja prominira iz cerviksa. MR pregled male karlice
pokazuje veliku heterogenu tumorsku masu koja nastaje iz tela uterusa, zauzima citav kavum i cerviks
i infiltriSe vaginu, parametrijalno vezivno tkivo, adnexa i zadnji zid mokra¢ne besike. Dodatno, CT
grudnog kos$a i abdomena pokazuje prisustvo sekundarnih tumorskih depozita u plu¢ima i jetri. Ura-
dena je biopsija opisane tumorske promene. Histopatoloski nalaz je pokazao prisustvo bifaznog tumor
sa intraglandularnim ,,phylodes-like! projekcijama i periglandularnom kondenzovanom stromalnom
atipicnom komponentom, mitotski aktivnom i fokalno nekroti¢cnom. Kona¢na histopatoloska dijagno-
za je bila adenosarkom. U daljem toku pacijentkinja je lecena simptomatskom i suportivnom terapijom
zbog uznapredovale metastatske bolesti, loseg performans statusa i kardiovaskularnih komorbiditeta.
Zakljucak: Kod Zena svih starosnih grupa kod kojih je prisutna veca intrauterina polipoidna masa,
neophodno, kao diferencijalnu dijagnozu, razmatrati i adenosarkom uterusa.

Kljucne reci: sarkom uterusa, adenosarkom, vaginalno krvarenje

A rare case of advanced adenosarcoma of the uterus

Lidija D. Prijic Plecevic, Nenad M. Miladinovic, Milica S. Vlaisavljevic, Sladjana M. Jockic Surlan, Marija
M. Milic, Jelena G. Stanojevic, Sanja M. Milenkovic
Department of Clinical Pathology, Clinical Hospital Center Zemun, Belgrade, Serbia

Objective: We present a case report of uterine adenosarcoma with associated metastases. Uterine ade-
nosarcoma is rare malignancy of the female genital tract, accounting for approximately 5% of uteri-
ne sarcomas. It is a biphasic tumor with both epithelial and mesenchymal component. The epithelial
component is characterized by benign glandular epithelium and the mesenchymal component is ma-
lignant. Case report: A 79-year-old woman presented with a history of vaginal bleeding. Clinical va-
ginal examination revealed a fungating mass protruding through the cervical os. Magnetic resonance
imaging (MRI) of the pelvis showed a large heterogenous mass that was arising from the uterine body;,
occupying the whole uterine cavity, extending beyond the uterus and involving parametrial connecti-
ve tissue, adnexa, vaginal and urinary blader wall. Also CT scan of the thorax and abdomen showed
secondary deposits in the lungs and liver. A biopsy of the described tumor mass was undertaken.
Histopathological examination revealed biphasic tumor with phyllodes-like architecture and periglan-
dular cuffing of atypical tumor cells, mitotic active, focally necrotic. Histopathological final diagnosis
was adenosarcoma. The patient was simptomatic and suportive therapy treated because of the advan-
ced stage of disease and cardiovascular comorbidity. Conclusion: In conclusion, in woman of all ages
presenting with polypoid tumor mass, uterine adenosarcoma should be considered as a differential
diagnosis.

Keywords: uterine sarcoma, adenosarcoma, vaginal bleeding
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P2-4
Folikularni limfom sa infiltracijom jajnika udruZen sa karcinomom endometrijuma: pri-
kaz slucaja

Nevena Stanulovic*?, Milan Popovic? Zoran Nikin®, Tatjana Ivkovi¢ Kapicl"?, Slobodan Maricic*?
"Medicinski Fakultet, Univerzitet u Novom Sadu, Srbija
Institut za Onkologiju Vojvodine, Sremska Kamenica, Srbija

Cilj: Prikazujemo slucaj folikularnog limfoma sa infiltracijom jajnika i desnih parametrija koji je veri-
fikovan tokom operativnog lecenja karcinoma endometrijuma. Prikaz slu¢aja: Zena starosti 68 godina
(PO, ABO) prikazana je Konziluijumu Instituta za Onkologiju Vojvodine nakon patohistoloski verifi-
kovanog karcinoma endometrijuma (Adenocarcinoma endometrioides cavi uteri, G1). MR abdomena
i male karlice ukazao je na masivnu retroperitonealnu, mezenterijalnu i medijastinalnu limfadeno-
megaliju kao i masu uz lateralni rub tela materice desno. Indikovana je histerektomija sa obostranom
adneksektomijom. Intraoperativno je uocena suspektna tumorska infiltracija desnih adneksa kao i
konglomerat limfnih nodusa Ingvinalno desno i parailijakalno levo. Cvor ingivinalne regije se posalje
na ex tempore analizu (ne moze iskljuciti limfoproliferativno oboljenje). Definitivni ise¢ci pokazali su
infiltraciju ¢vora atipi¢nim limfocitima koji su pozitini na CD20 (~100%), CD10, BCL-2 i negativni
na CD23 i Cycilin-D, Ki-67 ~40%. Na osnovu morfoloskog i imunohistohemijskog nalaza postavljena
je dijagnoza: Lymphoma folliculare, “follicular pattern”, G2. Definitini preparati operativnog matari-
jala pokazali su prisustvo seroznog "low grade” karcinoma endometrijuma koji je nastao u polipu en-
dometrijuma (pT1aNO0). Histoloski se verifikuje infiltracija jajnika i paramterija prethodno opisanim
limfomom dok se atipi¢ni limfociti verifikuju i u 6 od 12 limfnih nodusa ingvinalne regije desno.
Postoperativno, indikuje se primena hemioterapije prema protoklu CHOP koja je uspesno sprovedena
i pacijentkinja je nakon 6 meseci bez tegoba. Zakljucak: U slucaju atipi¢ne limfadenopatije tokom ope-
racije karicnoma endometrijuma., bez obzira na retkost ove pojave, treba iskljuciti prisustvo sinhronog
folikularnog limfoma.

Kljucne reci: folikularni limfom, karcinom endometrijuma, sinhrono, limfadenomegalija

Follicular lymphoma with ovarian infiltration associated with endometrial cancer: A case
report

Nevena Stanulovic*?, Milan Popovic*? Zoran Nikin®, Tatjana Ivkovi¢ Kapicl"?, Slobodan Maricic*?

'Faculty of Medicine, University of Novi Sad, Serbia
*Oncology Institute of Vojvodina, Sremska Kamenica, Srbija

Objective: We report a case of follicular lymphoma with infiltration of the right ovary and parametri-
um, which was verified during the surgical treatment of endometrial cancer. Case reports: A 68-ye-
ar-old woman (PO, AB0) was presented to the Consilium of the Institute of Oncology of Vojvodina af-
ter pathohistologically verified endometrial cancer (Adenocarcinoma endometrioides cavi uteri, G1).
MRI of the abdomen and small pelvis showed massive retroperitoneal, mesenteric and mediastinal
lymphadenomegaly, as well as mass along the lateral edge of uterine body. Hysterectomy with bilateral
adnexectomy was indicated. Suspected tumor infiltration of the right adnexa as well as conglomera-
tes of lymph nodes of right inguinal and left parailiac region was intraoperatively encountered. An
inguinal lymph node was sent for ex tempore analysis (cannot rule out lymphoproliferative disease).
Definitive sections showed node infiltration with atypical lymphocytes that are positive for CD20 (~
100%), CD10, BCL-2 and negative for CD23 and Cycilin-D, Ki-67 ~ 40%. Based on morphological
and immunohistochemical findings, the diagnosis was made: Lymphoma folliculare, ‘follicular pattern,
G2. Definite specimens of operative material showed the presence of serous “low grade” endometrial
cancer that developed in a polyp (pT1aNO0). The infiltration of the ovaries and parametrium by the pre-
viously described lymphoma was verified, while atypical lymphocytes was verified in 6 of the 12 lymph
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nodes of the right inguinal region. Postoperatively, the chemotherapy according to the CHOP protocol
is indicated, which was successfully performed and the patient is disease free 6 months after treatment.
Conclusion: In the case of atypical lymphadenopathy during surgery of endomterial carcinoma, regar-
dless of the rarity, the presence of synchronous follicular lymphoma should be ruled out.

Keywords: follicular lymphoma, endometrial carcinoma, lymphadenopathy, synchronous
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Sitnocelijski neuroendokrini karcinom cerviksa: prikaz slucaja

Dragana Tegeltija', Lidija Vuckovi¢', Gabrijela Druzek?® Jelena Majstorovi¢?, Bosiljka Krajnovic, Alek-
sandra Lovrenski'

"Univerzitet u Novom Sadu, Medicinski fakultet Novi sad, Novi Sad, Srbija
2Opéta bolnica Subotica, Subotica, Srbija

Cilj: Prkazujemo slucaj sitnocelijskog neuroendokrinog karcinoma grlica materice. Sitnocelijski ne-
uroendokrini karcinom grli¢a materice je redak tumor koji ¢ini 1 — 3% svih tumora grlica materice.
Prvi put je opisan grli¢u materice 1957. i histopatoloski i imunohistohemijski) podseca na sitnocelijski
karcinom pluca. Prikaz sluaja: Zena stara 54 godine u postmenopauzi, zalila se na krvarenje iz va-
gine u trajanju od tri meseca. U biopsijskom uzorku su nadeni slabo kohezivni agregati uniformnih
sitnih Celija sa nejasnim celijskim granicama, oskudne citoplazme, hiperhromati¢nih jedara sa fino
granuliranim hromatinom, nuklearnim uklapanjem, neprominentnih nukleolusa, mitotski aktivne sa
ekstenzivnom nekrozom. Tumorske celije formiraju male aciinuse koji podsecaju na rozete i pokazuju
pozitivno bojenje na neuroendocrine markere (CD56, sinaptofizin i hromogranin), TTF-1 i Ki67 i ne-
gativno bojenje na: HMB45, CD99, CD117, desmin, CD10, CD45 i vimentin. Magnetna rezonanca po-
kazuje da tumor zahvata donju tre¢inu vagine, bez ekstenzije u pelvi¢ni zid (TNM/FIGO; T3a NOMO0/
ITIA). Ona je pdvrgnuta hemoradioterapiji. Tri meseca nakon tretmana, pacijentkinja je bez simptoma
i bez lokalno-regionalnog recidiva bolesti. Zaklju¢ak: Multimodalni tretman je neophodan u lec¢enju
bolesnika sa SCNCC.

Kljucne reci: Sitnocelijski neuroendokrini karcinom, cerviks, imunohistohemija

Small cell neuroendocrine cervical carcinoma: A case report

Dragana Tegeltija', Lidija Vuckovic', Gabrijela Druzek?, Jelena Majstorovic®, Bosiljka Krajnovic®, Alek-
sandra Lovrenski'

"University of Novi Sad, Faculty of Medicine, Novi Sad, Serbia
2General Hospital Subotica, Subotica, Serbia

Objective: We report a rare case of the small cell neuroendocrine cervical carcinoma. Small cell neuro-
endocrine cervical carcinoma (SCNCC) is rare tumor that comprises 1- 3% of all cervical tumors, first
described in the cervix 1957. and histopathologically and immunohistochemistry resembles small cell
carcinoma of the lung. Case report: A 54-year-old, postmenopausal women presented with a compla-
int of bleeding of the vagina for three months duration. Cervical biopsy revealed loose aggregates of
uniform small cells with indistinct cell borders, scant cytoplasm, hyperchromatic nuclei with fine gra-
nular chromatin, nuclear molding, indistinct nucleoli, mitotic activity with extensive necrosis. Tumor
cells form small acini resembling rosettes and neuroendocrine positive stains (CD56, TTF1, synaptop-
hysin, chromogranin and Ki67) and negative stains for: HMB45, CD99, CD117, desmin, CD10, CD45
and vimentin. A magnetic resonance image scan showed that tumor involves lower third of vagina,
no extension to pelvic wall (TNM/FIGO; T3aNOMO/IITA). She underwent chemoradiotherapy. Three
months after treatment, the patient was asymptomatic without loco-regional recurrence disease. Conc-
lusion: Multimodality treatment is necessary in treatment the patients with SCNCC.

Keywords: Small cell neuroendocrine carcinoma, cervix, immunohistochemistry
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Dzinovski dezmoid tumor u trudnodi

Aleksandra Ili¢" 2, Aleksandra Vejnovi¢®*, Mirjana Zivojinov"?, Tanja Laki¢"?, Zeljka Panié**, Milana
Panjkovic"?

"Univerzitet u Novom Sadu, Medicinski fakultet, Novi Sad, Srbija

*Univerzitetski klinicki centar Vojvodine, Centar za histologiju i patologiju, Novi Sad, Srbija

*Univerzitetski klinicki centar Vojvodine, Klinika za ginekologiju i akuserstvo, Novi Sad, Srbija

*Univerzitet Privredna akademija u Novom Sadu, Farmaceutski fakultet, Novi Sad, Srbija

Cilj: Prikazujemo redak slucaj fibromatoze - dezmoid tip (miksoidni izgled) kod trudnice. Prikaz
slucaja: Tridesetjednogodi$nja trudnica se javila u Univerzitetski Klinicki Centar Vojvodine u septem-
bru 2019.godine. Nakon fizikalnog pregleda, ultrazvu¢nog pregleda i magnetne rezonance, uradena je
laparatomija u 15. nedelji trudnoce. Dimenzije tumora su bile 110x180x180mm, a tezina 2840g. Ma-
kroskopski, tumor je bio nepravilnog oblika, sivkasto-belicaste boje, prekriven prozirnom kapsulom,
naglasenog vaskularnog crteza. Na serijskim rezovima tumor je bio Zuckasto-beli¢aste boje, rubno
mrke boje, homogene grade, sa prisustvom tackastog krvarenja. Fokalno su bile prisutne manje ci-
stine formacije. Histoloski, tumor je bio niske do umerene celularnosti, sagraden od proliferalisalih
izduzenih, vretenastih celija, sa ovalnim i izduzenim jedrima, koje su bile aranzirane u duge, izukrstane
snopove, smestene u gustoj, kolagenoj stromi. U ve¢im podrucjima, stroma je bila miksoidno izme-
njena, a same Celije uniformne, vretenaste, mestimi¢no zvezdastog oblika, izduzenog jedra. Delom
je tumor bio prozet svezom krvlju, uz prisustvo brojnih krvnih sudova, dilatiranih vena i arterija sa
zadebljalim misi¢nim slojem, okruzenih hijalinom i perivaskularnim edemom. Tumor je fokalno po-
kazao znake infilrativnog rasta u okolno masno tkivo. Mitoze nisu videne mikroskopski. Imunohisto-
hemijski, tumorske ¢elije su bile S100-, CK AE1/AE3-, Inhibin a-, EMA-, p Catenin nuclear+, STAT6-,
Desmin-, Calretinin-, CD34-, SMA-, CD117-, Bcl2-, DOG1-, Vimentin+, CD99-, MDM2-, dok je Ki67
proliferativni indeks bio nizak (4-5%). Pacijentkinja je rodila zdravo musko dete i do danas nije bilo
znakova recidiva bolesti. Zakljucak: Prikazali smo slucaj uspe$no odstranjenog dezmoid tumora koji
se nalazio u korenu mezenterijuma i koji se delimi¢no prostirao u retroperitoneum kod trudne Zene.

Kljucne reci: fibromatoza, dezmoid, trudnoca

A giant desmoid tumor in pregnancy

Aleksandra Ilic" 2, Aleksandra Vejnovic"?, Mirjana Zivojinov"?, Tanja Lakic"? Zeljka Panic**, Milana
Panjkovic*?

"University of Novi Sad, Faculty of Medicine, Novi Sad, Serbia

*University Clinical Center of Vojvodina, Center for Histology and Pathology, Novi Sad, Serbia

*University Clinical Center of Vojvodina, Clinic for Gynecology and Obstetrics, Novi Sad, Serbia

*University of Business academy in Novi Sad, Faculty of Pharmacy, Novi Sad, Serbia

Objective: We present a rare case of Desmoid-type Fibromatosis (myxoid pattern). Case report: A
31-year-old pregnant woman admitted to University Clinical Center of Vojvodina in September 2019.
After physical examination, ultrasound and Magnetic resonance imaging, laparotomy was performed
in patient)s fifteenth week of gestation. Tumor was about 110x180x180mm in size and weighted 2840g.
Grossly, the tumor was irregular, oval, white-greyish, with translucent capsule and enhanced vasculari-
ty. The cut section revealed homogenous, glistening white-yellowish surface, with spotting and darker
areas at the periphery. Focally, there were small cysts in the tumor. Histologically, the tumor was low
to moderate in cellularity, composed of proliferating spindle-shaped cells, arranged in long fascicles
with spindle nuclei and pale cytoplasm. The stroma was dense, rich in collagen. There were wide loose
myxoid areas and stellate cells with spindle nuclei. Also, the areas with hemorrhage and numerous
small blood vessels and arteries with thickened wall surrounded with hyalin and perivascular edema
were present. The tumor showed infiltrative growth into surrounding adipose fat tissue. Mitosis were
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not found in the tumor. Immunohistochemically the tumor cells were S100-, CK AE1/AE3-, Inhibin
a-, EMA-, B Catenin nuclear+, STAT6-, Desmin-, Calretinin-, CD34-, SMA-, CD117-, Bcl2-, DOG1-,
Vimentin+, CD99-, MDM2- and Ki67 proliferative index was low(4-5%). The patient gave birth to
healthy boy and till today has no sign of tumor recurrence. Conclusion: We reported a case of succe-
ssfully resected desmoid tumor that occurred at the root of the mesentery with partially extending into
the retroperitoneum of pregnant woman.

Keywords: fibromatosis, desmoid, pregnancy
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Strumalni karcinoid jajnika: prikaz dva slucaja

Marija Ninkovié, Marijana Cimbaljevi¢, Marko DzZuverovic, Ivana Perovi¢, Nenad Pavlovi¢, Bojana Ra-
kocevic
Ginekologko-akuserska klinika “Narodni front”, Beograd, Srbija

Cilj: Prikazujemo dva slucaja strumalnog karcinoida jajnika. Strumalni karcinoid je redak tumor jaj-
nika iz grupe monodermalnih teratoma koji ¢ini svega 0,1% tumora jajnika. Moze biti deo zrelog tera-
toma ili se javiti u ¢istoj formi. Tumor grade dve blisko pomesane komponente: tkivo Stitaste zlezde i
dobro-diferentovani neuroendokrini tumor-karcinoid. Prikaz slucaja:, klinicki asimptomatskih paci-
jentkinja, uzrasta 61 i 40 godina kojima su na rutinskim ginekoloskim pregledima otkriveni tumorski
uvecani jajnici. Radioloski i klinicki pregledi su ukazivali na unilateralne benigne tumore, te je indi-
kovan operativni tretman prema protokolu za tumore jajnika. Na pregled smo dobili tumore precni-
ka 115mm i 70mm, oba intaktne, glatke kapsule, na preseku cisticno-solidne grade. Mikroskopske i
imunohistohemijske analize su pokazale tumor graden od tkiva $titaste Zlezde po tipu proliferativne
strume (TTF1, Thyreoglobulin, Cytokeratin7 pozitivnost), uz koji neposredno raste karcinoid graden
od trabekula, acinusa i solidnih gnezda tumorskih ¢elija, minimalne nuklearne atipije ( Synaptophysin
i Chromogranin A pozitivnost). Nadena je niska proliferativna aktivnost u tumorima (Ki67 <2%).
Na osnovu opisanih patoloskih nalaza postavljena je dijagnoza strumalnog karcinoida jajnika. Dife-
rencijalno-dijagnosticki razmisljali smo i o sekundarnoj malignoj transformaciji koja moze nastati na
terenu ovarijalne strume. Zakljucak: Strumalni karcinoid se javlja naj¢esce u IA stadijumu bolesti, $to
je i na$ slucaj. Uprkos postojanju neuroendokrinog tumora-karcinoida, tumor ima odli¢nu prognozu
i benigno klinicko ponasanje kada je ogranicen na jajnik. Karcinoidni sindrom, recidivi ili postojanje
metastaza su opisani izuzetno. Operativni tretman u skladu sa godinama pacijentkinje je terapijski
dovoljan, nakon Cega se savetuje samo pracenje. Danas, nakon tri, odnosno dve godine od postavljanja
dijagnoze, obe pacijentkinje su bez znakova bolesti.

Kljucne reci: strumalni karcinoid, teratom jajnika, ovarijalna struma

Ovarian strumal carcinoid: Review of two cases

Marija Ninkovic, Marijana Cimbaljevic, Marko Dzuverovic, Ivana Perovic, Nenad Pavlovic, Bojana Ra-
kocevic
Department of Pathology, The Obstretics and Gynaecology Clinic ,Narodni Front”, Belgrade, Serbia

Objective: We present two cases of ovarian strumal carcinoid. Strumal carcinoid is an uncommon
ovarian tumor from group of monodermal teratomas which incidence is 0,1% of all ovarian tumors. It
can be part of mature teratoma or it may occur in pure form. SC is composed from intimate mixture
of thyroid tissue and well differentiated neuroendocrine tumor grade I (carcinoid). Case reports: We
report two cases of clinically asymptomatic women, 61- and 40- years old, who were diagnosed with
ovarian enlargment on routine gynecological examinations. Radiological and clinical analyses revealed
unilateral, most likely benign ovarian tumors, so surgical treatment, in accordance with protocol for
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ovarian tumors was indicated. On macroscopic examination, both tumors present with smooth sur-
face and intact capsule, measured 115mm and 70mm, both with cystic-solid features. Histologically
and immunohistohemically, tumors were composed of thyroid tissue in form of proliferative struma
(TTF1, Thyreoglobulin and Cytokeratin 7 positive) and carcinoid tumor with trabecular, insular and
solid growth patern (Synaptophysin and Chromogranin A positive). Low mitotic activity confirmed
(Ki67 <2%). According to pathological findings, a diagnosis of ovarian strumal carcinoid was made.
Differential diagnosis that we have considered were secondary malignancy that may arise in ovarian
struma. Conclusion: SC is usually IA pathological stage, as in our cases. Despite the presence of NET,
these tumors have excellent prognosis and benign biological behavior when they are limited to the
ovary. Carcinoid syndrome, tumor relapses and metastases are exceptional. The treatment is primarily
surgical with follow up recommendation. Today, our patients are disease free after three and two years
respectively.

Keywords: strumal carcinoid, ovarian teratoma, struma ovarii

P2-8

Sklerozirajuci lipogranulom penisa: prikaz slucaja

Stefan Ivi¢', Jelena Ili¢ Sabo"?, Ivan Capo'?, Milena Sunjevi¢*?, Bojana Andreji¢ Visnji¢’, Dragomir Cuk'
'Centar za patologiju i histologiju, Univerzitetski Klinicki centar Vojvodine, Novi Sad, Srbija

“Katedra za histologiju i embriologiju, Medicinski fakultet, Novi Sad, Srbija
*Katedra za patologiju, Medicinski fakultet, Novi Sad, Srbija

Cilj: Prikazati slucaj sklerozirajuceg lipogranuloma penisa kod pacijenta nakon samostalnog ubrizga-
vanja supstanci u tkivo penisa. U vreme ekspanzije kozmetickih zahvata, uve¢anje obima penisa ubriz-
gavanjem razli¢itih supstanci (parafin, silikon, mineralna ulja) ostaje kontroverzna procedura sa du-
gom istorijom. Ovu proceduru cesto izvode sami pacijenti ili druga lica bez licenciranog medicinskog
obrazovanja. Ubrizgavanjem ovih supstanci nastaje lokalna zapaljenska reakcija pracena crvenilom,
bolom, otokom, zadebljanjem koZe penisa, sa posledi¢nim stvaranjem sklerozirajuceg lipogranuloma,
a u ozbiljnijim slucajevima i ulceracijom, nekrozom i embolijom. Mogu nastati impotencija, bolna
erekcija i dizurija. Metoda lecenja je ekscizija promene sa naknadnom rekonstrukcijom. Prikaz sluca-
ja: Pacijent starosti 45 godina javlja se na pregled zbog promena na penisu. Inspekcijom, na ventralnoj
strani penisa uocene su oziljne promene sa ulkusima i pocetnim znacima inflamacije, te je pacijent
upucen urologu. Ekscidiran je deo oziljne promene sa znacima inflamacije, uzeta je biopsija, a zatim
je nacinjena rekonstrukcija. PatohistoloSkom analizom materijala dobijenog biopsijom uoceni su fra-
gmenti koze i supkutanog vezivnog tkiva. Na delovima epidermisa prisutne su ulceracije sa prisutnim
zapaljenskim infiltratom, podru¢jima hiperkeratoze i parakeratoze. Inflamatorni infiltrat bogat epitelo-
idnim histiocitima ispunjenim lipidnim vakuolama prisutan je u supkutanom vezivnom tkivu, a pored
se uocavaju manji fokusi nekroze i cisticne promene u vidu “$vajcarskog sira” Na osnovu patohistolos-
kog nalaza i klinickih podataka dijagnostikovan je skleroziraju¢i lipogranulom. Zakljuc¢ak: Uvecanje
obima penisa ubrizgavanjem razlicitih supstanci je opasna procedura koja u ekstremnim slucajevima
moze rezultovati smrtnim ishodom, a nikada nece pruziti rezultate koje pacijenti ocekuju.

Kljucne reci: sklerozirajuci lipogranulom, penis, parafinom, silikonom
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Sclerosing lipogranuloma of penis: A case report

Stefan Ivic', Jelena Ilic Sabo"?, Ivan Capo"?, Milena Sunjevic'?, Bojana Andrejic Visnjis?, Dragomir Cuk’
!Center for Pathology and Histology, University Clinical Center of Vojvodina, Novi Sad, Serbia

“Department for Histology and Embryology, Faculty of Medicine, University of Novi Sad, Serbia

*Department for Pathology, Faculty of Medicine, University of Novi Sad, Serbia

Objective: We present a case of sclerosing lipogranuloma of penis in a patient after self-injection of
substances into penile tissue. Increasing the volume of penis by injecting substances (paraffin, silicone,
mineral oils) remains a controversial procedure. Procedure is performed by patients themselves or by
others without a licensed medical education. Injecting these substances causes a local inflammatory
reaction with redness, pain, swelling, thickening of penile skin, with the subsequent formation of scle-
rosing lipogranuloma, and sometimes, ulceration, necrosis and embolism. Impotence, painful erecti-
ons and dysuria may occur. The treatment is excision with subsequent reconstruction. Case reports: A
45-year-old patient presents due to changes on penis. Inspection showed scarring with ulcers and signs
of inflammation on ventral side of penis, and patient was referred to urologist. Part of the scar with
inflammation was excised, biopsy was taken, and reconstruction was made. Pathohistological analysis
revealed fragments of skin and subcutaneous connective tissue. Ulcerations with inflammatory in-
filtrate, hyperkeratosis and parakeratosis were present on parts of epidermis. Inflammatory infiltrate
rich in epithelioid histiocytes with lipid vacuoles was present in subcutaneous connective tissue, and
smaller foci of necrosis and cystic changes in the form of “Swiss cheese” were observed. Based on pat-
hohistological findings and clinical data, he was diagnosed with sclerosing lipogranuloma. Conclusi-
on: Increasing the volume of penis by injecting substances is dangerous, it can even result in death, and
will never provide the expected results.

Keywords: sclerosing lipogranuloma, penis, paraffinoma, siliconoma
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Abrikosov tumor vulve: prikaz slucaja

Matilda Dolai"?, Sandra Trivuni¢ Dajko"?, Jelena Amidzic"?, Aleksandra Fejsa Levakov'?, Jelena Ili¢
Sabo'?, Milena Sunjevi¢™

!Centar za patologiju i histologiju, Univerzitetski klini¢ki centar Vojvodine, Novi Sad, Srbija

*Katedra za histologiju i embriologiju, Medicinski fakultet Novi Sad, Univerzitet Novi Sad, Srbija

Cilj: Prikazujemo slucaj Abrikosovog tumora na vulvi kod dvadesetogodisnje Zene. Abrikosov ili ,,Gra-
nular cell” tumori obi¢no su tumori koze regije glave i vrata, ali se retko mogu nadi i u kozi vulvarne
regije. Kao promena koze genitalne regije, obi¢no se vidja kod zena u 5toj deceniji Zivota i tada su
najcesce lokalizovani na malim stidnim usnama. Prikaz slucaja: Zbog prisustva vularvnog spororastu-
¢eg, bezbolnog ¢vora pacijentkinja stara 20 godina obratila se ginekologu. Nakon pregleda uradjena je
ekscizija promene. Na histolosku analizu priljen je isecak koze sa, u celosti uklonjenom, nodularnom,
sivkastom promenom pre¢nika 1,5cm. Histoloskom analizom vidjeno je tumorsko tkivo koje grade
nejasno ogranicene, poligonalne celije, sa obiljem granulirane eozinofilne citoplazme i sa sitnim, hi-
perhromati¢nim centralno smestenim jedrima. Tumorske Celije su bile okruzene vezivnim trakama.
Perineuralna infiltracija nije uocena. Citoplazma tumorskih celija je bila PAS pozitivna i na imuno-
histohemijskim bojenjima S100 i NSE pozitivna i SMA i Ki67 negativna. Na osnovu histoloskog izgleda
i organizacije celija postavljena je dijagnoza Abrikosovog tumora. Zakljuc¢ak: ,Granular cell” tumor se
retko moze videti na kozi vulve. Histolo$ki izgled tumorskih ¢elija je vrlo specifi¢na i obi¢no se dija-
gnoza postavlja na svetlosnoj mikroskopiji i imunohistohemijskom analizom.

Kljucne reci: vulva, granular cell tumor, koza
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Abrikosov tumor of the vulva: A case report

Matilda Djolai'?, Sandra Trivunic Dajko"?, Jelena Amidzic"?, Aleksandra Fejsa Levakov'?, Jelena Ilic
Sabo"?, Milena Sunjevic"?

!Centre for Pathology and Histology, University Clinical Centre of Vojvodina, Novi Sad, Serbia

*Department of Histology and Embryology, Medical faculty Novi Sad, University of Novi Sad, Serbia

Objective: We present a case of granular cell tumor of the vulva in 20 years old women. Granular cell
tumor or Abrikosov tumors primary tumor of skin in head and neck region, but rarelly they can de-
velop into the skin of vulvar region. In the female genital scin they usually occurs in the 5th decade of
life and located into the scin of labia minora. Case report: Due to the slow growing, painless change in
the skin of the vulva, a 20-year-old patient wentto a gynecologist. After the gynecological examination
perfomed excision of skin lesion. on histological analysis received a fragment of skin with grey nodule
wich diameter was 1.5 cm, and which is taken as a whole. By histological analysis on the specimens
was seen unclear demarcated tumor tissue into the dermis made from polygonal cells with abundant
granular eosinophilic cytoplasm with small, centraly located hyperhromatic nuclei. Tumor cells were
surrounded by fibrous bands. Perineual infiltration not found.Cytoplasm of tumor cells were PAS po-
sitive and immunohistochemically positive on S100 and NSE and negative on SMA, Ki67. The diaga-
nosis of granular cell tumor (Abrikosov tumor) of the vulva was done considering the characteristic
histological organisation and appearance of cells. Conclusion: Granular cell tumor is a rare form that
can be seen in the skin of the vulva. Histological appearance of tumor is very specific and diagnosis is
usually based on light microscopy and immunohistochemistry.

Keywords: vulva, granular cell tumor, skin
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CD10 negativni MEST

Gorana Nikoli¢, Isidora Filipovi¢’, Sanja Radojevic¢ Skodri¢!
"Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju ,,Prof. dr Porde Joannovi¢®, Beograd, Srbija
*Univerzitetski klinicki centar Srbije, Beograd, Srbija

Cilj: Prikazujemo slu¢aj CD10 negativnog meSovitog epitelnog i stromalnog tumora (MEST). MEST
je veoma retka bubrezna neoplazma koja se najcesce dijagnostikuje kod perimenopauzalnih zena zbog
Cega se pretpostavlja da polni hormoni imaju znac¢ajnu ulogu u patogenezi. Imunohistohemijska potvr-
da se, izmedu ostalog, zasniva na dokazivanju ER, PR i CD10 pozitivnih stromalnih celija, zbog ¢ega
je cilj prikaz CD10 negativnog slu¢aja MEST-a. Prikaz slucaja: Pacijentkinja stara 47 godina operisana
je u KCS zbog tumorske promene bubrega. Na PH pregled dostavljen je solidno-cisti¢ni nodus ¢ijom
je mikroskopskom analizom utvrdeno postojanje dve komponente, epitelne i mezenhimalne. Epitelnu
komponentu ¢ine glandularne i cisticne formacije razlicite veli¢ine, obloZene jednorednim epitelom
sastavljenim od cilindri¢nih i klinastih ¢elija, kao i epitelom prelaznog tipa, dok mezenhimalnu kom-
ponentu najve¢im delom ¢ine snopovi vretenastih ¢elija, uz prisustvo redih hipocelularnih zona sa ra-
stresitom stromom. Epitelne ¢elije pokazale su imunoreaktivnost na CK, EMA i pax8, dok su stromalne
¢elije bile pozitivne na desmin, SMA, calponin i H-caldesmon. Stromalne ¢elije u neposrednoj okolini
cisti pokazivale su ER i PR imunopozitivnost, uz izostanak CD10 imunoreaktivnosti. U stromi nisu
uocene HMB-45 ni MelanA pozitivne celije, ¢ime je iskljucen angiomiolipom sa epitelnim cistama.
Morfoloske karakteristike dopunjene IHH analizom odgovaraju MEST- u, bez obzira na negativnost
CD10 markera. Zaklju¢ak: CD10 imunopozitivnost nije neophodan uslov za postavljanje dijagnoze
MEST-a, ve¢ samo dokazuje prisustvo/odsustvo endometrijalne strome koja moze, ali ne mora, biti deo
stromalne tumorske komponente.

Kljucne reci: bubreg, MEST, CD10

Q MATERIA MEDICA « Vol. 38 « No. 1 (Suppl. 1) » maj 2022.



17. NACIONALNI KONGRES UDRUZENJA PATOLOGA I CITOLOGA SRBIJE SA
MEDUNARODNIM UCESCEM

CD10 negative MEST: A case report

Gorana Nikolic', Isidora Filipovic’, Sanja Radojevic Skodric’
"University of Belgrade, Faculty of Medicine, Institute of Pathology “Prof. dr Djordje Joannovi¢”, Belgrade, Serbia
2 University Clinical Center of Serbia, Belgrade, Serbia

Objective: We present a case of CD10 negative mixed epithelial and stromal tumor (MEST). MEST is
a very rare renal neoplasia that is most commonly diagnosed in perimenopausal women, which is why
sex hormones are thought to play a significant role in pathogenesis. Imnmunohistochemical confirmati-
on is, among other, based on the detection of ER, PR and CD10 positive stromal cells, which is why the
aim is to present a CD10 negative case of MEST. Case report: A 47-year-old female patient underwent
surgery at CCS due to a kidney mass. A solid cystic nodule was submitted for PH examination, and
microscopic analysis revealed the existence of two components. The epithelial component consists of
glandular and cystic formations of variable sizes, lined with simple epithelium composed of cylindrical
and hobnail cells, as well as transitional epithelium, while the mesenchymal component is composed
mostly of spindle cell bundles, with rare hypocellular areas. Epithelial cells showed immunoreactivity
to CK, EMA and pax8, while stromal cells were positive for desmin, SMA, calponin and H-caldesmon.
Stromal cells in the immediate vicinity of the cyst showed ER and PR immunopositivity, in the absence
of CD10 immunoreactivity. No HMB-45 or MelanA positive cells were observed in the stroma, thus
excluding angiomyolipoma with epithelial cysts. Morphology followed by IHC analysis confirm the
diagnosis of MEST, regardless of the negativity of the CD10 marker. Conclusion: CD10 is not required
for the diagnosis of MEST, since it only proves the presence / absence of endometrial stroma, which
may or may not be part of the stromal component.

Keywords: kidney, MEST, CD10

P2-11

Cisti¢ni paramezonefricki embrionalni ostatak koji simulira malignu neoplazmu testisa:
prikaz slucaja

Isidora Filipovié', Gorana Nikoli¢, Sanja Radojevi¢ Skodri¢?

"Univerzitetski Klini¢ki centar Srbije, Beograd, Srbija
*Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju ,,Prof. dr Dorde Joannovi¢*

Cilj: Prikazujemo slucaja embrionalnog paramezonefrickog ostatka kao potencijalnog benignog imi-
tatorima malignih neoplazmi testisa. Prikaz sluc¢aja: Muskarac, starosti 27 godina, pocetkom 2020.
godine pregledan je od strane urologa koji je tada postavio sumnju na tumor desnog testisa, nakon
¢ega je MRI pregledom verifikovana retroperitonealna limfadenopatija. Anamnesticki je dobijen po-
datak da je pacijent u detinjstvu operisao testis, ali nije znao da navede razlog. Serumskim analizama
utvden je porast LDH, dok su vrednosti AFP i B-HCG bile u referentnom opsegu. Nakon operacije u
KCS, postavljena je dijagnoza seminoma testisa sa anaplazijom, delom u regresiji. Nakon 4 ciklusa he-
mioterapije, maja 2021. Verifikovana je regresija retropereritonealnih limfnih nodusa. Pocetkom 2022.
godine otkrivena je ingvinalna i ilija¢na limfadenopatija, a na spoljasnjem otvoru ingvinalnog kanala
uocena je cisticna promena interpretirana kao tumorski izmenjen levi nespusteni testis. Nakon odluke
o operaciji, preparat ,,ektopi¢nog levog testisa“ poslat je na PH analizu, gde je postavljena sumnja na
teratom testisa, te su uzorci poslati na konsultativni pregled na Institut za patologiju. U analiziranom
materijalu nije uoceno tkivo testisa, ve¢ policisti¢na lezija oblozena epitelom koji svojim morfoloskim
karakteristikama podseca na epitel Falopijeve tube, a unutar ¢ijih lumena i strome je uocen gust neu-
trofilni infiltrat. IHH analizom potvrdeno je da se radi o strukturi porekla Milerovih kanala. Zaklju-
¢ak: Embrionalni restovi poput paramezonefrickih ostataka mogu simulirati maligne tumore $to treba
imati u vidu, ¢ak i kada postoji klinicka sumnja na malignitet.

Kljucne reci: paramezonefricki ostaci, testis, neoplazma
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Cystic paramesonephric embryonic remnant simulating malignant testicular neoplasm: a
case report

Isidora Filipovic', Gorana Nikolic?, Sanja Radojevic Skodric’
"University Clinical Center of Serbia, Belgrade, Serbia
*University of Belgrade, Faculty of Medicine, Institute of Pathology “Prof. dr Djordje Joannovi¢”, Belgrade, Serbia

Objective: We present cases of embryonic paramesonephric residue as a potential benign imitator of
malignant testicular neoplasms. Case report: A 27-year-old man was examined by an urologist in the
beginning of 2020, who then suspected a tumor of the right testicle, after which an MRI examinati-
on revealed retroperitoneal lymphadenopathy. Anamnestic data show that the patient had testicular
surgery in childhood, but he did not know the reason. Serum analyzes revealed an increase in LDH,
while AFP and B-HCG values were in the reference range. After the operation in CCS, the diagnosis of
testicular seminoma with anaplasia, partly in regression, was made. After 4 cycles of chemotherapy, in
May 2021, regression of retroperitoneal lymph nodes was documented. At the beginning of 2022, ingu-
inal and iliac lymphadenopathy was discovered, and a cystic mass was observed on the outer opening
of the inguinal canal, interpreted as a tumor-altered left undescended testis. After the decision on the
operation, the preparation was sent for PH analysis, where testicular teratoma was suspected, and the
samples were sent for a consultative examination to the Institute of Pathology. No testicular tissue was
observed in the analyzed material, but a polycystic lesion lined with epithelium whose morphological
characteristics resemble the epithelium of the Fallopian tube, and within whose lumens and stroma a
dense neutrophilic infiltrate was observed. IHC analysis confirmed the structure of Mullerian duct ori-
gin. Conclusion: Embryonic rests such as paramesonephric remnants may simulate malignant tumors,
which should be borne in mind, even when there is a clinical suspicion of malignancy.

Key words: paramesonephric remnants, testis, neoplasia

P2-12
Intratestikularni adenomatoid tumor: prikaz slucaja

Milena Vasi¢ Milanovi¢', Jelena Ili¢ Sabo®?, Ivana Stanisi¢®, Dragomir Cuk?
'JZU Bolnica Zvornik, Odeljenje za patologiju, Zvornik, Bosna i Hercegovina

*Univerzitet u Novom Sadu, Medicinski fakultet, Katedra za histologiju i embriologiju, Novi Sad, Srbija
*Univerzitetski klini¢ki centar Vojvodine, Centar za patologiju i histologiju, Novi Sad, Srbija

Cilj: Adenomatoid tumor je benigni tumor porekla mezotela, naj¢esce lokalizovan paratestikularno.
Lokalizacija u parenhimu testisa je izuzetno retka i problemati¢na, jer ovaj tumor u testisu moze imiti-
rati brojne malignitete. Neretko se dijagnoza adenomatoid tumora postavi nakon orhiektomije. Prikaz
slucaja: Prezentujemo tridesetcetvorogodisnjeg pacijenta koji je primljen na kliniku za urologiju zbog
operativnog leCenja tumora desnog testisa, koji se manifestuje lokalnim bolom. Pre 6 godina pacijent
je preboleo desnostrani epididimitis kada mu je incidentalno ultrazvu¢no dijagnostikovan tumor na
gornjem polu desnog testisa, koji se od onda kontinuirano prati. Pri ultrazvu¢nom pregledu opisan je
kao ovalan, hiperehogen i jasno ogranicen ¢vor promera 12 mm. U aktuelnoj hospitalizaciji, pri lokal-
nom pregledu konstatovano je postojanje na palpaciju bezbolne, ¢vrste i nepokretne tumorske mase.
Laboratorijski nalazi su uredni. Nakon preoperativne pripreme ucinjena je ekscizija tumora u opstoj
anesteziji. Operativni materijal poslat je na ex tempore dijagnostiku na kojoj se definitivna dijagnoza
odlozi za trajne histoloske preparate. Na trajnim patohistoloskim preparatima postavljena je dijagnoza
jasno ogranicenog, nekapsulisanog adenomatoid tumora sagradenog od nepravilnih pukotinastih pro-
stora oblozenih ovalnim ¢elijama koje mestimi¢no imaju izgled prstena pecatnjaka i lipoblasta, izmedu
kojih se prozima glatkomisi¢no tkivo. Celije koje oblazu pukotinaste prostore na imunohistohemijskim
analizama su calretinin, WT1 i CKMNF 116 pozitivne, a EMA i CEA negativne. Opisano podrudje
oivi¢eno je vezivnim tkivom sa dilatiranim krvnim sudovima, prozeto umereno obilnim limfocitnim
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infiltratom. U okolini se uocavaju semeni kanali¢i testisa o¢uvane morfologije, oblozeni pravilnim epi-
telom. Postoperativni tok protekao je uredno. Zakljucak: Prikazani slucaj je primer pravilne dijagno-
stike i saradnje klinic¢ara i patologa, kako bi se izbegla nesvrsishodna orhiektomija.

Kljucne re¢: Adenomatoid tumor, testis, imunohistohemija

Intratesticular adenomatoid tumor: A case report

Milena Vasic Milanovic', Jelena Ilic Sabo®’, Ivana Stanisic®, Dragomir Cuk’
'General Hospital Zvornik, Department for Pathology, Zvornik, Bosnia and Herzegovina

University of Novi Sad, Faculty of Medicine, Department for Histology and Embryology, Novi Sad, Serbia
University Clinical Center of Vojvodina, Center for Pathology and Histology, Novi Sad, Serbia

Objective: Adenomatoid tumor is a benign tumor of mesothelial origin, most often localized parate-
sticularly. Localization in the testicular parenchyma is extremely rare and problematic, because this
tumor in the testis can mimic numerous malignancies. Often the diagnosis of adenomatoid tumors is
made after orchiectomy. Case report: We present a thirty-four-year-old patient who was admitted to
the urology clinic for surgical treatment of a tumor of the right testicle, which is manifested by local
pain. Six years ago, the patient overcame right-sided epididymitis when he was incidentally diagnosed
with an ultrasound tumor on the upper half of the right testicle, which has been monitored conti-
nuously ever since. On ultrasound, it was described as an oval, hyperechoic, and clearly demarcated
nodule 12 mm in diameter. In the current hospitalization, during the local examination, the existence
of a painless, solid and immobile tumor mass on palpation was ascertained. Laboratory findings are
in order. After preoperative preparation, tumor excision was performed under general anesthesia. The
operative material was sent for ex tempore diagnostics where the definitive diagnosis is postponed
for permanent histological specimens. On permanent pathohistological preparations, a diagnosis of
a clearly limited, uncapsulated adenomatoid tumor composed of irregular fissure spaces lined with
oval cells that in some places have the appearance of a seal ring and lipoblasts, between which smo-
oth muscle tissue permeates, was diagnosed. Cells lining the fissure spaces on immunohistochemical
analyzes were calretinin, WT1 and CKMNF 116 positive, and EMA and CEA negative. The described
area is bordered by connective tissue with dilated blood vessels, permeated with moderately abundant
lymphocyte infiltrate. Seed canals of the testis of preserved morphology, lined with regular epithelium,
can be seen in the vicinity. The postoperative course went smoothly. Conclusion: The presented case
is an example of proper diagnosis and cooperation of clinicians and pathologists, in order to avoid
pointless orchiectomy.

Key words: Adenomatoid tumor, testis, immunohistochemistry

P2-13
Adultni cisticni nefrom bubrega: prikaz slucaja

Aleksandra Ili¢" %, Tanja Laki¢"?, Sandra Trivuni¢ Dajko"?, Mirjana Zivojinov"?, Bosilika Krajnovic"?,
Milana Panjkovic"?

"Univerzitet u Novom Sadu, Medicinski fakultet, Novi Sad, Srbija

*Univerzitetski klini¢ki centar Vojvodine, Centar za histologiju i patologiju, Novi Sad, Srbija

’Institut za pluéne bolesti Vojvodine, Sremska Kamenica, Srbija

Cilj: Prikazujemo slucaj adultnog cisticnog nefroma bubrega. Prikaz slucaja: Prikazujemo slucaj
44-godisnje Zene koja je primljena na Kliniku za urologiju Univerzitetskog klinickog centra Vojvodine
nakon slucajnog pronalaska lezije u levom bubregu. Na kompjuterizovanoj tomografiji uocena je uni-
lokularna, jasno ogranicena cista dimenzija 7x6x7 cm, lokalizovana u sredi$njem delu i gornjem polu
levog bubrega. Makroskopskim pregledom opisana je jasno ograni¢ena multicisticna tumorska masa,
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veli¢ine 7 cm, sa Zuckasto-belicastim pregradama i glatkim zidovima, ispunjena bistrom Zuckastom
te¢no$¢u. Mikroskopski, tumor je bio izgraden od cista razlicite veli¢ine, oblozenih uglavnom kubic-
nim epitelom, sa fokalnim hobnail izgledom bez atipije, mestimi¢no aplatiranim. Septe su bile izgrade-
ne od fibrozne strome sa hipercelularnim podrucjima i oblastima nalik stromi jajnika. Imunohistohe-
mijskom analizom, epitelna komponenta je pokazala pozitivnost na Pax 8. Stroma je bila pozitivna na
estrogenski receptor, progesteronski receptor, aktin, desmin, kalretinin, CD 10 i delimi¢no pozitivna
na inhibin a. Zakljuc¢ak: CN je redak tumor na koji se mora misliti u slu¢aju multicisticnih promena
u bubregu i koji se u nedostatku svetlih celija ¢esto pogresno dijagnostikuje kao prosta kortikalna cista
bubrega. lako u literaturi nema dokaza o lokalnom recidivu ili metastazama, preporucuje se dugoro¢no
pracenje.

Kljucne reci: cisticni nefrom, cista, bubreg

Adult cystic nephroma of the left kidney: A case report

Aleksandra Ilic"?, Tanja Lakic"? Sandra Trivunic Dajko"?, Mirjana Zivojinov"? Bosiljka Krajnovic"?,
Milana Panjkovic"?

"University of Novi Sad, Faculty of Medicine, Novi Sad, Serbia
*University Clinical Center of Vojvodina, Center for Histology and Pathology, Novi Sad, Serbia
*Institute for Pulmonary Diseases of Vojvodina, Sremska Kamenica, Serbia

Objective: We present a case of adult cystic nephroma of the kidney. Case report: We report a case of
a 44-year old female who was admitted to Urology Clinic of University Clinical Centre of Vojvodina
after incidental finding of a mass in her left kidney. The Computed tomography scan showed a 7x6x7
cm, unilocular, well-circumscribed cyst, localized in the middle part and upper pole of the left kidney.
Macroscopic examination revealed a well-circumscribed multicystic tumor mass, measuring 7cm. It
contained tan-white septa and smooth walls and was filled with clear yellowish fluid. Microscopic exa-
mination showed variably sized cysts lined mostly by cuboidal epithelium, with a focal hobnail appe-
arance without atypia, focally flattened. The septa consisted of fibrous stroma with hypercellular areas
and areas of cellular con-densation ovarian stroma like. Immunohistochemical analyses showed that
epithelial component was positive for Pax 8. The stroma was positive for estrogen receptor, progeste-
rone receptor, actin, desmin, calretinin, CD 10 and partially positive for inhibin a. Conclusion: CN is a
rare neoplasm that must be considered in the presence of multicystic changes in the kidney, and which
in the absence of clear cells is often misdiagnosed as simple cortical cyst of the kidney. Although there
has not been the evidence of local recurrence or metastatic in the literature, the long-term follow-up is
recommended.

Key words: cystic nephroma; cyst; kidney

P2-14
Sklerozirajuci lipogranulom koji oponasa tumor testisa: prikaz slucaja

Zeljka Pani¢"?, Tanja Laki¢*, Aleksandra Ili¢®*, Bosiljka Krajnovi¢*, Vanja Beli¢ Jelenkovi¢®
! Univerzitet Privredna akademija u Novom Sadu, Farmaceutski fakultet Novi Sad, Srbija

*Centar za patologiju i histologiju, Univerzitetski klini¢ki centar Vojvodine Novi Sad, Srbija

*Medicinski fakultet Novi Sad, Univerzitet u Novom Sadu, Srbija

‘Institut za plu¢ne bolesti Vojvodine, Sremska Kamenica, Srbija

*Opéta bolnica Subotica, Subotica, Srbija

Cilj: Prikazujemo slucaj sklerozirajuceg lipogranuloma u testisu. Prikaz sluc¢aja: Muskarac starosti 25
godina javio se u bolnicu zbog bezbolnog otoka testisa, koji je trajao unazad dva meseca. Pacijent je
naveo prethodnu istoriju torzije levog testisa i brojne udarce loptom u predeo prepona, usled profesi-
onalnih fudbalskih aktivnosti. Fizikalnim pregledom utvrden je bolno neosetljiv, palpabilno tvrdi levi
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testis u odnosu na desni. Ultrasonografskim pregledom detektovane su bilateralne mikrokalcifikacije
parenhima testisa, izrazenije u levom testisu uz prisustvo jednog ogranicenog nodusa promera 1,8 cm.
Nakon levostrane orhiektomije, patohistoloskom analizom potvrdena je relativno jasno ogranicena
lezija sa¢injena od masnog tkiva, sa cisticnim i mikrocisti¢cnim podruéjima i brojnim masnim vakuo-
lama razlicite veli¢ine, koje su okruzene fibroznom, hijalinizovanom stromom. Okolna stroma je bila
prozeta pretezno mononuklearnim inflamatornim infiltratom sa fokalnim grupama hemosiderofaga
uz izrazenu hroni¢nu granulomatoznu reakciju tipa oko stranog tela sagradenu od brojnih histiocita,
epitelioidnih celija, penusavih makrofaga (ekspresija CD68) i viSejedarnih dzinovskih celija tipa oko
stranog tela sa intracitoplazmatskim masnim vakuolama. Registrovana je nekroza masnog tkiva kao
i brojne distrofijske kalcifikacije. Okolni parenhim testisa je bio narusene arhitektonike, sa brojnim
atroficnim i skleroziranim semenim kanali¢ima, dok su samo pojedina¢ni tubuli imali o¢uvan germi-
nativni epitel i spermatogenezu. Zakljucak: Sklerozirajuci lipogranulom testisa je retko benigno stanje,
koje imitira neoplasti¢ni proces testisa, te je detaljna anamneza neophodna za postavljanje klinicke
diferencijalne dijagnoze. Najcesce se dijagnostikuje kod pacijenata mlade zivotne dobi sa istorijom tra-
ume ili samoubrizgavanja egzogenog lipidnog materijala. Dobijanje precizne anamneze uz poznavanje
specificnih radioloskih manifestacija doprinosi brzoj i kona¢noj dijagnozi.

Kljucne reci: sklerozirajudi lipogranulom, testis, granulomatozno zapaljenje

Sclerosing lipogranuloma mimicking testicular tumor: A case report

Zeljka Panic"? Tanja Lakic*?, Aleksandra Ilic**, Bosiljka Krajnovic**, Vanja Belic Jelenkovic®
'Business Academy University in Novi Sad, Faculty of Pharmacy Novi Sad, Serbia

*Center for Pathology and Histology, Clinical Center of Vojvodina Novi Sad, Serbia

*University of Novi Sad, Faculty of Medicine Novi Sad, Serbia

*Institute of pulmonary diseases of Vojvodina, Sremska Kamenica, Serbia

> General Hospital Subotica, Subotica, Serbia

Objective: Presentation a case of testicular sclerosing lipogranuloma. Case report: A 25-year-old man
was admitted to our hospital due to 2-months lasting painless swelling of the testis. He reported previo-
us history of left testicular torsion and numerous ball blows to the groin, as he is football player. Physi-
cal examination revealed painless, palpably harder left testis compared to the right. Ultrasonography
showed bilateral microcalcifications of the testicular parenchyma, more pronounced in the left and the
presence of a node with a diameter of 1,8 cm. After left orchiectomy, pathohistological analysis con-
firmed quite demarcated lesion composed of adipose tissue, cystic and microcystic areas and nume-
rous different-sized fatty vacuoles, surrounded by fibrous, hyalinized stroma. The surrounding stroma
showed mononuclear inflammation with focal groups of hemosiderophages and pronounced chronic
granulomatous reaction of the foreign body type composed of numerous histiocytes, epithelioid cells,
foamy macrophages (expressing CD68) and multinucleated giant cells of the foreign body type with
intracytoplasmic fat vacuoles. Necrosis of adipose tissue as well as numerous dystrophic calcifications
were seen. The surrounding testicular parenchyma was disturbed, with numerous atrophic and sclero-
sed seminal ducts, while only some tubules had preserved germinal epithelium and spermatogenesis.
Conclusion: Testicular sclerosing lipogranuloma is rare benign condition, which mimics the testicular
neoplastic process, so detailed anamnesis is necessary for clinical differential diagnosis. It mostly occurs
in younger patients with a trauma or exogenous lipid material self-injection history. Precise anamnesis
with knowledge of specific radiological manifestations contributes to a quick and final diagnosis.

Key words: sclerosing lipogranuloma, testis, granulomatous inflammation
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“Slabo kohezivni” karcinom Zucne kese: prikaz slucaja

Aleksandra B. Stanojevic?, Ana V. Ristic¢ Petrovic*?, Slavica M. Stojnev"?, Milica Z. Stankovic"?
"Univerzitetski klinicki centar Ni§, Centar za patologiju, Nis, Srbija
*Univerzitet u NiSu, Medicinski fakultet, Nis, Srbija

Cilj: Prikazujemo slucaj slabo kohezivnog karcinoma, sa ili bez “signet ring” ¢elija, kao eskstremno ret-
kog histoloskog tipa karcinoma Zucne kese sa predominacijom kod Zena. To je izuzetno agresivan kar-
cinom, koji se dijagnostikuje u uznapredovaloj fazi sa prosecnim prezivljavanjem kra¢im od 4 meseca.
Prikaz slucaja: Muskarac starosti 66 godina sa inicijalnom klinickom dijagnozom akutnog holescistitisa
imao je tipicne simptome upale Zucne kese. Ultrazvuc¢ni pregled je pokazao zadebljanje zida Zu¢ne kese
i brojne kamencice u njenoj Supljini. Uradena je holecistektomija, a makroskopskim pregledom je utvr-
deno zadebljanje zida zu¢ne kese nalik linitis-plastika. Histoloski pregled je pokazao difuznu infiltraci-
ju zida zucne kese slabo diferentovanim tumorskim “signet ring” ¢elijama. Slabo kohezivni karcinom
karakteriSe infiltrativni u obliku vrpce ili pojedinacni Celijski rast. Infiltracija strome je upecatljiva i
karakteristi¢cna. Manje od polovine slucajeva pokazuje fokalnu displaziju epitela visokog stepena. “Si-
gnet ring” morfologija nije uvek prisutna i mucini se mogu fokalno uociti. Imunohistohemijska analiza
tkivnih uzoraka je pokazala pozitivnost na CK AE1/AE3 i negativno bojenje na MUM1, ALK, CD5,
CD20,BCL2, BCL6 i BSAP. Indeks proliferacije Ki67 bio je 70%. U prikazanom slucaju predstavljen je
visoko invazivni slabo kohezivni karcinom sa invazijom “signet ring” Celija u cisti¢ni duktus, limfova-
skularnom, perineuralnom invazijom, metastazama u jetri, peritoneumu i regionalnim limfnim nodu-
sima. Zakljucak: Slabo kohezivni karcinom poreklom iz zZu¢ne kese je veoma redak, ali ga treba uzeti u
obzir u diferencijalnoj dijagnozi diseminovanih slabo diferentovanih karcinoma u abdomenu.

Kljucne reci: slabo kohezivni karcinom, Zuc¢na kesa, “signet ring” celije

“Poorly cohesive” carcinoma of the gallbladder: A case report

Aleksandra B. Stanojevic*? Ana V. Ristic Petrovic*?, Slavica M. Stojnev"?, Milica Z. Stankovic"?

"University Clinical Center Nis, Center for pathology, Nis, Serbia
*University of Ni§, Faculty of Medicine, Ni§, Serbia

Objective: We present a case of poorly cohesive cancer, with or without signet ring cells, as an extre-
mely rare histological type of gallbladder cancer with predominance in women. It is highly aggressive
cancer, diagnosed at advanced stage with median survival less than 4 months. Case report: A 66-year
old male with the initial clinical diagnosis of the acute cholecystitis presented with the typical gall-
bladder inflammation symptoms. The ultrasound showed gallbladder wall thickness and the multiple
stones in the gallbladder cavity. Cholecystectomy was performed, and the gross inspection revealed
linitis plastica-like thickening of the gallbladder wall. The histological examination showed diffuse in-
filtration of the gallbladder wall with the poorly differentiated signet ring tumor cells. Poorly cohesive
carcinoma is characterized with cordlike or individual cell growth pattern. Infiltration into the stro-
ma is characteristic. Only less than half of the cases show focal high-grade dysplasia of the overlying
epithelium. Signet ring cell morphology is not always present, and mucin can be focally seen. The im-
munohistochemical analysis of the tissue specimens showed positivity for CK AE1/AE3 and negative
staining of MUM1, ALK, CD5, CD10, CD20, BCL2, BCL6 and BSAP. The Ki-67 proliferative index
was 70%. Presented case exhibited highly invasive poorly cohesive carcinoma with signet ring cells in-
vasion of the cystic duct, lymphovascular, perineural invasion, metastases to the liver, peritoneum and
regional lymph nodes. Conclusion: Poorly cohesive carcinoma originating in the gallbladder is very
rare, however it should be consider in the differential diagnosis of disseminated poorly differentiated
carcinomas in the abdomen.

Key words: poorly cohesive carcinoma, gallbladder, signet ring cell
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Endometrioza apendiksa i jajovoda udruZene sa niskogradusnom mucinoznom neoplaz-
mom apendiksa: prikaz slucaja

Jovan Jevti¢', Radmila Jankovic', Ljubica Simic', Dragana Pesi¢®

'Institut za patologiju “Prof. dr Porde Joannovi¢”, Medicinski fakultet, Univerzitet u Beogradu, Beograd, Srbija

?Odeljenje patologije, Opsta bolnica Panéevo, Panéevo, Srbija

Cilj: Prikaz jedinstvenog slucaja endometrioze apendiksa i jajovoda udruzene sa niskogradusnom mu-
cinoznom neoplazmom apendiksa. Prikaz slucaja: Prikazujemo slucaj pacijentkinje starosti 42 godine,
prezentovane sa bolom u donjem desnom kvadrantu abdomena, pove¢anim brojem leukocita i viso-
kim C-reaktivnim proteinom. Radioloska dijagnostika (CT) je pokazala uvec¢an apendiks i tubo-ova-
rijalni apsces te je pacijentkinja hitno operisana. Ucinjena je apendektomija i desna salpingektomija.
Makroskopski, apendiks je bio dilatiran, ispunjen mukusom. Histoloska analiza je pokazala epitelnu
proliferaciju sa niskogradusnom displazijom i neinfiltrativnim, guraju¢im nac¢inom rasta. Neoplasti¢ni
cilindri¢ni epitel je pokazivao talasaste i vilozne proliferacije. Submukoza je bila fibroti¢na a lamina
muskularis mukoze i submukozno limfoidno tkivo su bili odsutni. Fokalno je prime¢ena mucinska
disekcija zida apendiksa sa izlivanjem sadrzaja lumena apendiksa na povrsinu seroze. Sve gorenave-
dene histoloske karakteristike upucuju na niskogradusnu mucinoznu neoplazmu apendiksa (NMNA).
U zidu apendiksa i jajovoda su bile prisutne i brojne dilatirane zlezde, oblozene cilindri¢nim epitelom
bez atipije. Pomenute zlezde su bile okruzene bazofilnom stromom sacinjenom od vretenastih celija.
Imunohistohemijska pozitivnost zlezda i strome na CD10, estrogen i progesteron sugeri$e dijagnozu
endometrioze. Zaklju¢ak: NMNA je veoma retka i ¢ini 0,3% svih apendektomija. Iako izuzetno retko,
NMNA i endometrioza apendiksa su nekoliko puta opisivani u literaturi, ali do sada ne postoji nijedan
slu¢aj NMNA udruzene sa endometriozom apendiksa i jajovoda.

Kljucne reci: endometrioza, niskogradusna mucinozna neoplazma apendiksa, LAMN, apendiks,
jajovod

Endometriosis of the appendix and fallopian tubes associated with low-grade mucinous
neoplasm of the appendix: A case report

Jovan Jevtic', Radmila Jankovic', Ljubica Simic', Dragana Pesic’
'Institute of Pathology “Prof. dr Porde Joannovi¢”, Faculty of Medicine, University of Belgrade, Belgrade, Serbia
*Department of Pathology, General hospital Pancevo, Pancevo, Serbia

Objective: Presentation of unique case of appendiceal and fallopian tube endometriosis associated with
low grade appendiceal mucinous neoplasm. Case report: We report a case of 42-year-old female patient
presented with abdominal pain in right lower quadrant, elevated white blood cell count and increased
C-reactive protein. CT scan showed enlarged appendix and tubo-ovarian abscess. The patient underwent
appendectomy and right salpingectomy. Grossly, appendix was dilated, filled with mucus. Histological
analysis showed low grade dysplastic epithelial proliferation with pushing border. Neoplastic columnar
epithelium showed unduluations and villous proliferations. Submucosa was fibrotic, lamina muscularis
mucosae and submucosal lymphoid tissue were absent. Mucin dissection of the appendiceal wall exten-
ding to peritoneal surface was focally noted. All aforementioned histological features indicated a diagnosis
of low grade appendiceal mucinous neoplasm (LAMN). Numerous dilated glands lined with columnar
epithelium without atypia were also noted in the wall of the appendix and fallopian tube. Aforementioned
glands were surrounded with basophilic stroma made of spindle cells. Immunohistochemical positivity
of glands and stroma for CD10, estrogen and progesteron suggested diagnosis of endometriosis. Conclu-
sion: LAMN is very rare, comprising 0,3% of all appendectomies. Although extremely rare, LAMN and
appendiceal endometriosis were reported several times in the literature, but there are no any reports of
LAMN and appendiceal endometriosis associated with fallopian tube endometriosis.

Key words: endometriosis, low grade appendiceal mucinous neoplasm, LAMN, appendix, fallo-
pian tube
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Kolizioni tumor adenokarcinoma i plazmablastnog limfoma debelog creva: prikaz slucaja

Petar Paunovic', Radmila Jankovi¢>, Marija Denci¢ Fekete’, Danijela Selakovic®, Katarina Barjaktarevic,
Tatjana Terzic

! Institut za onkologiju i radiologiju Srbije, Beograd, Srbija

2 Univerzitet u Beogradu, Medicinski fakultet, Institut za patologiju, Beograd, Srbija

* Opéta bolnica Uzice, UZice, Srbija

Cilj: Prikazujemo kolizioni tumor sa dve komponente: adenokarcinomom i plazmablastnim limfo-
mom, koji je izuzetno redak, narocito u debelom crevu. Neoplasticna lezija koja se sastoji od razlicitih
populacija ¢elija u istom organu naziva se kolizioni tumor. Prikaz slucaja: Pacijentkinja stara 68 godi-
na primljena je u Opstu bolnicu Uzice zbog opstipacije i bolova u predelu abdomena, gde joj je dija-
gnostikovan maligni tumor debelog creva. U¢injena je kolektomija: dimenzije resekovanog segmenta
su bile 35x10x7cm, sa tumorom pre¢nika 5cm. Mikroskopski nalaz je pokazao da tumor ima dve kom-
ponente, jednu do druge, relativno nezavisne, skoro bez ikakvog medusobnog prozimanja. Prvu kom-
ponentu je predstavljao tipi¢ni dobro diferentovani adenokarcinom koji je infiltrovao subserozni sloj i
perikolicno masno tkivo, sa limfovaskulnom invazijom. Nekroza je bila fokalna. Imunohistohemijsko
bojenje je pokazalo pozitivnost na citokeratin, CDX2 i SATB2. Uz adenokarcinom uoceno je tumorsko
tkivo difuznog tipa rasta, koje se sastojalo od celija plazmablastima sli¢cne morfologije, sa fokalnom
plazmocitnom diferencijacijom. Ekstenzivna imunohistohemijska analiza ove komponente pokazala
je pozitivnost samo na: vimentin, OCT2 (svi ostali markeri B-¢elija su bili negativni), CD38, CD138,
kappa restrikciju lakog lanca, Ki67 indeks proliferacije 90%. FISH je pokazala rearanzman BCL-2 i
BCL-6 gena, bez C-MYC rearanzmana, uz ALK poliploidiju (15/50). In situ hibridizacijom je pokaza-
no odsustvo EBER. Navedeni nalazi odgovaraju plazmablastnom limfomu. Pacijentkinja je bila HIV
negativna. Primila je dva ciklusa hemioterapije (CHOP), ali je preminula dva meseca nakon dijagnoze.
Zakljucak: Prilikom dijagnostikovanja kolizionih tumora znacajno je ne prevideti agresivni limfom,
koji morfoloski moze imponovati kao slabo diferentovani karcinom.

Kljucne reci: kolizioni tumor, adenokarcinom, plazmablastni limfom, debelo crevo

Collision tumor of adenocarcinoma and plasmablastic lymphoma of the colon: A case re-
port

Petar Paunovic', Radmila Jankovic’, Marija Denci¢ Fekete’, Danijela Selakovic’, Katarina Barjaktarevic’,
Tatjana Terzic’

! Institute for Oncology and Radiology of Serbia, Belgrade, Serbia

? University of Belgrade, Faculty of Medicine, Institute of Pathology, Belgrade, Serbia

* General Hospital Uzice, Uzice, Serbia

Objective: We present a collision tumor with two components: adenocarcinoma and plasmablastic
lymphoma, which is extremely rare, especially in the colon. A neoplastic lesion comprised of different
cell populations in the same organ is known as collision tumor. Case report: A 68-year-old female was
admitted to General Hospital Uzice due to constipation and abdominal pain, when she was diagnosed
with colon cancer. Colectomy was performed: the length of portion was 35x10x7cm with tumor mass
of 5cm in diameter. Microscopy showed the tumor had two components, adjacent to each other, but
relatively independent, with almost no cross-growth. The first component was a typical well differen-
tiated adenocarcinoma invading subserous layer and pericolic adipose tissue, with lymphovascular
invasion. Necrosis was focal. Immunohistochemical staining showed positivity for Cytokeratin, CDX2
and SATB2. Along with adenocarcinoma, tumor tissue with diffuse type of growth was observed. It
consisted of plasmablast-like cells with focal plasmacytic differentiation. An extensive immunohistoc-
hemical staining of this component showed positivity only for: vimentin, OCT2 (all other B-cell mar-
kers were negative), CD38, CD138, kappa light chain restriction, Ki67 proliferation index was 90%.
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FISH detected rearrangement of BCL-2 and BCL-6 gene, no C-MYC rearrangement and ALK poli-
ploidy (15/50). In situ hibridization showed EBER was negative. These findings were consistent with
diagnosis of plasmablastic lymphoma. The patient was HIV negative. She had received two cycles of
chemotherapy (CHOP), but passed away two months after diagnosis. Conclusion: In the diagnosis of
collision tumors, the most important issue is to avoid a missed diagnosis when the high-grade lympho-
ma component may be morphologically missed as poorly differentiated carcinoma.

Key words: collision tumor, adenocarcinoma, plasmablastic lymphoma, colon

P2-18
Inflammatory myofibroblastic tumor of the appendix

Vladimir Risteski, Gordana Petrushevska, Magdalena Bogdanovska Todorovska
Institute of Pathology, Faculty of Medicine, University Ss. Cyril and Methodius, Skopje, Republic of North Macedonia

Objective: Inflammatory myofibroblastic tumor (IMT), also called inflammatory pseudotumor is a
rare disease of mesenchymal origin, first described in 1937. Cases of IMT involving the appendix are
exceptional, and they can mimic malignant appendicular tumors. Case report: A 25-year-old woman
presented to the emergency department with pain in her right lower abdomen for three days. This was
associated with increased body temperature and nausea. Other clinical findings included acute abdo-
men and laboratory analysis with mildly elevated inflammatory markers. No past history of serious
illnesses or abdominal surgery. Because of the lack of specific clinical or imaging signs, IMT still offers
a great deal of diagnostic challenge. The macroscopic examination of the appendix revealed a surgical
specimen of 5.0x2 cm. The tip of the appendix was distended by mucinous material and had signs of
acute appendicitis. Histological examination of the specimen stained with hematoxylin and eosin, re-
vealed a mass showing fibroblastic proliferation accompanied by a dense inflammatory infiltrate in the
mucosa and a clear widening of the submucosa. A few areas showed myxoid changes with spindle cells,
alternating with polyclonal plasma cells and lymphocytes. Immunohistochemical analysis showed po-
sitivity for vimentin and partial positivity for CD68, SMA and desmin. Conclusion: Awareness of this
type of tumor in the differential diagnosis of appendiceal masses, avoids overtreatment, and highlights
the need of long-term follow-up regarding the tendency for local recurrence and small risk of distant
metastasis.

Key words: Inflammatory myofibroblastic tumor, inflammatory pseudotumor, appendicular tu-
mor, appendectomy

P2-19
Gastrointestinalna manifestacija Kaposi sarkoma: prikaz slucaja

Mirjana Zivojinov', Ivana Stanisic2, Aleksandar KneZevic®, Daniela Maric*

'Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Republika Srbija

*Centar za patologiju i histologiju, Univerzitetski Klinicki Centar Vojvodine, Novi Sad, Republika Srbija

*Klinika za gastroenterologiju i hepatologiju, Univerzitetski Klinicki Centar Vojvodine, Novi Sad, Republika Srbija
“Katedra za infektivne bolesti, Medicinski fakultet, Univerzitet u Novom Sadu, Republika Srbija

Cilj: Prikazujemo slucaj promena tipa Kaposijevog sarkoma na sluznici gastrointestinalnog trakta.
Kaposi sarkom (KS) je redak, niskostepeni vaskularni tumor povezan sa infekcijom HHV-8. Jedna
od Cetiri epidemioloske forme je Kaposi sarkom u sklopu AIDS-a i javlja se kod 20-tak % pacijenata
inficiranih HIV-om. Prikaz slucaja: Pacijent starosti 37 godina se javlja zbog promena u vidu plikova
na kozi leve strane lica sa parezom levog facijalnog nerva. Postavljena je dijagnoza infekcije virusom
Herpes zoster-a i postignut je dobar klinicki odgovor primenom Aciklovira. Nakon godinu dana pa-
cijent se ponovo javlja sa tegobama u vidu subfebrilnosti, gubitka na telesnoj tezini i sa hemoroidima.
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Fizikalnim pregledom se nalaze lividne promene u predelu gornjih desni i tvrdog nepca. Pacijent je
testiran i dokazana je HIV infekcija. Laboratorisjki nalazi su pokazali vrednosti leukocita 4.47x109/1,
CD4 T-limfociti 79 ¢elija/mm3. Koli¢ina virusa je iznosila (PCR HIV) 1 914 766 kopija/mm3. S ob-
zirom na perzistirajuc¢e promene u usnoj duplji indikuje se kolonoskopija i gastroskopija. Kolonosko-
pijom i gastroskopijom su u podrucju sluznice rektuma i u korpusnom delu na velikoj krivini Zeluca
nadene plaze izgleda submukozne hemoragije koje su blago uzdignute u odnosu na okolnu povrsinu.
Histoloski, u uzorcima obojenim standardnom HE metodom bojenja, uocene su u lamini propriji vre-
tenaste Celije izduzenih jedara koje su u vrtlozastom rasporedu, kao i okruglasti i pukotinasti vasku-
larni prostori oblozeni endotelom. Imunohistohemijski, ove ¢elije su pokazale izrazenu ekspresiju na
HHV-8, potvrdujuci postavljenu sumnju na KS sluznice zeluca i rektuma. Zaklju¢ak: Rano indikovanje
kolonoskopije i gastroskopije je veoma bitno za pravovremeno postavljanje dijagnoze. Upotreba imu-
nohistohemijskih markera, posebno antitela na HHV-8, pruza izuzetnu dijagnosticku podrsku.

Kljucne reci: Kaposi sarkom, HHV-8, AIDS/HIV, kolonoskopija, gastroskopija

Gastrointestinal manifestation of Kaposi sarcoma

Mirjana Zivojinov', Ivana Stanisic’, Aleksandar Knezevic®, Daniela Maric*

'Department of Pathology, Faculty of Medicine, University of Novi Sad, Republic of Serbia

*Center for Pathology and Histology, University Clinical Center of Vojvodina, Novi Sad, Republic of Serbia

*Clinic for Gastroenterology and Hepatology, University Clinical Center of Vojvodina, Novi Sad, Republic of Serbia
‘Department of Infectious Disease, Faculty of Medicine, University of Novi Sad, Republic of Serbia

Objective: We present a case of Kaposi’s sarcoma on the mucosa of the gastrointestinal tract. Kaposi
sarcoma (KS) is a rare, low-grade vascular tumor associated with HHV-8 infection. One of the four epi-
demiological forms is KS as part of AIDS, it occurs in about 20% of HIV-infected patients. Case report:
A 37-year-old patient presented with skin blisters on left side of the face with paresis of left facial nerve.
Herpes zoster virus infection was diagnosed, and acyclovir is well-suited. After one year, the patient
reappeared with fever (up to 37.5 KC), weight loss and hemorrhoids. Physical exam showed livid area
of the upper gums and hard palate. The patient was tested, and HIV infection has confirmed. Labora-
tory findings show values of leukocytes 4.47x109/1, CD4 T-lymphocytes 79 cells/mm3. Viral load (VL)
(PCR HIV) 1 914 766 copies/mm3. Due to persistent changes in the oral cavity, colonoscopy and ga-
stroscopy is indicated. Colonoscopy and gastroscopy determined the submucosal hemorrhage areas of
the rectal mucosa and in the corpus part of the stomach; slightly elevated from the surrounding surface.
Histologically, in samples stained by standard HE staining method, in the lamina propria spindle cells
of elongated nuclei in a vortex arrangement are observed, as well as round and cracked vascular spaces
lined with endothelium. These cells showed immunohistochemical expression on HHV-8, confirming
the suspicion of KS of the gastric and rectal mucosa. Conclusion: Early indication of colonoscopy and
gastroscopy is very important for timely diagnosis. The use of immunohistochemical markers, especia-
lly antibodies to HHV-8, provides exceptional diagnostic support.

Key words: Kaposi sarcoma, HHV-8, AIDS / HIV, colonoscopy, gastroscopy
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Kompletan odgovor na palijativhu hemioterapiju pacijenata sa karcinomom ushodnog
dela debelog creva:prikaz slucaja

Milan Popovié"?, Biljana Kukic®?, Aleksandar Patrnogi®, Silvija Lucic>*, Nenad Solaji¢>®
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‘Univerzitet u Novom Sadu, Medicinski fakultet, Katedra za onkologiju, Novi Sad, Srbija
*Univerzitet u Novom Sadu, Medicinski fakultet, Katedra za patologiju, Novi Sad, Srbija

Cilj: Prikazujemo pacijenta sa primarnim adenokarcinomom ushodnog dela debelog creva kod koga
je postignunt kompletan patoloski odgovor nakon hemioterapije po protokolu FOLFOX4.U svetu kar-
cinom debelog creva je trec¢i najcesci uzrok smrti koja je povezan sa rakom. Terapija u stadijumu IV
karcinoma debelog creva je obi¢no palijativna hemioterapija po protokolu FOLFOX4. Prikaz slucaja:
Zena stara 57 godina primljena je u na$ Institut radi odluke o daljem le¢enju. Kolonoskopijom koja je
uradena pre prijema otkriveno je postojanje infiltrativne stenoze ushodnog dela kolona. Patohistolos-
kom analizom potvrden je srednje diferentovan adenokarcinom, dok su na CT snumku uocena dva me-
tastatska Zarista u jetri, zajedno sa brojnim uve¢anim limfnim ¢vorovima i peritonealnom karcinozom.
Primenjena je palijativna hemioterapija prema FOLFOX4 protokolu, koja je zavrsena bez nezeljenih
efekata. Nakon toga je uradeno je PET/CT skeniranje, koje je pokazalo potpuni metabolicki odgovor.
Nakon ovog neocekivanog nalaza onkoloska komisija je savetovala desnu hemikolektomiju. Uradena
je operacija, a materijal je dostavljen na odeljenje patologije. Makroskopskim pregledom nije uocena
tumorska promena, ve¢ samo ulegnuto podrucje na sluznici ushodnog dela kolona. Patohistoloskom
analizom iz opisane zone uocena je fibroza cele debljine zida creva bez prisustva vijabilnih tumorskih
¢elija. U 12 pregledanih limfnih ¢vorova nije pronaden metastatski tumor. Na osnovu patohistoloskog
nalaza stadijum je ypTONO, a $est godina nakon operacije pacijent je dobro i bez simptoma. Zaklju-
cak: Prikaz ovog slucaja pokazuje da upotreba palijativne hemioterapije prema FOLFOX4 protokolu
za uznapredovali karcinom debelog creva moze potencijalno dovesti do neocekivanog kompletnog
terapijskog odgovora.

Kljucne reci: karcinom debelog creva, palijativna hemioterapija, kompletan terapijski odgovor

Complete pathologic response in a patient with right colon cancer following palliative che-
motherapy: A case report

Milan Popovic"?, Biljana Kukic®?, Aleksandar Patrnogic?, Silvija Lucic**, Nenad Solajic*>
! University of Novi Sad, Faculty of Medicine, Department of Histology and Embryology, Novi Sad, Serbia
*Oncology Institute of Vojvodina, Sremska Kamenica, Serbia

*University of Novi Sad, Faculty of Medicine, Department of Internal Medicine, Novi Sad, Serbia

*University of Novi Sad, Faculty of Medicine, Department of Oncology, Novi Sad, Serbia

*University of Novi Sad, Faculty of Medicine, Department of Pathology, Novi Sad, Serbia

Objective: We report a patient with primary adenocarcinoma of the ascending colon who has ac-
hieved a complete pathological response after FOLFOX4 chemotherapy.Colorectal cancer is the third
most common cause of cancer related death worldwide. Treatment for stage IV colon cancer is usually
palliative chemotherapy with FOLFOX4 regimen. Case report: A 57-year-old woman was admitted to
our Institute for a decision on further treatment. Colonoscopy carried out prior to admission revealed
infiltrative stenosis of the ascending colon. Histopathologic analysis confirmed moderately differentia-
ted adenocarcinoma. CT scan imaging showed two metastatic foci in the liver along with numerous
enlarged mesenteric lymph nodes and peritoneal carcinosis. A palliative FOLFOX4 chemotherapy had
been prescribed and it was completed with no adverse effects. Subsequently a PET/CT scan was perfor-
med and it showed a complete metabolic response. Following this unexpected finding the tumor board
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advised right hemicolectomy. Surgery had been performed and the specimen was submitted to the
pathology department. Gross examination revealed no visible tumor but only a depressed area on the
mucosa of the ascending colon. Histopathologic analysis confirmed fibrosis of the whole thickness of
the wall with no viable tumor cells. No metastatic tumor was found in 12 examined lymph nodes. The
pathologic stage assigned was ypTONO. Six years after the surgery the patient is well and without symp-
toms. Conclusion: This study showed that the use of palliative FOLFOX4 chemotherapy for advanced
colon cancer can potentially result in an unexpected complete therapeutic response.

Key words: colon cancer, palliative chemotherapy, complete therapeutic response
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Diferencijalno dijagnosticki znacaj inflamatornog fibroidnog polipa kao uzroka opstruk-
cije ileuma:prikaz slucaja

Jana Cvetkovic', Ivan Ili¢, Ljiubisa Cvetkovic', Marija Ristic'

'Sluzba za patolosko-anatomsku dijagnostiku, Opsta bolnica Leskovac, Leskovac, Srbija
*Medicinski fakultet Univerziteta u Ni$u, Centar za patologiju, Univerzitetski klinicki centar Ni§, Nis, Srbija

Cilj: Cilj ovog prikaza je da se ukaze na retku benignu neoplazmu koja moze da bude uzrok intestinal-
ne opstrukcije i da se diferencijalno dijagnosticki iskljuce drugi tumori mezenhimnog porekla. Prikaz
slu¢aja: Zena starosti 64 godine se javila zbog intenzivnih bolova u trbuhu. Ultrazvuénim pregledom
abdomena u jetri je verifikovana cisti¢cna promena promera 11 mm u S3 segmentu. Radiografija abdo-
mena pokazala je prisustvo hidrogasnih nivoa ilijacno desno. MSCT abdomena je pokazao suspektnu
invaginaciju ileuma u samom nivou Bauhinijeve valvule. Pacijentkinji je uradena desna hemikolekto-
mija, sa termino-terminalnom anastomozom izmedu ileuma i transverzalnog kolona. Makroskopskim
pregledom u terminalnom ileumu, na 5 cm od Bauhinijeve valvule, uocen je pedunkularni polipoidni
tumefakt najveceg promera 4 cm koji je opstruirao lumen u potpunosti. Na preseku je bio svetlo sive
boje, elasti¢ne konzistencije i homogene grade. Histoloska analiza je pokazala da se radi o hipoce-
lularnom tumoru gradenom od vretenastih ¢elija, bez atipi¢nih mitoza, u rastresitoj stromi bogatoj
krvnim sudovima malog do srednjeg kalibra sa umereno obilnim mesovitim zapaljenjskim infiltratom,
sacinjenim mestimi¢no od eozinofila. Ve¢i deo tumorske mase je zahvatao submukozu i samo povrsne
delove misi¢nog sloja, sa fokalnim ulceracijama mukoze. Diferencijalno dijagnosticki razmatrani su
slu¢ajevi inflamatornog miofibroblastnog tumora, solitarnog fibroznog tumora, GIST-oma, §vanoma,
perineurioma i leiomioma. Primenom imunohistohemijskog bojenja uocena je jaka difuzna ekspresija
vimentina, a samo fokalno vrtlozni obrazac pozitivnosti na CD34 oko krvnih sudova, dok je imuno-
histohemijska reakcija na ALK, actin, CD117, DOG1 CKAE1/AE3, S100, desmin, EMA bila negativna,
a Ki-67 proliferativni indeks je bio manji od 5%. Zakljucak: Imunohistohemijska analiza, u odsustvu
izrazenijeg eozinofilnog infiltrata i preklapanja mikromorfologije sa drugim neoplazmama mezenhi-
mnog porekla, je od pomoc¢i u diferencijalnoj dijagnozi ove retke benigne neoplazme. Odsustvo ati-
pi¢nih mitoza i nizak Ki-67 proliferativni indeks takode ukazuju na benignu prirodu ove mezenhimne
neoplazme koja moze da izazove intestinalnu opstrukciju.

Kljucne reci: inflamatorni fibroidni polip, opstrukcija, ileum
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Differential diagnostic significance of inflammatory fibroid polyp as a cause of ileal obstru-
ction: A case report

Jana Cvetkovic', Ivan Ilic>, Ljubisa Cvetkovic', Marija Ristic’
"Department of Pathology, General Hospital Leskovac, Leskovac, Serbia
“Faculty of Medicine, University of Nis, Center for pathology and pathological anatomy, University Clinical Center Ni$, Nis, Serbia

Objective: The aim of this case report is to point out a rare benign neoplasm that can be the cause of
intestinal obstruction and to differentially exclude other tumors of mesenchymal origin. Case report:
A 64-year-old woman reported intense abdominal pain. Ultrasound examination of the abdomen ve-
rified in the liver a cystic change in diameter of 11 mm in the S3 segment. Abdominal radiography
showed the presence of hydrogas levels iliac right. Abdominal MSCT showed suspicious invagination
of the ileum at the level of the ileocecal valve. The patient underwent right hemicolectomy, with a
termino-terminal anastomosis between the ileum and the transverse colon. Macroscopic examination
of the terminal ileum, 5 cm from the ileocecal valve, revealed a peduncular polypoid tumefact with a
maximum diameter of 4 cm, which completely obstructed the lumen. The cross-section was light gray,
elastic in consistency and homogeneous in structure. Histological analysis showed that it was a hypo-
cellular tumor built of spindle cells, without atypical mitoses, in a oedematous stroma rich in small to
medium-sized blood vessels with moderately abundant mixed inflammatory infiltrate, composed oc-
casionally of eosinophils. Most of the tumor mass affected the submucosa and only the superficial parts
of the muscle layer, with focal ulcerations of the mucosa. Cases of inflammatory myofibroblastic tumor,
solitary fibrous tumor, GIST, schwannoma, perineurioma and leiomyoma were considered as differen-
tial diagnostics. Immunohistochemical staining showed strong diffuse expression of vimentin and only
a focal whorled pattern of positivity for CD34 around blood vessels, while the immunohistochemical
reaction to ALK, actin, CD117, DOGI1, CKAE1/AE3, S100, desmin, EMA was negative and Ki-67 the
proliferative index was less than 5%. Conclusion: Immunohistochemical analysis, in the absence of
more pronounced eosinophilic infiltrate and overlapping micromorphology with other neoplasms of
mesenchymal origin, is helpful in the differential diagnosis of this rare benign neoplasm. The absence
of atypical mitoses and low Ki-67 proliferative index also indicate the benign nature of this mesenchy-
mal neoplasm, which can cause intestinal obstruction.

Key words: inflammatory fibroid polyp, obstruction, ileum

P2-22
Medularni karcinom debelog creva: prikaz slucaja

Tijana V. Dencié, Maja V. Jovi&i¢ Milentijevié, Nikola D. Zivkovi¢
Univerzitet u Ni$u, Medicinski fakultet, Ni§, Srbija

Cilj: Prikazujemo slucaj 55-godisnje Zene sa medularnim karcinomom debelog creva. Medularni kar-
cinom debelog creva je redak oblik kolorektalnih maligniteta sa karakteristicnim patohistoloskim,
klinickim i molekularnim karakteristikama. Ova forma neoplazme moze biti povezana sa mikrosa-
telitskom nestabilnoscu ili deficitom enzima popravke replikacionih greSaka DNK kao i sa nasled-
nim nepolipoznim kolorektalnim karcinomom. Medularni karcinom ima generalno dobru prognozu
u odnosu na druge forme kolorektalnih maligniteta, medutim mikrosatelitski nestabilni medularni
karcinomi u odmaklom stadijumu tumorske bolesti imaju losiju prognozu. Prikaz slucaja: Predstav-
ljamo redak slucaj 55-godisnje Zene sa rektalnim krvarenjem, bolom u stomaku i povremenom dija-
rejom. Porodicna istorija kolorektalnih ili drugih maligniteta bila je negativna. Patohistoloski pregled
je pokazao karcinom sa negativnom ekspresijom homeoboks transkripcionog faktora, sinaptofizina,
hromogranina A, citokeratina 20, citokeratina 7 i pozitivno bojenje na kalretinin. Ki67 proliferativni
indeks bio je 49%. Karcinom kolona je bio slabo diferentovan i povezan sa deficitom enzima popravke
replikacionih gresaka DNK (gubitak nuklearne ekspresije MLH1 (MutL Homologue 1) i PMS2 (Po-

MATERIA MEDICA « Vol. 38 « No. 1 (Suppl. 1) « maj 2022. g



17""NATIONAL CONGRESS OF SERBIAN PATHOLOGISTS AND CYTOLOGISTS
ASSOCIATION WITH INTERNATIONAL PARTICIPATION

stmeiotic Segregation increased 2) proteina) i sa stadijumom tumorske bolesti T3N2bMx (IIIC). Po-
mocu patohistoloske i imunohistohemijske analize postavljena je definitivna dijagnoza medularnog
karcinoma. Zakljuc¢ak: Medularni karcinom sa mikrosatelitskom nestabilnos$¢u ili deficitom enzima
popravke replikacionih gresaka DNK potrebno je razlikovati od drugih nediferentovanih kolorektal-
nih karcinoma. Gubitak nuklearne ekspresije MLH1 i PMS2 proteina i snazna difuzna ekspresija kalre-
tinina pomogli su da se potvrdi definitivna dijagnoza medularnog karcinoma.

Kljucne reci: medularni kolorektalni karcinom, imunohistohemijska analiza, mikrosatelitska ne-
stabilnost

Medullary carcinoma of the large bowel: A case report
Tijana V. Dencié, Maja V. Jovi¢ié Milentijevié, Nikola D. Zivkovié
University of Ni§, Faculty of Medicine, Ni, Serbia

Objective: We present the case of a 55-year-old woman with medullary colorectal cancer. Medullary
carcinoma of the large bowel is a rare form of colorectal malignancies with caracteristic pathohistolo-
gical, clinical and molecular features. This form of cancer can be associated with microsatelite instabi-
lity or deficiency mismatch repair protein and hereditary non-polyposis colorectal cancer. Medullary
carcinoma has a generally favorable prognosis compared to other forms of colorectal malignancies,
however these carcinoma with microsatelite instability had a worse prognosis in advanced stage. Case
report: We present a rare case of a 55-years-old woman with rectal bleeding, abdominal pain and
intermittent diarrhea. Familly history of colorectal or other malignancies was negative. Pathohisto-
logical examination revealed a carcinoma with negative staining for homeobox transcription factor
(CDX2), synaptophysin, chromogranin A, cytokeratin 20, cytokeratin 7 and positive staining for ca-
Iretinin. Ki67 proliferative index was 49%. The cancer was poorly differentiated and associated with
deficiency mismatch repair protein (loss of the nuclear protein expression mutL homologue 1 (MLH1)
and postmeiotic segregation increased 2 (PMS2)) and stage T3N2bMx (IIIC) of the tumor disease.
This pathohistological finding and immunohistochemical analysis provided the diagnosis of medullary
carcinoma. Conclusion: Medullary carcinoma with microsatelite instability or deficiency mismatch
repair protein should be distinguished from other undifferentiated colorectal cancers. The loss of the
MLH1 and PMS2 nuclear protein expression and strong diffuse expression of calretinin helped us to
confirm the final diagnosis of medullary carcinoma.

Key words: medullary colorectal cancer, immunohistochemical analysis, microsatelite instability
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Rijetki sinhroni tumori pankreatoduodenalne regije: prikaz slucaja

Jelena Vucinié"?, Milena Sunjevic**, Janja Raoni¢**, Matilda Dolai**

! Centar za patologiju, Klinicki centar Crne Gore, Podgorica, Crna Gora,

*Katedra za histologiju i embriologiju, Medicinski fakultet, Univerzitet Crne Gore, Podgorica, Crna Gora
* Centar za patologiju i histologiju, Klini¢ki centar Vojvodine, Novi Sad, Srbija,

*Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Srbija

Cilj: Prikazom rijetkog slucaja sinhronih tumora pankreatoduodenalne regije zelimo dati doprinos po-
stojecoj naucnoj literaturi. Ampularni karcinomi ¢ine svega 0,2% maligniteta gastrointestinalnog trakta.
Najcesce se ispoljavaju opstruktivnim ikterusom, bolom u abdomenu, povisenom tjelesnom tempera-
turom i gubitkom u tjelesnoj masi. Incidenca neuroendokrinih tumora (NET) pankreatoduodenalne
regije varira od 0,8-10% usljed razlika u efikasnosti detekcije nefunkcionalnih i hormon-produkujuc¢ih
tumora. Iako nefunkcionalni tumori zbog efekta mase mogu prouzrokovati simptomatologiju slicnu
ampularnim karcinomima, najve¢i broj ovih tumora se dijagnostikuje slu¢ajno. Prikaz slucaja: Pacijen-
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tu muskog pola, starosti 65 godina, prilikom dijagnosticke obrade zbog opstruktivnog ikterusa, malak-
salosti i poviSene tjelesne temperature, postavljena je dijagnoza holecistoholangiolitijaze i akutnog pu-
rulentnog holangitisa. Tom prilikom je uradena holecistektomija i patohistoloski je verifikovan hroni¢ni
folikularni holecistitis. Zbog perzistiranja tegoba uradena je ERCP, a kako je biopsija uoc¢ene uvecane
Vaterove papile otkrila postojanje srednje diferentovanog adenokarcinoma, uslijedila je duodenopan-
kreatektomija. Makroskopskim pregledom hirurskog materijala, ispod sluznice Vaterove papile uoce-
no je bjelicasto tumorsko tkivo, najveceg precnika 1,1cm i uvecani pankreatoduodenalni i superiorni
pankreati¢ni limfni ¢vorovi. Histoloskim pregledom je potvrden pankreatobilijarni tip adenokarcinoma
(CK7 i Cal9-19 pozitivan) sa infiltracijom duodenalne submukoze i sekundarnim depozitima u dva
od 13 limfnih ¢vorova. U jo$ dva limfna ¢vora nadene su metastaze G1-NET (hromogranin i sinapto-
fizin pozitivan, Ki67<3%), ¢ije primarno ishodiste nije otkriveno pregledom kompletnog dostavljenog
materijala. Na osnovu lokalizacije metastatskih depozita i odsustva primarnog tumora u dostavljenom
materijalu, najvjerovatnije ishodiSte primarnog NET je tijelo/rep pankreasa. Zakljucak: Prilikom eva-
luacije opstruktivnog ikterusa treba misliti na tumore ampularne regije, a detaljnim patohistoloskim
pregledom operativnhog materijala povecati vjerovatnocu detekcije potencijalno postojecih sinhronih,
klinicki nemanifestnih neoplazmi.

Kljucne reci: sinhroni tumori, ampularni adenokarcinom, neuroendokrini tumor

Rare synchronous tumors of pancreaticoduodenal region: A case report

Jelena Vucinic"?, Milena Sunjevic**, Janja Raonic"?, Matilda Djolai**
'Center for Pathology, Clinical Center of Montenegro, Podgorica, Montenegro
“Department of Histology and Embryology, Medical faculty, University of Montenegro, Podgorica, Montenegro

*Center for Pathology and Histology, Clinical Center of Vojvodina, Novi Sad, Serbia Department of Pathology, Medical faculty, University
of Novi Sad, Serbia

“‘Center for Pathology, Clinical Center of Montenegro, Podgorica, Montenegro

Objective: By reporting a rare case of synchronous tumors in pancreaticoduodenal region, we aim to
contribute to the existing scientific literature. Ampullary carcinomas account for 0,2% of all gastrointe-
stinal malignancies. Most commonly, they present with obstructive icterus, abdominal pain, fever and
weight loss. The incidence of pancreaticoduodenal neuroendocrine tumors (NET) varies from 0,8-10%
due to difference in detection rate of nonfunctional versus hormone-producing tumors. Although ma-
ss-effect may cause symptoms reminiscent of those seen in ampullary carcinomas, majority of NETs
are diagnosed incidentally. Case report: During diagnostic work-up for obstructive icterus, malaise
and fever, a 65-year-old male was diagnosed with cholecystocholangiolitiasis and acute purulent cho-
langitis. Upon cholecystectomy, chronic follicular cholecystitis was confirmed histologically. Due to
persisting symptoms ERCP was performed, discovering a moderately differentiated adenocarcinoma
of the Vater papilla. Pancreaticoduodenectomy was carried out and gross examination revealed pre-
sence of tumor measuring 1,1cm underneath the papillar mucosa, with enlarged pancreaticoduodenal
and superior pancreatic lymph nodes. Histological analysis confirmed pancreaticobiliary type of ade-
nocarcinoma (CK7 i Cal9-19 positive) infiltrating duodenal submucosa and metastasizing to 2 out of
13 lymph nodes. Two other lymph nodes contained metastases of G1-NET (chromogranin and synap-
tophysin positive, Ki67<3%), whose primary location remained unknown after complete examination
of the specimen. Based on site of metastatic deposit and lack of primary tumor in resected organs, it is
most likely that primary tumor was located within pancreatic body/tail. Conclusion: When investiga-
ting obstructive icterus, ampullary tumors should be kept in mind. Thorough histological examination
of surgical specimens increases the likelihood of detecting a synchronous, clinically silent neoplasm.

Key words: synchronous tumors, ampullary adenocarcinoma, neuroendocrine tumor
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Primarni difuzni limfom B-¢elija u Stitastoj zlijezdi: prikaz slucaja
Svjetlana Kuli¢', Mirjana Cuk"? Radoslav Gajanin®, Nenad Lalovié**, Radmil Mari¢*, Nikolina Duki¢"

"Medicinski fakultet Foc¢a, Univerzitet u Isto¢nom Sarajevu, Fo¢a, Bosna i Hercegovina
*Univerzitetska bolnica Foca, Sluzba za patologiju i citolosku dijagnostiku, Foc¢a, Bosna i Hercegovina
*Medicinski fakultet Banja Luka, Univerzitet u Banjoj Luci, Banja Luka, Bosna i Hercegovina
*Univerzitetska bolnica Foca, Odjeljenje za hirurSke grane, Fo¢a, Bosna i Hercegovina
*Univerzitetska bolnica Foca, Odjeljenje onkologije i hematologije, Fo¢a, Bosna i Hercegovina

Cilj: Prezentujemo pacijentkinju sa primarnim difuznim krupnocelijskim limfomom Stitaste zlijezde B
fenotipa. Primarni difuzni krupnocelijski limfom §titaste zlijezde B fenotipa je rijedak i ¢ini 1-5% svih
maligniteta Stitaste Zlijezde i 2 % ekstranodalnih limfoma. Uglavnom nastaje kod Zena u Sestoj ili sed-
moj deceniji Zivota. Prikaz slucaja: Prezentujemo pacijentkinju starosti 80 godina koja je primljena u
nasu bolnicu radi operativnog lijecenja uvecane $titaste zlijezde. Hormonalni status je bio u granicama
referentnih vrijednosti. Nakon preoperativne pripreme uradena je totalna tireoidektomija i preparat
je poslat na ex tempore dijagnostiku. Desni rezanj Stitaste Zlijezde je veli¢ine 7x5,5x3 cm, tumoroidno
izmijenjen, ¢vrst, sivkasto-bjelicaste boje, sa podruc¢jima nekroze. Na brzim zaledenim rezovima kon-
statuje se da je tumor malignih karakteristika. Na trajnim patohistoloskim preparatima, dopunjenim
sa imunohistohemijskom analizom, postavljena je dijagnoza krupnocelijskog non-Hodgkin limfoma
B-¢elijskog fenotipa. Tumorsko tkivo probija kapsulu stitaste Zlijezde i infiltriSe okolne mekotkivne
strukture. Imunohistohemijski fenotip tumorskog tkiva je bio LCA i CD-20 pozitivan, Ki 67 pozitivan
u 90% tumorskih celija, a BCL6 i Cyclin D1 negativan. Okolni parenhim Stitaste zlijezde je bio kom-
primovan, bez elemenata Hashimoto thyreoiditisa. Klinickim i radioloskim pretragama ustanovi se
da je primarna lokalizacija u §titnoj zlijezdi. Dva mjeseca nakon operativnog zahvata pacijentkinji je
zapoceta terapija po protokolu R-CHOP. U toku terapije pacijentkinja razvija simptome Sars-Cov2 in-
fekcije, teski oblik bolesti. Letalni ishod nastupa usled respiratorne insuficijencije. Zakljucak: Terapija
lokalizovanog primarnog limfoma Stitaste zlijezde podrazumijeva radioterapiju i/ili hirur§ku terapiju
kombinovanu sa hemioterapijom, kako bi se prevenirala diseminacija bolesti. Prognoza zavisi od histo-
loske klasifikacije tumora i stadijuma bolesti.

Kljucne reci: limfom, Stitasta zZlijezda, dijagnoza

Primary diffuse B-cell thyroid lymphoma: A case report

Svjetlana Kulic', Mirjana Cuk"?, Radoslav Gajanin®, Nenad Lalovic**, Radmil Maric**, Nikolina Dukic"’

'Faculty of Medicine Foca, University of East Sarajevo, Foca, Bosnia and Herzegovina

*University Hospital Foca, Department of Pathology and Cytological Diagnostics, Fo¢a, Bosnia and Herzegovina
*Faculty of Medicine Banja Luka, University of Banja Luka, Bosnia and Herzegovina

*University Hospital Foca, Surgery Branches Department, Fo¢a, Bosnia and Herzegovina

SUniversity Hospital Foc¢a, Department of Oncology and Hematology, Fo¢a, Bosnia and Herzegovina

Objective: We present a patient with primary diffuse large cell lymphoma of the thyroid gland B phe-
notype. Primary diffuse large B-cell lymphoma in the thyroid gland is rare and accounts for 1-5% of
all thyroid malignancies and 2% of extranodal lymphomas. It generally affects women in the 6th or
7th decade of life. Case report: We present an 80-year-old patient admitted to our hospital for surgical
treatment of thyroid goiter. Her hormonal status was within the reference values. Total thyroidectomy
was performed and the tissue sent for ex tempore diagnostics. The right lobe of the thyroid gland was
7x5.5x3 cm, firm, grayish-whitish, tumor-like appearance, with necrotic areas. Cryosections indicated
that the tumor had malignant characteristics. After assessing the permanent pathohistological sam-
ples, supplemented with immunohistochemical analysis, a large B-cell non-Hodgkin’s lymphoma was
diagnosed. Tumor tissue penetrated the capsule of the thyroid gland and infiltrated the surrounding
soft tissue structures. Immunohistochemical phenotype of tumor tissue was LCA and CD-20 positive,
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Ki 67 positive in 90% of tumor cells, and BCL6 and Cyclin D1 negative. The surrounding thyroid pa-
renchyma was compressed, with no elements of Hashimoto’s thyroiditis. Clinical and radiological exa-
minations showed that the primary localization is in the thyroid gland. Two months after the surgery,
the patient was treated according to the R-CHOP protocol. During the therapy, the patient developed
symptoms of Sars-Cov2 infection, a severe form of the disease. Fatal outcome occured due to respira-
tory failure. Conclusion: Treatment of primary thyroid lymphomas include the control of local disease
with radiotherapy and/or surgery combined with chemotherapy to control disseminate disease. The
prognosis depends on the histological classification of the tumor and the stage of the disease.

Key words: lymphoma, thyroid gland, diagnosis
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Superiornost protocne citometrije u dijagnostici neuroblastoma: prikaz tri slucaja

Nemanja Mitrovi¢', Slavisa Purici¢!, Dragomir Doki¢', Dejana BoZi¢', Dragana Aleksic', Jelena Lazic,
Jelena Sopta®, Gordana Samardzija'

'Institut za zdravstvenu zastitu majke i deteta Srbije dr Vukan Cupi¢, Beograd, Srbija

*Univerzitetska decja klinika, Beograd, Srbija

*Institut za patologiju, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

Cilj: Cilj ovog rada je ispitivanje korisnosti metode protocne citometrije (PCM) u detekciji ¢elija NB
u uzorcima aspirata KS Kod pedijatrijskih pacijenata sa neuroblastomom (NB) u 4. stadijumu bolesti
i metastatskim zahvatanjem kostane srzi (KS), patohistoloska analiza bioptata nije uvek dovoljno sen-
zitivna za detekciju malignih celija. Prikaz slucajeva: Prikazujemo slucajeve 3 pedijatrijska pacijenta
zenskog pola, uzrasta od 10 meseci do 2.2 godine. Kod 1. pacijenta je postojala klinicka sumnja na
akutnu limfoblastnu leukemiju, dok je kod 2. i 3. radiografski potvrdeno postojanje tumora abdomena,
odnosno orbite. U sklopu hematoloske obrade kod sva 3 pacijenta je ucinjena analiza uzoraka aspirata
KS metodom PCM i iskljuceno je postojanje hematoloskih maligniteta. U sva 3 uzorka je detektovana
populacija CD45-negativnih nehematopoeznih monojedarnih celija, imunofenotipskih karakteristika
¢elija NB (CD56+/GD2+/CD81+). Citoloska analiza aspirata KS sugerisala je infiltraciju ¢elijama NB
samo kod 1. pacijenta. Radiografski je naknadno i kod ovog pacijenta dijagnostikovan tumor retrope-
ritoneuma. Indikovana je patohistoloska analiza bioptata tumora kod sva 3 pacijenta i tako potvrdena
dijagnoza NB. Kod 1. pacijenta je u¢injena i biopsija KS u kojoj nije uocena infiltracija ¢elijama NB.
Zakljucak: PCM je senzitivnija metoda za detekciju metastatskog NB u KS od citoloske analize aspira-
ta, odnosno patohistoloske analize bioptata. PCM se moze koristiti za preciznije otkrivanje pacijenata
sa NB u 4. stadijumu bolesti i brzo postavljanje preliminarne dijagnoze, $to ima znacaj u ranom zapo-
¢injanju adekvatne terapije kod Zivotno ugrozenih pacijenata.

Kljucne reci: neuroblastom, protocna citometrija, kostana srz

Superiority of flow cytometry in the diagnosis of neuroblastoma: Review of three cases

Nemanja Mitrovic', Slavisa Djuricic', Dragomir Djokic', Dejana Bozic', Dragana Aleksic', Jelena Lazic?,
Jelena Sopta®, Gordana Samardzija'

! Mother and Child Healthcare Institute of Serbia dr Vukan Cupic, Belgrade, Serbia

*University Childrens Hospital, Belgrade, Serbia

*Institute of Pathology, Medical Faculty, University of Belgrade, Belgrade, Serbia

Objective: The aim of this study was to investigate the usefulness of flow cytometry (FCM) in the
detection of NB cells in BM aspirates.In pediatric patients with stage 4 neuroblastoma (NB) and bone
marrow (BM) involvement, pathohistological analysis is not always sensitive enough to detect mali-
gnant cells. Case reports: We present cases of 3 pediatric female patients, aged from 10 months to 2.2
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years. In the 1st patient there was a suspicion of acute lymphoblastic leukemia, while in the 2nd and 3rd
patient the existence of an abdominal and orbital tumor was radiographically confirmed. FCM analysis
of BM aspirates was performed in all 3 patients and the existence of hematological malignancies was
excluded. In all 3 samples, a population of CD45-negative non-hematopoietic cells with immunop-
henotypic characteristics of NB cells was detected (CD56 +/GD2+/CD81+). Cytological analysis of
BM aspirates suggested infiltration of NB cells only in the 1st patient. Retroperitoneal tumor was sub-
sequently diagnosed radiographically in this patient as well. Pathohistological analysis of tumor biop-
sies in all patients was indicated and thus the diagnosis of NB was confirmed. A BM biopsy was perfor-
med in the 1st patient in which no infiltration with NB cells was observed. Conclusion: FCM is a more
sensitive method for the detection of metastatic NB in BM than cytological analysis of aspirates, or
pathohistological analysis of biopsies. FCM can be used to more accurately detect patients with stage 4
NB and to quickly make a preliminary diagnosis, which is important in the early initiation of adequate
therapy in life-threatening patients.

Key words: neuroblastoma, flow cytometry, bone marrow
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Kastelmanova bolest: prikaz slucaja
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Cilj: Znacaj adekvatnog dijagnostickog pristupa kroz prikaz slucaja Kastlemanove bolesti. Prikaz slu-
¢aja: Pacijentkinji starosti 31 godina, bez pratecih komorbiditeta, tokom prvog trimestra trudnoce a
nakon infekcije Kovid19, zbog perzistentnog kaslja nacinjen je CT pregled grudnog kosa. Registrova-
na je medijastinalna limfadenomegalija pozicija 2R-4R sa konglomeratima te nacinjena biopsija usled
sumnje na Hodgkin limfom. Prvobitno ex tempore, a zatim patohistoloskim pregledom parafinskih
rezova registrovan je fragmentisan limfni ¢vor delom folikularne grade CD10/Bcl-6 pozitivnih i Bcl-2
negativnih atreti¢nih germinativnih centara sa centralno penetriraju¢im krvnim sudovima, tzv. “lolli-
pop” formacije kao i okolnom hiperplasticnom mantle zonom “onion skin” karakteristika. Interfoliku-
larno uoceni su umnozeni vaskularni prostori sa umerenom hijalinizacijom kao i grupe CD123 pozi-
tivnih plazmocitoidnih dendriti¢nih ¢elija i nesto poliklonalnih plazmocita (CD138/kappa/lambda+).
Pojedinac¢ni TDT pozitivni B-celijski prekursori u mantle zoni. CD23 naglasava folikularnu gradu, a
CyclinD1 je negativan. Zakljucak: Kastlemanova bolest (KB) je retka bolest limfnog ¢vora nepoznate
etiologije. Najcesce se javlja unicentri¢no i asimptomatski sa medijastinalnom limfadenopatijom ili
retko multicentri¢no sa limfadenopatijom razlic¢itih grupa limfnih nodusa i organomegalije. Histologki
se razlikuju hijalinovaskularna i plazmacelijska varijanta. Unicentri¢ni oblik etioloski se povezuje sa
inflamatornom hiperprodukcijom IL-6, dok je multicentri¢ni tip udruzen sa HIV infekcijom, limfo-
mima i autoimunim bolestima. Klinicka manifestacija i radioloska slika Kastlemanove bolesti u velikoj
meri imitiraju limfom, te prikaz slucaja nase pacijentkinje ukazuje na znacaj patohistologije u dijagno-
stici limfadenopatija uz sugestiju da KB diferencijalno dijagnosticki treba imati na umu.

Kljucne reci: Kastlemanova bolest, limfom, limfadenomegalija, medijastinum
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Castleman’s disease: A case report
Vanja Belic Jelenkovic', Bosiljka Krajnovic®, Tanja Laki¢, Ivan Kuhajda’, Aleksandra Ili¢?

'Department of Pathological and Anatomical Diagnostics, General Hospital Subotica, Serbia
“Department of Pathology, Faculty of Medicine, University of Novi Sad, Serbia
*Department of Surgery, Faculty of Medicine, University of Novi Sad, Serbia

Objective: An adequate diagnostic approach based on the case report of Castleman’s disease (CD).
Case report: A 31-year-old female patient without comorbidities, after Covid19 infection during the
first pregnancy trimester was chest-CT examinated due to persistent cough. Mediastinal lymphadeno-
megaly conglomerates of 2R-4R positions were found, suspected of Hodgkin’s lymphoma, so a biopsy
was performed. Initially ex tempore, followed by pathohistological examination of paraffin sections, a
fragmented lymph node was registered partly with the follicular structures of CD10/Bcl-6 positive and
Bcl-2 negative germinal centers in regression with centrally penetrating blood vessels, the so-called
“Lollipop” formations and with surrounding hyperplastic mantle zone with “onion skin” characteristics
and single TDT positive B-cell precursors inside. Interfollicularly, proliferated some hyalinizated blood
vessels were seen, as well as groups of CD123 positive plasmacytoid dendritic cells, with some polyc-
lonal plasma cells (CD138/kappa/lambda+). CD23 emphasized follicular structure, CyclinD1 was ne-
gative. Conclusion: CD is a rare lymph node disease of unknown etiology. Mostly, it is unicentric and
asymptomatic with mediastinal lymphadenopathy or rarely multicentric with different lymph node
groups lymphadenopathy and organomegaly. Two unicentric histological variants are described- hya-
linovascular and plasmacellular and are associated with IL-6 inflammatory hyperproduction, while
the multicentric goes with HIV infection, lymphomas and autoimmune diseases. As the clinical and
radiological Castleman’s disease presentation mimics lymphoma, this case report emphasizes the pat-
hohistological importance in the diagnosis of lymphadenopathies and suggest that CB should be inc-
luded as the differential.

Key words: Castleman’s disease, lymphoma, limphadenopathy, mediastinum
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2 u 1: prikaz slucaja

Tanja Laki¢*?, Dragomir Cuk’ Aleksandra Ili¢*?, Aleksandra Lovrenski, Bosiljka Krajnovi¢"?, Milana
Panjkovi¢"?

"Medicinski fakultet Novi Sad, Univerzitet u Novom Sadu, Srbija
“Univerzitetski klinic¢ki centar Vojvodine, Novi Sad, Srbija

Cilj: Prikaz retkog slucaja bolesnika sa dva neoplasti¢na procesa u limfnom ¢voru aksile. Prikaz slu-
¢aja: Bolesnik starosti 70 godina sa pet godina ranije patohistoloski potvrdenim i le¢enim B-sitnoce-
lijskim non-Hockin limfomom, tj. leukemijom (SLL, tj. HLL) javio se na hematoloski pregled nakon
primecenog otoka u levoj aksili. Nacinjena je kompjuterizovana tomografija (CT) kojom je verifikova-
na generalizovana limfadenomegalija sa progresijom u odnosu na prethodni pregled. Nakon standarne
laboratorijske obrade uve¢anog limfnog ¢vora, HE bojenjem je registrovano limfoidno tkivo zbrisane
arhitektonike usled prisustva limfoidnog infiltrata sa¢injenog od uniformnih sitnih zrelih limfocita
B-¢elijskog imunofenotipa koji odgovara SLL (ekspresija markera Pax5, CD5, CD23 i Bcl2 uz delimic-
nu slabu ekspresiju CD20). Neocekivano, u centralnim delovima limfnog ¢vora uoceno je diskoheziv-
no tumorsko tkivo izrazenog celijskog i nuklearnog pleomorfizma sa brojnim patoloskim mitozama a
bez ekspresije gore navedenih markera. Paleta imunohistohemijskih markera u nekoliko navrata je do-
punjavana, te je uz brojne primenjene markere bez ekspresije, dobijena imunopozitivnost na Vimentin,
$100 i C-myc uz veoma visok proliferativni indeks Ki-67 (~90%). Sirokom paletom primenjenih imu-
nohistohemijskih antitela, isklju¢eno je limfoproliferativno, epitelno i nervno poreklo metastatskog
depozita te je diferencijalno dijagnosticki na prvom mestu ukazano na slabo diferentovani maligni me-
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zenhimalni tumor. Nakon konsultacije sa klinickim lekarom dobijen je podatak o prethodnoj operaciji
melanoma pre 4 godine, te je zakljuceno da se radi o SLL sa metastazom melanoma u limfnom ¢voru.
Zakljucak: U limfnom ¢voru sa limproliferacijom, veoma retko nalazi se prisustvo druge tumorske
proliferacije, kao $to je u ovom slucaju metastaza melanoma. Patohistoloski pregled limfnog ¢vora je
neophodan i u sluc¢ajevima limfadenomegalije sa potrvdenim limfoproliferativnim oboljenjem.

Kljucne reci: non-Hogkin B-¢elijski limfom, SLL, melanom, limfni ¢vor, imunohistohemija

2in 1: a case report

Tanja Lakic*?, Dragomir Cuk?, Aleksandra Ilic*?, Aleksandra Lovrenski"?, Bosiljka Krajnovic*? Milana
Panjkovic*?

'Faculty of Medicine Novi Sad, University of Novi Sad, Serbia

*University Clinical Center of Vojvodina, Novi Sad, Serbia

Objective: To present a rare case of two neoplasms presence in axillary lymph node. Case report:
A 70-year-old patient with five years before pathohistologically confirmed and treated non-Hodgkin
B-cell small cell lymphoma/leukemia (SLL/CLL) was reffered to hematologist after noticing left axi-
llar swelling. Computed tomography (CT) verified generalized lymphadenomegaly with progression
compared to the previous. Having performed standard laboratory tissue processing of enlarged lymph
node, HE slides showed architecturally disturbed lymphoid tissue due to presence of dense infiltrate
made of uniform small mature lymphocytes B-cell immunophenotype corresponding to SLL (expre-
ssion of Pax5, CD5, CD23 and Bcl2, weak CD20). Unexpectedly, central lymph node parts revealed
discohesive tumor tissue made of pleomorphic tumor cells, with numerous pathological mitoses and
no expression of above applied markers. The immunohistochemical panel was expanded for several,
and in long list of expressionless stains, immunopositivity for Vimentin, S100 and C-myc with high
proliferative index Ki-67 (~90%) was obtained. According the wide range of applied immunostains,
lymphomproliferative, epithelial and nerve origin of the metastatic deposit was excluded, so poorly
differentiated malignant mesenchymal tumor was the first differential. After consulting the clinician,
data on 4 years ago melanoma surgery were obtained, and it was concluded that it was SLL with me-
lanoma metastasis in the lymph node. Conclusion: In the lymph node with lymphoproliferation, the
presence of other neoplastic proliferation is very rare, such as in this case presence of melanoma meta-
stasis. Pathohistological examination of the lymph node is also necessary in cases of lymphadenome-
galy with previously confirmed lymphoproliferative disease.

Key words: non-Hodgkin B-cell lymphoma, SLL, melanoma, lymph node, immunohistochemistry

P2-28

Metastaza seminoma u koStanu srz kod pacijenta sa konkomitantnim folikularnim
Non-Hockin limfomom: prikaz slucaja

Jelena Ili¢ Sabo'?, Stefan vi¢', Ivan Capo'?, Zeljka Panic', Aleksandra Ili¢*?, Dragomir Cuk'

'Centar za patologiju i histologiju, Univerzitetski Klinicki centar Vojvodine, Novi Sad, Srbija

Katedra za histologiju i embriologiju, Medicinski fakultet, Novi Sad, Srbija
*Katedra za patologiju, Medicinski fakultet, Novi Sad, Srbija

Cilj: Prikazati slu¢aj metastaze seminoma u ko$tanu srz kod pacijenta sa konkomitantnim folikularnim
non-Hockin limfomom. Seminomi su najces¢i tumori testisa. Primarnu terapiju predstavlja orhiekto-
mija sa resekcijom lokalnih limfnih nodusa, nakon cega sledi adjuvantna radioterapija. Tumori testisa
najcesce metastaziraju u retroperitonealne, medijastinalne limfne noduse, pluca, jetru, slezinu, gastro-
intestinalni trakt i nadbubrezne zlezde. Retki su slucajevi kostanih metastaza tumora testisa, dok meta-
staza seminoma u kostanu srz predstavlja kurioziet bez postoje¢ih navoda u literaturi. Prikaz slucaja:

Q MATERIA MEDICA « Vol. 38 « No. 1 (Suppl. 1) » maj 2022.



17. NACIONALNI KONGRES UDRUZENJA PATOLOGA I CITOLOGA SRBIJE SA
MEDUNARODNIM UCESCEM

Pacijent starosti 66 godina, ranije lecen od folikularnog Non-Hodzkin limfoma, javlja se na pregled
zbog tegoba u vidu malaksalosti, bolova u stomaku i ledima i hepatosplenomegalije. Nakon pregleda i
radioloski verifikovanih uvecanih retroperitonealnih limfnih ¢vorova, pacijent je upu¢en hematologu.
Na osnovu anamnestickih podataka, postavljena je sumnja na relaps limfoma, nakon cega je nacinjena
biopsija kostane srzi. U uzorku dobijenom biopsijom, bojenom hematoksilin-eozin metodom, uocena
je difuzna celijska infiltracija krupnih ¢elija, svetle citoplazme, poligonalnih jedara sa prominentnim
jedarcima. Imunohistohemijskim bojenjem celije su pokazale pozitivnost na CD10, CD117, OCT3/4,
PLAP, CK8/18 nakon cega je postavljena dijagnoza metastaze seminoma u kostatnoj srzi. Ubrzo nakon
postavljanja patohistoloske dijagnoze, pacijent je preminuo. Zakljuc¢ak: Seminom spada u progno-
sticki povoljne tumore. Metastaze u kostanoj srzi, zbog supresije hematopoeze, generalno dovode do
losije prognoze za pacijente. Ishod bolesti naseg pacijenta upravo ukazuje na losiju prognozu, kao i na
vaznost pravovremene dijagnostike i terapije, ¢ime bi Sanse za prezivljavanjem bile vece.

Kljucne reci: seminom, metastaza, kostana srz, testis

Bone marrow seminoma metastasis in a patient with concomitant follicular Non-Hod-
gkin’s lymphoma: a case report

Jelena Ilic Sabo"?, Stefan Ivic', Ivan Capo"?, Zeljka Panic', Aleksandra Ilic"?, Dragomir Cuk’
!Center for pathology and histology, University Clinical Center of Vojvodina, Novi Sad, Serbia

*Department for Histology and embryology, Faculty of Medicine, University of Novi Sad, Serbia

*Department for Pathology, Faculty of Medicine, University of Novi Sad, Serbia

Objective: To show a case of seminoma metastasis to bone marrow in a patient with concomitant
follicular non-Hodgkin’s lymphoma. Seminomas are most common testicular tumors. Therapy is or-
chiectomy with resection of local lymph nodes, followed by adjuvant radiotherapy. Testicular tumors
most often metastasize to retroperitoneal, mediastinal lymph nodes, lungs, liver, spleen, gastrointesti-
nal tract and adrenal glands. Bone metastases of testicular tumors are rare, while metastasis of semino-
ma to bone marrow is a curiosity. Case report: A 66-year-old patient, previously treated for follicular
Non-Hodgkins lymphoma, is examined due to malaise, abdominal and back pain and hepatospleno-
megaly. After examination and radiologically verified enlarged retroperitoneal lymph nodes, the pa-
tient was referred to a hematologist. Lymphoma relapse was suspected, and bone marrow biopsy was
performed. In the biopsy sample, stained with hematoxylin-eosin, diffuse cellular infiltration of large
cells with bright cytoplasm, polygonal nuclei and prominent nucleoli was observed. The cells showed
immunohistochemical positivity for CD10, CD117, OCT3/4, PLAP, CK8/18, after which the diagnosis
of seminoma metastasis to bone marrow was made. Shortly after the pathohistological diagnosis was
made, patient died. Conclusion: Seminoma is generally prognostically favorable tumor. Bone marrow
metastases lead to a worse prognosis for patients. The outcome of our patients illness indicates the im-
portance of timely diagnosis and therapy, which would increase his chances of survival.

Key words: seminoma, metastasis, bone marrow, testis
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»Giant cell rich“ tumor nosnog septuma: prikaz slucaja

Mirjana Cuk®? Sinisa Solaja"’, Radoslav Gajanin®, Radmil Maric>?, Milena Vasi¢ Milanovic®, Svjetlana
Kulié, Jelena Vladicié Masié?

"Univerzitetska bolnica Foca, Sluzba za patologiju i citolosku dijagnostiku, Foca, Bosna i Hercegovina

*Univerzitet u Istoénom Sarajevu, Medicinski fakultet Foca, Fo¢a, Bosna i Hercegovina

*Univerzitetska bolnica Foca, Sluzba za otorinolaringologiju i maksilofacijalnu hirurgiju, Foc¢a, Bosna i Hercegovina

*Univerzitet u Banjoj Luci, Medicinski fakultet Banja Luka, Banja Luka, Bosna i Hercegovina

*Univerzitetska bolnica Foca, Odjeljenje za hirurske grane, Fo¢a, Bosna i Hercegovina;

JZU Bolnica Zvornik, Odjeljenje za patologiju, Zvornik, Bosna i Hercegovina

"Univerzitetska bolnica Foca, Odjeljenje onkologije i hematologije, Fo¢a, Bosna i Hercegovina

Cilj: Gigantocelularni tumor kosti, spada u grupu ,,giant cell rich“ lezija i ¢ini 5% primarnih tumora
kosti. Lokalizacija u kraniofacijalnim kostima je izuzetno retka. Prikaz slucaja: Prezentujemo pedese-
tjednogodisnjeg pacijenta koji je primljen u nasu ustanovu zbog operativnog le¢enja tumora nosnog
septuma. Unatrag 3 godine pacijent se zalio na otezano disanje na nos koje se vremenom pogorsavalo.
Na MSCT utvrdeno je postojanje ekspanzivne, inhomogene tumorske mase, promera 17x17 mm, koja
je smes$tena u prednjoj tre¢ini nosnih hodnika i vrsi njihovu subokluziju. Intraoperativno uoceno je
da tumor potice sa kostanog dela nosnog septuma i da u potpunosti razara njegov hrskavicavi deo.
Na standardnim patohistolodkim preparatima tumorsko tkivo sagradeno je od brojnih multinukle-
arnih dzinovskih celija izgleda osteoklasta izmedu kojih se nalaze ovalne, okrugle i vretenaste mo-
nojedarne neoplasti¢ne Celije eozinofilne citoplazme, umereno pleomorfnih jedara sa prominentnim
sitnim jedarcima. Tumor je hipervaskularizovan, sa podrucjima svezeg krvarenja i obilnim depozitima
hemosiderina. Mitoze su brojne, (15/HPFx200), ali nisu uocene patoloske forme. U tumoru se nala-
zi i multifokalna produkcija osteoidnih i kostanih gredica. Osteoblasti se uocavaju uz same kostane
gredice i zarobljeni u samim gredicama. Rub tumora prema kosti je infiltrativnog tipa. Na osnovu
histomorfoloske slike, klinickih i radioloskih podataka postavljena je dijagnoza koja odgovara ili gi-
gantocelularnom tumoru kosti ili gigantocelularnom reparatornom granulomu. Zakljucak: Precizna
subtipizacija tumora iz grupe ,,giant cell rich“ je teska i zasnovana na sistematskoj integraciji histomor-
foloskih, radioloskih i klini¢kih podataka. U ovakvim dijagnostickim dilemama jedina pouzdana me-
toda je testiranje za G34W mutaciju koja je prisutna kod gigantocelularnog tumora kosti i omogucava
njegovo razlikovanje u odnosu na gigantocelularni reparatorni granulom.

Kljucne reci: gigantocelularni tumor kosti, gigantocelularni reparatorni granulom, G34W muta-
cija

Giant cell rich tumor of nasal septum: a case report

Mirjana Cuk®?, Sinisa Solaja"?, Radoslav Gajanin?, Radmil Maric>?, Milena Vasic Milanovic’, Svjetlana
Kulic®, Jelena Vladicic Masic’?

"University Hospital Foca, Department of Pathology and Cytological Diagnostics, Foca, Bosnia and Herzegovina
University of East Sarajevo, Faculty of Medicine Foca, Foca, Bosnia and Herzegovina

*University Hospital Foca, Department of Otorhinolaryngology and Maxillofacial Surgery, Foca, Bosnia and Herzegovina
*University of Banja Luka, Faculty of Medicine Banja Luka, Banja Luka, Bosnia and Herzegovina

*University Hospital Foca, Department of Surgery, Foca, Bosnia and Herzegovina

Public Hospital Zvornik, Department of Pathology, Zvornik, Bosnia and Herzegovina

“University Hospital Foca, Department of Oncology and Hematology, Foca, Bosnia and Herzegovina

Objective: Giant cell tumor of bone belongs to the giant cell rich group of lesions and accounts for 5%
of primary bone tumors. Localization in craniofacial bones is extremely rare.

Case report: We present a fifty-one-year-old patient admitted to our hospital for surgical treatment of
nasal septum tumor. In previous 3 years, the patient had complained of difficulties breathing through
the nose, which had worsened over time. MSCT determined the existence of expansive, inhomogeneo-
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us tumor mass, 17x17 mm in diameter, located in the anterior third of nasal cavities and suboccluding
them. Intraoperatively was identified that tumor originated from the osseous nasal septum and com-
pletely devastated its cartilaginous portion. On standard pathohistological samples, tumor tissue com-
posed of numerous osteoclasts-like multinucleated giant cells, between which oval, round, and spind-
le-shaped mononuclear neoplastic cells with eosinophilic cytoplasm, moderately pleomorphic nuclei
and prominent small nucleoli are embedded. The tumor was hypervascularized, with hemorrhagic
areas and abundant hemosiderin deposits. Mitoses were numerous (15/HPFx200), but no pathological
forms were observed. Tumor contained multifocal production of osteoid and bone trabeculae. Osteo-
blasts were observed along the bone trabeculae and trapped in them. The tumor rim was infiltrative.
Based on histomorphological, clinical and radiological data, a diagnosis either a giant cell bone tumor
or a giant cell reparative granuloma was made. Conclusion: Precise subtyping of giant cell rich tumors
is difficult and based on the systematic integration of histomorphological, radiological and clinical
data. In diagnostic dilemmas, the only reliable method is testing for the G34W mutation that occurs in
giant cell tumor of bone.

Key words: Giant cell tumor of bone, giant cell reparative granuloma, G34W mutation
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Mukoepidermoidni karcinom maksilarnog sinusa niskog gradusa: prikaz slucaja

Nenad M. Miladinovié, Lidija D. Priji¢ Plecevié, Milica S. Vlaisavljevié, Sladana M. Jocki¢ Surlan, Marija
M. Mili¢, Jelena G. Stanojevic

Sluzba klinic¢ke patologije Klini¢ko bolni¢ki centar Zemun - Beograd, Beograd

Cilj: Mukoepidermoidni karcinom (MEK) je naj¢e$¢i maligni tumor pljuva¢nih zlezda kod odraslih i
kod dece. Medutim, MEK se ne javlja tako ¢esto u paranazalnim sinusima. Cilj ovog rada je da se opise
nesvakidas$nji slu¢aj MEK-a maksilarnog sinusa, uz osvrt na njegove klinicke manifestacije i dijagno-
sticki pristup. Prikaz slucaja: Sedamdeset devetogodisnja Zena upucena je na pregled kod otorinola-
ringologa zbog dugotrajne glavobolje, otezanog disanja i povremene epistakse. Standardnim klinickim
pregledom utvrdeno je prisustvo tumorske promene glatke povrsine u srednjem nosnom hodniku no-
sne Supljine sa desne strane. Dodatno, kompjuterska tomografija otkrila je veliku heterogenu i hiper-
vaskularizovanu masu u centru desnog maksilarnog sinusa, sa propagacijom u nosnu $upljinu i desne
etmoidalne celije. Nakon hirur$kog uklanjanja, tumor je poslat na patohistolosku analizu. Tumor se
sastojao iz meSovite populacije velikih mukoznih ¢elija sa svetlom citoplazmom i periferno postavlje-
nim jedrom, intermedijarnih celija sa bazaloidnim jedrom i epidermoidnih ¢elija sa eozinofilnom cito-
plazmom, organizovanih u cisti¢ne strukture i solidna polja. Izrazena atipija jedra, nekroza, neuralna
invazija i mitoze nisu uocene. Bojenjem na mucikarmin dokazano je prisustvo mucina u citoplazmi
tumorskih celija. Imunohistohemijska analiza pokazala je intenzivno bojenje na CK5/6, p63, fokalnu
CKY7 pozitivnost i negativno bojenje na S100, SMA i Kalponin. Na osnovu dobijenih rezultata, pacijent-
kinji je postavljena dijagnoza MEK-a niskog gradusa. Zaklju¢ak: U zakljucku, u diferencijalnoj dija-
gnozi tumorske mase u paranazalnim $upljinama, tumori pljuva¢nih zlezda ne bi trebalo da budu zane-
mareni po$to su odgovarajuci pristup I rana dijagnoza odlucujuci faktor u prognozi bolesti pacijenta.

Kljucne reci: mukoepidermoidni karcinom, paranazalna $upljina, tumori glave i vrata
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Low-grade Mucoepidermoid-carcinoma of maxillary sinus: a case report

Nenad M. Miladinovic’, Lidija D. Prijic Plecevic', Milica S. Vlaisavljevic', Sladjana M. Jockic Surlan’,

Marija M. Milic', Jelena G. Stanojevic'
Department of Clinical pathology, Clinical Hospital Center Zemun - Belgrade, Belgrade, Serbia

Objective: Mucoepidermoid carcinoma (MEC) is the most common primary salivary gland mali-
gnancy in both children and adults. However, MEC has been rarely reported in the paranasal sinus.
The present paper aimed to address an uncommon case of MEC arising in the maxillary sinus, by
discussing its clinical manifestation and diagnosis. Case report: A 79 old woman was referred to an
otolaryngologist-head and neck surgeon due to a history of headaches, difficulty breathing, and oc-
casional epistaxis. Clinical examination revealed the presence of a smooth surfaced mass in the right
nasal middle meatus. Additionally, computer tomography revealed a large heterogeneous and vascular
mass at the center of the right maxillary sinus with extension to the nasal cavity and the right ethmoid
air cell. After surgical removal, it was sent for histopathological analysis. The tumor was composed of
varying proportions of large mucous cells with an empty cytoplasm and peripherally placed nucleus,
intermediate cells with a basaloid nucleus, and epidermoid cells with eosinophilic cytoplasm arranged
in the cystic structures and solid nest. Prominent nuclear atypia, necrosis, neural invasion, or mitosis
were absent. Mucicarmin stain highlights cytoplasmic mucin in the tumor cell. Immunohistochemical
examination revealed intense staining for CK5/6, p63, focal CK7 and negative for S100, SMA, and Cal-
ponin. Based on obtained findings we diagnosed the patient with a low-grade MEC. Conclusion: In
conclusion, during the differential diagnosis of a tumor mass in paranasal cavity, salivary gland tumor
tumor should not be ignored since early diagnosis and appropriate management are a determining
factor in the prognosis of the patient.

Key words: mucoepidermoid carcinoma, paranasal cavity, head and neck tumor
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Primarni peritonealni psamokarcinom sa karcinomom endometrijuma: prikaz slucaja

Jelena B. Grujovic, Ivana T. Dordevi¢, Ana V. Ristic¢ Petrovi¢, Jelena S. Stankovi¢, Biljana B. Dordevi¢
Centar za patologiju i patolosku anatomiju, Univerzitski klini¢ki centar Nis, Ni3, Srbija

Cilj: U ovom radu opisan je prvi slucaj primarnog peritonealnog psamokarcinoma (PPP) udruzenog
sa endometrijalnim endometrioidnim karcinomom (EEK). Prikaz slucaja: Pacijentkinja starosti 56
godina podvrgnuta je histeroskopiji usled perzistentne metroragije. Patohistoloskom analizom je po-
stavljena dijagnoza EEK visokog gradusa. Na magnetnoj rezonanci (MR) male karlice evidentirana je
proliferacija endometrijuma sa invazijom miometrijuma i solidni tumor levog jajnika. Koncentracija
serumskog karcinom antigena 125 (CA 125) je bila povisena (106.1 U/ml). Terapijski pristup je bio
klasi¢cna abdominalna histerektomija sa bilateralnom adneksetomijom i parcijalnom omentektomi-
jom. Makroskopski su nadene multiple priraslice na povrsini omentuma. Mikroskopskim pregledom,
u omentumu su se videle Zlezdane strukture obloZene seroznim epitelom i centralno postavljenim
psamoznim telima kao i brojna ,,gola“ psamozna tela. Limfni nodusi omentuma su bili zahvaceni psa-
mokarcinomom. Citoloski nalaz peritonealnog lavata je pokazao prisustvo psamoznih tela i retkih
tumorskih celija. Definitivna dijagnoza bila je EEK visokog gradusa u the International Federation
of Gynecology and Obstetrics (FIGO) stadijumu IIIA i PPP u FIGO stadijumu IIIA2. Po zavrsetku 3
ciklusa hemioterapije paklitaksel i karboplatin otkrivena je promena iregularnih kontura u zadnjem
bazalnom segmentu donjeg lobusa desnog plu¢nog krila. Onkoloski konzilijum je doneo odluku o
primeni 6 ciklusa hemioterapije doksorubicin i ciklofosfamid i transkutane radioterapije. Trenutno,
pacijentkinja je 10 meseci bez recidiva bolesti. Zakljucak: Moguce je postojanje vrlo retkih kombina-
cija sinhronih tumora u ginekoloskoj patologiji. Terapijski pristup treba biti prilagoden agresivnijem
tipu tumora.

Kljucne reci: psamokarcinom, peritoneum, endometrijalni karcinom, sinhroni tumori
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Primary peritoneal psammocarcinoma with endometrial carcinoma: a case report
Jelena B. Grujovic, Ivana T. Djordjevic, Ana V. Ristic Petrovic, Jelena S. Stankovic, Biljana B. Djordjevic

Objective: We aimed to report the first primary peritoneal psammocarcinoma (PPP) case with syn-
chronous endometrioid carcinoma of the endometrium (EEC). Case report: A 56-year-old preme-
nopausal woman underwent hysteroscopy in response to persistent metrorrhagia. Pathohistological
analysis confirmed the existence of high-grade EEC. The pelvis minor’s magnetic resonance imaging
(MRI) indicated endometrial proliferation with myometrial invasion and left ovarian solid tumor. Se-
rum cancer antigen 125 concentration (CA 125) was elevated (106.1 U/ml). The treatment approach
was a classical abdominal hysterectomy with bilateral adnexectomy and partial omentectomy. Grossly,
multiple adhesions were found on the surface of the omentum. Microscopic examination revealed
glandular formations lined by serous epithelium and centrally placed psammoma bodies, as well as
numerous “naked” psammoma bodies in the omentum. Lymph nodes of the omentum were affected by
psammocarcinoma. Cytological findings of peritoneal lavage were positive for psammoma bodies and
rare tumor cells. The final diagnosis was a high-grade EEC the International Federation of Gynecology
and Obstetrics (FIGO) stage IIIA and PPP FIGO stage IIIA2. After 3 cycles of chemotherapy with pac-
litaxel and carboplatin, a nodule with irregular contours was detected in the posterior basal segment of
the lung’s right lower lobe. The Oncology board suggested 6 cycles of chemotherapy with doxorubicin
and cyclofosfamide and external beam radiotherapy. Currently, the patient is free of disease for 10
months. Conclusion: The existence of very rare combinations of synchronous tumors in gynecological
pathology is possible. The therapeutic approach should be adjusted to a more aggressive tumor type.

Key words: psammocarcinoma, peritoneum, endometrial carcinoma, synchronous tumors
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Fibrozni kalcificirajuci tumor u abdomenu: prikaz slucaja

Ivana Stanisi¢"?, Mirjana Zivojinov'?, Aleksandra Ili¢*?, Dejan Ivanov’
! Centar za patologiju i histologiju, Univerzitetski Klinicki Centar Vojvodine, Novi Sad, Srbija
?Katedra za patologiju, Medicinski fakultet, Univerzitet u Novom Sadu, Srbija

*Katedra za hirurgiju, Medicinski fakultet, Univerzitet u Novom Sadu, Srbija

Cilj: Fibrozni kalcificiraju¢i tumor (FKT) je retka benigna neoplazma porekla mekih tkiva. Tumor se
¢esce javlja kod mladih odraslih osoba. U vecini slucajeva se otkriva akcidentalno, jer pacijenti nemaju
specificne simptome. Prikaz slucaja: Pacijentkinja 19 godina javlja se zbog osecaja tupog bola i pritiska
u abdomenu. Na osnovu ultrazvuka i CT snimka abdomena otkrivena je tumorska formacija najveceg
pre¢nika 14 cm. Pacijentkinja je hospitalizovana na Kliniku za abdominalnu i endokrinu hirurgiju,
KCV radi operativnog lecenja tumorske promene desnog hemiabdomena. Fizikalnim pregledom ab-
domen je u ravni grudnog kosa i palpatorno mek. Tumor je u bliskom kontaktu sa duodenumom,
glavom pankreasa i venom porte. Tumorska promena je odstranjena u celosti i nije infiltrovala okolne
strukture. Makroskopski je tumor ovalnog oblika, inkapsulisan, tvrde konzistencije, glatke i sjajne po-
vrsine, dimenzija 11x9x7 cm. Na preseku tumor je vrtlozast i bled, sa mrko prebojenim centralnim po-
druc¢jem. Histoloski, ise¢ci tumora, obojeni standardnom HE metodom, sastoje se od cirkumskriptnih
snopova kolagenih vlakana delimi¢no hijalinizovanih i sa oskudnim podru¢jima inflamatornog infil-
trata dominantno sagradenog od limfocita i folikuloidnih agregata. U snopovima kolagenog veziva se
nalaze retke vretenaste Celije, oskudne citoplazme i izduzenih jedara i zarista distrofijskih kalcifikacija
u vidu psamoznih telagaca. Imunohistohemijski profil je pokazao negativno bojenje na beta Katenin,
STAT6, ALK, CD117, DOGI, dok su BCL2 i CD34 pokazali fokalno pozitivnu reakciju, a Ki67 je bio
1%. Zakljucak: FKT je redak benigni tumor. Definitivna dijagnoza je postavljena na osnovu karakteri-
sticnog imunohistohemijskog profila za FKT.

Kljucne reci: fibrozni kalcificirajuci tumor, CD34, ALK
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Fibrous calcifying tumor in the abdomen: a case report

Ivana Stanisic"?, Mirjana Zivojinov'?, Aleksandra Ilic*?, Dejan Ivanov’
'Center for Pathology and Histology, University Clinical Center of Vojvodina, Novi Sad, Serbia
*Department of Pathology, Faculty of Medicine, University of Novi Sad, Serbia

*Department of Surgery, Faculty of Medicine, University of Novi Sad, Serbia

Objective: Fibrous calcifying tumor (FCT) is a rare benign neoplasm of soft tissue origin. The tumor
is more common in young adults. In most cases it is discovered by accident because patients don’t have
obvious symptoms. Case report: A 19-year-old woman presented with abdominal pain and pressure.
Ultrasound and CT of abdomen discovered the tumor was 14 cm in maximum diameter. The patient
is hospitalized in the Clinic for Abdominal and Endocrine Surgery, KCV for surgical treatment of a
tumor in the right hemiabdomen. On physical examination, the abdomen is at chest level and palpably
soft. The tumor is in contact with the duodenum, the head of the pancreas and the portal vein is ob-
served surgically. The tumor was removed completely and didn"t infiltrate the surrounding structures.
Macroscopically, the tumor was oval, encapsulated, harder in consistency, smooth and shiny surface,
measuring 11x9x7 cm. At the cross-section, whirling, pale with a darkly colored central area. Histolo-
gically, in standard HE staining method, circumscribed bundles of collagen fibers partially hyalinized
and with sparse areas of inflammatory infiltrate predominantly composed of lymphocytes and follicu-
loid aggregates are observed. The bundles of collagen contain rare spindle cells, sparse cytoplasm and
elongated nuclei and foci of dystrophic calcifications form of psammosy bodies. Immunohistochemi-
cal profile: typical negative staining for beta Catenin, STAT6, ALK, CD117, DOG1, while BCL2 and
CD34 showed a focally positive reaction, Ki67 was 1%. Conclusion: FCT is a rare benign tumor. Based
on the characteristic immunohistochemical findings for FCT, a final diagnosis was rendered.

Key words: fibrous calcifying tumor, CD34, ALK
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Metastaza mikrocelularnog karcinoma pluca u transverzalnom kolonu: prikaz slucaja

Jelena S. Stankovié, Ana V. Risti¢ Petrovic, Slavica M. Stojnev, Ivana T. Dordevic, Jelena B. Grujovic.
Univerzitetski Klinicki centar, Centar za patologiju i patolosku anatomiju, Nis, Srbija

Cilj: Mikrocelularni karcinom pluca predstavlja brzo rastuci, visoko maligni tumor, sa visokom sto-
pom proliferacije, agresivnim ponasanjem i ranim $iroko rasprostranjenim metastazama u vreme po-
stavljanja dijagnoze. Najces¢a mesta metastaza su mozak, jetra, nadbubrezna 7lezda, kosti I kostana
srz. Medutim, metastaze u gastrointestinalnom sistemu su retke, sa samo nekoliko prijavljenih slucaja
$irom sveta. Prikaz slucaja: Predstavljamo slucaj asimptomatskog SCLC sa metastazom u transverzal-
nom kolonu. Pacijent je bio 61-godi$nji muskarac, koji je primljen u bolnicu zbog bolova u stomaku.
Pacijent nije imao respiratorne simtome, ali se mesecima zalio na gastrointestinalne tegobe. Urade-
na mu je resekcija debelog creva, i patoloski pregled, pri ¢emu je imunohistohemijska analiza (IHC)
tumorskog tkiva odgovarala SCLC. IHC analiza je pokazala da tumorske celije eksprimiraju TTF1,
CD56, Synaptophysin, Chromogranin A I CK7. Ki67 je pokazao proliferativinu aktivnost u oko 70%
jezgara tumorskih celija. IHC analiza je potvrdila metastatsko Sirenje SCLA u transverzalnom kolonu.
Zakljucak: Iako su metastaze SCLC u debelom crevu veoma retke, trebalo bi da obratimo vi$e paznje
na gastrointestinalne simptome, obavljati kolonoskopiju I PET skener na vreme, koji bi mogli da pruza
vredne informacije za preciznije dijagnostifikovanje neobi¢nih metastatskih mesta SCLC, kao $to je
gastrointestinalni trakt. Brza dijagnoza bi svakako obezbedila kra¢i vremenski interval od postavljanja
dijagnoze do terapije.

Kljucne reci: mikrocelularni karcinom pluca, transverzalni kolon, metastaze, imunohistohemija
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Metastasis of small cell lung cancer in the transversal colon: a case report

Jelena S. Stankovic, Ana V. Ristic Petrovic, Slavica M. Stojnev, Ivana T. Djordjevic, Jelena B. Grujovic
University Clinical center, Center for pathology and pathological anatomy, Nis, Serbia

Objective: Small cell lung cancer (SCLC) is fast growing, highly malignant tumor, with exceptionally
high proliferative rate, aggressive behavior and early, widespread metastases at the time of diagnosis.
The preferred metastatic sites are the brain, liver, adrenal glands, bone and bone marrow. However, me-
tastasis in the gastrointestinal tract are rare, with only a few reported cases worldwide. Case report: We
present a case of asymptomatic SCLC with metastasis to transversal colon. The patient was a 61-year
old man admitted to hospital due to abdominal pain. The patient had no respiratory symptoms, but
he was complaining of gastrointestinal discomfort for months. He underwent resection of the colon
and the pathological examination, with the immunohistochemical (IHC) analysis of the tumor tissue
corresponded to the diagnosis of SCLC. IHC analysis showed that tumor cells expressed TTF1, CD56,
synaptophysin, chromogranin A, and CK?7. Ki67 showed proliferative activity in about 70% of tumor
cell nuclei. The IHC analysis confirmed the metastatic spread of SCLC in the transversal colon. Conc-
lusion: Although SCLC metastasis in the colon is very rare, we should pay more attention to gastroin-
testinal signs, performing colonoscopy and PET scan on time that could provide valuable information
for more precisely diagnosing of unusual SCLC metastatic sites, such as gastrointestinal tract. Faster
diagnosis would certainly provide a shorter time interval from diagnosis to therapy.

Key words: small cell lung cancer (SCLC), transversal colon, metastasis, immunohistochemistry
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Intraduktalni karcinom pljuvacnih zlezda: prikaz dva slucaja

Nikola Zivkovi¢!, Maja Jovici¢ Milentijevi¢', Milo§ Kosti®, Ana Cvetanovié, Tijana Dencié', Liubinka
Jankovié Velickovid!

'Katedra za patologiju, Medicinski fakultet, Univerzitet u Nisu, Ni§, Srbija

*Katedra za mikrobiologiju sa imunologijom, Medicinski fakultet, Univerzitet u Nisu, Nis, Srbija
*Katedra za onkologiju, Medicinski fakultet, Univerzitet u Nisu, Nis, Srbija

Cilj: Intraduktalni karcinomi pljuvacnih Zlezda predstavljaju veoma retke neoplazme. Prvi put su opi-
sani 1996. godine kao “low-grade salivary duct carcinomas”, dok su u ¢etvrtoj WHO klasifikaciji tumo-
ra glave i vrata od 2017. reklasifikovani pod ovim entitetom. Na osnovu imunohistohemijske analize
data je podela na interkalatne, apokrine, mesovite i onkocitne, odnosno na low i high grade neoplazme.
Prikaz slucajeva: Predstavljamo dva slucaja intraduktalnih karcinoma. Obe neoplazme su lokalizova-
ne u parotidnoj zlezdi, kod muskaraca starosti 74 i 43 godine. U prvom slucaju re¢ je o neoplazmi veli-
¢ine 21mm, u neposrednoj okolini pleomorfnog adenoma. Neoplazma se nalazi u gustom limfoidnom
tkivu, dok je u drugom slucaju bila veli¢ine 65mm, cisti¢cno degenerisana. Mikromorfoloska prezenta-
cija obe neoplazme je bila veoma sli¢na. Celije su pokazivale visok stepen polimorfizma, formirajuci
kribriformne, papilarne i tubularne strukture sa opseznim poljima nekroze. Invazija i proboj hijalini-
zovano izmenjenog kapsularnog tkiva nije uocena. Celije su ovalnog oblika, sa krupnim i vezikularnim
jedrima, i prominentnim jedarcima. Citoplazma je svetlo eozinofilna i granulirana. Imunohistohemij-
ska analiza neoplasti¢nih Celija je pokazala pozitivou ekspresiju HER2, AR, CK7, CK19, CKAE1/AE3,
EMA, CEA, p53, kao i CK14, CK5/6 i p63 u mioepitelnim celijama. Proliferativni indeks Ki67 je bio
visok, oko 27% u oba slucaja. Na osnovu mikromorfologke i imunohistohemijske analize postavljena je
dijagnoza intraduktalnog karcinoma visokog gradusa, onkocitni histologki podtip. Zakljuc¢ak: Histo-
logki, intraduktalni karcinom moze da oponasa skleroziraju¢u adenozu, kribriformni karcinom, kao i
neinvazivni karcinom iz pleomorfnog adenoma. Celijska atipija je bila prisutna, mitotske figure blago
izrazene, ali naglasena nekroze i visok proliferativni indeks. Imunohistohemijski je dokazano postoja-
nje mioepitelnog celijskog sloja.

Kljucne reci: intraduktalni karcinom, tumori pljuvacnih zlezda, imunohistohemija
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Intraductal salivary gland carcinoma: two cases report

Nikola Zivkovic', Maja Jovicic Milentijevic', Milos Kostic’>, Ana Cvetanovic’, Tijana Dencic', Ljubinka
Jankovic Velickovic!

'Department of Pathology, Faculty of Medicine, University of Nis, Nis, Serbia

*Department of Microbiology and Immunology, Faculty of Medicine, University of Nis, Nis, Serbia

*Department of Oncology, Faculty of Medicine, University of Nis, Nis, Serbia

Objective: Intraductal salivary gland carcinomas belong to a group of extremely rare neoplasms. They
were first described in 1996 as “low-grade salivary duct carcinomas”, whereas in the fourth WHO cla-
ssification of head and neck tumors from 2017 they were reclassified under this entity. Based on the
immunohistochemical analysis, they are divided into intercalated, apocrine, mixed, and oncocytic,
i.e., low- and high-grade neoplasms. Case reports: We presented two cases of intraductal carcinomas.
Both neoplasms are localized in the parotid gland, in men aged 74 and 43 years, respectively. In the
first case, it is a neoplasm of 21 mm in size, in the immediate vicinity of pleomorphic adenoma. The
neoplasm is located in dense lymphoid tissue, whereas in the second case it is 65 mm in size, cystically
degenerated. The micromorphological presentation of both neoplasms was rather similar. The cells
showed a high degree of polymorphism, forming cribriform, papillary, and tubular structures with
extensive fields of necrosis. The invasion and penetration of hyalinized altered capsular tissue were not
observed. The cells were oval with large and vesicular nuclei and prominent nucleoli. The cytoplasm
was light eosinophilic and granular. The immunohistochemical analysis of neoplastic cells showed a
positive expression of HER2, AR, CK7, CK19, CKAE1/AE3, EMA, CEA, p53, as well as CK14, CK5/6,
and p63 in myoepithelial cells. The proliferative index Ki67 was high, about 27% in both cases. Based
on the micromorphological and immunohistochemical analysis, a high-grade intraductal carcinoma of
the oncocytic histological subtype was diagnosed. Conclusion: Histologically, intraductal carcinoma
may mimic sclerosing adenosis, cribriform carcinoma, as well as noninvasive carcinoma from pleo-
morphic adenoma. Cellular atypia was present, and mitotic figures were mild, but necrosis and a high
proliferative index were pronounced. The existence of a myoepithelial cell layer was proven immuno-
histochemically.

Key words: intraductal carcinoma, salivary gland tumors, immunohistochemistry
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Angiosarkom srca:prikaz slucaja
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*Klinika za Kardiohirurgiju Univerzitetskog klini¢kog centra Srbije, Beograd, Srbija

Cilj: Angiosarkomi su retki maligni tumori, ¢ine 1-2% svih sarkoma. Naj¢e$c¢a lokalizacija je koza
(oko 60% slucajeva), zatim visceralni organi, srce nije uobicajeno mesto. Zbog nespecificnih simptoma
dijagnoza je izazov i pored savremenih dijagnostickih procedura. Histoloski pregled je znacajan za di-
jagnozu i potrebna je imunohistohemijska potvrda. Prikaz slucaja: Prikazali smo muskarca, 36 godina
starosti, koji je od tegoba imao nedostatak vazduha, bol u grudima, osecaj napetosti u stomaku. U isto-
riji bolesti nije imao druga oboljena. Na ultrazvu¢nom pregledu viden je perikardni izliv. Citoloskom
analizom su videne maligne ¢elije. Prilikom MDCT koronarografije opisana je masivna tumorska pro-
mena, koja zauzima najveci deo lateralnog zida desne pretkomore, promera 70x40x70mm. Uradena je
resekcija tumora sa rekonstrukcijom desne pretkomore i gornje Suplje vene. Histoloski tumor je graden
od vazoformativnih i solidnih zona. Prisutni su brojni iregularni anastomozirajuci vaskularni kanali
oblozeni atipi¢nim endotelnim ¢elijama. Celije su ovalne, pleomorfne i mitotski aktivne. Tumor je izra-
zito infiltrativnog rasta. Prisutne su zone krvarenja i nekroze. Proliferativni indeks Ki67: 39,5%. Imu-
nohistohemijsko bojenje: difuzno pozitivni u tumorskim ¢elijama su: CD31, CD34, WT1, F8a, ERG,
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FLI1, vimentin, a negativni su: CK AE1/AE3, EMA, CD45-LCA, SMA, bcl2, myogenin, desmin, D2 40,
HMB45, Calretinin, Pax-8, HHVS8. Zakljucak: Primarni angiosarkomi srca su retki tumori sa loSom
prognozom. Dijagnostikuju se kasno, kad su se ve¢ razvile metastaze. Nedostatak efikasnosti aktuelne
terapije (hururska resekcija uz hemoterapiju i radioterapiju) ukazuje na potrebu targetirane terapije.

Kljucne reci: angiosarkom, srce, imunohistohemija

Angiosarcoma of the heart: a case report

Marija Milinkovic', Vesna Bozic', Mladen Kocica’, Nemanja Karamarkovic®
'Department of Pathohistology, University Clinical Center of Serbia, Belgrade, Serbia
*Clinic of Cardiac Surgery, University Medical Center of Serbia, Belgrade, Serbia

Objective: Angiosarcomas are rare malignant tumors, represents 1-2% of all sarcomas. The most com-
mon are cutaneus lesions (about 60% of cases), then visceral organs, but heart isn’t common place.
Despite use of modern diagnostic procedures diagnosis of angiosarcoma remains a challenge, due to it’s
non-speciticity of symptoms. Histological examination is important for diagnosis and immunohisto-
chemical confirmation is required. Case report: We report case of a 36-year-old male who presented
with shortness of breath, chest pain, feeling of tightness in abdomen. He didn’t have past medical
history. Ultrasound examination revealed pericardial effusion. Cytological findings showed malignant
cells. MDCT coronary angiography showed massive tumor which occupies the largest part of the la-
teral wall of the right atrium, diameter: 70x40x70mm. Resection of the tumor was performed with re-
construction of the right atrium and vena cava superior. Histological tumor is formed of vasoformative
and solid zones. Numerous irregular anastomotic vascular canals lined with atypical endothelial cells
are present. The cells are oval, pleomorphic and mitotically active. The tumor is extremely infiltrative.
Bleeding and necrosis zones are present. Ki67 proliferative index: 39.5%. Immunohistochemical stai-
ning: diffuse positive in tumor cells are: CD31, CD34, WT1, F8a, ERG, FLI1, vimentin, and negative:
CK AE1 / AE3, EMA, CD45-LCA, SMA, bcl2, myogenin, desmin, D2 40, HMB45, Calretinin, Pax-8,
HHYV8. Conclusion: Primary angiosarcomas of the heart are rare tumors with a poor prognosis. The
diagnosis is delayed, when metastases have already developed. Lack of efficacy of current therapy (sur-
gical resection with chemotherapy and radiotherapy) indicates the need for targeted therapy.

Key words: angiosarcoma, heart, immunohistochemistry
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Novine u klasifikaciji tumora pleure
Aleksandra Lovrenski®?
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2Sluzba za patoanatomsku i molekularnu dijagnostiku, Institut za plu¢ne bolesti Vojvodine, Sremska Kamenica, Srbija

Peto izdanje Klasifikacije torakalnih tumora Svetske zdravstvene organizacije objavljeno je 2021.
godine i donelo je znacajne izmene u klasifikaciji pre svega mezotelnih tumora. Prefiks “maligni”
je izbacen iz terminologije lokalizovanog i difuznog mezotelioma, s obzirom da se svi mezoteliomi
smatraju malignim. Dobro diferentovan papilarni mezoteliom je preimenovan u dobro diferentovan
papilarni mezotelni tumor (DDPMT) sugeri$u¢i njegovo indolentno klinicko ponasanje. DDPMT
se odnosi na tumore sa¢injene od papilarnih formacija prekrivenih jednim slojem mezotelnih celija
bez atipije i bez invazije strome. Dijagnoza ovog retkog tumora zahteva histologki pregled cele lezije
kako bi se iskljucila moguénost uzorkovanja superficijalne komponente invazivnog difuznog me-
zotelioma. Makroskopski, ovaj tumor se prezentuje u vidu arborizovane mase ili manjih nodusa na
povrsini visceralne ili parijetalne pleure, a klinicki se kod pacijenata javlja dispnea zbog rekurentnih
pleuralnih izliva. Nova saznanja u genomici mezotelioma dovela su do prepoznavanja novog entiteta
mezotelioma in situ (MIS) kao prekursora invazivnog mezotelioma. Dijagnoza MIS zahteva multi-
disciplinarni pristup sa objedinjavanjem histoloskih, imunohistohemijskih, molekularnih, klinickih
i radiologkih nalaza. Definise se kao jednoslojna proliferacija mezotelnih celija bez atipije (ponekad
i sa formiranjem papilarnih struktura oblozenih jednim slojem mezotelnih ¢elija) sa imunohisto-
hemijskim gubitkom BAP1 ili MTAP ili homozigotnom delecijom CDKN2A na FISH testiranju.
Za dijagnozu MIS neophodno je iskljuciti postojanje komponente invazivnog mezotelioma. Iako se
vecina pacijenata sa MIS prezentuje sa rekurentnim pleuralnim izlivima nejasne etiologije, citologija
pleuralnog izliva nije od koristi u diferencijaciji MIS od invazivnog mezotelioma. Po definiciji, da bi
se postavila sumnja na dijagnozu MIS, ne sme biti vidljivih znakova tumora na imidzing metodama
ili direktnoj vizuelnoj inspekciji pleure, a dijagnoza zahteva mutliple biopsije pleure. Lokalizovani
mezoteliom je ostao izolovan entitet u odnosu na difuzni, s obzirom da lokalizovani mezoteliom
ima bolju prognozu kada se kompletno resecira. Odredene histoloske karakteristike (arhitekturalni
obrasci, Celijske karakteristike i karakteristike strome) navedene su kao parametri od prognostickog
znacaja kod pacijenata sa epitelioidnim difuznim mezoteliomom. Histoloske karakteristike u epite-
lioidnom difuznom mezoteliomu koje su povezane sa boljom prognozom ukljucuju: tubulopapilar-
ni, trabekularni i adenomatoidni arhitekturalni obrazac, limfohistiocitoidne celijske karakteristike
ili prisustvo miksoidne strome (definiSe se kao predominantno prisusutvo u vise od 50% tumora
sa manje od 50% solidne komponentne). Nepovoljne histoloske karakteristike u epitelioidnom di-
fuznom mezoteliomu uklju¢uju: mikropapilarni i solidni arhitekturalni obrazac prisutan u vise od
50% tumorskog tkiva, rabdoidne i pleomorfne celijske karakteristike ili prisustvo nekroze. U novoj
klasifikaciji, mezoteliomi sa pleomorfnim karakteristikama mogu biti klasifikovani kao epitelioidni,
bifazi¢ni ili sarkomatoidni na osnovu koegzistiraju¢e morfologije tumorskih celija.

Limfohistiocitoidne karakteristike se odnose na tumore sa naglasenom infiltracijom CD8 pozitivnih
limfocita i poligonalnim malignim mezotelnim ¢elijama histiocitoidne morfologije. U novoj klasi-
fikaciji, mezoteliomi sa ovim karakteristikama mogu biti klasifikovani kao epitelioidni, bifazi¢ni ili
sarkomatoidni na osnovu koegzistiraju¢e morfologije tumorskih celija. Mezoteliomi sa prelaznim
Celijskim karakteristikama se karakteridu izduzenim do ovalnim kohezivnim celijama koje se po
morfologiji nalaze izmedu Celija epitelioidnog i sarkomatoidnog mezotelioma. U novoj klasifikaciji,
mezoteliomi sa prisustvom prelaznih Celijskih karakteristika su klasifikovani kao sarkomatoidni uzi-
majucu u obzir njihovu losiju prognozu. U slucaju da se prelazne celijske osobine nadu u inace epi-
telioidnom mezoteliomu, tumor se klasifikuje kao bifazi¢ni mezoteliom u zavisnosti od tipa uzorka
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i procenta tumorskog tkiva sa ovim osobinama. Nova klasifikacija je donela i dvostepeni nuklearni
sistem gradiranja epitelioidnih difuznih mezotelioma koji ukljucuje stepen nuklearne atipije (blaga,
umerena, te$ka), broj mitoza i prisustvo ili odsustvo nekroze. Tumori nuklearnog gradusa 1 (sa ili
bez nekroze) i nuklearnog gradusa 2 bez nekroze klasifikuju se kao low grade mezoteliomi, a tumori
nuklearnog gradusa 2 sa nekrozom i nuklearnog gradusa 3 sa ili bez nekroze kao high grade mezote-
liomi. Mezenhimalni tumori pleure prebaceni su u novo poglavlje ,Mezenhimalni tumori toraksa®,
sa posebnim osvrtom na solitarni fibrozni tumor toraksa i uvodenjem 3- i 4-varijabilnog modela za
predvidanje njegovog metastatskog rizika.

Kljuc¢ne reci: mesothelioma, World Health Organization classification, pleura, histopathology

Novelties in classification of pleural tumors

Aleksandra Lovrenski®?

'Department of Pathology, Medical Faculty, University of Novi Sad, Novi Sad, Serbia
*Department for patoanatomic and molecular diagnostics, Institute for pulmonary diseases of Vojvodina, Sremska Kamenica, Serbia

The 2021 (fifth edition) WHO Classification of Thoracic Tumors has recently been published and
brought significant changes in the new classification of mesothelial tumors. The prefix “malignant”
has been omitted from localized and diffuse mesothelioma because all mesotheliomas are regarded
as malignant. Well-differentiated papillary mesothelioma (WDPM) has been renamed as WDPM
tumor (WDPMT), given its relatively indolent behavior. The definition of WDPMT is now restricted
to tumors consisting of papillary formations covered by a single layer of bland mesothelial cells that
lack stromal invasion. Accurate diagnosis of this rare tumor requires histologic examination of the
entire lesion to exclude the possibility of superficial sampling from a component of an invasive dif-
fuse mesothelioma. WDPMT typically appears as an arborescent mass or nodularity on the visceral
or parietal pleura. Patients often present with dyspnea owing to recurrent pleural effusions. Recent
advances in the understanding of genomics of mesothelioma have led to increased recognition of a
new entity, mesothelioma in situ (MIS) which is regarded as a precursor to invasive mesothelioma.
The diagnosis requires multidisciplinary correlation among histologic, immunohistochemical and/
or molecular, clinical, and radiologic findings. MIS is defined as a single layer of relatively bland
mesothelial cells growing along the pleural surface (sometimes the cells form simple papillary stru-
ctures, but still with a single layer of covering cells) that have lost BAP1 or MTAP by IHC or homozy-
gous deletion of CDKN2A by FISH. Invasive mesothelioma must be absent to make a diagnosis of
MIS. Although, most patients with MIS present with recurrent pleural effusions of unknown cause,
pleural fluid cytology specimens cannot separate MIS from invasive mesothelioma. By definition,
there must be no evidence of tumor on imaging or by direct visual inspection of the pleura and the
diagnosis requires multiple samples from different areas of the pleura. Localized mesothelioma re-
mains distinct from diffuse mesothelioma because localized mesotheliomas have been found to be
associated with better prognosis when completely resected. There has been increased recognition of
histologic factors (architectural patterns, cytologic features, and stromal features) with prognostic
significance that could improve risk stratification of patients with epithelioid diffuse pleural mesot-
helioma. Histologic features seen in epithelioid diffuse mesothelioma that are associated with better
prognosis include tubulopapillary, trabecular, or adenomatoid architectural patterns, lymphobhistio-
cytoid cytologic features, or the presence of myxoid stroma (when predominant, defined as present
in more than or equal to 50% of a tumor with less than 50% solid pattern). Unfavorable histologic
features in epithelioid diffuse mesothelioma include micropapillary pattern, solid pattern when pre-
sent in more than or equal to 50% of a tumor, rhabdoid or pleomorphic cytologic features, or the
presence of necrosis. In the 2021 WHO classification, mesotheliomas with pleomorphic features can
be classified as epithelioid, biphasic, or sarcomatoid on the basis of coexistent tumor cell morpho-
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logy. Lymphohistiocytoid features are characterized by marked lymphoid infiltrates composed of
CD8-positive lymphocytes obscuring polygonal malignant mesothelial cells that have histiocytoid
morphology. The 2021 WHO classification allows these tumors to be classified as epithelioid, bipha-
sic, or sarcomatoid on the basis of tumor cell morphology. Mesotheliomas with transitional cytologic
features are characterized by elongated yet plump and cohesive tumor cells that seem intermediate
between epithelioid and sarcomatoid in morphology and have a sheet-like growth pattern. In the
2021 WHO classification, tumors with the presence of transitional pattern are now classified as sar-
comatoid owing to recent studies revealing the presence of transitional features to be associated with
worse prognosis. Therefore, if transitional features are seen in an otherwise epithelioid tumor, the
tumor could be classified as biphasic mesothelioma depending on specimen type and percentage of
transitional features seen. New classification brought a two-tier nuclear grading system for epithe-
lioid diffuse mesothelioma that incorporates nuclear atypia (mild, moderate and severe), mitoses,
and the presence or absence of necrosis. All nuclear grade 1 tumors (with or without necrosis) and
nuclear grade 2 tumors without necrosis are classified as low grade, and nuclear grade 2 tumors with
necrosis and any nuclear grade 3 tumors are classified as high grade. In the 2021 WHO classification,
mesenchymal tumors of the pleura have been moved to a new chapter titled “Mesenchymal tumours
of the thorax” with special reference to solitary fibrous tumor of the thorax and by introducing 3-
and 4-variable model for predicting its metastatic risk.

Key words: mesothelioma, World Health Organization classification, pleura, histopathology
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Autopsijska patologija u Srbiji - pogled u proslost
Dusko Dunderovi¢
Institut za patologiju, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

Autopsija (obdukcija ili nekropsija) predstavlja postmortalni pregled tela, ukljucujuéi i pregled
unutrasnjih organa i struktura nakon disekcije, sa ciljem da se utvrdi uzrok smrti ili priroda pato-
logkih promena. Zakon o zdravstvenoj zastiti (2019) nalaze vr§enje obdukcija kao posebne mere za
utvrdivanje uzroka i porekla smrti umrlih lica, i navodi u kojim je okolnostima vrienje obdukcije
obavezno. Znacaj obdukcija se ogleda kroz vise aspekata, kao $to su kontrola rada bolnickih usta-
nova, nauc¢no-istrazivacki i pedagoski rad, sudsko-medicinski i higijensko-epidemioloski aspekt. U
narednim pasusima bice napravljen kratak osvrt na istorijat i razvoj autopsijske patologije u Srbiji.
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Zakon koji se odnosio na formiranje narodne vojske, donet je 1861. godine na Preobrazenskoj sku-
pstini Knezevine Srbije. Iz tog Zakona i njegovih uredbi proisteklo je osnivanje Vojnog saniteta, a
zatim je sagradena prva Vojna bolnica u Beogradu u kojoj je postojala i Prosektura. Nova Vojna bol-
nica u Beogradu, koja je izgradena 1904. godine je imala bolnicku Prosekturu. Obdukcije su obavl-
jali odeljenski lekari. Od osnivanja Srpskog lekarskog drustva (SLD) 1872. godine, tema diskusija na
redovnim sastancima su bili i bolesnici koji su umrli i obdukovani uz klinicko patolosku korelaciju
nalaza. Diskutovalo se i o potrebi za vr$enjem klinickih autopsija, o potrebi edukacije sa osposobl-
javanjem lekara za patolo$ku anatomiju, i o potrebi stvaranja muzeja patoloskih i teratoloskih pre-
parata u edukacione i nau¢ne svrhe. U jednom od zapisnika sastanaka SLD-a iz 1889.godine, citira
se predlog dr . Jovanovica ,,... da je najbolji i najbrzi put da se $to pre dode do teratoloskog muzeja,
da se od strane SLD umole kolege da obrate paznju na retkosti, kako teratoloske tako i patoloske, i
da sve $alju SLD, a ovo u muzej”. Predlog biva usvojen, a doktori Suboti¢, Jovanovi¢ Batut, i Doka
Jovanovi¢ su izabrani da izrade projekt za patolosku zbirku. U Zapisnicima SLD od 18.11.1889. i
2.12.1889 . godine, dr Suboti¢ predlaze da ,,SLD umoli ministra unutrasnjih dela da se posalje jedan
ili dak pitomac, ili jedan od lekara da se stru¢no spremi za patolosku anatomiju...jer bez jednog pa-
toloskog anatoma kod nas ne moze biti napretka u medicini”

Prosektura u Opstoj drzavnoj bolnici u Beogradu (u danasnjoj ulici DZorza Vasingtona), 1897. godi-
ne dobija specijalistu sudske medicine, patologije i bakteriologije, dr Eduarda Mihel-a koji se vratio
iz inostranstva gde je bio upucen da specijalizira ove discipline. Prosektura se 1907. godine seli u
novu Prosekturu u Opstoj drzavnoj bolnici na Vracaru. U ovoj prosekturi su se obavljale klinicke
i sudsko medicinske obdukcije. Vetar u leda razvoju patoloske anatomije u Srbiji donosi osnivanje
Medicinskog fakulteta u Beogradu 1920. godine. Dr Dorde Joannovi¢ je od 1909. godine bio redovni
profesor opste i eksperimentalne patologije na beckom Univerzitetu. Odazvavsi se pozivu do dode
za redovnog profesora opste patologije i patoloske anatomije, on napusta Be¢, i 1920. godine zauzi-
ma mesto u triumviratu osnivaca Medicinskog fakulteta. Na inicijativu prvog vanrednog profesora
sudske medicine novoosnovanog Medicinskog fakulteta u Beogradu, dr M. Milovanovica, Prosek-
tura Opste drzavne bolnice 1924. godine postaje Sudsko medicinski zavod Medicinskog fakulteta u
Beogradu. U ovom Zavodu se i dalje obavljaju klini¢cke obdukcije, i nastavljen je nau¢ni rad iz oblasti
patoloske anatomije. Do sve¢anog otvaranja Patoloskog instituta 22.aprila 1926.godine, obdukciona
nastava se izvodi u Prosekturama Opste drzavne i Vojne bolnice. Doprinos dr Joannovica razvoju
patologije u Srbiji daleko prevazilazi prostor predviden ovim sazetkom, i u najvecem se ogleda u
izgradnji prvih struc¢nih i nau¢nih kadrova za patolosku anatomiju. Na duznost upravnika Institu-
ta za patologiju, nakon smrti dr Joannovi¢a 1932. godine dolazi prof. Ksenofon Sahovi¢, jos jedno
veliko ime srpske patologije. Pod vodstvom prof Sahoviéa, Institut od 1937-1940. izdaje prvi strué-
no-naucni specijalizovani ¢asopis za patologiju u Jugoslaviji, ,,Acta Pathologica” Tokom bombar-
dovanja u II svetskom ratu, Institut biva pogoden, a kao posledica razaranja unisten je i Muzej ma-
kroskopskih patolosko-anatomskih preparata sa 1500 eksponata. Nakon smrti prof. Sahovica, veliki
trag, na Institutu i Sire,ostavio je prof. Zivojin Ignjacev, koji je pored stru¢nog doprinosa ucestvovao
u razvoju patoloske anatomije u Sarajevu, Novom Sadu i Pridtini (bio je ¢lan mati¢nih komisija za
osnivanje medicinskih fakulteta), u stvaranju Sekcije za patolosku anatomiju SLD (1963.) i Udruzen-
ja patologa Jugoslavije (1967). Autor je brojnih radova i udzbenika od kojih bih istakao udzbenike:
Obdukcijska tehnika i Patolosko anatomski praktikum.

Prosektura Drzavne bolnice u Novom Sadu osnovana je 1921.godine. Prvo predavanje iz patoloske
anatomije na Medicinskom fakultetu u Novom sadu (osnovanom 1960.) odrzao je 1962 godine prof.
Z. Ignjacev. Patolosko-anatomska prosektura u Nisu, u okviru Opste bolnice, osnovana je 1941. go-
dine. U Vojnoj bolnici u Nisu, 1944. godine, biva osnovana jos jedna patolosko anatomska prosektu-
ra. Institut za patologiju Medicinskog fakulteta u Nisu je osnovan 1962. godine, uz pomo¢ profesora
patologije iz Skoplja, Dragoslava Mileti¢a i Epse Urumove. Prva klinicka obdukcija u Pristini je
obavljena 1958. godine. Medicinski fakultet u Pristini je osnovan 1969. godine, a patologija se odvaja
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od sudske medicine 1972. godine. Patoloska anatomija u Kragujevcu pocinje sa radom 1966. godine.
Institut za patologiju Medicinskog fakulteta u Kragujevcu je osnovan 1980 godine. Formiranjem
Vojno medicinske akademije 1949. godine Prosektura Glavne vojne bolnice u Beogradu prerasta u
Institut za patologiju i sudsku medicinu VMA.

Napredak patologije ne bi bio mogu¢ bez saradnje i pomoc¢i klinic¢ara. Osetan pad broja obdukcija u
poslednjim dekadama 20. veka i pocetkom 21. veka ukazuje na promene u trendovima u medicini,
ali i ukazuje na manjak saradnje klinicara i patologa. Za kraj bih istakao, da nas je pandemija CO-
VID-19 podsetila da je saradnja apsolutno neophodna, i u najboljem interesu pacijenata .
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Zakonske odredbe u vezi sa vr$enjem klinicke obdukcije

Slobodan Savié
Institut za sudsku medicinu, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

Clan 203. Zakona o zdravstvenoj zastiti
Za svako umrlo lice utvrduje se vreme i uzrok smrti, na osnovu neposrednog pregleda umrlog lica.
Utvrdivanje vremena i uzroka smrti moze vrsiti samo doktor medicine.

Za lica umrla u zdravstvenoj ustanovi, vreme i uzrok smrti utvrduje se u zdravstvenoj ustanovi i o
tome obavestava nadlezni organ jedinice lokalne samouprave, u skladu sa zakonom.

Poreklo i uzrok smrti mogu biti utvrdeni i bez obdukcije, na osnovu primenjenjih dijagnosti¢kih me-
toda u toku bolnickog lec¢enja. U svim smrtnim slucajevima ne vrsi se obdukcija — nije obavezna ako
vr$enje obdukcije u konkretnom slucaju nije propisano zakonskim odredbama.

Zakonske odredbe o vr$enju obdukcije

« Zakon o zdravstvenoj zastiti (ZZZ) - ¢lanovi 204 i 206
o Zakonik o krivicnom postupku (ZKP) - ¢lanovi 1291 130
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Clan 206. ZZZ Kao posebna mera utvrdivanja uzroka i porekla smrti umrlih lica, vrsi se obdukcija.
Obdukcija se obavezno vrsi:

1) na licu umrlom u zdravstvenoj ustanovi ukoliko nije utvrden uzrok smrti;

2) ako smrt, ¢iji uzrok nije moguce jasno utvrditi iz postojece medicinske dokumentacije, nastupi u
roku od 24 sata od prijema lica u zdravstvenu ustanovu;

3) na mrtvorodenom detetu i novorodencetu koje je umrlo u zdravstvenoj ustanovi odmah nakon
rodenja ili tokom lecenja;

4) na zahtev doktora medicine koji je le¢io umrlo lice;

5) na zahtev doktora medicine odredenog za stru¢no utvrdivanje vremena i uzroka smrti od strane
nadleznog organa opstine, odnosno grada;

6) kada je to od posebnog znacaja za zastitu zdravlja gradana ili kada to nalazu epidemioloski ili sa-
nitarni razlozi;

7) na zahtev nadleznog organa, u skladu sa zakonom;

8) na zahtev ¢lana uze porodice umrlog lica;

9) ako smrt nastupi u toku dijagnostickog ili terapijskog postupka, kao i nakon ovog postupka ukoli-
ko postoji osnov sumnje da je smrt nastupila u vezi sa izvrsenim postupkom;

10) u slucaju smrti lica umrlih u stacionarnoj zdravstvenoj ustanovi ili organizacionom delu staci-
onarne zdravstvene ustanove u kojoj se obavljaju specijalisticko-konsultativni pregledi i bolnicko
lecenje lica sa mentalnim smetnjama, kao i u slu¢aju smrti pritvorenih i osudenih lica;

11) u slucaju smrti lica koje je u vreme nastupanja smrtnog ishoda bilo ukljuceno u klinicko ispitiva-
nje lekova ili drugo medicinsko istrazivanje;

12) u slucaju smrti lica ¢iji se delovi tela mogu uzimati radi presadivanja u svrhu lecenja, u skladu sa
zakonom.

Sudskomedicinska obdukcija je jedan od vidova vestacenja u sudskom postupku. Organ postupka je
najcesce javni tuzilac koji vrsi procenu da li treba da se izvrsi sudskomedicinska obdukcija u skladu sa
¢lanom 129 ZKP.

Vestacenje lesa Clan 129. ZKP

Ako postoji sumnja da je smrt odredenog lica neposredna ili posredna posledica krivi¢nog dela ili je
u trenutku smrti lice bilo lieno slobode ili je nepoznat identitet lesa, javni tuzilac ili sud ¢e odrediti
da lekar specijalista za sudsku medicinu izvrsi pregled i obdukciju lesa.

Lekar ne zahteva SM obdukciju, ve¢ ima ulogu predlagaca ¢iji zadatak je da obavesti nadlezne organe
(organe unutrasnjih poslova i preko njih javnog tuzioca) da se radi o smrtnom slucaju u kojem bi tre-
balo izvrsiti SM obdukciju

Clan 204. Zakona o zdravstvenoj zatiti

Doktor medicine koji vrsi neposredan pregled umrlog lica radi utvrdivanja vremena i uzroka smr-
ti, bilo da je smrt nastupila u zdravstvenoj ustanovi ili na nekom drugom mestu, duzan je da bez
odlaganja o smrtnom slucaju obavesti nadleznu organizacionu jedinicu ministarstva nadleznog za
unutrasnje poslove, ako:

1) nije u mogucnosti da utvrdi identitet umrlog lica;

2) pregledom umrlog lica utvrdi povrede ili na drugi na¢in posumnja u nasilnu smrt;

3) na osnovu raspolozivih medicinskih ¢injenica nije moguce utvrditi uzrok smrti.
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U navedenim slu¢ajevima lekar mora bez odlaganja da o smrtnom sluc¢aju obavesti policiju i predlozi
sudskomedicinsku obdukciju, a policija taj predlog prenosi nadleznom javnom tuziocu. Ako nadlezni
tuzilac ne zahteva sudskomedicinsku obdukciju, lekar ima zakonsku moguénost da zahteva klinicku
obdukciju (kao le¢ilac ili mrtvozorac - ¢lan 206 ZZZ stav 41 5).

Zablude o saglasnosti rodbine za vrSenje obdukcije - Ranije se cesto (mada neosnovano) govorilo da
rodbina umrlog ima pravo da zabrani vrsenje klinicke, ali ne i sudskomedicinske obdukcije. Zakon
ne predvida (niti je ikada predvidao) potrebu pribavljanja saglasnosti ¢lanova porodice umrlog lica za
vr$enje bilo koje vrste obdukcije.

Nema zakonske odredbe kojom se rodbini daje pravo da zabrani vrsenje bilo koje vrste obdukcije, tako
da rodbina pokojnog ne moze da zabrani vr$enje ni patoloskoanatomske ni sudskomedicinske obduk-
cije - odluku o storniranju obdukcije moze da donese jedino organ koji je tu obdukciju i zahtevao.

Clan 206. ZZZ

Zahtev za obdukciju moze opozvati iskljucivo lice ili organ koji je obdukciju i zahtevao, ukoliko su prestali
razlozi za vrsenje obdukcije.

Zakonom o zdravstvenoj zastiti predvideno je obavezno vrSenje obdukcije ukoliko to zahtevaju clanovi
uze porodice umrlog lica Clan 206. ZZZ, stav 8, s tim $to tada rodbina snosi troskove obdukcije.

Klinicko-autopsijska korelacija

Radmila Jankovi¢
Institut za patologiju “Prof. dr Porde Joannovic¢”, Medicinski fakultet Univerziteta u Beogradu, Beograd, Srbija

Prve autopsije su radene u Starom Egiptu oko 3000 godina p.n.e. Osnovni razlozi za izvodenje autop-
sije su utvrdivanje neposredanog uzroka smrti i sticanje saznanja o odredenoj bolesti. Brojni autori
isticu ulogu autopsija u proceni kvaliteta rada zdravstvene sluzbe, posebno sluzbe hitne medicinske
pomoci i tercijarne zdravstvene sluzbe*’. Informacije koje lekari koji su le¢ili preminule bolesnike
dobijaju nakon zavr$ene autopsije su dragocene jer omogucavaju procenu primenjenih dijagnostic-
kih procedura i uspesnost razli¢itih terapijskih modaliteta ¢ime se doprinosi prosirivanju znanja o
razlic¢itim bolestima*.

Autopsije se mogu smatrati smatraju neizostavnim dijagnostickim testom koji kao zlatni standard
ima veoma visoku senzitivnost za utvrdivanje uzroka smrti. Medutim, poslednjih decenija je doslo
do znacajnog pada u broju klini¢kih autopsija®®. Uzroci pada broja klinickih obdukcija su materijal-
ni troskovi, strah lekara od otkrivanja propusta u le¢enju i potencijalnih tuzbi, kao i uverenje da su
savremeni dijagnosticki aparati superiornije dijagnosticko sredstvo od autopsija’. Jedan od parame-
tara procene kvalteta zdravstvene zastite se zasniva na poredenju klinicke i autopsijske dijagnoze.
Klini¢ko-autopsijska korelacija je procenjivana na razli¢ite nacine. Pojedini autori u radovima samo
konstatuju postojnje diskrepance u vezi sa uzrokom smrti®, bez kvantifikacije klini¢ko-autopsijskog
neslaganja. Grupa istrazivaca iz Rumunije rezultate klinicko-patoloske korelacije svrstava u tri grupe:
grupu gde se klinicka i autopsijska dijagnoza potpuno poklapaju, grupu gde je ovo preklapanje de-
limi¢no i grupu gde se klinicka i autopsijska dijanoza potpuno ne slazu’. Goldman i sar. su precizno
definisali tri kategorije diskrepance, odnosno gresaka, a definisani kriterijumi nazivaju se Goldma-
novim kriterijumima i ¢esto se koriste u radovima za analizu klinicko-autopsijske diskrepance. Veli-
ke greske u zavr$nim dijagnozama povezanim sa uzrokom smrti oznacene su kao major diskrepance
sa podkategorijama I i II. Postojanje neslaganja u klinickim i autopsijskim dijagnozama koje nisu
direktno povezane za uzrokom smrti je oznac¢eno kao minor diskrepanca, a one su podeljene u dve
kategorije: III i IV. Potpuno slaganje klinickih dijagnoza i autopsijskog nalaza predstavlja kategoriju
V (Tabela 1)".
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Tip diskrepance | Klasifikacija Definicija
dijagnosticke greske

Major I Direktno povezano sa smrcu; da je prepoznato uticalo
bi na terapiju ili prezivljavanje

I Direktno povezano sa smrcu; da je prepoznato ne bi bi
uticalo na terapiju ili prezivljavanje

Minor 1 Slucajan nalaz na obdukciji koji nije direktno povezan
sa smrcu, ali je povezan sa zavr$nim tokom bolesti

v Slucajan nalaz na obdukciji koji nije povezan sa
uzrokom smrti ili slu¢ajan nalaz na obdukciji koji je
doprineo smrti kod pacijenata sa terminalnom bole§¢u

Nema A% Klinicka i autopsijska dijagnoza se u potpunosti slazu
diskrepance

Tabela 1. Klasifikacija dijagnostickih gresaka po Goldmanu'’

U poslednjih cetrdesetak godina u pojedinim bolnicama zapaZen je znacajan pad incidencije greske
klase I. Zastupljenost greske klase I u Univerzitetskoj bolnici u Ciruhu je na primer sa 16% smanjena na
1%. Ovo se moze tumaciti boljim i dostupnijim dijagnostickim i terapijskim procedurama, ali takode i
znacajanim padom u broju izvrSenih obdukcija u tom periodu®. Istrazivanja sprovedena 80-ih godina
proslog veka u SAD gresku I klase nalaze u 12-13% slucajeva, dok je stopa obdukcija 30-40%. Deceniju
kasnije u istrazivanju u Belgiji, greska I klase na autopsijama internistickih pacijenata nadena je u ne-
$to vecem broju slucajeva — u 16%, ali je stopa autopsija bila preko 90%°. Procenjeno je da bi u slucaju
100% uradenih obdukcija u bolnicama procenat greske klase I bio sveden na najmanju mogucu meru’.
U istrazivanju nemackih autora potpuno slaganje klinickih i autopsijskih dijagnoza na ukupno 1112
autopsija je postojalo u 73,8% slucajeva. Isti autori navode da su starost bolesnika, duzina le¢enja u
bolnickim uslovima i pridruzene kardiovaskularne bolesti zna¢ajno povezani sa pojavom klinicko-au-
topsijske dikrepance®. Ucestalost greske I klase je utvrdena u znatno ve¢em procentu u zavisnosti od
tipa bolnice gde su obavljene obdukcije. U pedijatrijskim bolnicama major diskrepanca se javlja u 10-
14% obdukovanih bolesnika'"'?. Greska I klase kod pacijenata koji su hospitalizovani na odeljenjima
intenzivne internisticke i hirurske nege moze veoma da varira od 17,7%? 27%" do ¢ak oko 61%*. U
istrazivanju domacih autora na materijalu Instituta za patologiju ,,Prof. dr Dorde Joannovi¢“** major
diskrepanca je ustanovljena kod oko 32% pacijenata koji su preminuli u periodu do 24 sata od hitne
hospitalizacije. Ako se klinicko-autopsijska diskrepanca uzroka smrti analizira u posebno osetljivim
grupma kao $to su pshihijatrijski bolesnici, ukupna diskrepanca je cak oko 64%, pri cemu je neslaganje
klinicke i autopsijske dijagnoze znacajno cesce kod bolesnika le¢enih u specijalizovanim psihijatrij-
skim bolnicama.

Jedan od glavnih klini¢ki neprepoznatih uzroka smrti je infekcija'>'*">. Drugi cest uzrok major diskre-
pance je trombna embolija pluc¢a'®. Na odeljenjima sa tesko obolelim pacijentima cesto je neprepoznata
invazivna aspergiloza®"’, dok su ¢esti uzroci major greske kod onkoloskih bolesnika pored aspergiloze,
neprepoznata trombna embolije pluca i recidiv malignog tumora®. Major diskrepanca je kod onkolos-
kih bolesnika u istrazivanju Khawaja i sar. konstatovana u ¢ak 21% slucajeva’.

Iako je medicinska tehnologija znacajno napredovala autopsije i dalje imaju znacajnu ulogu jer svaki
napredak u medicini donosi nove izazove i nove nepoznanice’. Znacaj klinicke obdukcije je ponovo
dospeo u zizu interesovanja lekara pojavom COVID-19 epidemije kada su zahvaljujuci autopsijskim
istrazivanjima otkivene brojne ¢injenice u vezi sa novom boles¢u. To nas je ponovo podsetilo,da je au-
topsija neprevazidena edukativna metoda'”'®".
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Clinical and autopsy correlation

Radmila Jankovic
University of Belgrade, Medical faculty, Institute of pathology “Prof. dr Djordje Joannovic”, Belgrade, Serbia

The first autopsies were performed in Ancient Egypt around 3000 BC. The main reasons for perfor-
ming an autopsy are determining the cause of death and gaining knowledge about a certain disease.
Numerous authors emphasize the role of autopsies in assessing the quality of work of the health servi-
ce, especially the emergency medical service and the tertiary health service*’. The informations that
doctors who treated deceased patients receive after the autopsy are important because they enable the
assessment of applied diagnostic procedures and the success of various therapeutic modalities, which
contributes to expanding knowledge about various diseases"*.

Autopsies can be considered as an indispensable diagnostic test which, as the gold standard, has a very
high sensitivity to determine the cause of death. However, in recent decades there has been a significant
decline in the number of clinical autopsies™®. The reasons for the decline in the number of clinical au-
topsies are material costs, the fear of doctors of discovering errors in treatment and potential lawsuits,
as well as the belief that modern diagnostic devices are a superior diagnostic tool than autopsies’. One
of the parameters of health care quality assessment is based on the comparison of clinical and autopsy
diagnosis. Clinical and autopsy correlation was assessed in different ways. Some authors in the papers
note only the existence discrepancies regarding the cause of death, without quantifying of the clini-
cal-autopsy discrepancy®. A group of researchers from Romania classifies the results of clinical-pat-
hological correlation into three groups: the group where clinical and autopsy diagnosis completely
coincide, the group where this overlap is partial and the group where clinical and autopsy diagnosis
completely disagree’. Goldman et al. have precisely defined three categories of discrepancies diagnostic
errors, and defined criteria are well known as Goldman’s criteria and often are used in works for the
analysis of clinical-autopsy discrepancies. Important errors in the final diagnoses related to the cause
of death are marked as major discrepancies with subcategories I and II. The existence of discrepancies
in clinical and autopsy diagnoses that are not directly related to the cause of death is marked as a minor
discrepancy, and they are divided into two categories: III and IV. Complete agreement of clinical dia-
gnoses and autopsy findings is category V (Table 1).

Discrepancy Diagnostic errors Criteria

Major I Directly related to death; if recognized it would affect
therapy or survival

II Directly related to death; if recognized it would not
affect therapy or survival

Minor 11 Accidental autopsy finding not directly related to
death, but related to the final course of the disease

I\Y Accidental autopsy finding not related to the cause of
death or accidental autopsy finding that contributed
to death in patients with terminal illness

No discrepancy |V Clinical and autopsy diagnosis are in complete
agreement

Table 1. Goldman diagnostic error classification

In the last forty years, a significant decrease in the incidence of class I error has been observed in some
hospitals. The prevalence of class I error in the University Hospital in Zurich, for example, has been
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reduced from 16% to 1%. This can be explained by better, efficiant and more accessible diagnostic and
therapeutic procedures, but also by a significant decrease in the number of autopsies performed in that
period®. Research conducted in the 1980s in the United States found class I error in 12-13% of cases,
while the autopsy rate was 30-40%. A decade later, in the study in Belgium, class I error at autopsies
of internal medicine patients was found in a slightly higher number of cases - in 16%, but the autopsy
rate was over 90%°. It was estimated that in the case of 100% of autopsies performed in hospitals, the
percentage of class I error would be reduced to a minimum’.

In the research of German authors, complete agreement of clinical and autopsy diagnoses on a total
of 1112 autopsies existed in 73.8% of cases. The same authors state that the age of patients, the length
of treatment in hospital conditions and associated cardiovascular diseases are significantly associated
with the occurrence of clinical autopsy discrepancy®. The frequency of class I error was determined in a
significantly higher percentage depending on the type of hospital where the autopsies were performed.
In pediatric hospitals, major discrepancies occur in 10-14% of autopsied patients (11,12). Class I errord
in patients hospitalized in intensive care and surgical care can vary greatly from 17.7%°, 27%" to as
much as 61%?*. In the research of Serbian authors on the material of the Institute of Pathology “Prof. Dr.
Djordje Joannovic”, major discrepancy was found in about 32% of patients who died within 24 hours
of emergency hospitalization'. If the clinical-autopsy discrepancy of the cause of death is analyzed in
particularly vulnerable groups such as psychiatric patients, the total discrepancy is as high as about
64%, with discrepancies between clinical and autopsy diagnosis being significantly more common in
patients treated in specialized psychiatric hospitals.

Infection is one of the main clinically unrecognized causes of death'"'**>. Thrombotic pulmonary em-
bolism is another common cause of major discrepancies's. Invasive aspergillosis is often unrecognized
in departments with severely ill patients>', while major causes of major errors in oncology patients
beside aspergillosis are unrecognized thrombotic pulmonary embolism and recurrence of malignant
tumors®. Major discrepancies in oncologyical patients are found in about 21% of cases®.

Although medical technology has advanced significantly, autopsies still play a significant role because
every advance in medicine brings new challenges and new questions®. The importance of clinical au-
topsy again came to the attention of doctors with the appearance of the COVID-19 epidemic, when,
thanks to autopsy research, numerous facts related to the new disease were discovered. This reminded
us again that autopsy is an superlative educational method'”'*".
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Sistemska mastocitoza sa udruzenom hematoloskom neoplazmom - SMAHN:prikaz slu-
caja i pregled literature

Tanja Laki¢"?
"Univerzitetski klini¢ki centar Vojvodine, Novi Sad, Srbija
*Medicinski fakultet Novi Sad, Univerzitet u Novom Sadu, Srbija

Uvod: Mastocitoza predstavlja klonalnu, neoplasti¢nu proliferaciju mastocita u jednom ili vide organa.
Karakterise se infiltratima abnormalnih mastocita ¢esto u vidu multifokalnih kompaktnih klastera ili
kohezivnih agregata, ali i kao difuzni intersticijalni infiltrati pojedinacnih mastocita bez agregata. Ci-
tomorfoloski, mastociti mogu biti raznoliki, ali su uvek atipi¢nog izgleda- izduzeni i hipogranulirani.
Mnogobrojni bi/viSejedarni mastociti ukazuju na agresivhu populaciju, mada ¢ak i tada mitoze su
retke. Fizioloski, metahromatske granule mastocita se lako registruju Giemsa ili toluidin-plavim boje-
njem. Za identifikaciju nezrelih ili atipi¢nih mastocita najspecifi¢nija metoda je svakako imunohisto-
hemijsko bojenje triptazom i CD117 (KIT) a za detekciju neoplasti¢nih mastocita to su CD25 i rede
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CD2. Kod mastocitoze najcesce je prisutna mutacija KIT D816. Aktuelna WHO klasifikacija razlikuje
kutanu formu mastocitoze sa infiltratima atipi¢nih mastocita samo u kozi, sistemsku formu (SM) sa in-
filtratima u najmanje jednom ekstrakutanom organu sa/bez zahvatanja i koze i veoma redak oblik mast
¢elijskog sarkoma sa lokalizovanim destruktivnim rastom visoko atipi¢nih mastocita. Za patohistolos-
ku dijagnozu SM neophodno je zadovoljiti jedan glavni i minimalno dva od postojeca Cetiri sporedna
kriterijuma. Po toku, SM moze biti indolentna, tinjajuca, udruzena sa drugom hematoloskom neoplaz-
mom (SMAHN), agresivna ili u formi leukemije mast ¢elija. U SMAHN obliku, najcesce je to sa mije-
lodisplasti¢no/mijeloproliferativnom neoplazmom (MDS/MPN) i to hroni¢cnom mijelo-monocitnom
leukemijom (HMML), ili udruzena sa mijelodisplasti¢nim sindromom, mijeloproliferativnim neoplaz-
mama ili akutnom mijeloidnom leukemijom. U zavisnosti od pridruzene hematoloske bolesti, uz KIT
D816V mutaciju prisutne su i druge mutacije. Prava policitemija (PRV) je hroni¢na mijeloproliferativa
neoplazma (MPN) koju karakteriSe povecana produkcija crvenih krvnih zrnaca nezavisno od regula-
tornih mehanizama eritropoeze. Postoje dve faze bolesti- policitemi¢na faza sa povisenim vrednostima
hemoglobina, hematokrita i eritrocita i spent-faza ili faza post-policitemi¢ne mijelofibroze pracena
citopenijom podrazumevaju¢i anemiju, neefektivohu hematopoezu, fibrozu kostane srzi, ekstramedu-
larnu hematopoezu i hipersplenizam. Za patohistolosku dijagnozu PRV moraju biti ispunjena sva tri
glavna kriterijuma (1. hemoglobin >16.5 g/dIL za muskarce, odnosno >16.0 g/dL za Zene; hematokrit
>49% za muskarce, odnosno >48% za Zene; poviSene vrednosti mase eritrocita, tj. >25% iznad pred-
videne srednje normalne vrednosti, 2. panmijeloza sa proliferacijom megakariocita razli¢ite veli¢ine,
3. mutacija JAK2 V617F ili JAK2 egzon 12) ili da su ispunjena prva dva navedena glavna kriterijuma uz
tre¢i sporedni kriterijum (subnormalna vrednost serumskog eritropoetina). Obi¢no je prisutna somat-
ska mutacija JAK2 V617F. Vode¢i morfoloski nalaz kod PRV je panmijeloza, uz izrazenu proliferaciju
eritroidne loze i megakariocita hiperhromati¢nih jedara razlicite veli¢ine i oblika, ¢esto u labavim kla-
sterima. Kostana srz je najc¢esce hipercelularna, narocito subkortikalno. U spent fazi prisutna je fibroza
gradusa 3-2 (na skali do 3), uz mogucnost osteoskleroze kao i splenomegalije usled ekstramedularne
hematopoeze. Prikaz slucaja: Pacijent starosti 68 godina sa izrazenim generalizovanim dugotrajnim
pa i bolnim svrabom dermatoloski je bezuspesno lecen razli¢itim medikamentima tokom 4 godine.
Decembra 2020. godine pregledan je od strane interniste zbog od ranije poznate kalkuloze Zu¢ne kesice
kada navodi i no¢no preznojavanje, a u krvnoj slici prvi put je registrovana eritrocitoza (Hb 11 mmol/l;
Hct 60%; Ery 6,91x1012/1) uz leukocitozu (Leu 17,6x109/1) i trombocitopeniju (139x1012/1). Postavlje-
na je sumnja na MPN-PRV uz indikaciju za biopsiju kostane srzi i pratece citomorfoloske, molekular-
ne i citogenetske analize. Januara 2021. godine ultrazvu¢nim pregledom iskljucena je splenomegalija.
Biopsija kostane srzi pokazala je hipercelularnu kostanu srz morfoloskih karakteristika MPN, najpre
PRYV, bez fibroze. Citomorfoloski registrovana je relativno normalna hematopoeza nesto poremecenog
sazrevanja. Molekularnim analizama detektovana je JAK2 V617 mutacija, dok je citogenetski izolovan
abnormalni aranzman sa trizomijom 8 i CNLOH 9p koje idu u prilog klinicki suspektne PRV. Kao $to
su sve analize i upucivale, zakljuceno je da se radi o PRV te je zapoceto lecenje hidroksikarbamidom.
Zbog veoma slabog dejstva na svrab i pojave stomacnih tegoba, nakon oko tri nedelje korigovana je
terapija, te je hidroksikarbamid zamenjen ruksolitinibom koji je redukovao svrab za 75% nakon ne-
koliko dana. Na redovnim kontrolama bolesnik je navodio dobar subjektivni osecaj, ali maja 2021.
godine u apiratu periferne krvi registrovani su blasti (0,5% blasta) kao i povisene vrednosti serumskog
LDH sa trendom porasta tokom narednih meseci (466...514 U/l), te je u avgustu 2021. godine hema-
tolog indikovao novu biopsiju kostane srzi uz citomorfologiju i proto¢nu citometriju. Septembra 2021.
godine patohistoloski pregled kostane srzi ukazao je na ne$to manje ali i dalje hipercelularnu srz sa
slikom PRV, bez povisenog broja blasta ali uz blagu progresiju fibroze (MF1). Proto¢nom citometrijom
nisu detektovane abnormalne celije u kostanoj srzi, a citomorfoloski registrovana je hematopoeza sa
terapijskim efektima. Molekularnim analizama detektovane su dodatne KRAS i tri TET2 mutacije.
Aspirat periferne krvi pokazao je blag porast blasta (1% blasta), dok je pregledom aspirata kostane srzi
procenjeno 3% blasta. Uz ruksolitinib, zapoceto je leCenje interferonom, sa planom daljeg pracenja i
rebiopsiju kroz 4-5 meseci. Januara 2022. godine nacinjena je biopsija kostane srzi sa citomorfologijom
i proto¢nom citometrijom. Citomorfoloski registrovana je oskudna hematopoeza sa 1% blasta, $to di-
ferencijalno dijagnosticki odgovara mijelofibrozi, dok molekularne analize nisu registrovale dodatne
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mutacije. Protocnom citometrijom iskljuceno je postojanje akutne mijeloidne leukemije sa prisustvom
0,6% mijeloidnih prekursora o¢uvanog sazrevanja. Patohistologki verifikovana je hipercelularna kosta-
na srz sa perzistetnom PRV ali uz dalju progresiju fibroze (MF2) i minimalnu ekstramedularnu hema-
topoezu, $to u poredenju sa prethodnom biopsijom sada vise odgovara post-PRV mijelofibrozi. Zbor
porasta broja blasta u aspiratu, primenjena su imunohistohemijska bojenja. CD34 je bio negativan, ali
primenom markera CD117 viden je porast broja degranulisalih i izduzenih mastocita u agregatima koji
su eksprimirali i MCT i CD25, dok je CD2 bio negativan. Uz gore opisanu morfolosku sliku MPN- tj.
post-PRV-MF, nakon ispunjenog jednog glavnog uz dva sporedna kriterijuma, zaklju¢eno je postojanje
sistemske mastocitoze, iako KIT mutacija nije detektovana. Nakon nedelju dana registrovana je blago
povisena vrednost serumske transaminaze (16,3 pg/l; ref<11,4). Retrospektivno je uradeno imuno-
histohemijsko bojenje triptazom na prve dve biopsije ali WHO kriterijumi za SM nisu bili ispunjeni.
Zakljucak: U ¢ak 30% slucajeva sistemske mastocitoze, udruzena hematoloska bolest se dijagnostikuje
pre, simultano sa ili posle potvrdene SM. Prakti¢no svaka mijeloidna ili limfoidna neoplazma moze da
se javi udruzeno sa SM, pri ¢emu su mijeloidne neoplazme ¢e$ce i to najées¢e hroni¢na mijelo-mono-
citna leukemija i neklasifikovana mijelodisplasticno/mijeloproliferativna neoplazma. Kod pacijenata sa
potvrdenom hematoloskom neoplazmom, a pre svega HMML i neklasifikovanom MDS/MPN, mora
se razmotriti i eventualno postojanje SM koja usled deganulacije mastocita cesto ostane neprimecena
pa i nelecena.

Kljucne reci: prava policitemija, sistemska mastocitoza, KIT mutacija, SMAHN

Systemic mastocytosis with an associated haematological neoplasm - SMAHN: case report
and literature review

Tanja Lakic"?

"University Clinical Center of Vojvodina, Novi Sad, Serbia

“Faculty of Medicine Novi Sad, University of Novi Sad, Serbia

Introduction: Mastocytosis is a clonal, neoplastic mast cell proliferation that accumulates in one or
more organs characterized by abnormal mastocyte infiltrates often in multifocal compact clusters or
cohesive aggregates, but also as diffuse interstitial infiltrates of single mastocytes without aggregates.
Cytomorphologically, mastocytes can be different, but always atypical in appearance- spindle-shaped,
elongated and hypogranulated. Finding of numerous bi/multilobated nuclei usually indicates aggressi-
veness, although even then mitoses are rare. Physiologically, Giemsa or toluidine-blue staining detect
mastocyte metachromatic granules easily. The most specific method for immature or atypical mast
cells identification is certainly immunohistochemistry with tryptase and CD117 (KIT) while CD25
and less often CD2 for neoplastic mast cells. In mastocytosis, mutation KIT D816 is usually present.
The current WHO classification distinguishes cutaneous mastocytosis form where atypical mast cell
infiltrates are found only in the skin, systemic form (SM) where the infiltrates affect at least one extra-
cutaneous organ with/without skin involvement and a very rare mast cell sarcoma form with localized
destructive growth of highly atypical mastocytes. For the pathohistological diagnosis of SM, one major
and at least two of the existing four minor criteria must be met. SM can be indolent, smouldering, asso-
ciated with another hematological neoplasm (SMAHN), aggressive or in mast cell leukemia form. If as
SMAHYN, it's most often with myelodysplastic/myeloproliferative neoplasm (MDS/MPN) and chronic
myelo-monocyte leukemia (CMML), or associated with myelodysplastic syndrome, myeloproliferative
neoplasms or acute myeloid leukemia (AML). Depending on the associated hematological neoplasm,
other mutations may be present in addition to the KIT D816V mutation. Polycythemia vera (PV) is
a chronic myeloproliferative neoplasm (MPN) characterized by increased red blood cell production
independent of the erythropoiesis regulatory mechanisms. There are two disease phases- polycythemic
phase with elevated hemoglobin, hematocrit and erythrocytes and spent phase or phase of post-po-
lycythemic myelofibrosis followed by cytopenia, including anemia, ineffective hematopoiesis, bone
marrow fibrosis, extramedullary hematopoiesis and hypersplenism. All three major criteria must be
met for the PV pathohistological diagnosis (1. Hb>16.5 g/dIL for men and >16.0 g/dL for women;
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Hct >49% for men and >48% for women; elevated erythrocyte mass values, >25% above the predi-
cted mean normal value, 2. panmyelosis, 3. JAK2 V617K or JAK2 exon 12 mutation) or that the first
and the second major criteria are met with the minor criteria in addition (subnormal serum erythro-
poietin value). The somatic JAK2 V617F mutation is usually present. The leading morphological PV
finding is panmyelosis with pronounced proliferation of erythropoiesis and megakaryocytes that are
hyperchromatic, different in size and nuclei shape, often with loose clustering. The bone marrow is
usually hypercellular, especially subcortically. In spent phase, fibrosis grade 2-3 is present (on scale of
up to 3), with the possibility of osteosclerosis and splenomegaly due to extramedullary hematopoiesis.
Case presentation: A 68-year-old patient with intesive generalized long-term and even painful itching
was unsuccessfully dermatologically treated with various medications for almost 4 years. In December
2020, he was reffered to internal medicine doctor due to known gallstones when he also reported night
sweats, and for the first time in the blood lab values erythrocytosis was registered (Hb 11 mmol/l; Hct
60%; Ery 6.91x1012/1) with leukocytosis (Leu 17.6x109/1) and thrombocytopenia (139x1012/1). The
suspicion of PV was observed with the indication for spleen ultrasound examination and bone marrow
biopsy with accompanying cytomorphological, molecular and cytogenetic analyzes. In January 2021,
bone marrow showed hypercellular image consisted with PV, without fibrosis. No splenomegaly. Cyto-
morphologically was registered normal hematopoiesis with some dismaturation. Molecular analyzes
detected JAK2 V617 mutation, while cytogenetics isolated trisomy 8 and CNLOH 9p in favor of PV.
The overall conclusion was PV and hydroxycarbamide treatment started. Due to low itching effect
and stomach problems, after about three weeks, the hydroxycarbamide was stopped and switched by
ruxolitinib that reduced itching after a few days. At regular check-ups, the patient reported fine subje-
ctive feeling, but in May 2021, blasts (0.5% blasts) were registered in the peripheral blood aspirate and
elevated serum LDH with an increasing trend during the following months (466...514 U/1). In August
2021. a hematologist indicated new bone marrow biopsy with following cytomorphology and flow
cytometry. In September 2021, new marrow pathohistological finding showed slightly less but still
hypercellularity with the persistent image of PV, no increased blast number but mild progression of fi-
brosis (MF1). The flow cytometry didn’t detect abnormal marrow cell population and cytomorphology
registered hematopoiesis with therapy effects. Molecular analysis detected additional KRAS and three
TET2 mutations. Further slight increase in blast (1% blast) was registered in the peripheral blood aspi-
rate, while the bone marrow aspirate estimated 3% of blasts. Interferon treatment started in addition to
ruxolitinib, with rebiopsy plan in 4-5 months. In January 2022, the last bone marrow biopsy was done
with cytomorphology and flow cytometry. Cytomorphology indicated poor hematopoiesis with 1%
blasts that differentially fits myelofibrosis, molecular showed no additional mutations. Flow cytometry
excluded AML with registered 0.6% of myeloid precursors with maturing. Histology verified hyper-
cellular bone marrow with persistent PV but with further progression of fibrosis (MF2) and minimal
extramedullary hematopoiesis, so in favor of post-PV myelofibrosis. Due to aspirate blast increase, im-
munohistochemical stains were applied. CD34 showed no blast increase, but CD117 showed increased
number of degranulated and spindle shaped mastocytes in aggregates expressing both MCT and CD25,
while CD2 was negative. In addition to the above described findings of post PV-ME, after fulfilling one
major and two minor criteria, the presence of SM was concluded, although molecular didn’t detect KIT
mutation. After a week, slightly elevated serum transaminase was registered (16.3 pg/l; ref<11.4). Re-
trospectively, triptase stain was performed for previous two biopsies that were with no SM criteria met.
Conclusion: In as many as 30% of systemic mastocytosis cases, an associated haematological neoplasm
is diagnosed before, simultaneously or after SM. In general, any defined myeloid or lymphoid neoplasm
can occur as an associated with SM, but myeloid neoplasms predominate, with CMML and unclassified
MDS/MPN being most common. In patients with confirmed hematological neoplasm, CMML and
unclassified MDS/MPN before all, possible systemic mastocytosis must be considered, that due to mast
cell degranulation often goes unnoticed and untreated.

Key words: polycythemia vera, systemic mastocytosis, KIT mutations, SMAHN
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Svijetla tumorska celija - dijagnosticki nejasna, siva celija
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Cilj: Cilj ovog prikaza je da skrene paznju na varijetete ispoljavanja i dileme koje se mogu javiti u di-
jagnostici svijetlocelijskih tumora. U dosadasnjoj patohistoloskoj literaturi nije se dovoljno pridavala
vaznost svijetlocelijskim tumorima. Medutim, savremeni radovi i studije sve viSe ukazuju na dijagno-
sticke dileme kada je, ispostavice se, ova heterogena grupa u pitanju. Prikaz slucaja: Pacijent je hospi-
talizovan u Centru za grudnu hirurgiju radi lije¢enja desnostranog pleuralnog izliva. Uradena je video
asistirana torakoskopska hirurgija (Vats) desne pleuralne duplje i uzeta biopsija promjene. Evakuisana
je serozna tecnost iz desnog pleuralnog prostora. Dobijen je biopticki materijal veli¢ine do 0,6x0,3
cm. Na mikroskopskom planu tumorsko tkivo je gradeno od krupnih, atipi¢nih celija, svijetle vakuo-
lizovane citoplazme, povecanog nukleocitoplazmatskog odnosa, iregularnih hiperhromati¢nih jeda-
ra sa prominentnim nukleolusima, aranziranih u vidu trabekularnih i adenoidnih formacija. Stroma
je vezivnovaskularna infiltrovana mjeSovitim inflamatornim infiltratima. Prema osnovnim pocetnim
podacima radilo se o kardioloskom i hematoloskom pacijentu, koji se lijeci se od multiplog mijeloma
verifikovanog 2007. godine. Zato se prvenstveno sumnjalo na depozit multiplog mijeloma. Na osnovu
mikroskopskog izgleda biopsije, pojavila se sumnja da se mozda radi o jo§ nekom malignitetu i to pr-
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venstveno svijetlocelijskom renocelularnom karcinomu. Nakon toga, doslo se i do podatka, da je paci-
jent 2017. godine imao operaciju karcinoma bubrega. Uradena imunohistohemijska analiza i tumorske
¢elije su pokazale Renal Cell Carcinoma (Rcc), Cd10, Pax8 i Cytokeratin pozitivnost, Ki67=15%, a
Leukocyte common antigen, Cd138, Cd79a, Mum1, Plasma cell, Cd68, Ttfl, Cd20, Calretinin, Cd5/6,
Cytokeratin 7 i Cytokeratin 20 negativnost. Na osnovu svega prethodnog, biopticki materijal je odgo-
varao metastatskom depozitu svijetlocelijskog karcinoma bubrega. Za adekvatnu dijagnostiku svije-
tlocelijskih tumora veoma je vazno postovati dijagnosticki red koraka. Citoplazmatsko rasvjetljenje ili
svijetlocelijsku promjenu mozemo vidjeti u razli¢itim slu¢ajevima na razli¢itim lokacijama iz razlic¢itih
razloga. Svaki put kada se uoce svijetle Celije, potrebno je i¢i korak po korak. Za pocetak, potrebno je
odluciti da li je promjena uzrokovana artefaktom, usljed oponasanja tumora svijetlih celija ili se zaista
radi o ovom tumoru. Kada se isklju¢e oponasanje, artefakti i degenerativne promjene, mora se odluciti
da li je tumor prvenstveno svijetlocelijskog porijekla ili pokazuje sekundarnu promjenu. Nadalje, mo-
ramo provjeriti tumor u smislu epitelnog ili mezenhimalnog porijekla, kao i da li je benigni ili maligni.
Razlika se moze jednostavno napraviti, u zavisnosti o karakteristika kao $to su arhitektonski obrazac,
proces nekroze, pleomorfizam i mitotska aktivnost. Kada sumnjamo da je tumor maligne prirode, mo-
ramo iskljuciti metastatske tumore kao $to su renocelularni karcinom, svijetlocelijski adenokarcinom
jetre, prostate, pluca, gastrointestinalnog trakta, melanom, itd. Prije nego $to se pokusamo usredsrije-
diti na konkretan tip tumora svijetlih ¢elija, bilo da je benigni ili maligni, neophodno je biti dobro upu-
¢en u razlicite vrste karcinoma svijetlih celija drugih organa i njihove dijagnoze. Nakon patohistoloske
procjene, specijalna bojenja i imunohistohemija se mogu koristiti za postizanje kona¢ne dijagnoze.
U zavisnosti od vrste i lokacije tumora, potrebna su razlic¢ita specijalna bojenja i imunohistohemijski
markeri, a njihova upotreba moze olaksati dijagnozu'. U literaturi su opisani povezani slucajevi multi-
plih mijeloma i karcinoma bubreznih ¢elija. Istovremena pojava multiplog mijeloma i renocelularnog
karcinoma je izuzetno rijetka. Medutim, ucestalost istovremene pojave ova dva maligniteta veca je od
ocekivane’. Da ¢itava situacija bude ekstremno zanimljiva, treba navesti da su opisani i slucajevi mul-
tiplog mijeloma sa svijetlocelijskim izgledom. Chen et al. su prvi opisali clear cell myeloma**. Dodatna
zanimljivost je pojava pleuralnog izliva i metastatskog depozita svijetlocelijskog karcinoma bubrega.
Pleuralni izliv zbog svijetlocelijskog karcinoma bubrega je rijetka pojava u klinickom radu. Na osno-
vu klinicke prezentacije i snimanja, moze se postaviti pogresna dijagnoza. Veoma je komplikovano
postaviti dijagnozu na osnovu citoloske analize pleuralnog izliva. Zbog svega, za kona¢nu dijagnozu
preporucuje se rana torakoskopija®. Od primarnih tumora, prije svega je vazno iskljuciti mezoteliom.
Sto se tice mezotelioma i karcinoma bubreznih ¢elija, oni mogu pokazati Sirok spektar citoloskih i
patohistoloskih specifi¢nosti. Stoga se renocelularni karcinomi, koji su metastazirali u pleuru i pluca,
mogu pomijesati sa mezoteliomom. Dostupni su razliciti pozitivni kancerski markeri, ukljuc¢ujuci
markere vezane za bubrege’. Cesto se postavlja pitanje: “Kada su to stvarne metastaze renocelularnog
svijetlocelijskog karcinoma, kada je to primarni tumor tog organa, odnosno metastatski depozit nekog
drugog svijetlocelijskog tumora”? Njegove patohistoloske osobine i imunohistohemijske karakteristike
dodatno usloznjavaju ¢itavu pri¢u. Zbog toga se mora ukljuciti $ira paleta imunohistohemijskih mar-
kera. Zakljucak: Vazno je naglasiti, da svijetlocelijski tumori iako na prvi pogled cesto izgledaju vrlo
sli¢cno, mogu imati veoma razli¢ito porijeklo, prognozu i predikciju. Dijagnosticki i terapijski impe-
rativi sve viSe namecu potrebu za Sirim multiopcionim posmatranjem maligniteta. Zbog toga i svih
njihovih navedenih karakteristika, svijetlocelijski tumori ¢e narocito dospijevati u centar interesova-
nja. Upravo zato ¢e odredivanje patomorfoloskih, imunohistohemijskih, molekularnih, prognostickih
i prediktivnih parametara kod ovih tumora biti vaznije i znacajnije.

Kljucne rijeci: svijetlocelijski tumori, patohistoloski spektar, imunohistohemija
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Clear cell carcinoma - diagnostically indeterminate grey cell
Mileta Golubovic',2, Filip Vukmirovic?
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Objective: This case aims at drawing attention to various forms of expression and dilemmas which
may occur while diagnosing clear cell carcinoma. Previous histopathological literature has not paid too
much attention to the significance of clear cell carcinoma. However, contemporary papers and studies
are more and more vocal about diagnostic dilemmas in relation to this heterogeneous group of carcino-
mas. Case report: A patient was hospitalised in the Centre for thoracic surgery due to a pleural effusi-
on on the right side. Video-assisted thoracoscopic surgery (VATS) of the right pleural cavity and biopsy
were performed. The surgeons removed serum-like liquid from the right pleural cavity. The size of the
biopsy-related material was up to 0.6 x 0.3cm. Microscopic analysis showed that the tumour tissue was
composed of large, atypical cells with large, clear cytoplasmic vacuoles with an increased nuclear-cyto-
plasmic ratio, and irregular hyperchromatic nuclei with prominent nucleoli arranged in trabecular
and adenoid patterns. Vascularised connective tissue stroma was infiltrated with mixed inflammatory
infiltrates.According to the baseline data, this was a patient with cardiological and haematological he-
alth problems, treated against multiple myeloma, verified in 2007. This is why initially suspected the
existence of multiple myeloma lesions.

Based on the microscopic analysis of the biopsy-related material, there was doubt whether this was
another type of malignancy, or whether this was the case of clear cell renal cell carcinoma. Furthermo-
re, we obtained data that this patient had surgery in 2017 to treat renal cell carcinoma.

Performed immunohistochemical analysis and tumour cells showed the existence of renal cell carcino-
ma (RCC), Cd10, Pax8 and Cytokeratin positivity, Ki67=15%, but Leukocyte common antigen, Cd138,
Cd79a, Muml, Plasma cell, Cd68, Ttfl, Cd20, Calretinin, Cd5/6, Cytokeratin 7 and Cytokeratin 20
negativity. Pursuant to the aforesaid, the analysis of the biopsy-related material pointed at metastatic
deposits of clear cell renal cell carcinoma. For an appropriate diagnosis of clear cell carcinoma, it is of
vital importance to respect the diagnostic procedure.

We can see cytoplasmic clearing or clear cell change in different cases of different locations because of
different reasons. Every time clear cells are seen, it is necessary to go step by step. To begin with, it is
necessary to make a decision whether the change was caused by an artefact, due to the imitation of a
clear cell tumour, or whether it is really this tumour. When mimicry, artefact and degenerative changes
are excluded, it must be decided whether the tumour is primarily of clear cell origin or shows a secon-
dary change. Furthermore, we need to verify the tumour in terms of epithelial or mesenchymal source
and whether it is benign or malignant. A distinction can be made easily, depending on features such as
architectural shape, necrotic process, pleomorphism and mitotic activity. When we suspect the tumour
is malignant in nature, we have to rule out, metastatic tumours such as renal cell carcinoma, clear cell
adenocarcinoma of the liver, prostate, lung, gastrointestinal tract, melanoma, etc. Prior to trying to
focus on a concrete type of clear cell tumour, whether benign or malignant, it is imperative to be well-
versed in various clear cell cancers of other organs and their diagnoses. Following the histopathological
assessment, special staining and immunohistochemistry may be used to arrive at a definitive diagnosis.
Different special stains and immunohistochemical markers are necessary depending on the type and
location of the tumour and their use can facilitate diagnosis'. The literature describes similar cases of
multiple myelomas and renal cell carcinomas. The simultaneous occurrence of multiple myeloma and
renal cell carcinoma is exceptionally infrequent. However, the frequency of simultaneous occurrence
of these two malignancies is higher than expected®. To make the whole situation exceptionally more
interesting, it should be noted that the cases of multiple myelomas with clear cell appearance have also
been described. Chen et al. were the first to describe clear cell myeloma**. Additionally, it is interesting
the simultaneous occurrence of pleural effusion and clear cell renal cell carcinoma. Pleural effusion due
to renal clear cell carcinoma is a rare occurrence in clinical work. According to clinical presentation
and imaging, one can make a wrong diagnosis. It is very complicated to make a diagnosis based on
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cytological analysis of pleural effusion. Because of all, for the final diagnosis, an early thoracoscopy is
recommended®. In terms of primary tumours, it is of vital importance to exclude the existence of me-
sothelioma. With regard to mesothelioma and renal cell carcinoma, they can show a broad spectrum
of cytological and histopathological properties. Therefore, renal cell carcinomas, which have metasta-
sized to the pleura and lungs, may be confused with mesothelioma. Different positive cancer markers
are available, including markers related to the kidneys®. One question is very often asked: “When do
we talk about real metastases of clear cell renal cell carcinoma, and when it is a primary tumour of that
organ, i.e. when it is a metastatic deposit of some other clear cell carcinoma?”

Histopathological features and immunohistochemical characteristics of these carcinomas complica-
te the answer even further. Due to this, a wide spectrum of immunohistochemical markers must be
included. Conclusion: It is very important to point out that clear cell carcinomas, although they look
similar, can have very different origins and prognoses. From the standpoint of diagnosis and therapy,
these malignancies must be interpreted from multiple viewpoints. Because of this and all of the abo-
vementioned characteristics, clear cell carcinomas will remain in the spotlight. This is precisely the
reason why the establishment of pathomorphological, immunohistochemical, molecular, prognostic
and predictive parameters of these tumours will very important and significant.

Key words: clear cell carcinoma, histopathological spectrum, immunohistochemistry
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Pseudosarkomatozni fibroepitelijalni polip sa atipijom na grli¢cu materice: imitator sar-
koma
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*Univerzitetska bolnica Foca, Centar za laboratorijsku dijagnostiku, Odsjek za patologiju i citodijagnostiku, Fo¢a, Republika Srpska,
Bosna i Hercegovina

Uvod. Fibroepitelijalni stromalni polipi su lezije mezenhimskog porijekla koje se ne javljaju cesto u
zenskom genitalnom sistemu, najcesce se javljaju u podrucju vulve i vagine, a mogu nastati i podrucju
grli¢a materice’. Histoloski ih karakteriSe izrazena celularnost, izrazena Celijska atipija sa prisustvom
bizarnih dzinovskih celija, vrlo ¢esto visok mitotski indeks i pojava atipi¢nih mitoza. Hipercelularnost,
bizarna histologija i pove¢an mitotski indeks su razlozi zbog kojih ove promjene budu pogresno progla-
$ene malignim'?. Prikaz slucaja. Prikazujemo slucaj Zene stare 31 godinu kod koje je tokom rutinskog
ginekoloskog pregleda otkrivena velika polipoidna tvorevina koja se nalazila u vagini veli¢ine 3x2,8 cm
i koja je tankom peteljkom bila vezana za zid endocervikalnog kanala. Pacijentkinja ima dvoje djece,
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jedno starosti 7 godina i drugo starosti 4 godine. Uradena je polipektomija i kiretaza endocervikalnog
kanala. Povrsina polipolikog izrastaja je bila sivkastobjelicasta, dijelom sjajna dijelom zamucena. Na
presjeku tkivo je bilo solidno, sivkasto, vlaknato i elasticno. Histoloski stromu polipolikog izrastaja su
gradile dijelom vretenaste, uniformne, jednojedarne celije ¢ija jedra su izduzena, hromatina su veziku-
larnog izgleda i posjeduju nukleoluse u ve¢ini ¢elija. U leziji su bile prisutne i brojne, hiperhromaticne,
multijedarne, dZinovske celije bizarnog izgleda. Mitotski indeks u tumorskim celijama je bio povecan
( 12- 14 mitoza/ 10 HPF) brojne mitoze su bile atipicnog izgleda. Povrsina polipolikog izrastaja je
dijelom bila prekrivena uniformnim, skvamoznim epitelom bez orozavanja, a dijelom, jednorednim,
pravilnim endocervikalnim epitelom. Zone nekroze i krvarenja nisu bile prisutne u tumoru. Imuno-
histohemijsko bojenje je pokazalo pozitivnost u stromalnim tumorskim celijama na vimentin, SMA,
CD 68 u citoplazmi i estrogen i progesteron u jedrima i jedarnu i citoplazmatsku pozitivnost na p16.
Stromalne celije su bile negativne na H- caldesmon, myogenin, myoglobin, GFAP, desmin, citokeratin
AE1/AE3, citokeratin 5/6 i CD10. Imunohistohemijsko bojenje na myo D1 bilo tehnicki neadekvatno
za interpretaciju. Ki67 je uraden nakon postavljanja konac¢ne dijagnoze i iznosio je oko 80%. Sugerisana
je dijagnoza nediferentovanog stromalnog sarkoma i zahtijevano je drugo misljenje. Drugo misljenje je
dobijeno u privatnoj ordinaciji u Be¢u. Imunohistohemijsko bojenje je pokazalo pozitivnu reakciju na
p16 i negativne rezultate bojenja na desmin, citokeratin AE1/AE3, M-aktin, , S-100 i CD 34, a Ki67 je je
iznosio 70%. Drugo misljenje je glasilo da diferencijalno dijagnosticki treba iskljuciti sarkom strome, a
uzorak je poslan na tre¢e misljenje kod prof. Fletcher-a koji je postavio dijagnozu pseudosarkomatozni
fibroepitelijalni stromalni polip sa atipijom kod kojeg je u sluc¢aju nepotpune ekscizije mogu¢ lokalni
recidiv. U periodu dok su se ¢ekali rezultati konsultativnih nalaza uradena je prosta histerektomija sa
adneksektomijom. Tkivo grli¢a je pregledano kao konus i u analiziranom uzorku nije identifikovano
tumorsko tkivo. Kod nase pacijentkinje nakon 55 mjeseci pracenja nisu zabiljezeni znaci relapsa bole-
sti. Diskusija. Fibroepitelijalni stromalni polip je neuobicajena lezija koja se javlja u reproduktivnom
periodu u distalnim dijelovima Zenskog genitalnog trakta, najces¢e u vagini, zatim na vulvi i najrje-
de na grli¢u materice. Patogeneza nastanka fibroepitelijalnog stromalnog polipa je jo$ uvijek nejasna,
smatra se da nastaju kao posljedica hormonske stimulacije i da su prije posljedica reaktivnog hiperplas-
ticnog procesa nego rezultat prave neoplazije’**. U jednom od pregleda literature u kojima su opisani
slucajevi fibroepitelijalnih stromalnih polipa na razli¢itim anatomskim lokalizacijama Nucci i autori
su analizirali najveci broj sluc¢ajeva pseudosarkomatoznih, fibroepitelijalnih stromalnih polipa loka-
lizovanih na grlicu materice. Od ukupno 33 analizirana slucaja sedam je bilo lokalizovano na grli¢u
materice"*. Lezije su najcesce pokazivale pozitivnost na vimentin, ER i PR, dok je bojenje na dezmin
i SMA bilo varijabilno. Nivo ekspresije Ki67 se prema podacima iz literature kretao od priblizno 30%
do 60% . Visa ekspresija Ki67 je zabiljezena u celularnim dijelovima lezije. Celularne pseudosarko-
matozne fibroepitelijalne polipe svakako treba razlikovati od sarkoma'**¢. Lokalizacijana grli¢u ma-
terice celularnog, atipi¢nog, pseudosarkomatoznog, fibroepitelijalnog polipa prvenstveno ukljucuje
diferencijaciju od lejomiosarkoma, rabdomiosarkoma, endometrijalnog stromalnog sarkoma niskog
gradusa i malignog fibroznog histiocitoma. Prisustvo celularnosti, izrazena celijska atipija i brojne
atipi¢ne mitoze u celularnim pseudosarkomatoznim fibreopitelijalnim polipima mogu dovesti do
postavljanja pogresne dijagnoze sarkoma*.
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Cellular pseudosarcomatous fibroepithelial stromal polyp with atypia of the cervix: sar-
coma imitator
Ljiliana Tadic Latinovic', Danijela Batini¢ Skipina? Ilija Baros"

'Department of Pathology, University Clinical Center of Republic of Srpska, Banja Luka, Republic of Srpska, Bosnia and
Herzegovina

*University Hospital Foc¢a, Center for Laboratory Diagnostics, Department of Pathology

Introduction: Fibroepithelial stromal polyps are rare mesenchymal lesions of female genital tract,
the most frequent incidence is in vulva, than vaginal region but may occur in in the cervix'. Histolo-
gical caracteristics of this lesions are hypercellularity, cells with marked atypia with giant multinuc-
leated cells, frequent mitotic figures including atypical ones.Hypercellularity, bizarre hystomorpho-
logy, high mitotic index raises possibility of wrong diagnosis of malignant tumors"?. Case report.
A 31- year- old women on a routine gynaecological examination was founded polypoid mass mea-
suring 3,2,8 cm in her vagina and its attachment with thin stalk with endocerical wall is identified.
Patients has two children, 7 and 4 years old. Polypectomy and curettage of endocervical canal was
performed. Surfice of the polyp was graywightish and partly glistened and partly blurred. Cross secti-
on was showed solid, homogenous, gray and elastic tissue. Histological examination revealed partly
uniform, mononuclear, spindle- shaped cells with vesicular hromatine wit nucleoli in a many cells.
Partly in lesion was identified numerous giant, multinucleated cells wit hyperchromatic and bizarre
cytomorphology and frequent mitotic index (12-14 mitoses/HPF) and numerous atypical mitoses.
The mass was covered with squamous epithelium without of keratinisation and endocervical, colum-
nar epithelium. No area of necrosis or hemorrhage is seen within the tumor. On immunohistochemi-
stry these stromal cells are showing strong positivity for vimentin, SMA, CD 68 in cytoplasm and ER
and PR nuclear posityvity and cytoplasmic and nuclear positivity for p16. Stromal cells are showing
negative staining for H- caldesmon, myogenin, myoglobin, GFAP, desmin, cytokeratin AE1/AE3,
cytokeratin 5/6 and CD10. Staining for myo D1 was technicaly inadequat for interpretation. Ki67
labeling index was performed after final diagnosis and it was about 80%. Undifferentiated stromal
sarcoma diagnosis was suggested and expert opinion was asked. Second opinion was made in private
laboratory in Vienna and there was performed immunohistochemistry staining. Staining for p16
was possitive and for desmin, citokeratin AE1/AE3, M-aktin, , S-100 i CD 34 were negative, a Ki67
labeling index was about 70%. Second opinion diagnosis was “ it is necesserily to exclude stromal
sarcoma’. Sample is sent from Vienna to Prof. Fletcher whos diagnosis was pseudosarcomatous stro-
mal polyp with atypia with possible reccurene if excision is not complete. Simple hysterectomy with
adnexectomy was performed in time waiting for expert opinion. Cervix was examined “in toto” as a
cone sample, no tumor tissue was identified. Our patient did not show any evidence of recurrence on
follow up 55months after the resection of lesion. Discussion. Fibroepithelial stromal polyp is unu-
sual lesion that occur the lower female genital tract durring reproductive period, the most frequent
incidence is in vulva, than vaginal region but may occur in in the cervix. The pathogenesis od fibroe-
pithelial stromal polps is not well understood, however these lesions seem represent a reactive hyper-
plastic hormons stimulated rather than a true neoplasm"*’. In one review of literature describing
fibroepithelial stromal polyps on a fifferent anatopic places Nucci at al. analised largest number of
cervical pseudosarcomatous fibroepithelial stromal polyps Of these 33 patients 7 had cervical loca-
lisation"*. Most frequently lesions showed expression for vimentin, ER i PR, variabil expression was
reported for desmin and SMA bilo. Ki67 labeling index value in literature was between 30% and 60%
. Hihger Ki67 expression was noted in celular parts of lesions. Cellular pseudosarcomatous fibroe-
pithelial polyps should distinguish from sarcomas"**¢. Cervical celular atypic pseudosarcomatous
fibroepithelial polyp includes differentiations from leiomyosarcoma, rhabdomyosarcoma low grade
endometrial stromal sarcoma and malignant fibrous hystiocytoma. Hypercellularity, cell atypia, high
mitotic index including atypical mitoses in celular pseudosarcomatous fibroepithelial polyps can
mislead to wrong diagnosis of sarcoma®*.
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Eozinofil: od nevinog posmatraca do protagoniste

Miljan Krstic*?, Slavica Stojnev"?
'Katedra za patologiju medicinskog fakulteta Univerziteta u Nisu, Nis, Srbija
Centar za patologiju Univerzitetskog klinickog centra Ni§, Ni§, Srbija

Eozinofili su Celije karakteristi¢ne citomorfologije, sa brojnim upadljivim eozinofilnim granulama u
citoplazmi i segmentiranim, uglavnom bisagastim ili potkovi¢astim jedrom. Osnovna uloga eozinofila
je u modulaciji reakcija neposredne hipersenzitivnosti i odgovoru na parazitarnu infestaciju i bazira
se na strogo kontrolisanoj degranulaciji i oslobadanju sadrzaja sekundarnih granula, koji obuhvata $i-
rok spektar interleukina, glavni bazi¢ni protein, eozinofilni katjonski protein, eozinofilni neurotoksin,
TNE-a, TGF-B, i druge supstance. U uslovima homeostaze, vecina eozinofila pociva u tkivima gastro-
intestinalnog trakta, izuzev u sluznici ezofagusa. Eozinofili se mogu nadi i u timusu, uterusu i tkivu
dojke. U patoloskim stanjima eozinofili mogu biti regrutovani u razli¢ite anatomske lokalizacije, poput
pluca, jednjaka, koze ili se znacajno poveca njihov broj u sluznici Zeluca ili creva. Patolozi su sve ¢ece
u prilici da broje i prebrajaju eozinofile. Na primer, prisustvo vise od 15 eozinofila po vidnom polju ve-
likog uvecanja (40x) u sluznici ezofagusa je histoloski kriterujem za dijagnozu eozinofilnog ezofagitisa.
Medutim, na mnogim od anatomskih lokalizacija jo$ uvek nije definisana prazna vrednost broja eozi-
nofila koja se smatra patoloskom. Pored toga, povecan broj eozinofila u skvamoznom epitelu sluznice
jednjaka vida se i kod gastroezofagealne refluksne bolesti, te je eozinofilni ezofagitis klinickopatolos-
ka dijagnoza, koja zahteva pazljivu klinickopatolosku korelaciju i viSestruke biopsije proksimalnog,
srednjeg i distalnog dela jednjaka. Reaktivna eozinofilija je Cest pratilac alergijskih i hipersenzitivnih
reakcija, infekcija uzrokovanih parazitima i drugim agensima, solidnih tumora, autoimunih bolesti,
stanja imunodeficijencije, a retko i kolonalnih proliferacija T- i B-¢elijskog porekla. U nekim patolos-
kim stanjima eozinofili su prominentni elementi patohistologke slike i dominiraju mikromorfoloskim
pejzazem. Postoje grupe bolesti u kojima eozinofili predstavljaju osnovne histoloske determinante i
imaju klju¢nu ulogu u patogenezi. Bronhijalna astma je klasi¢ni primer oboljenja u kojoj aktivacija
Th2 inflamatornog odgovora i oslobadanje velikih koncentracija Interleukina 5 (IL5), koji igra klju¢nu
ulogu u diferencijaciji, prezivljavanju, migraciji i aktivaciji eozinofila, rezultuje izdasnom eozinofilnom
infiltracijom. Pored eozinofilije u bronhijalnom zidu Cesta je i alergijska polipoza nosne mukoze. IL5
je stoga vazna terapijska meta u eozinofilnoj astmi, a razvija se sve ve¢i broj monoklonalnih antitela
na IL5 ¢ijom primenom se postize bolja kontrola bolesti, redukuje ucestalost egzacerbacija i smanjuje
potreba za glikokortikoidima, ¢ime se sprecavaju ozbiljni, esto ireverzibilni efekti steroidne terapi-
je. Eozinofilna pneumonija predstavlja prisustvo eozinofila u intersticijumu i alveolarnim prostorima
pluca, obi¢no udruzeno sa perifernom eozinofilijom, bez jasnog uzroka hipereozinofilnog sindroma.
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Hroni¢na eozinofilna pneumonija je intersticijani pneumonitis koji najcesce nastaje na terenu bron-
hopulmonarne aspergiloze, u sklopu sistemskih bolesti vezivnog tkiva ili reakcije na lekove. U plu¢ima
se javlja i veoma retka eozinofilna granulomatoza sa poliangitisom (Churg-Strauss), nekrotizujuci va-
skulitis koji moze biti udruzen i sa fokalnim glomerulonefritisom. U gastrointestinalnom traktu eozi-
nofili su ukljuceni u patofiziologiju spektra bolesti koje se oznacavaju kao gastrointestinalna eozinofil-
na bolest. Pored eozinofilnog ezofagitisa, eozinofilnog gastroenteritisa i kolitisa, u digestivnom traktu
eozinofili su udruzeni sa brojnim neoplasti¢nim i inflamatornim stanjima, ukljuc¢ujuci i inflamatornu
bolest creva. S obzirom na to da eozinofili sluznice GIT predstavljaju plasticnu i heterogenu populaciju
sa nekoliko funkcijski razli¢itih fenotipova, u svim ovim okolnostima funkcionalni doprinos eozinofila
je kompleksan i njihovo prisustvo u varijabilnoj meri doprinosi egzacerbaciji ili gasenju inflamacije u
tkivu. U eozinofilnom cistitisu, koji najc¢esc¢e pogada zene i moze da klinicki i cistoskopski imitira ne-
oplasti¢ni proces, jer se moze prezentovati kao ulceracija ili polipoidna masa, prominentni eozinofilni
infiltrat prisutan u zidu mokracne besike cesto je udruzen sa edemom, nekrozom i kasnije fibrozom
misi¢nog sloja. Eozinofilne dermatoze obuhvataju spektar bolesti udruzenih sa eozinofilnom ilnfiltra-
cijom i/ili degranulacijom, koje mogu imati slicnu morfologiju, ali se veoma razlikuju u pogledu klinic-
ke prezentacije i terapijskog pristupa. Pojava eozinofilije u krvi bez objasnjivog uzroka, poput alergije
ili infekcije, moze biti zloslutni znak okultne maligne neoplazme i uvek je signal da je detaljan klinicki
pregled pacijenta neophodan. Ponekad pazljivo i sveobuhvatano anamnesticko sagledavanje pacijenta,
detaljan fizicki pregled i laboratorijske analize ukazu na simptome poput groznice, gubitka telesne te-
Zine, limfadenopatije, splenomegalije ili otkriju citopeniju ili druge abnormalnosti hematoloskih para-
metara, $to usmerava dalje istrazivanje uzroka eozinofilije. Upecatljivo prisustvo eozinofilnih leukocita
na biopsiji limfnog nodusa mladica sa generalizovanom limfadenopatijom, mora nagnati patologa da
pazljivo traga za Hodgkin Reed-Sternberg celijama. U histoloskoj slici, eozinofili mogu biti prisutni
u velikom broju u inflamatornom miljeu razli¢itih hematoloskih neoplazmi, ukljuc¢ujuéi folikularni
limfom, anaplasti¢ni limfom velikih celija, adultnu T-¢elijsku leukemiju. Langerhansova celijska histi-
ocitoza (LCH) je klonalni poremecaj mijeloidnih celija koje se diferentuju u pravcu Langerhansovih
Celija i Cesto se javlja kod dece, u vidu unifokalne bolesti sa dobrom prognozom ili u vidu multifokalne
bolesti sa nepovoljnim klinickim ishodom. LCH zahvata noduse ili ekstranodalne lokalizacije, najcesce
skelet. Za mikromorfolosku sliku karakteristi¢na je infiltracija tkiva Langerhansovim celijama, obil-
ne, bledeo-eozinofilne citoplazme i iregularnih, ¢esto reniformnih euhromati¢nih jedara sa zlebom ili
naborom, koje su najc¢es¢e izmesane sa velikim brojem eozinofila. Oblik LCH koji se prezentuje kao
solitarna kostana lezija bogata eozinofilima cak se i naziva eozinofilni granulom. Mastocitoza je hete-
rogena grupa poremecaja koja se karakterise abnormalnom proliferacijom i akumulacijom mastocita u
jednom ili vi$e organa. Mastocitoza ima nekoliko oblika, medu kojima je pored kutane forme najzna-
¢ajnija sistemska mastocitoza, koja zahvata kostanu srz i moze imati izrazito varijabilan klinicki tok,
od indolentnog, benignog i samoogranicavajuceg do veoma agresivnog. U sistemskoj mastocitozi vide
se gusti, kompakti granulomatoliki agregati atipi¢nih, vretenastih mastocita, koji su ¢esto izmesani sa
upadljivim brojem eozinofila, plazma ¢elija i limfocita i uronjeni u fibrohistiocitni matriks. Ponekad
eozinofili dominiraju unutar granulomatolikih nakupina. Grupa mijeloidnih neoplazmi udruzenih sa
eozinofilijom periferne krvi obuhvata: 1) mijeloidne i limfoidne neoplazme udruzene sa rearanzma-
nom PDGFRA, PDGFRB i FGFR1; 2) hroni¢nu eozinofilnu leukemiju (CEL, NOS) i 3) idiopatski hipe-
reozinofilni sindrom (HES). Dok je primena imatinib mezilata i njegovih naslednika koji su inhibitori
PDGEFR iz korena promenila le¢enje mijeloidnih neoplazmi udruzenih sa eozinofilijom, novi agensi
koji blokiraju IL5 se sve uspesnije primenjuju u lecenju HES. Tkivni eozinofili mogu biti neizostavni ili
akcidentalni deo patohistoloske slike u razli¢itim alergijskim, inflamatornim i neoplasti¢nim stanjima,
ali uvek opravdano izazivaju duznu pozornost patologa, jer su neretko klju¢ni deo odgovora koja je
tacna dijagnoza.
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Primena digitalne slike patohistoloskih preparata u edukaciji studenata
Ivan Capo

Univerzitetski klinicki centar Vojvodine, Medicinski faklutet Univerziteta u Novom Sadu, Novi Sad, Srbija

Tehnoloska revolucija sa razvojem virutelne mikroskopije (VM) omogucili su nam kompletno novi
pristup u edukaicji i u¢enju histologije i histopatologije. Ona je uzrokovala prelazak sa opti¢kih mikro-
skopa i upotrebe tradicinoalnih histoloskih preparata na virtualnu mikroskopiju i virtuelne slajdove.
Skeneri histoloskih plocica su za vrlo kratak vremenski period od preparate na “staklu” omogucili do-
bijanje digitalizovanog sadrzaja. Prednosti upotrebe VM zasnovane na petagogiji, efikasnosti i financij-
skom aspektu bi bile: nepostojanje konstantnog finansijskog utroska u odrzavanju brojnih studenskih
mikroskopa i obezbedivanju adekvatne kolekcije histoloskih preparata; pruzanju studentu moguc¢nost
uvida u histoloske karakteristike ispitivanih preparata kroz isti, cesto bolji kvalitet nego klasi¢cnom
mikroskopijom; pristum optimizovanim softverskim sistemima u okviru kojih student moze da oznaci
mesto od posebnog izbora uz veoma lako uvelicanje ili smanjenje istog; takode, analizom na velikom
uveli¢anju, otvaranjem dodatnih dopunskih prozora u svakom trenutku moze se identifikovati koja
je regija preparata u fokusu; zahvaljujuci velikom stepenu ostrine, optimizovanom konstrastu i ste-
penu osvetljenosti studentu je u svakom trenutku omogucen najveci kvalitet analiziranog preparata;
upotreba navedenih softvera je izuzetno laka i za njenu upotrebu prakti¢no i nije potrebna posebna
obuka, sto nije slucaj kod mikroskopa; analiza preparata nije ograni¢ena samo na jedan racunar te se
umrezavanjem viSe raCunara stvara mogucnost lake interakcija i grupne analize i interakcije izmedu
studenata i predavaca; inicijalno ulaganje u skener, softver i odrzavanje servera su gotovo sva ulaganja
u virtuelnu mikroskopiju u odnosu na tradicionalni pristup u okviru koga je potrebna neprekidna po-
drska histoloske laboratorije i njegovog osoblja. Istovremeno sa unapredenjem aparata za skeniranje i
pratecih softvera danas nam je omoguceno skladistenje velikih fajlova na internet mrezi. Shodno tome
formirane su specijalizovane platforme koje su kompatibilne sa ve¢inom formata (tiff, jpg, ndpiidr) i
u ujedno poseduju prilagodeni program za online analizu istih. Ova mogu¢nost imala je veliki uticaj
na organizaciju nastave u proteklim vremenima COVID 19 pandemije. Nedostatak dovoljnog broja
mikroskopa kao i odgovarajucih kolekcija preparata bio je jedan od glavnih razloga zamene tradicio-
nalnog za virtuelni pristup edukacije i ucenja histologije i histopatologije na Medicinskom fakultetu,
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Univerziteta u Novom Sadu. Tom prilikom formirana je virtuelna ucionica sa 37 racunara, projekto-
rom i 6 televizora kojim je omoguceno da do 70 studenata istovremeno ucestvuje u virtuelnoj analizi
preparata. Prosirenje pristupa preparatima na viruelne online platforme u velikoj meri doprinele su
neometenom odvijanju nastave tokom COVID 19 pandemije. Danas, posle vide od 5 godina iskustva u
edukaciji upotrebom virtuelne mikroskopije mozemo zakljuciti da je kvalitet u velikoj meri unapreden.

Practical use of virtual microscopy (VM) in education

Ivan Capo
University Clinical Center of Vojvodina, Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia

The technological revolution with developing virtual microscopy (VM) gives an entirely new approach
to teaching and learning histology and histopathology. It causes a switch from optical microscopes and
glass slides to virtual microscopy with virtual slides. The digital slide scanner machine can rapidly scan
glass slides and convert them to digital data. The advantages of VM are numerous, based on pedagogy,
efficacy and cost: constant financial drain due to maintenance of a large number of student micros-
copes and collections of glass slides; provides students with a viewing experience that is very compa-
rable to standard histological glass slides; every student has equivalent access to the highest quality
slide material; adequate software allows each student to select specific regions of interest on the slide,
to zoom in and out and to move to other areas at their free choice; at high magnifications, it is easy
for the student to maintain orientation concerning the entire section; image is always in focus, with
optimized contrast and adjustable virtual illumination; use of labels enhances the learning process and
many other; students and professors adapt very quickly to the use of the virtual microscope; single-use
microscope laboratory can be converted into a multiuse computer laboratory; after an initial inves-
tment in the scanning stage, software and servers, the financial and administrative advantages allow
enormous economic savings; in the long-term concerning equipment, technical staff and laboratory
facilities. Following improvements in scanning machines and software, increasing web databases gives
us today the opportunity to upload scanned slides on specialized platforms. They are usually compa-
tible with most picture formats (tiff, jpg, ndpi, etc.), while software interfaces are usually user friendly.
This possibility has the highest impact on organizing practical slide analysis in distance learning during
COVID 19 pandemic. The lack of student microscopes and size-able collections of glass slides was one
of the main reasons for switching the traditional approach to the Virtual microscopy concept of tea-
ching and learning histology and histopathology in the Medical Faculty, University of Novi Sad was.
With a specially equipped classroom which includes 37 computers, a projector screen, and six large
55-inch screens, around 70 students at the same time can follow virtual slide analysis. During COVID
19 pandemic, access to scanned slides was extended to an online platform which helps in distance lear-
ning. Today, after more than five years of virtual microscopy experience, we can conclude that teaching
quality was noticeably improved.
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Hirurgija raka dojke i aksile nakon neoadjuvantne terapije

Ferenc Vicko'?
'Institut za onkologiju Vojvodine, Sremska Kamenica, Srbija
*Medicinski fakultet, Univerzitet u Novom Sadu, Novi Sad, Srbija

Uvod: Primarna sistemska (neoadjuvantna, preoperativna) terapija deluje tako $to:

« Smanjuje veli¢inu tumora u dojci ili dovodi do cPR (complete patological regression), ¢ak i do 80%
u nekim slucajevima, a time omogucava ve¢i procenat postednih operacija'

 Smanjuje verovatnoc¢u zahvacenosti aksile ¢ime pro$iruje mogucnost izbegavanja aksilarne disekci-
je tj omogucuje biopsiju limfnog ¢vora strazara (SLNB-sentinel lymph node biopsy)

« Omogucava procenu tumorskog odgovora in vivo na terapiju — informacije o prognozi

» Omogucava individualizaciju terapije procenom efekta terapije u toku lecenja kao i post-neoadju-
vantnog tretmana

o Patohistoloska kompletna regresija korelira sa boljom prognozom posebno u podgrupama
(HER2-pozitivnih, TNBC, HR+/HER2neg/Grade3)

Ocekivani ishod bolesti (DFS i OS) je slican nakon neoadjuvantne i adjuvantne sistemske terapije kada
se daju isti rezimi i broj ciklusa®>. NAST kod primarno operabilnog raka dojke dovodi do minimalnog
ali povec¢anog broja lokalnih recidiva.Indikacija za NAST su rak dojke stadijuma IIA, IIB i T3N1MO,
kada se ne moze uraditi postedna operacija zbog nepovoljnog odnosa veli¢ine tumora/dojke i/ili kada
pacijent odbija mastektomiju. Postoje dokazi za benefit NAST kod tumora II stadijuma pre svega za ER/
PR, HER2-negativne (triple-negativni) i HER2-pozitivne tumore veli¢ine preko 2cm i/ili pozitivnom
aksilom,kao i za ER-pozitivne tumore kod postmenopauzalnih Zena gde je procenat pCR, “down-sta-
ging / sizing” znacajno visi'. Mladja Zivotna dob, non-lobularni tip tumora i brz klinicki odgovor su
manje znacajni pokazatelji za postizanje benefita nakon NAST. Monitoring za vreme NAST podrazu-
meva: palpaciju, UZ dojki, mamografiju, MRI dok je PET/CT od manjeg znacaja.
Ucinak NAST treba kontrolisati:

o Svake 6-8 nedelje

o Pri promeni rezima terapije EC - T

 Na kraju NACT, a pre hirurgije

« Ako tumor brzo raste treba menjati rezim kontrole

o Pokusati i traziti istog radiodijagnosticara za istog pacijenta

« Neophodni kriterijumi za hirurgiju kod NAST-a su’:

« Nakon core biopsije obavezno je postavljanje klipsa u centar tumora

o Ukoliko marker nije postavljen za veme biopsije obavezno se mora postaviti pre zapocinjanja

NASTY/ alternativno ako nema tehnickih moguc¢nosti, lokalizaciju tumora iscrtati na kozi dojke u
poziciji kao na operacionom stolu i fotografisati (slikom vodjena ekscizija lezista tumora).
« Obavezna FNAC / core biopsija limfnih ¢vorova klinicki i/ili UZ sumnjivih na metastazu

« Klipsovanje metastatski izmenjenih/sumnjivih LC se preporucuje kod limitirane zahvaéenosti ak-
sile, kada se ocekuje cN1- ycNO (videti TAD)

« MR mamografija je pozeljna za pracenje NAST i donosenje odluke o hirurskom planu, da se ade-
kvatno proceni veli¢ina i lokalizacija eventualne rezidualne bolesti.

Nakon NAST, odgovor na terapiju i volumen rezidualnog tumora predstavljaju vazne prognostike
faktore. Postignuti pCR (bez invazivnog ili in situ tumora u dojci i aksili) se mora jasno naznaciti'.
Takodje, postojanje rezidualnog invazivnog i/ili in situ tumora se mora opisati kao i postojanje ili ne
efekata hemioterapije kako u dojci tako i u limfnim ¢vorovima. Kvantifikacija rezidualne bolesti je
pozeljna metodom preostalog optere¢enja tumorom (RCB - Residual Cancer Burden) mada postoje i
druge metode’.

Staziranje nakon NAST je takodje pozeljno koriste¢i TNM klasifikaciju’.
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Hirurgija dojke
« Indikacija za NAST, monitoring i preporuke za onkolosko/hirurski tretman se trebaju doneti indi-
vidualno za svakog pacijenta od strane multidisciplinarnog tima/onkoloska komisija

o Tip hirurskog tretmana zavisi od efektivnosti NAST uzimajuci u obzir odnos veli¢ine rezidualnog
tumora/veli¢ine dojke,

« margine kao i kod primarnih operacija’no tumour cells on the inked margin”,
« mogucnost postizanja dobrog kozmetskog efekta

« obavezno uraditi intraoperativnu specimen radiografiju /mamografiju.

o Leziste tumora obavezno klipsovati

o U izabranim sluc¢ajevima, postedna operacija moze da se izvede i u slu¢aju multifokalnih i/ili mul-
ticentri¢nih tumora ako se mogu postici histoloski negativne margine (6).

Hirurgija aksile nakon NAST-a
» NACT dovodi do downstage-a aksile pCR i do 40% (prethodno pozitivni postali negativni)
» Dodavanjem anti Her-2 agensa postize se dodatno poboljsanje kod HER2- pozitivnih tumora

o Idelano bi bilo da pacijenti sa pozitivnim nodalnim statusom postignu pCR, a negativna SLNB
znacila da nema potrebe za disekcijom aksile.

SLNB se moze uraditi i pre i nakon sprovedene NAST’. Kada se uradi pre rezultat je sigurniji, procenat
identifikacije ¢vora strazara je veci, disekcija se moze uraditi odmah. Nedostatak je da pacijent ima
dodatnu hirurgiju pre sistemske terapije, $to je znacajan ekonomski uticaj na zdravstveni sistem, ali
glavni je da ne koristi eventualni benefit od kompletne histoloske regresije izmenjenih limfnih ¢vorova
aksile nakon terapije. Kada se SLNB radi nakon NAST, hirurgija dojke i aksile se uradi u jednom ko-
raku, disekcija aksile se moze izbeci u znacajnom broju slucajeva (polovina pacijenata sa zahva¢enom
aksilom imaju metastatski izmenjen samo jedan limfni ¢vor), tojest moze uzeti u obzir postignutu
regresiju bolesti u aksili. Nedostatak metode je manji procenat identifikacije SLN, kao i veci procenat
lazno negativnih slucajeva, nesto veci procenat rekurentne bolesti u aksili i da kod pozitivne aksile ipak
moramo uraditi disekciju iste®. Medjutim, nekoliko prospektivnih radomizovanih studija je pokazalo
da uptrebom duplog markiranja SLN (boja+ radioizotop), uklanjanjem bar tri limfna nodusa strazara
metoda moze biti prihvatljiva kod ypNO statusa nakon terapije’. ACOSOG Z1071 studija je dokazala da
je lazno negativni nalaz aksilrnog statusa odredjenog sa SLNB manji od 10% kada se odstrane 3 ili viSe
sentinel ¢vora, koji se odredjuju sa dualnim tracer-om, dok se najmanji FNR dobija kada se odstrani i
biopsijom dokazan zahvaceni limfonodus obelezen klipsom ili radioaktivnim semenom. Za sada ne-
dostaju rezultati viSegodi$njih pracenja'’.
Obzirom na ove dokaze preporuka je da je SLNB opravdana nakon NAST za procenu statusa aksile.
Klinicki/UZ-no pozitivna aksila:

« AD je preoruka u slu¢aju kada su pre NAST FNAC/core biopsijom potvrdjene metastaze u LC, a

nakon NAST su ostale pozitivne klinicki i/ili FNAC/core biopsijom dokazane.

« Ako je core biopsja / FNAC klini¢ki sumnjivog LC negativna, moze se uraditi SLNB pre NAST, ako
je SLN pozitivan, AD treba uraditi nakon NAST.

+ Ako je core biopsja / FNAC klini¢ki sumnjivog LC negativna, a nije radjena SLNB pre NAST, ista
moze biti uradjena po zavrsetku NAST obavezno sa duplim kontarstom ako je aksila i dalje nega-
tivna klinicki i radioloski; pozitivan SLN znaci obaveznu AD cak i u slu¢ajevima kada su prisutne
samo izolovane maligne celije ili mikrometastaza (videti novu St Gallen preporuku 2021 ypNO(i+)
i ypN1(mi))".

+ Ako je aksila klinicki pozitivna (cN1) uz negativan core/FNAC, a nakon NAST postane klinicki
negativna, moze se uraditi SLNB sa najmanje tri uklonjene SLN umesto AD. U slucaju da su sva tri
bez metastaze dalja aksilarna hirurgija nije potrebna. Ako se odstrane samo dva ili jedan SLN, a isti
su negativni histoloski moze se razmotriti ozracivanje aksile umesto disekcije.
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Ako su core/FNAC potvrdjene metastaze u LC, a isti su markirani (klips ili drugo markiranje) pre
NAST, a potom ekscidirani kao takvi(targeted axillary dissection-TAD), a histoloski su bez meta-
staze zajedno sa jo$ 1 ili 2 SLN, AD se moze izostaviti'>'*!.

Pacijenti sa incijalnim cN2 treba da dobiju AD zajedno sa regionalnim ozra¢ivanjem nakon NAST
bez obzira na stepen regresije.

Klinicki/UZ-no negativna aksila:

SLNB se moze raditi i pre i posle NAST. Ako se radi nakon NAST obavezno sa duplim kontrastom
i obaveznim uklanjanjem bar dva SLN.

(ako se ukloni manje od dva SLN nakon NAST, a isti su histoloski bez metastaza, razmotriti ozra-
¢ivanje aksile zbog veceg procenta lazno negativnih nalaza.

Ako se ne nalaze SLN u aksili nakon NAST na limfoscintigrafiji niti pomoc¢u tehnika mapiranja
SLN (izotop +boja) moze se uraditi “sampling”aksile sa uklanjanjem najmanje 4 LC ako su histo-
logki negativni moze se izostaviti AD.
U situacijama koje su razlicite od gore opisanih onkol$ka komisija treba da odluci o tipu adjuvan-
tnog tretmana na individualnoj bazi.
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Slucaj kao no¢na mora: rupa ili prazan prostor

Sanja Milenkovi¢"?
'Sluzba klinicke patologije, Klini¢ko bolnicki centar Zemun, Beograd, Srbija
*Nacionalna referentna laboratorija za neuromisi¢ne biopsije, KBC Zemun, Beograd, Srbija

Uvod: Kod misi¢nih biopsija veliku, krucijalnu, vaznost ima preanaliticka faza koja podrazumeva
uzorkovanje misi¢nog tkiva i transport do referentne laboratorije. Zbog gresaka koje se desavaju u
tom postupku, veoma je ugrozena analiticka faza procesa, posebno postupak smrzavanja tkiva i enzi-
mobhistohemijska bojenja, a samim tim i interpretacija videnog od strane patologa. Problem sa koris-
¢enjem samog te¢nog azota je u tome $to on uzrokuje stvaranje azotne gasne barijere oko tkiva, koja
deluje kao izolator i inhibira hladenje tkiva. Da bi se izbegao ovaj efekat “parnog pokrivaca” koristi
se izopentan koji se hladi u tecnom azotu a koji je na sobnoj temperaturi izuzetno zapaljiv. Medutim,
nacin primene lokalnog anestetika, neprimerena manipulacija misi¢nim tkivom mogu uzrokovati po-
javu ,praznih® (,,core®) prostora u inace finoj mrezastoj strukturi miofibrila. Tada prvo razmisljamo o
sledeca tri momenta: artefaktu, patognomoni¢nim znacima za central cor' ili multimini cor miopati-
jama i targetoidnim vlaknima patognomoni¢nim za neurogena lezije. Cilj: Cilj prikaza ovih slucejeva
je da ukaze na tehnicke izazove prilikom obrade uzoraka misi¢nog tkiva i na njihov uticaj pri analizi
citoplazmatskih segmenata. Prikazi slucajeva: Pacijentkinja stara 37 godina upucena na biopsiju pod
dijagnozom Sy Rejno i fibromialgija, pacijent star 14 godina i pacijent star 44 godine upuceni pod di-
jagnozom myopatija. Kori$ceni su isti kontrolni uzorci zdravog misi¢nog tkiva. Kod svih uzoraka su
uoceni prazni prostori, koji su daljim analizama kod prvog pacijenta potvrdili postojanje neurogene
lezije, kod drugog titinopatije', a kod treceg pacijenta RYR 1 mutacije gena, tj. central cor kongenital-
nu miopatiju®. Na uzorcima zdravog tkiva je bio jasan artefakt. Diskusija i zaklju¢ak: Tradicionalni
pristup dijagnostike kongenitalnih miopatija kombinuje detaljnu klinicku i porodi¢nu anamnezu sa
nalazima na biopsiji. Evaluacija misi¢ne biopsije je vazna, medutim, treba imati na umu preklapanje
brojnih drugih morfoloskih abnormalnosti. Bitni klinicki podaci su vrednosti serumske kreatin kinaze,
elektromiografija (EMG) i studije nervne provodljivost (NCS), kao i distribucija misi¢nog ostecenja
koja se procenjuje magnetnom rezonancom (MR). Biopsija misic¢a i analiza histologije misica, histo-
hemija i imunohistohemija, i po potrebi elektronska mikroskopija (EM) su glavni oslonac postavljanja
dijagnoze’. Sve to omogucava vodeno genetsko testiranje ili primenu nove generacije sekvenciranje
(NGS) i proteomskih analiza*.

Kljucne reci: misi¢ne biopsije, artefakti smrzavanja, targetoidna vlakna, RYR 1 gen
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A nightmare case: A hole or void

Sanja Milenkovic"?
'Department of Clinical Pathology, Clinical Hospital Center Zemun, Belgrade, Serbia
*National Reference Laboratory for Neuromuscular Biopsies, CHC Zemun; Belgrade, Serbia

Introduction: In muscle biopsies, the pre-analytical phase is of great, crucial importance, which inclu-
des a sampling of muscle tissue and transport to the reference laboratory. Due to the errors that occur
in that procedure, the analytical phase of the process is very endangered, especially the procedure of
tissue freezing and enzymohistochemical staining, and thus the interpretation of what was seen by the
pathologist. The problem with using liquid nitrogen itself is that it causes the creation of a nitrogen gas
barrier around the tissue, which acts as an insulator and inhibits tissue cooling. To avoid this “vapour
coating” effect, isopentane is used, which is cooled in liquid nitrogen which is extremely flammable at
room temperature. However, the method of application of the local anaesthetic, inappropriate manipu-
lation of muscle tissue can cause the appearance of “empty” (“core”) spaces in the otherwise fine mesh
structure of myofibrils. Then we first think about the following three points: artefact, pathognomonic
signs for central cor! or multi mini cor myopathies, and targetoid fibres pathognomonic for neurogenic
lesions. Aim: The aim of the presentation of these cases is to point out the technical challenges in the
processing of muscle tissue samples and their impact on the analysis of cytoplasmic segments. Case
reports: A 37-year-old patient was referred for a biopsy diagnosed with Sy Rejno and fibromyalgia, a
14-year-old patient and a 44-year-old patient were referred for a myopathy diagnosis. The same control
samples of healthy muscle tissue were used. Empty spaces were observed in all samples, which confir-
med the existence of a neurogenic lesion in the first patient, titinopathy' in the second patient, and gene
mutations in the third patient RYR 1, ie. central cor congenital myopathy?. There was a clear artefact
on the healthy tissue samples. Discussion and conclusion: The traditional approach to the diagnosis of
congenital myopathies combines a detailed clinical and family history with biopsy findings. Evaluation
of muscle biopsy is important, however, the overlap of a number of other morphological abnormalities
should be borne in mind. Important clinical data are serum creatine kinase values, electromyography
(EMG) and nerve conduction studies (NCS), as well as the distribution of muscle damage as assessed
by magnetic resonance imaging (MR). Muscle biopsy and analysis of muscle histology, histochemistry
and immunohistochemistry, and if necessary electron microscopy (EM) are the mainstay of diagnosis®.
All this enables guided genetic testing or the application of new generation sequencing (NGS) and
proteomic analysis®.

Key words: muscle biopsies, freezing artefacts, targetoid fibres, RYR 1 gene
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Slucaj kao no¢na mora: PEComa-da ili ne?
Ljiljana Vuckovi¢"?, Mirjana Miladinovic"?
'Centar za patologiju, Klini¢ki centar Crne Gore

2Medicinski fakultet, Univerzitet Crne Gore

Uvod: U radu prikazujemo pacijentkinju starosti 48 godina primljenu zbog operativnog lijecenja tu-
mora ingvinalne regije. Prikaz slucaja: Tokom hirurske intervencije hirurg je popre¢nim rezom koze
i potkoznog masnog tkiva pristupio tumoru, koji je prominirao iz inginalnog kanala, pruzajuci se ka
velikim usnama. Hirurg je lako odvojio tumor od okolnih struktura, uradio hirursku proceduru u cilju
sprecavanja nastanka ingvinalne hernije kao komplikacije i rekonstruisao operativni rez po slojevima,
dok je tumorski ¢vor poslao na patohistolosku analizu. Kod pacijentkinje je nekoliko godina ranije
uradena nefrektomija zbog angiomiolipoma. Takode vise godina se prati zbog tumorske promjene
veli¢ine 10cm na preostalom bubregu, radioloskih karakteristika takode angiomiolipoma. Na analizu
je dostavljen tumorski ¢vor, glatke, sjajne povrsine, na serijskim rezovima bjeli¢aste boje, nodularnog
izgleda, veli¢ine 65x45x30mm, srednje ¢vrste konzistencije. Mikroskopske karakteristike tumorskog
tkiva su ukazivale na solidne grupe i trabekularne aranzmane uniformnih okruglih i ovalnih celije,
eozinofilne citoplazme, okruglih ili ovalnih jedara, prominentnih jedaraca. Stroma je bila obilna, sla-
bo celularna. Nekroza nije nadena u tumorskom tkivu. Mitoze su uocene, veoma rijetke. Na kom-
pletnoj povrsini tumorskog ¢vora se nalazila tanka vezivna kapsule. Rezultati imunohistohemijske
analize tumorskog tkiva su bili slede¢i: Vimentin+, Desmin+, SMA+, WT1+, HMB45+, Estrogen-,
CD31-, CD32-, CD34-, FLI1-, D2-40-, §100-, SOX10-, AE1/AE3-, EMA-, MOC31-, p40-, miogen-,
myoD1-, CD56-, caldesmon-, ALK-, CD68-, Melan A-, MiTF-. Na osnovu morfologije tumorskog tki-
va, kao i imunohistohemijskog profila koji je ukazivao na ekspresiju mioidnih i melanocitnih marke-
ra postavili smo dijagnozu sklerozirajuc¢eg perivaskularnog epiteloidnocelijskog tumora - PEComa.
Zakljuc¢ak: PEComa je mezenhimalni tumor kojeg grade perivaskularne epiteloidne celije (Perivascu-
lar Epitheloid Cells) - karakteristi¢ne epiteloidne ¢elije u perivaskularnom raporedu, a koje eksprimi-
raju markere melanocitne i glatkomisi¢ne diferencijacije. Porijeklo tumorskih ¢elija je nejasno, jer slic-
nu morfologiju i imunohistohemijsku ekpresiju nije moguce na¢i u humanoj histologiji. Ovi tumori su
prvi put opisani 1963. godine (Liebow i Castleman), dok Bonatti i saradnici 1992. godine uvode termin
PEComa. Svjetska zdravstvena organizacija (WHO) uvodi definiciju PEComa u klasifikaciju humanih
tumora 2002. godine>*, PEComi su rijetki tumori. Ce$ce se dijagnostikuju kod Zena (odnos muskar-
ci:zene= 0.2:1). Mogu se javiti u svim zivotnim dobima, a naj¢es¢e u mladem ili srednjem Zivotnom
dobu. Cesce su javljaju sporadi¢no, dok je manji procenat slu¢ajeva povezan sa tuberoznom sklerozom.
Familija PEComa ukljucuje renalni i ekstrarenalni angiomiolipom, zatim clear cell sugar tumor pluca,
ekstrapulmonarni sugar tumor, limfangioleiomiomatozu, clear cell miomelanocitni tumor (ligamen-
tum teres), primarni kutalni PECom (kutalni clear cell miomelanocitni tumor) i PEComa NOS (not
otherwise specified). Nabrojana grupa tumora sa razli¢itim klinickim i patoloskim karakteristikama
dijeli zajednicke molekularne promjene sa cestom mutacijom u TSC1 (Tuberous Sclerosis Complex 1)
i TSC2 ( Tuberous Sclerosis Complex 2), $to rezultira hiperaktivacijom mTOR signalnog puta. Najce-
$¢i i najvise opisani PECom je renalni angiomiolipom (AML). Sporadi¢ne forme AML javljaju se kao
male, dobro ogranicene, asimptomatske lezije. AML udruzeni sa tuberoznom sklerozom javljaju se
kao multiple, velike lezije, koje progresivno dovode do renalne insuficijencije**°. Najcesca lokalizacija
PEComa su mezenterijum, ometnum, gastrointestinalni sistem, uterus i retroperitoneum. Meka tkiva i
koza su rijede primarne lokalizacije. Makroskopski tumori su dobro ograniceni, solidni, srednje ¢vrste
konzistencije, u prosjeku se dijagnostikuju kada dostignu veli¢inu od 5 do 8cm. Histoloski, ove tumore
najcesce karakterisu solidne grupe Celija epiteloidnog izgleda, sa obilnom granuliranom, eozinofilnom
ili svijetlom citoplazmom. Jedra su okrugla, jedarce se uoc¢ava. Grupe tumorskih celija su rasporedene
oko tankozidnih kapilara. Mali broj slucajeva karakterisu vretenaste celije. Mitoze su ili veoma rijetke,
ili se ne uocavaju. Opisani su slucajevi sa miksoidnim izgledom, zatim sa mikrocistama u stromi, za-
tim sa multijedarnim celijama. U oko 20% slucajeva , posebno kod Zena, uocava se obilna, stromalna
hijalinizacija (skleroziraju¢i PEComa)®. Opisani su i maligni PEComi, koje karakterie visoka mitot-
ska aktivnost, nekroza i pleomorfizam Takode postoji povecan rizik za recidiv, ako je tumor veli¢ine
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vece od 5cm. U slucajevima malignih varijanti PEComa najcesce se metastaze javljaju u jetri, limfnim
¢vorovima, plu¢ima i kostima (4). Imunohistohemijski PEComi pokazuje koekspresiju melanocitnih
markera, kao $to je HMB45, zatim Melan A ili MiTE Takode prisutna je ekspresija mi$i¢nih markera
kao Sto je SMA, aktin, mi$i¢ni miozin, kalponin i u pojedinim slucajevima h- kaldesmon. Desmin
je rijede pozitivan, iako je zabiljezena ces¢a pozitivnost u kutanim lokalizacijama ili u sluc¢ajevima
skleroziraju¢ih tipova PEComa. Pozitivnost na CK je zabiljezena takode. Tre¢ina ovih tumora poka-
zuje pozitivnost i na S100 protein, obi¢no fokalno. Opisana je pozitivnost i na CD1a. U dosadasnjoj
literaturi kao najsenzitivniji marker melanocitne diferencijacije je opisan HMB45 (80% slucajeva) dok
je pozitivnost na Melan A ili MiTF prisutna u ne$to manjem procentu slucajeva. Epiteloidne varijenta
ovih tumora znacajnije eksprimiraju markere melanocitne diferencijacije, dok u slucajevima vretena-
stocelijskih PEComa postoji izrazenija ekspresija markera misi¢ne diferencijacije**¢. Diferencijalno
dijagnosticki kada je dijagnoza PEComa u pitanju dolaze u obzir tumori sa svjetlocelijskom morfolo-
gijom, zatim vretenastocelijske i mezenhimalne neoplazme epitelioidne morfologije ukljucujuci i ga-
strointestinalni stromalni tumor, zatim dolaze u obzir i tumori koji eksprimiraju melanocitne markere
(melanom, clear cell sarkom, pojedini glatkomisi¢ni tumori i karcinom kore nadbubrezne Zlijezde)
rabdomiosarkom, mioepitelni tumori, tumori masnog tkiva, kao i alveolar soft part sarkom. Epiteloid-
na varijanta PEComa moze dijeliti morfologiju sa karcinomom bubrega ili karcinomima drugih loka-
lizacija. U diferencijalno dijagnostickom algoritmu vazno je uzeti u obzir klinicku prezentaciju, zatim
morfologiju i imunohistohemijski profil tumorskog tkiva**>°. Skleroziraju¢i PECom, sli¢cno kao i ostali
tipovi PEComa ce$ce se javljaju kod Zena, srednje zivotne dobi. Ovaj tip PEComa najcesce se javlja u
retroperitoneumu. Opisani su slucajevi gdje je prisustvo obilne, slabo celularne strome uoceno samo
fokalno u tumoru. Dosadasnji objavljeni podaci ukazuju da sklerozitrajuce varijante PEComa karak-
teriSe znacajnija ekspresija markera misi¢ne diferencijacije (kao sto su desmin ili kaldesmon). Takode
kao i kod drugih tipova PEComa najsenzitivniji marker melanocitne diferencijacije je HMB45. Iako su
dosada objavljeni podaci limitirani malim brojem publikovanih slucajeva ovaj tip PEComa karakterise
indolentan klinicki tok, ako morfologija tumorskog tkiva ne ukazuje da se radi o malignoj varijanti
skleroziraju¢eg PEComa”**".
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Karcinom prostate:put do terapije uvek vodi preko patohistoloske dijagnoze

Sandra Trivuni¢ Dajko"?
"Univerzitetski klinicki centar Vojvodine, Novi Sad, Srbija
*Medcinski fakultet Univerziteta u Novom Sadu, Novi Sad, Srbija

Klinicki i patohistoloski detektovan karcinom prostate, gledajuci na svetskom nivo je drugi najucestali-
ji maligni tumor kod muskaraca iza karcinoma bronha, mada postoje razlike u distribuciji u razli¢itim
regionima i zemljama. U Evropi predstavlja najces¢i karcinom kod muskaraca, sa oko 450.000 novodi-
jagnostikovanih slucajeva godisnje i oko 100.000 umrlih. U Srbiji, rak prostate je po ucestalosti odmah
iza raka pluca i debelog creva, sa 2.300 do 3.000 obolelih muskaraca godisnje i preko 1000 umrlih.
Najvisa incidenca je i dalje u Severnoj Americi, Karibima, Brazilu, ve¢ini zapadnih zemalja Evrope,
Australiji i Novom Zelandu. S druge strane su zemlje sa niskom incidencom, kao $to je Azijski konti-
nent, neke zemlje Bliskog Istoka i Afrika. Ovakva distribucija incidence moze se obrazloziti uticajem
kako genetskih faktora, tako i faktora spoljne sredine, medu kojima ne treba zanemariti ekonomsku
razvijenost nabrojanih zemalja i stepen zdravstvene zastite, $to ima direktne reperkusije na ,,screening®
i dijagnosticke procedure. Sto se ti¢e mortaliteta karcinom prostate se nalazi 5. mestu, takode gledano
na svetskom nivou. Stopa mortaliteta je izuzetno visoka u podrucjima sa muskarcima crne rase, kao
$to su sub-Saharska Afrika i Karibi, ali i kod Afro- Amerikanaca. Neocekivano visoka stopa mortali-
teta je prisutna i kod muskaraca u Skandinaviji. Nizak mortalite je karakeristi¢an za Aziju, Bliski Istok
i zemlje Severne Afrike. Detektovana je i visoka prevalenca ovog tumora na autopsijama. U slucaju
kompletno ukalupljenog tkiva prostate registrovan je kod 15-20% obdukovanih muskaraca Azije i kod
¢ak 30-40% takode obdukovanih muskaraca zapadnih zemalja. U zapadnim zemljama, kod muskaraca
nakon cistoprostatektomije, kojima je potpuno kalupljeno tkivo zlezde naden je karcinom prostate kod
prosecno 50% slucajeva. Taj broj je znacajno manji kod obdukovanih azijskih muskaraca i iznosi oko
10%. Ovaj tumor pogada mahom muskarce starije Zivotne dobi, > 60 godina Zivota, a veoma se retko
dijagnostikuje kod mladih od 50 godina. Karakteristi¢no je da mu ucestalost raste sa godinama Zivota.
Nasuprot ovim tvrdnjama su rezultati studija na podruc¢ju SAD-a, koje su registrovale karcinom pro-
state kod 30% obdukovanih muskaraca starosti 30-50 godina. Stil Zivota i navike u ishrani su ve¢ dugo
dovode u vezu sa nastankom ove neoplazme. Karcinogeni, estrogeni i oksidansi iz hrane mogu biti
okida¢ u nastanku karcinoma prostate. Brojni autori su u svojim radovima analizirali uticaj animalnih
proteina, tj. upotrebu mesa i mle¢nih proizvoda u ishrani i njihovu vezu sa nastankom tumora. Zna-
¢ajan je i broj studija koje su ispitivale dejstvo steroidnih hormona i hroni¢ne upale u etiopatogenezi
ove neoplazme. Klini¢ka sumnja na karcinom prostate se postavlja u koliko je povisen nivo PSA i nije
uredan digitorektalni pregleda (DRE). DRE nije senzitivna i specifi¢cna metoda za dijagnostiku ovog
tumora i u ¢ak 25-50% slucajeva prisutnog tumora, ne registruje isti, pogodan je samo za dijagnostiku
velikih i high grade tumora. Odredivanje nivo PSA je u bronim zemljama skrining metoda, jer je nivo
ovog antigena u serumu blisko povezan sa rizikom od karcinoma prostate. Vrednosti totalnog PSA 2-4
ng/ml predstavljaju tacku preseka, izmedu normalnih i povisenih vrednosti. Odredivanje serumskog
nicvo PSA se koristi u dijagnosticke, terapijske i prognosticke svrhe. Vec¢ina adenokarcinoma prostate
(85-90%) je multifokalnog tipa rasta, a lokalizovana su mahom u posteriornoj/posterolateralnoj peri-
fernoj regiji zlezde, ali se belezi porast dominatno anteriorno lokalizovanih karcinoma. Centralna zona
prostate je obi¢no sekundarno zahvacena ovim tumorom. Najcesci histoloski tip karcinoma je acinarni
adenokarcinom. Zlatni standard u dijagnostici karcinoma prostate je patohistolodka analiza tkiva, koji
je dobijen iglenom biopsijom prostate, pod kontrolom ultrazvuka. Patohistoloska dijagnostika moze
biti inicijalna i definitivna, a vrsi se na: bioptickim uzorcima, materijalu nakon transuretralne resekcije
prostete (TURP), zbog kompletne ili inkompletne retencije urina ili na operativnom materijalu nakon
totalne ili radikalne prostatektomije. U cilju daljeg adekvatnog tretmana pacijenta i procene prognoze
bolesti, svaki tumor, pa i karcinom prostate od strane patologa mora biti histoloski tipizovan, gradi-
ran i volumenski procenjen, a kada je u pitanju operativni materijal treba odrediti patoloski stadijum
bolesti, pTNM. U $irokoj upotrebi je najnoviji Karcinoma protokol, Koledza americkih patologa iz
novembra 2021. Godine, koji je u obaveznoj upotrebi za akreditovane laboratorije od marta 2022.
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godine. U patohistoloskom gradiranju i dalje je aktuelan revidiran ,Gleason scoring system" iz 2016.
godine, uz upotrebu ISUP gradus grupa (International Society of Urological Pathology Grade Group),
koje predstavljaju histoloski gradus tumora i morfoloski prognosticki faktor bioloskog ponasanja kar-
cinoma prostate, naravno u kombinaciji sa drugim parametrima, kao $to su nivo PSA, klini¢ki i pato-
loski stadijum bolesti. Sve navedeno omogucuje predvidanje toka bolesti i usmerava klinicke lekare,
urologe i onkologe prema optimalnom terapijskom pristupu. I ako je acinarni adnokarcinom prostate
najucestaliji histoloski tip tumora, ne treba prenebregnuti i druge, manje zastupljene histoloske tipove,
kao $to su intraduktalni, duktalni, skvamozni, urotelni karcinoma, karcinom bazalnih ¢elija, neuroen-
dokrine tumora, hematolimfoidne, mekotkivne neoplazme, te sekundarne tumore itd. Moze se desiti
da ne mozemo na osnovu morfoloske slike i imunohistohemijskih bojenja tipizovati tumor prostate u
do sada poznate i prema klasifikaciji SZO (Svetske zdravstvene organizacije) tipizovane, onda treba u
obzir uzeti radove, posebno eminetnih autora ove oblasti, koji prikazuju slucajeve ili studije sa novim,
do sada neklasifikovanim histoloskim tipovima karcinoma prostate, od kojih ¢e neki sigurno, kao i
mnogo puta do sada biti uvrsteni u buduce klasifikacije tumora SZO.

Kljucne reci: Karcinom, prostata, terapija, patohistoloska dijagnoza

Prostate cancer: the path to therapy always leads through pathohistological diagnosis

Sandra Trivunic Dajko"?
"University Clinical Center of Vojvodina, Novi Sad, Serbia
“Faculty of Medicine, University of Novi Sad, Novi Sad, Serbia

Prostate cancer, detected clinically and pathohistologically, is the second most common malignant
tumor in men after bronchial cancer worldwide, although there are differences in distribution in diffe-
rent regions and countries. It is the most common cancer in men in Europe, with about 450,000 newly
diagnosed cases a year and about 100,000 deaths. In Serbia, prostate cancer is the most common cancer
after lung and colon cancer, with 2,300 to 3,000 diagnoses a year and over 1,000 deaths. The highest
incidence is still in North America, the Caribbean, Brazil, most Western European countries, Australia
and New Zealand. On the other hand, there are countries with a low incidence, such as the Asian con-
tinent, some countries in the Middle East and Africa. This distribution of incidence can be explained
by the influence of both genetic and environmental factors, among which the economic development
of these countries and the level of health care should not be neglected, as they have direct repercussions
on screening and diagnostic procedures. In terms of mortality, prostate cancer is on 5th place, also seen
worldwide. The mortality rate is extremely high in black men areas, such as sub-Saharan Africa and
the Caribbean, but also among African-Americans. High mortality rates are also unexpectedly present
in men in Scandinavia. Low mortality is characteristic of Asia, the Middle East and North African co-
untries. A high prevalence of this tumor at autopsies was also detected. In cases where prostatic tissue
was completely analyzed, the tumor was registered in 15-20% of autopsied men in Asia and in 30-40%
of autopsied men in Western countries. In Western countries, prostate cancer was found in men after
cystoprostatectomy, in average of 50% of cases, where prostatic tissue was completely analyzed. This
number is significantly lower in autopsied Asian men and is about 10%. This tumor mainly affects men
older than 60 years, and is very rarely diagnosed in men under 50 years of age. It is characteristic that its
frequency increases with age, but there are studies in the United States contrary to these claims, which
registered prostate cancer in 30% of autopsied men aged 30-50 years. Lifestyle and eating habits have
long been associated with the development of this neoplasm. Carcinogens, estrogens and food oxidants
can be a trigger in the development of prostate cancer. Numerous authors have analyzed the influence
of animal proteins in their works, such as use of meat and dairy products in the diet and their relation-
ship to tumor formation. The number of studies examining the effect of steroid hormones and chronic
inflammation in the etiopathogenesis of this neoplasm is also significant. Clinical suspicion of prostate
cancer is raised by the level of elevated PSA levels and abnormal digital rectal examination (DRE). DRE
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is not a sensitive and specific method for the diagnosis of this tumor and in as many as 25-50% of cases
of the present tumor, it does not register the same, and it is suitable only for the diagnosis of large and
high grade tumors. Determining the level of PSA is a screening method in many countries, because the
level of this antigen in the serum is closely related to the risk of prostate cancer. Total PSA values of 2-4
ng/ml represent the point of intersection between normal and elevated values. Determination of serum
PSA level is used for diagnostic, therapeutic and prognostic purposes. Most prostatic adenocarcinomas
(85-90%) are of the multifocal growth type, and are localized mostly in the posterior/posterolateral
peripheral region of the gland, but there is an increase in predominantly anteriorly localized cancers.
The central zone of the prostate is usually secondarily affected by this tumor. The most common histo-
logical type of cancer is acinar adenocarcinoma. The gold standard in the diagnosis of prostate cancer
is pathohistological analysis of tissue, which is obtained by needle biopsy of the prostate, under the
control of ultrasound. Pathohistological diagnosis can be initial and definitive, and is performed on:
biopsy specimens, material after transurethral prostate resection (TURP), due to complete or incom-
plete urinary retention, or on surgical material after total or radical prostatectomy. In order to further
treat the patient and assess the prognosis adequately, each tumor, including prostate cancer, must be
histologically typed, graded and volume assessed by a pathologist, and when it comes to surgical ma-
terial the pathological stage of the disease, pTNM, should be determined. The latest Cancer Protocol
from the College of American Pathologists from November 2021, is in wide use, and it has been in
mandatory use for accredited laboratories since March 2022. The revised Gleason scoring system from
2016 is still relevant in pathohistological grading, using the ISUP grading group (International Society
of Urological Pathology Grade Group), which represents the histological grade of the tumor and morp-
hological prognostic factor of biological behavior of prostate cancer, of course in combination with
other parameters, such as PSA level and clinical and pathological stage of the disease. All of the above
enables the prediction of the course of the disease and directs clinicians, urologists and oncologists
towards the optimal therapeutic approach. Although acinar adenocarcinoma of the prostate is the most
common histological type of tumor, other, less common histological types should not be overlooked,
such as intraductal, ductal, squamous, urothelial carcinoma, basal cell carcinoma, neuroendocrine,
hematolymphoid, soft-tissue, and secondary neoplasms. It may happen that we cannot typify a prostate
tumor in those known so far based on morphological picture and immunohistochemical staining, and
according to the WHO (World Health Organization) classification, then we should take into account
works, especially eminent authors in this field, which show cases or studies new, hitherto unclassified
histological types of prostate cancer, some of which will certainly, as many times before, be included in
future WHO tumor classifications.

Key words: Cancer, prostate, therapy, pathohistological diagnosis
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Primary pulmonary Ewing’s sarcoma: a case report
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Introduction: Ewing’s (ES) sarcoma is a small round cells tumor, most often localized in the diaphysis
or metaphysis of long bones in children, adolescents and young adults. It is less often primarily locali-
zed in soft tissues and in the elderly. The primary pulmonary location of this tumor is particularly rare.
ES is genetically characterized by a translocation involving the EWSRI gene. Case report: We present
a 37-year-old patient in whom multiple focal lesions in the right lung were observed on computed
tomography (CT) as part of the follow-up of severe acute respiratory syndrome coronavirus 2 (SARS
CoV-2). The largest lesion was 10.5x9.2 cm in diameter, located in the upper lobe. Several smaller and
one larger lesion in the middle lobe was also observed (6x5.7 cm). The right side pleural effusion was
associated with compression atelectasis in all three lobes. An open lung biopsy of the upper lung lobe
tumor area was done.

Results: Bioptic material consisted of several particles 0.6 cm to 2.5 cm in diameter. The lung parenchy-
ma were occupied by tumor tissue made up of diffusely arranged round, small, blue cells with a high
nucleo-cytoplasmic ratio, centrally located nuclei with abundant, granulated chromatin, and sparse,
bright, diastase-PAS-positive cytoplasm. By immunohistochemistry, tumor cells showed positivity on
vimentin, CD99 and were immunonegative on synaptophysin, chromogranin A, S-100, melan A, CD5,
CD20, CD34, CD45, CD56, EMA, CK (AE1/AE3), Bcl2, TTF-1, CK7, CK18, CK19, HHF35, Calreti-
nin, Desmin. Ki 67 positivity marked proliferative activity of around 60% of tumor cell nuclei. Based on
the morphological and immunohistochemical characteristics, the diagnosis of Ewing sarcoma was de-
termined. Molecular testing revealed the translocation involving the EWSRI1 gene; t (21; 22) (q22; q12).
Additional radiologic examinations did not show any bones or other visceral organs and soft tissues
changes. The patient underwent surgery and six cycles of chemotherapy according to the appropriate
SIOP protocol. Discussion: ES is small round cell sarcoma showing gene fusions involving one mem-
ber of the FET genes family (usually EWSR1) and a member of the E26 transformation specific (ETS)
family of transcription factors. In 90% to 95% of cases, they have a translocation of t(11; 22) (q24; q12)
or t(21; 22) (q22; q12) on the EWSRI gene. So far, 32 cases of ES primarily localized in the lungs have
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been described in the available literature. The prognosis is poor and according to the cases shown, half
patients died in the period from one to 54 months from the diagnosis. At the time of diagnosis, patients
ranged from 4 years to 70 years (mean 31 years). According to the literature data, the prognosis is better
in ES localized in the bronchus than in the lung parenchyma, as was the case with our patient. At the
last control, the health condition of the patient was stable. The disease is in regression after the applied
chemotherapy. This report aims to contribute to understanding the rare primary lung location of ES
and its morphological and genetic characteristics. Conclusion: ES is a malignant tumor that is most
often diagnosed in long bones in children and adolescents. Primary pulmonary location is extremely
rare, and only 32 cases have been described in the available literature. In the differential diagnostic
consideration of tumor lesions in the lung parenchyma in younger people, the rare possibility of extra-
osseous ES should be taken into account.

Key words: Ewing sarcoma, extraosseous, primary lung tumor
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Casopis ,,Materia Medica” izlazi tri puta godisnje i objavljuje radove iz razli¢itih oblasti biomedicine. Za
publikovanje se primaju slede¢e vrste radova: uvodnici (do 5 strana), originalni radovi (do 10 strana), revijal-
ni radovi (do 12 strana), seminarski radovi (do 10 strana) prikazi slucaja (do 5 strana), pisma uredniku (do 2
strane), prikazi knjiga (do 2 strane), dopisi za rubriku u spomen - ,,In memoriam” (do 5 strana), istorija me-
dicine (do 5 strana) i konferencijska saopstenja (do 5 strana). Uredivacki odbor se striktno pridrzava princi-
pa Dobre nauc¢ne prakse. Kada pripremaju rad za publikovanje autori moraju da se pridrzavaju uputstva ko-
je je predlozio Internacionalni komitet za urednike medicinskih ¢asopisa, a koje je publikovano na web sajtu
Internacionalnog komiteta urednika medicinskih ¢asopisa http://www.icmje.org/

UPUTSTVO ZA PRIPREMU RUKOPISA
Koristite Time New Roman, font 12, justify orjentaciju (Ctrl + J) i prored 1,5
1. strana

Naslov rada (do 12 reci ili 100 slovnih mesta sa proredima, pisati malim slovima postujuci pravopis o ve-
likim slovima, ne stavljati tacku na kraju)

Prvi A. Autor !, Drugi B. Autor?, Treéi C. Autor3... (puno ime i prezime sa srednjim slovom)

1 Ustanova iz koje su autori (pun naziv)

2 Ustanova iz Koje su autori (pun naziv)

3 Ustanova iz koje su autori (pun naziv)

Autor za korespondenciju
Ime Prezime, institucija, adresa, telefon, e-mail

2. strana

Apstrakt (do 250 reci, strukturiran)
Pisite ga u: originalnom naucnom clanku, preglednom clanku, prikazu slucajaceva, rubrici aktuelno i u
rubrici seminarski radovi, a ne pisite ga u uvodnicima i pismima urednistvu

Apstrakt treba da sadrii sledeée delove
Cilj (Objective, Aims),

Metod (Methods),

Rezultate (Results)

Zakljucak (Conclusion).

Kljuc¢ne reéi: ili kratke fraze do 10 (obavezno sa MeSH liste koja se moZe na¢i na web sajtu www.nlm.
nih.gov/tsd/serials/lji.html

I SADA PONOVITE SVE NA ENGLESKOM
3. strana

Uvod (idealan uvod je uvod do 25 recenica na jednoj strani A4 formata)

1. Paragraf - 1-2 uvodne recenice za centralnu re¢enicu Centralna re€enica, klju¢na recenica prvog pa-
ragrafa je odgovor na pitanje ,,Sta mi znamo” (polje istraZivanja). Posle centralne reenice slede 1-2 za-
vrsne recenice za 1. paragraf ili 1-2 prelazne na sledeci paragraf. Pozeljno je ovaj deo potkrepiti sa 1-2 refe-
rence, ne vise od 5, a najbolje je da to budu poglavlja iz udzbenika ili revijalni radovi.

2. Paragraf — 1-2 uvodne recenice ka centralnoj recenici drugog paragrafa. Centralna recenica, kljuc-
na refenica prvog paragrafa je odgovor na pitanje ,,Sta mi ne znamo” (problem istraZivanja). Citaoca
upoznajete sa postojec¢im podacima (tudim i sopstvenim) o problemu koji istrazujete, o ograni¢enjima da se
taj problem resi i o pitanjima na koja odgovori jo$ nisu dati. Citirati samo one reference koje se neposredno
odnose na istrazivanje istog predmeta i koja su prethodila vasem istrazivanju.

3. Paragraf - Cilj vaseg istrazivanja.

|
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Sugestije:

Ako preterate sa referencama u Uvodu izgubicete ,,blago” za diskusiju i opteretiete spisak literature (ve-
¢ina Casopisa dozvoljava, pa i mi najvise 25-30 referenci. Prilikom prikupljanja reference neophodno je citi-
rato reference novijeg datuma, naravno da neka stara (“kapitalna’) moZze na¢i svoje mesto. Redosled referen-
ci koje citirate treba da sledi logi¢an raspored paragrafa uvoda. Prve reference su one koje se odnose na uop-
Steno znanje o problem i reference o istrazivaCkom problem. Zatim slede reference vezane za nova istraziva-
nja - prethodna, aktuelna istrazivanja i njihove limitacije

Nikada u Uvodu ne iznositi svoje rezultate

Konkretan cilj se obi¢no navodi u jednoj recenici (poslednjoj recenici Uvoda) koja postavlja ocekivanja
zbog kojih je istrazivanje zapoceto i zbog kojeg se rad pise. Vodite racuna cilj je prva recenica strukturiranog
apstrakta i poslednja recenica Uvoda .

4. strana
Materijal i metode

Opisite kako ste dosli do rezultata (precizan dizajn studije, metoda koju ste koristili i kako ste analizira-
li podatke). Tacni podaci gde je studija sprovedena. Budite koncizni ( ne pisete turisticki vodic). Ukoliko ko-
ristite standatdni metod citirajte referentnu literaturu. Sve mere koje saopstavate u poglavlju rezultati, u po-
glavlju metode moraju imati opisan nacin kao se do njih doslo. Prilikom ¢itanja ovog metoda, treba omogu-
¢iti Citaocima da imaju kriti¢ki uvid u vas radi i da ponove vasu studiju bas na onaj nac¢in kako ste je vi uradi-
li. Podnaslovi koji se koriste u poglavlju metoda kao $to su: u¢esnici, dizajn studije, specificne metode, anali-
za podataka... klasi¢no odreduju njen sadrzaj. Neophodno je da date detalje o odobrenju vase studije, koje je
dao eticki komitet vase institucije u kojoj je istrazivanje sprovedeno. Zbog toga §to su etnicki principi funda-
mentalni za dobru istrazivacku praksu, mnogi ¢asopisi ne zele da publikuju ¢lanke koji ne ukljucuju detalje
o etni¢kim odobrenjima (Materia Medica je prihvatila Principe dobre nauéne prakse). Citaoci Zele da znaju
na koji ste nac¢in ukljucili ljude u vasu studiju. Stoga, izbor ucesnika mora biti jasno opisan i ukljucujuéii is-
kljucujuci detalji moraju biti opisani u sitnice. Prilikom opisivanja ucesnika studije, njihova privatnost mora
biti postovana. Ne smete ukljuciti bilo kakve indentifikacione infomacije o njima, u tekstu, tabelama ili foto-
grafijama. Ako se koristi fotografija, pismeni pristanak mora biti uzet od pacijenta ili ako su deca, od njiho-
vih roditelja. Veli¢inu i karakteristike uzorka, ne stavljajte u poglavlje materijal i metode nego stavite na po-
cetak poglavlje rezultati. Mnoge istrazivacke studije koriste upitnike pa u poglavlju metode morate dati pre-
cizne detalje o upitiniku, koje ste koristili, kako ste ga razvili, i testirali za ponovljivost. U eksperimentalnim
studijama, detalji intervencija i kako su primenjeni moraju biti u potpunosti opisane.

5. Strana
Rezultati

Posle metoda, predstavlja najlakSe poglavlje za pisanje. MozZete koristiti interesantne kombinacije teksta,
tabli i figura da odgovorite na pitanje studije u vidu jasne pri¢e. Ovo poglavlje iz prakti¢nih razloga je pozelj-
no pisati posle poglavlja metode, a pre pisanja uvoda i diskusije. Osnovno je da sopstvene rezultate ucinite
jasnim za Citaoca kako bi razumeli $ta ste radili i dokle ste stigli. Ovo poglavlje mora voditi ¢itaova kroz pro-
ces istrazivanja. Duzina ovog poglavlja je odredena iskljucivo brojem rezultata koje Zelite da prikazete, a ne
onim $to vi zelite da kazete o tome. Rezultate treba prikazivati postepeno.

Prvo se prikazuju elementi deskriptivne statistike koja opisuje karakteristike uzorka studije. To je prvi pa-
ragraf poglavlja rezultati i njegov cilj je da precizno i jasno prikaze detalje vaseg uzorka. To je veoma vazno,
jer epidemolozi Zele da znaju kako ste definisali karakteristike vaseg uzorka, a klinicari zele da znaju koliko
su ucesnici u vasoj studiji slicni sa njihovim pacijentima. Po zavrSetku statistiCke analize podaci i rezultati se
mogu prikazati na tri na¢ina: tekstualno, tabelama i figurama.

Tekst — pojedine rezultate je bolje prikazati jednostavnim recenicama sa podacima stavljenim u zagradu.
Primer: srednja vrednost proliferativnog potencijala za PCNA (2.20%) je veca nego srednja vrednost za Ki-
67 P (1.64%) i Cyclin D1 (1.36%).
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Tabele — predstavljaju popis brojeva ili teksta u rubrikama pri ¢emu je svaka rubrika obelezena. Tabele po-
red prikazivanja podataka na pregledan nacin omogucavaju i ekonomicno raspologanje prostorom u ¢lanku.
Ne treba ih koristiti da bi se pokazao nacin kretanja nekih rezultata (trend) ili veza izmedu pojedinih rezultata
i to je bolje prikazati figurama (dijagramima). Na primer ukoliko Zelite da prikazete veli¢inu uzorka i odnos
polova vasih ispitanika bolje je da koristite tabelu. Medutim, ukoliko Zelite da prikazete nacin na koji je pol
povezan sa uzorkom populacije onda je bolje koristiti dijagrame. Legenda tabele se stavlja ispod tabele, levo
orjentisana. U mnogim eksperimentalnim i opservacionim studijama je neophodno da prikazete osnovo upo-
redivanje studijskih grupa koje takode definiSu sposobnost generalizacije vasih rezultata. Nikada ne nazovite
osnovnu karakteristiku vaSeg uzorka ,,demografskim* jer shodno Oksfordskom re¢niku, demografija je gra-
na antropolologiju u kojoj se proucava statistika, rodenja, smrti i bolesti i stoga, to nije prikladno za ovaj kon-
tekst. U bilo kojoj studiji, procenat, srednja vrednost i njena standardna devijacija ili medijana i njen rang su
najprikladnije metode deskriptivne karakteristike i zavise od informacija koje opisuju.

Figure — prikazivanje rezultata figurama podrazumeva kori$¢enje dijagrama, fotografija, Sema, mapa i cr-
treza kako bi se na jasan i pregledan nacin prikazali rezultati dobijeni u istrazivanju. Postoji vise vrsta dijagra-
ma (StapiSasti dijagram (engl. bar chart), histogrami ucestalosti (engl. histogram) , pogacasti dijagrami (en-
gl. pie chart) , linijski dijagrami (engl. line graph), i grafikoni sa slikama (engl. pictograph) prilagodenih za
opisivanje i prikazivanje razlic¢itih vrsta obelezja i rezultata.

Sledeci paragraf poglavlja rezultati se odnosi na opisivanje bivarijantnih analiza.

U tre¢em paragrafu se opisuju multivarijantne analize i to je mesto gde se zavrSava cilj ili testiranje hi-
poteze, navedeno na kraju poglavlje uvod. Prilikom pisanja ovog paragrafa jedino je bitno da kaZete Citao-
cu ono §to on zeli da zna. Nemojte dodavati ili ukljucivati bilo kakave podatke koji se udaljavalju od glav-
nog cilja. Podse¢amo vas da rezultati i podaci nisu ista stvar, nije potrebno da ponavljate brojeve u tekstu ko-
je ste prikazali u tabelama ili figurama. Citaoci Zele da prime poruku iz tabela ili figura i ne treba im dozvo-
liti da sami interpretiraju.

6. Strana
Diskusija (1/3 vaseg teksta)

Diskusija je vrlo Cesto najslabiji deo ¢lanka. Pojedine stvari u poglavlju diskusija prakti¢cno NE SMETE
uraditi:

1.ne ponavljajte ¢injenice iz uvoda

2.izbegavajte ponavljanje rezultata

3.ne prikazujte rezultate koje niste prikazali u poglavlju rezultati

4. ne postoji ni jedan razlog da podvlacite koliko je ,,sjajan* vas rezultat, dozvolite da Citaoci sami o to-
me prosude

Diskusija ne predstavlja jednostavno ponavljanje rezultata ili potvrde njihove tacnosti. Svaka diskusija
iznosi ono izvan ociglednosti (engl. beyond the evidence). Svaki Clanak sadrzi zakljucak koji se ne nalazi u
poglavlju rezultati. Takode svaki statisticki znacajan nalaz nema klinicki znacaj.

Diskusiju bi trebalo zapoceti, po mogucstvu jednom recenicom - ponavljanjem glavnog nalaza. 1. para-
graf poglavlja diskusija se jednostavno moze poceti: ,,Nasa studija pokazuje...” i izneti sazeto nalaz nase stu-
dije, po mogucéstvu u jednoj recenici.

2. paragraf - treba izneti jasno i precizno (prakti¢no opsirno) prednosti i nedostatke studije sa podjedna-
kim naglaskom na oba elementa. Posebno treba imati na umu da ¢e i urednici i Citaoci biti najzainteresovani-
ji bas za taj paragraf diskusije. Ukoliko urednik ili ¢italac otkriju nedostatke u vasoj studiji, a vi ih niste opi-
sali izgubi¢e poverenje u vasu studiju, jer prakti¢no se postavlja pitanje: ,,Kolika je snaga vase studije ako vi
niste uocili nedostatak”.

3. paragraf se odnosi na studiju koja je izvedena. Neophodno je izneti doprinos studije. Ne treba iznositi
da li je i u kojoj meri bolja od prethodnih studija na osnovu kvaliteta ili nedostataka koje ste izneli u prethod-
nom paragrafu, nego treba prednosti i nedostatke sopstvene studije uporediti sa prednostima i nedostacimma
drugih studija. Vrlo je vazno da naglasite zasto ste vi dobili drugacije rezultate od ostalih ukoliko ste ih dobi-
li. Paznja! U ovom trenutku postoji opasnost da udete u sferu Spekulacija. Ukoliko ne znate zasto se vasi re-
zultati razlikuju od drugih iznesite to i ne pretendujte da su vasi ispravni, a tudi pogresni.
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