PE3IOMETA HA HAYYHUTE TPYJIOBE
Ha IJ1. ac. 1-p Xpucto boiiyen [lonos

[IpencraBenu 3a yyacthe B KOHKYpC 3a 3a€MaHe Ha akajgeMuuHara aiabxHoct JOLEHT

B 00JIaCT Ha BUCIIETO 00pazoBaHue 7. 3paBeona3BaHe U CIOpT, MPO(heCHOHATHO
HarpaBieHue 7.1. MeaunuHa, 1 HaydHaTa CeIuaiHocT ,,O011a 1 KIMHUYHA TaTOJIOTHS * KbM
Karenpa ,,O0IIa U KIMHINYHA TaTOJIO0T s, ChcOHa MEIUIIMHA U IeOHTOoTUs “, Dakynrer
MenuimHa, MenuuuHcku yauBepcuteT Bapna u Kinauka no Knuanuna naronorus, Y MBAJI
,CBera Mapuna® Bapua, myonukysas B /IB Op. 7 ot 23.01.2024 rog.

Jucepranus 3a OHC ,,/lokTop* Ha Tema:

MNPOIrHOCTUYHMU U NPEJUKTUBHU MOP®OJIOI'MYHAN
®AKTOPHU ITPU YPOTEJIEH KAPHHUHOM HA ITUKOYHMUSA
MEXYP (Ilpuno:xenue 18.33 u 18.34)

Pe3rome: B MoMeHTa pa3BUTHETO HA 3HAHUATA B CbBPEMEHHATAa MEAUIIMHCKA HAYKa € JOCTUTHAJIO
710 U/iesATa U IPU3HABAaHETO Ha HE0OX0AMMOCTTa OT MHAUBUIYAJIEH MEIUIIMHCKH MTOJIXO IIPU
JICYEHNETO Ha BCEKU MalueHT. ToBa € 0Tpa3eHo B KOHIENIMITA 33 IEPCOHAIN3UpPaHa MEIUIINHA —
00J1aCT, KbM KOSITO Ca HACOUEHU HAJSKUTE 32 BH3MOXKHOCTTA 32 HANpPEeAbK B AMArHOCTHKATA U
JICYEHUETO Ha 3JI0KAYeCTBEHU 3a00JsiBaHus. HAMBUAYAIHUAT IOIX0/, U3TPaJICH Ha Oa3aTa Ha
npenu3Ha Mop(oIoruyHa AMarHo3a U ONpeeseHus MOJIEKYIIsIpeH Npodui Ha TymMopa, JaBa
BB3MOXHOCT 32 IPOBEXAAHE Ha JIECYEHHE Ha BCEKU IMallUEHT.

KapuuHOMBT Ha MUKOYHUSA MEXYD € AEBETUAT HAl-ueCTO CPelllaH KapIMHOM B cBeTa. [loBeueTo
TYMOPH Ha MUKOYHMSI MEXYP ca C ypOTEIUAJIEH IPOU3X0/1 U TOBA € IMpeodiaaaBalusiT
XHMCTOJIOTMYEH THII cpell HacesneHneTo B 3ananHa Espomna u Cesepna Amepuka. Ilpes nocnennure
rOJMHH 3a00J1€Ba€MOCTTa OT YpOTEIHalleH KapIlIMHOM B CBETOBEH Mallad HEMPEeKbCHATO HApacTBa,
KaTo Hall-ysI3BUMHU Ca MBJKETE ChC CBETJIA KOXa U JIMLaTa BbB Bb3pacToBara rpyna 65-80 roauHu.
[To nanam Ha HarmoHamHus OHKOJIOTHYEH HHCTUTYT B bbirapus ce HaO0/1aBa TEHACHIIHS 32
HapacTBaHe Ha 3a00J1€MOCTTa OT ypOTEeNIHaIeH KaplMHOM — OT 00IIaTa OHKOJIOTHYHA
3abongemoct npe3 2015 rox. 8,2% ca mbixke, a 2,7% ca xeHu. KapunHOMBT Ha TUKOYHUS MEXYD €
M3KIIFOYUTETHO KOBAPHO HEOIIACTUYHO 3a00JIsIBaHe, KOETO IPOTHYA IBJITO BpeMe 0e3
oryiakBaHus oT OosiHuTe. briaronapenre Ha paHHaTa IMarHOCTUKA U TOJOOPEHOTO JIeUeHne
CMBPTHOCTTA MOCTETIEHHO HaMaJsiBa, a paTaJHUTE U3XO/AU Hai-4ecTo ca CBbP3aHH C PELUANBU
WM MeTacTaThuHa 6osecT. B cpaBHeHMe ¢ Apyru 3710KaueCTBEHU 3a00JIIBaHUS KapLUUHOMBT Ha
MIUKOYHMSI MEXYP CE XapaKTepu3Hpa ¢ U3KIFUYUTEIHO BUCOKA YeCTOTa Ha peuuauBy. ETo 3amo
U3CIeI0BAaTEICKUTE JIEHHOCTH B CBETOBEH Maiad ca (oKycupaHu BbpXy HAMUPAHETO HA HOBU
MapKepH, yuacTBallld B aHTMOT'€He3aTa, KJIeThYHaTa npoaudepanus u AudepeHuanmusara, KOuto
O1xa MOIJIM J]a TOMOTHAT 3a pa3dupaHeTo Ha OMOJIOTHUATA HA KaplIMHOMA Ha MUKOYHUS MEXYp U J1a
CITy’KaT KaTo MPOTHOCTHUYHY U NPEAUKTHUBHU (hakTopH. [IoBeueTo OT HOBOAMArHOCTULIUPAHUTE
YPOTEJINaIHU KapUUHOMHM, OIIPEJEIICHN KaTO HEMHBA3UBHU, YECTO PELIUAUBUPAT UJIU IPOTPECUPAT
710 MHBa3uBeH pactex. B cpuioro Bpeme 20-30% oT HanmpeaHaIuTe pakoBU 3a00IBaHUS ca
CKJIOHHH JIa JaBaT METAacTa3Hu. BpIpekn paguKkanHaTa QUCTCKTOMHUS, TbUeTepanusaTa 1
XUMHOTEPANHUATA, IETTOANUIITHATA IPEKUBIIEMOCT Ha MMALIMEHTUTE B MHOTO citydau € nog 50%.
CwmsTa ce, ye MIeHTU(PULIPAHETO Ha MapKepH 3a IPOrHO3UPAaHE Ha OMOJIOIMYHOTO OBEIEHUE Ha
TyMOpa B paHHHUTE €Talld Ha HETrOBOTO Pa3BUTHE MOXKeE J]a YBEJIIMYM [IAHCOBETE 3a OJIaronpusTeH
n3xon. IIpu romxsima 4acT OT 3710Ka4eCTBEHUTE TYMOPH € IIOCTUTHAT HAPEIbK B
NepCOHATM3UpPaHaTa MEIUIIMHA, KbAECTO JEPUHUPAHUAT U BeUE U3BECTCH UMYHOXUCTOXUMUYCH U
MOJIEKYJISIPEH MPO(UII MO3BOJIABA UHANBUAYAIM3UPAH TEPAaeBTUUYEH 1T0AX0 . B Ta3u nmocoka
YPOTEIHUAT KaplIMHOM Ha MMKOYHUS MEXYp € Bce oule Ha3aa. OT apyra cTpaHa OBEYETO OT
U3CIIEABaHMATA BbPXY KaHIEPOreHe3aTa, IPOrpecusaTa U METaCTa3uTe Ha 3JI0KAYECTBECHUTE



TYMOPH JIBJITO BpeMe ca (hoKycHpaHu BbpXY TYMOPHHS napeHxuM. TymopHaTa crpoma
(crenMHUTENHATA ThKaH MEX/y TYMOPHUTE I'HE3/1a 1 UHBAa3UBHUS pb0) ce Bb3IIpHUEeMa MEXaHUYHO
KaTo Oomopa v nacuBHa 6apuepa. Criopes KOHIENIUATA 33 IEPCOHATM3HPaHa MEIULIMHA BCIKA
CTPYKTYpHA XapaKTePUCTUKA /WK (GYHKLIMOHAIHO B3aUMOACHCTBUE OU MOCITYKUIIO 3a
ONTHMHU3MPAHE HAa JUArH03aTa, yChbBbPIICHCTBAHE HA TEPAIUATA YPE3 33JaBaHE HA LIEJIH 32
Bb3/IeHicTBUE U IT0100psIBaHE HA POorHo3aTa. OCBeH BCUUKH KJIEThYHH U HEKJICThYHU
KOMIIOHEHTH Ha ChbE€IMHUTENIHATA ThKaH, TYMOPHAaTa MUKpPOCpEa BKIIOYBA U JPYTU KIETKU C
BHCOKa MeTa0O0JUTHA aKTUBHOCT. JloKaTo yyacTuero Ha JIMM(OLUUTH, MaKpo(haru, HeyTpOpHIHUTE
JICBKOLIUTH ca OOEKT Ha peaulla N3CIEeIBAHMs, POJIATA Ha €O3MHODMINTE € TI0-Cl1ad0 MpOyYeHa, a
ChOOLIEHMATA 110 TO3U BBIIPOC B IEPUOJUYHATA JIUTEPATypa ca JOPU NPOTUBOpEeUrBH. B
JOM'BJIHEHHE KbM KJIACHYECKOTO pa3OupaHe 3a pojsiTa Ha €03MHOMWINTE IPH aJeprUYHH U
napazuTHU 3a0o0isaBaHus rpe3 80-Te roJMHU Ha MUHAINS BEK B Hay4HaTa Ipeca ce MosIBUXa
cpobOmienus 3a TATE - Haimune Ha €03WHO(IIIHY JICBKOIIMTH OKOJIO U CPEJT THE3/1aTa Ha
TYMOPHHUS TAPEHXHM.

HacrosmoTo npoy4Bane uma 3a 1iel1 1a CpaBHU HAKOW KJIMHUYHHA U MOP(]OIIOrnIHN
XapaKTEPUCTUKHU HAa YPOTEIIHNS KApLIUHOM Ha IMKOYHUS MEXYD, 32 Ja OTKpUE HAKOU
XapaKTePUCTHKH, KOUTO OMXa MOTJIM J1a UMAT IPOTHOCTUYHO W/WJIH MPEITUKTUBHO 3HAYCHUE.

3a Ta3u uen JepUHUpaxMe HAKOJIKO 3a7auu:

1. [la ce mpoydar u aHamu3upaT YPOTEIHUTE KapimHOMH B cTaauii pTa u pT1 3a nerroauiiex
NIEpUOJT BbB BPb3Ka C KIMHUKO-MOP(HOJOTUUHUTE XapaKTEPUCTUKH (BB3PACT, M10JI, IPEKUBIEMOCT
710 HACTBIIBAaHE Ha JIOKAJICH PEUIUB, TU(PEPEHIINALNS U CTAIUN ).

2. la ce mpoyyaT U ChIIOCTABAT KIMHUKO-MOP(OIOTHYHUTE ITOKA3ATENIN MEKIY PELIUBUPALIITE
1 HEpEeLUUIUBUPALIY YPOTEITHH KApUUHOMH HAa TUKOYHHUS MEXYD.

3. Jla ce aHanmu3Mpar NOJYKOJINYECTBEHO U KOJMUYECTBEHO TYMOP-aCOLIMUPAHUTE €03UHODUIN U
MacTOLIUTH BbB BPb3Ka C KIMHUKO-MOP(OIOTHUHUTE MOKA3aTeNN Ha peUUANBUPAIINTE U
HEpELUIMBUPAILUTE YPOTEIHN KapLIMHOMH.

4. la ce olleHM U CPaBHM UMYHOXUCTOXMMHYHATa ekcnpecus Ha FGF2 B TymopHaTa ctpoma nipu
VMHBa3WBHYU U HEMHBA3UBHM YPOTEJIHU NaNWIAPHU KapLIUHOMH.

5. la ce u3cnenBa MMyHOXUCTOXMMHYHATA eKCIpecus Ha uTockeneTHus nporenH CK20,
TpaHckpunuuoHHus ¢paktop GATA3 u curHan-uHIyUpall peuentope nporeus gpl30 B
TYMOPHHUS TAPEHXHM.

Benuku Mopdosiornunu npoueaypu ca U3BbpIIeHU B 1abopaTtopunte Ha KinuHukara mo o0mia u
kiInHu4HA narosorus Ha YMBAJL ,,Cs. Mapuna“ BbpXy OMONCHUYHN MaTepUaIn OT MALUEHTH Ha
Knunukara no yposiorus KbM chliara O0oJHUIA.

[Ipo6u ot 163 manueHTH ¢ NanuIapeH ypoTeJleH KapluHOM Ha MUKOYHUS MeXyp B ctaauii pTa u
pT1 Osixa cvOpanu u pasaeneHu Ha 1Be Tpynu. [IbpBara rpyna ce cberon ot 95 manuentu (n = 95)
C YpOTENEH KapIMHOM Ha MUKOYHUS Mexyp 3a nepuoaa 2007-2011 rox. Te3u nanuentu ca
MPOCIICICHU B MPOIbJKeHUE Ha S TouHu (choTBeTHO 2011-2016 r01.) Uupe3 penoBHO
MIPOBEXKIaHH IUCTOCKOIUY U HE € YCTaHOBEH peluIuB (KOHTpoJiHa Tpyma). Bropara rpyna ce
cbcTou OT 68 manueHTH (n = 68), IMarHOCTUIIUPAHU C YPOTEJIEH KapIIMHOM Ha MMUKOYHUS MEXYp
3a nmepuoaa 2007-2011 roa. ¢ XMCTOJIOTMYHO JAOKa3aH JIOKAJIEH peuuaInMB. Bcuuku nmauueHTu ca
JIEKYBaHU C TPaHCYPETpaJIHA PE3EKLUS U MOCIEIBallla MHTPaBE3UKallHa Tepanus. Benukn
OMOIICMYHM MaTepUaIn ca 00pabOTEeHH 3a pyTUHHA XUCTOJIOTHS U UMYHOXUCTOXUMHUS B
CBhOTBETCTBHUE C ETUYHHUTE NPaBUiIa, CbOOpPa3eHH ¢ HOPMAaTUBHATA ypenda B 1a0opaTOpUUTE HA
Kimankara o o6mmia u kimmandHa naronorus Ha YMBAJL ,,Cs. Mapuna“. XuCTONOTHYHUSAT THII,
CTeNeHTa Ha MU epeHanrs U CTaAUAT Ha TyMOpa ChIIIO CE ONpeeis 3a IbPBUYHUS TyMOpP BbB
BCSIKA OT JiBeTe Ipynu. J{OIbIHUTETHH Cpe30Be OT NapapMHOBUTE OJIOKOBE CE OLBETSBAT 32
OLIEHKa M Mpe0posiBaHe HAa MACTOLIUTUTE, KAaKTO U 32 MMYHOXHCTOXMMHYHA OIICHKA Ha
ekcnpecusara Ha cienaute anturena: FGF2, GATA3, CK20 u gp130. Tymop-cBbp3aHaTa ThKaHHA
€03MHO(HIIUS U TyMOP-CBbP3aHUTE ThKAaHHU MacCTOIIMTHU CE ONPEAEIT MOTYKOIMYECTBEHO U
KOJIMYECTBEHO U IIPH JIBETE TPYIN MALUECHTH.

BxurouenunTe B mpoyuBaHeTo nanueHTH (n=163) ca Ha cpenHa Bb3pacT 65.92 + 11.06 rogunu,
MOBEYeTOo OT TAX (63) ca BBB Bb3pacToBaTa rpyna 61-70 roquHu, KOeTo chBIaa C JaHHUTE HA
GLOBOCAN, C30 u Hanmonanuus PakoB peructsp Ha bwarapus. [Ipu cpaBHsIBaHE Ha TpynuTe
YPOTEJIHU KapLIMHOMU C PELUAUBUPALL U HEPELMINBUPAILl KAPLIUHOM YCTAaHOBUXME, Y€ CpeaHaTa



BB3PACT MPHU NAMEHTH ¢ JioKasieH peruaus € 47,09 + 11,31 rogunau u 66,01 + 10,96 rogunu npu
MAUEHTH ¢ HePEeLUIUBUPALY YPOTEIHH KapunHoMmHu. [IpaBu Bnedatienue, ue npu
peLMIUBUPAIIN YPOTEIHN KapLIMHOMU CpeHATa Bb3PacCT € MO-HHUCKa, 0€3 CTaTUCTUYECKU
3HAYUMU pa3uKU. MoxkeM J1a IpeanoioKuM, 4e MOBTOPHATA M0siBa HA YPOTEIHUTE KapLIMHOMHU B
M0-paHHa BB3PAaCT € CBbp3aHa ¢ mo-0bp3a nporpecus Ha 3adbossieanero. Criopen Shi B et al. 2008,
MPOIBIDKUTEIHOCTTA Ha MPEXKUBSIEMOCTTa O€3 pelluIMB HamMallsiBa ¢ Bb3pacTra. ToBa BEpOSTHO ce
IBIDKY Ha (DakTa, 9e KApUUHOMBT Ha TUKOYHHUS MEXYp MMa TECHACHIUA 1a 0bae 1o0pe
nudepeHLrpaH pyu NalueHTy Ha Bb3pactT noa 40 roaunu u craauit pTa, 3a pasnuka oT 1no-
BBb3pacTHaTa nonynauus. B Hamara rpyna 14 nauuentu (8,59%) Ha Bb3pact nog 50 ronusu ca
OWJIM IbPBOHAYATHO JUArHOCTULIMPAHU ¢ HEMHBa3uBeH KapuuHoM. Ot Tax 7 nmauuentu (4,29%)
ca UMaJId peruauB (cpejiHa npekuBseMoct 13,6 Mecela TOHACThIIBAHE HA PEIIM/INBA).
[TaruenTute Ha BB3pact noa SO roguHN OOMKHOBEHO ca B cTaguil pTa 1 HUCKa cTeleH Ha
nudepeHnranus B CpaBHEHNE ¢ MallMeHTUTE Ha Bb3pacT Haja 50 rOguHM.

Crnopen Hamute pe3ynratu 6post Ha pT1 TymMopuTe, KOUTO HOCAT O-BUCOK PHUCK OT MPOTPECHS, €
3HAYUTEITHO IMO-HUCHK MMPU TO-MJIaIUTe ManueHTH. Y ossepowitch u Dalbagni mocousar, ge mo-
BHCOKAaTa 4e€CTOTa HAa TYMOPHU C BUCOK CTaJIUi IIPU MO-Bb3PACTHUTE MOMYJIaIlK TPsOBa 1a ce
TBJIKYBa C IOBHIIICHO BHUMAHHUE, Thil KATO CUCTEMHUTE 3a KJIaCH(PHUKAIN HA TyMOPH ca
MPETHPIENN HIAKOIKO MOAU(DUKAIINY MPe3 TOJUHUTE U BEPOATHO CTENEHTa Ha JudepeHIranus B
TE€3U MPOYYBAHMSI MOXKE J1a ObJie OLlEHEHA pa3aIu4Ho. Bb3pacTra 1 MoIbT Ha MALIUEHTUTE HE
KOpenupar chC CKIIOHHOCTTa KbM HACThIIBaHE Ha peluuauB. HamuTe pe3ynratu nokas3sar, ue
€THOBPEMEHHOTO CPAaBHEHHE Ha CTAIMS ChC CTETICHTA Ha AU(EepeHIHAINS U B IBETE IPYIH
MOKa3Ba BUCOKA JOCTOBEPHOCT. [10-CKIIOHHU KbM pElUANB Ca YPOTEITHUTE KaPIIMHOMH B CTa Ui
pTa, xouto ca ¢ Hucka crenet Ha nudepennuanus (Chamssuddin et al. 2013). Criopen
pesynratute npu 121 ot nmanuentute (74,23%) ypoTeTHHUAT KapLIMHOM c€ € ToSIBHII cien 60-
TOJIMIITHA BB3PACT, KATO CHOTHOIIEHUETO MbKe/>keHu € 3/1. Te3u naHHu ChBMAAT C pe3yJTaTUTE
ot nutepatypara (Aliramaji et al. 2015, Flaiga et al. 2017). AHanu3bT Ha Te3U JaHHU B IBETE
IpyNH HE MTOKa3Ba CTATUCTUUECKU 3HAYMMA pa3iinKa MEX/y TSIX MO Bb3pacT U MOJ.

B nameTo npoyuBaHe ThbKkaHHa €03MHO(UIINS, CBbP3aHa C TyMOpa, MpUChcTBa pH 102 manueHTH
(62,58%). YcraHoBeHa e Bucoka craructuuecka 3HaunuMoct (p <0,001) mexay mirbTHOCTTA Ha
€03MHO(MIIHATA HHPUITPALU B CTpoMaTa U 1osiBaTa Ha peluauB Ha Tymopa. Koraro npu
II'bPBUYHA €H/I0CKOIICKA OUOIICHUS C€ YCTAHOBU TOJIsIM Opoii €03uHO(UIIH (C TUTBTHOCT HaJ
5,17/mm?) B cTpomata Ha ypoTeTHHs KapIHHOM Ha MUKOYHMS MEXYp, PUCKBT OT JIOKATeH
pELUIMB Ce CUUTa 3a TBHp/Ie BUCOK. [lo00Ha Bpb3ka e oTkpuTa oT Miyata et al. 2015 r. mpu
KapIMHOM IN Situ Ha nmukouHus Mexyp. Karo npoabinkeHue Ha aHanu3a KpuBuTe Ha Karuian-
Maiiep He noka3Bat Bpb3ka Mex1y Opost Ha TATE u Bpemero 10 HacThIIBaHE Ha JIOKAJIEH
perauB. Criopen ananusza Ha ROC Curve BucokoctreneHHUST TATE He Bnusie Ha obmiata
MIPEKMBSIEMOCT BBIIPEKU TEHACHLIMATA KbM HacThIIBaHE Ha peunauB. [Ipeamnonara ce, ye
€03MHO(HMIHATa HHPUITPALUs OJaronpusITCTBA HACTHIIBAHETO HAa PEIUIUB, Thil KaTo
JeTpaHyIanusaTa Ha €03MHOPUITHUTE TPAHyJIM OCBOOOKIaBaT (pakTopu (OCHOBEH AJIKAJICH U
KaTHOHEH NPOTEUH, €03MHO(IIHA TEPOKCHIa3a, €O3MHOPUIEH HEBPOTOKCHH U JIp.), KOUTO Mpeyar
Ha mpoliecuTe $aronuTo3a, Bh3NajleHue U KIeThuHO yBpexaane (Ogasawara et al. 2020, Holm-
Bentzen 1989, Rosenberg et al. 1999) u karo 1sI0 MOy IMPAT TYMOPHATa MHKPOCPEIA.
KomnuectBennre nscnensanns Ha TATE npeacrasisBaT uHTEpEC U ca MpeaMET Ha TEKYIIN
3a1b1004YeHN IPOYyYBaHUs KakTo rpu HerymopHau (Awad H et al. 2020), Taka u npu TyMOpHU
nporecu (Horiuchi et al. 1993, Alrawi et al. 2005, Said et al. 2005 ).

HaGmronenueTo 1 orjeHKaTa Ha MaCTOIIMTUTE B TYMOPHATa CTpoMa MoKa3BaT, ye Te ca
Pas3MoyIoKEeHN €MHUYHO, B MAJIKU TPYIU WK 1OoA (popmarTa Ha MAJIKH KIIbCTEPU. Y CTAHOBUXME
HAJIMYMETO HA TYMOp-acouuupanu TbkaHnHu MacTouT (TATM) u B 1BeTe rpynu NarueHT:H
CHOTBETHO C HEPELUIUBUPAILL U pelUAUBUpAl ypoTeseH kapiuuHoM. [IpaBu BneuaTiienue, ue
TEXHUAT a0COIIOTEH OpOM M IITBTHOCT Ca 3HAYUTEIHO MO-HUCKU NPU HEPEIMIUBUPALLINTE
KapIMHOMH, C MAKCUMaJIHa TIBTHOCT A0 9 I(J'IGTKI/I/mmZ, a ipu peuuausupammre — 10 30,70 mm?.
KakTo noiyKoIM4ecTBEeHHUST, TaKa U KOJMYESCTBEHUAT aHaU3 Ha Tecta Ha Mann-Whitney
MoKa3BaT 3HauMTenaHa pasnuka (x2 = 13,49, p = 0,0001) B 6post Ha TATM B cTpomaTta Ha
II'BPBUYHUTE TYMOPH MU NAIUEHTH OT ABeTe rpynu. ChlaTa Bpbh3Ka € MOTBbPACHA OT aHaIKM3a Ha
ROC kpuBata. Benpeku ToBa, OposIT U IUTBTHOCTTA HA MACTOLUTHTE HE Ca CBBbP3aHH C



npexuBsieMocTTa 6e3 JokaneH peunans. Kpusute Ha Kaplan-Meier moka3Bar, 4e maneHTUuTe ¢
BHCOK Opoit TATM HsMaT 3HaYUTETHHU PA3JIMKU B IPSKUBIEMOCTTa 0€3 JIOKAJICH PEIUINB B
CpaBHEHHE C TE€3H C MO-HUCHK OPOil MACTOIUTH.

Hsma 3agoBonuTenHo obsicHeHHe 3a yBeInYeHUs: Opoil MacTOLIMTH B CTpoMaTa Ha peluIMBUpaIln
kapuuHoMH. IIpencraBeHUTe TyK pe3yiaTaTy U JIMUTEPaTYpPHUTE JaHHU HE MOTraT J1a OTTOBOPSAT Ha
BaYKEH BBIIPOC — JIaJIM MACTOLUTUTE CTUMYIUPAT HACTHIIBAHETO HA PELUINB WM y4acTBaT B
noTuckaHero My. OT e1Ha CTpaHa CTUMYJIMPAHUTE MACTOLUTH UMAT aHTUTYMOPEH OTEHLUAI
ype3 AUPEKTHO akTHBHpaHe Ha nurtotokcuunu sumdorutu (Nakae S et al. 2006). Ot apyra
CTpaHa JIaHHUTE 3a BIMSHUETO UM BbpPXY aHTMOT€HEe3aTa ca npoTuBopeunBu. Cmsra ce, ue
MacCTOLIUTUTE CTUMYJIUPAT AaHTMOTEHEe3aTa Ype3 HAKOJIKO Pa3jIMuHu MEXaHHU3Ma U JJOPU ce
Mperoiara, 4ye Te 3aJIeficTBaT ,,aHruoreHeTHaHus npepkimrousaren (Norrby 2002, Peltanova et
al. 2019). Ipyru aBTopH Mpermoiarat, 4e Ipyu opeesiecH yCiaoBus 1 okanu3anud TATM
UHIynUpaT anonTo3a Ha enotennu kietku (Heikkild et al. 2008).

FGF2 e napyr ¢daktop Ha TyMOpHaTa CTpoMa, KOWTO B3aUMOJICHCTBA C IIUPOK CHEKTHP OT KIETKH
0T TyMOpHATa MUKpOCpeZa U €JIeMEHTU Ha ekcTpauenyinapHus matpukc. FGF2 uma Bucok
MUTOTEHEH MOTEHIHA U Y4acTBa B peAnila OMOJOTUYHH MPOLIECH, BKIIOYUTEITHO TYMOPEH PacTek
1 nHBa3us. PaKThT, Y€ MOAYJIUPA POJIATA HA CO3HHODMINTE, AAUIIOIUTUTE U APYTH UMYHHHU
KJIETKHU, TO MPaBU BakeH (PaKTOp 3a MPOrpecusiTa Ha ypOTeIHUTE KapiuHOMU. HeroBusiT perentop
(FGFR3) noka3Ba MyTaluy 1 CBPBbXEKCIPECUS B TOJISIMA YacT OT YPOTEIIHUTE KAPLIUHOMU U JOPU
¢ el 3a Tepanus ¢ Tupo3uHkuHasHu naxuoutopu (Gust K et al. 2013).

B namero u3cnenBane nojoxurenHara excripecust Ha FGF2 Gemre oTkpuTa UMyHOXUCTOXHMHUYHO
B LIMTOIIa3MaTa Ha ubpobiacTuTe B cTpoMaTa Ha TYMOpa U OKOJIO TyMOpa U B IIUTOIJIa3MaTa Ha
€H/IOTEJIHUTE KJIETKU OT KPbBOHOCHHUTE ChAOBE. B HACTOAIIOTO MpOyYBaHE HE € yCTaHOBEHA
Bpb3Ka Mexay FGF2 u nudepennuanusta/periuinBuTe Ha ypOTEITHUTE KapIIMHOMHU, a CaMO
Bpb3Ka C TIXHATAa HHBA3UBHOCT.

He e otkpuTa Bpb3ka Mexay ekcrpecusra Ha FGF2 u apyrure KIMHUYHY U TaTOJOTUYHU
napameTpH (I1oJ1, Bb3pacT, AU epeHnnanus 1 JIOKaJIeH PelyIuB) IPpU CTAaTUCTUYECKH 3HAYUMO P
<0,05. Anamu3bsT Ha ROC xpuBaTa nokasa, ye BUCOKHTE HUBa Ha ekcrpecus Ha FGF2 B ctpomara
ChOTBETCTBAT Ha HUCHK NMOTEHLIMAN 3a CyOMYKO3Ha MHBA3HsI IIPU BUCOKA CTaTUCTHUYECKA
3naunmoct (p <0,0001).

OT nogo0HO 3HaUEHUE 32 MHBA3MBHOCTTA HA YPOTEIHMS KaplIMHOM € ekcnpecusita Ha CD10 -
MeMOpaHeH METaJIONpPOTEUH C MHOTO MPOTUBOPEUYUBA POJIs B OMOJIOTMYHOTO MTOBEICHHE Ha
KapLUMHOMH C pa3jinyHa Jokanuzanus. [IpeauiHoTro Hu poydBaHe BbPXY Apyra rpymna ypoTeaHu
KapIIMHOMHM Ha MUKOYHHUS MeXyp MoKa3a nojoxuTenaHa ekcupecus Ha CD10 B rymopu,
MHBa3Upally B MOAJIeXkallaTa riajika MycKyJiarypa, 10KaTto Ipyu HEMHBAa3UBHUTE €KCIIPECHsI HE
oemre otkputa (Popov et al. 2015). CD10 unaktuBupa Hsxoiako ECM dakropa, pazuenBaiiku
aMUHOTEPMHUHAJIMTE Ha MENTHAHUTE BPB3KU U 110 TO3U HAYUH YJIECHsBA MPOTpecHsTa Ha
tymopute. Cmsta ce, ue FGF yuacTtBa B Giiokupaneto Ha Meauupanara oT FGF anruorenesa
(Mishra et al. 2016).

[Ipensua 66p30TO pa3BUTHE HA TEXHOJIOTUUTE U HABJIM3aHETO UM B OMOJIOTMYHUTE HAYKH U
MeAMIIMHCKAaTa MPaKTUKa € JIOTUYHO Jla OYaKBaMe HOBH Npeau3BuKarencTsa. Hanpumep
KOH(OKaTHAaTa JIa3epHa €HJIOMHKPOCKOITUS OCUTYPsIBa XUCTOJIOTHYHO H300paKeHHUE B PEATHO
BpEME Ha HMBa YOBEIIKAa ThKaH Ha AbJI00YMHA 0Kosio 60 um. B cyOMyKO3HUS HHTEPCTUIIIYM
(BKJIIOUUTENTHO MTUKOYHHS MEXYP), TO3U METOJI 32 ITbPBH BT Pa3KpHBa II'BJIHU C TEUHOCT
CUHYCOMJIaJTHU CTPYKTYPH, 32 KOUTO C€ CMSTa, Ye UTPasiT poJisi B IPOLECH KaTO UHBA3US U
pasnpocTpaHeHue Ha 370kadecTBeHu Tymopu (Benias et al. 2018).

GATA3 e TpaHCKpHUMITHOHEH (PaKTOP, KOUTO perynupa KieTbuHaTa AudepeHIuaIus u
nponudepanus B JJHK nocnenosarennocty, HO poisitTa My B TYMOpOTeHe3aTa BCe OIlle He €
nocTaTh4HO M3sicHeHa. ABropu kato Gulbinas et al. 2006, Engelsen et al. 2008, nabmogaBaiiku
excrpecusta Ha GATA3 B HsAKOM TyMopH (KapLIMHOM Ha ITaHKpeaca U eHJOMETpUyMa U Ap.),
3aKJII0YMXa, Y€ MOBUIIEHUTE HUBA Ha ekcripecus Ha GATA3 umat otpuiaTesHa poJsis 1mno
OTHOIIICHHE Ha CTETNEeHTa Ha Au(epeHnalys, KakTo U CTaIus Ha pa3BUTHE HAa TyMopa. Hsakou
aBTOpH 00ave CBBbP3BAT MO-OJArONPUATHHUS OMOJIOTUYEH X0 Ha TYMOPUTE (Hamp. HEBpoOIacTOM)
¢ Bucoku HuBa Ha ekcripecust Ha GATA3 (Hoene et al. 2009). IMyHOXHUCTOXMMHUYHATA €KCITPECHS
Ha GATA3 ce mpuiara mupoKo KaTo MoJIe3eH MapKep 3a yporenHa audepenunanus. B



HACTOAILOTO U3CJEIBaHE HUE OIIpeIeIMXMe HUBaTa Ha sipeHa excipecust Ha GATA3 B TymopHH
KJICTKH, KOUTO BapupaT 3HAUUTENIHO [IPU NALMEHTH ¢ ManuaapeH ypoTeileH KaplMHOM Ha
nuko4yHust Mexyp. He e ycranoBeHa Bpb3ka Mexay excripecusita Ha GATA3 u uzcnenBanure
KJIMHUKO-TIATOJIOTUYHHU IIapameTpH (1101, Bb3pacT, 1udepeHyanus 1 cTaaui) Npu cTaTUCTUYECKU
3HauuMo p <0.05. Ananu3st Ha ROC kpuBara nokasa, ue HuBaTa Ha excripecust Ha GATA3 ca
HaMaJICHW WM JIMIICBAT PU HEPELUAUBHPAILY KapLIUHOMH, JTIOKATO MPH peliUIUBUPAILN
KapLMHOMHU EKCIIpECHUsITa € UHTEH3UBHA IIPU CTAaTUCTUYECKU 3HaYMMU cToiiHOoCcTH (p <0,001).
Zheng et al. 2012 u McConkey et al. 2009 o6¢hxaaT Bp3MOKHOCTTA ekcrpecusnta Ha GATA3
CBIIO /12 € CBhP3aHa C eMUTEIHO-ME3eHXMMHA TpaHc(hopMaIus, KOeTo IMpeAroiara no-Bucoka
CKJIOHHOCT Ha ypOTEJIHUS KapLMHOM KbM MHBa3Us U MeTacTazu. To3n MexaHU3bM MOJKE ChILO J1a
o0sicau poisita Ha GATA3 B nokanuus peuuaus. Criopen apyru aBropu (Li et al. 2014) mo-
HUCKUTE HUBA Ha excpecust HAa GATA3 ca cBbp3aHM ¢ YpOTEJIHUS KapLIMHOMU C BUCOKA CTEIEH
Ha nudepeHanys 1 Mo-BUCOKa CKIIOHHOCT KbM MHBa3Ms. HamuTe pe3ynaratu He JoKa3Bar
TakaBa Bpb3Ka. ToBa MOXe Jja ce 00SICHU € pa3IMyHaTa XMCTOTeHe3a U PEryJIaTOpHU MEXaHU3MHU
Ha TYMOpUTE, cBbp3aHu ¢ excupecusara Ha GATA3 oT TyMOpHHU KJIETKH U HETOBOTO Y4acTHE B
eMUTETHO-ME3EHXMMHaTa TpaHchopMallys Ha TYMOpHaTa MUKpOCpea.

Hamrero BHuManue 6emie HaCOYSHO U KbM IIUTOKEPATHHHUTE, KOUTO Ca MEXIUHHU (PUITaMEHTH,
XapaKTepHU 3a LUTOIIa3MaTa Ha eMUTEIHUTE KIeTKU. [IpexoaHusAT enuTen win ypoTenbT Ha
MMKOYHUTE IIBTUILA IIOKa3Ba IPOMEHH B eKcrpecusita U koHpurypanusata Ha CK20, cebp3anu cbe
cTpatudukanysa U nudepeHnanms.

[Tonoxurenna excnpecust Ha CK20 ce HaOnrogaBa B IMTOILUIa3MaTa Ha yPOTEITHUTE TYMOPHU
kieTku. He ce yctaHoBsiBa Bpb3ka Mexy ekciipecusita Ha CK20 u n3cienBaHuTe KIMHUKO-
MATOJIOTUYHU MapaMeTpH (I10J1, Bb3pacT, CTaAMM U NOsIBa HA JIOKaJIEH PELUINB) IPU
cratuctryecku 3HauuMo p <0.05. Ananu3bt Ha ROC kpuBara nMokasBa CTaTUCTHYECKU 3HAUYMMa
pa3irKa MEeX]ly HUCKA U BUCOKA CTETEH Ha Au(epeHnanus Ha ypoTeaHus kapuuHoM. [Tpu
TYMOpPH C BUCOKa CTeNeH Ha nudepenimanus excnpecusta Ha CK20 e 3HauMTeIHO HaMaJeHa
KaKTO MO0 MHTEH3UTET, TaKa U IO IO, C TEHACHIIMS J1a JINTICBA Han'bJIHO. [IpoyuBanus Ha qpyru
aBTOpH IOKa3Bar, ue excrpecuara Ha CK20 e 1o ronsima creneH cBbp3aHa ¢ BpEMETO 10
HacTeiBaHe Ha peruaus (Bertz et al. 2012). Hammre pe3yntatu He MOKa3BaT CTATUCTUYCCKH
3Ha4MMa Bpb3Ka MeX]ly HuBaTa Ha ekcripecust Ha CK20 1 BpemMeTo 10 HaCcThIIBaHE Ha PELU/IUB.
Agtopu kato Desai et al., onensiBanu excnipecusta Ha CK20 Bbpxy 42 HUCKOCTESTIEHHH U 62
BHCOKOCTETIEHHU YPOTEIHHU KaplIMHOMH, YCTAaHOBSBAT, Y€ TS € CBbpP3aHa ¢ BUCOKOCTENIEHHU
KapLUMHOMH U CTaJIUi Ha TyMopa. 3a pa3jiiKa OT TSIX HUE OTKpPUXME Bpb3Ka MEXAYy BUCOKU HUBA
Ha EKCIIPECHs U HUCKOCTEIIEHHUTE YpOTEIHHU KapuuHoMu. He ce oTkpuBa Bpb3ka Mexay
ekcipecusara Ha CK20 u cranus Ha Tymopa.

Bwnpeku oOmmpHHUTE poyuBaHus 3a poiisita Ha excrpecusta Ha CK20 B ypoTenHUTE KapIUHOMHU
SICHO €, Y€ UMa MHOT'O HEChOTBETCTBHSI U Pa3JIMKU B MHTEpIpeTanusiTa. ToBa HU 1aBa OCHOBaHUE
Jla IpreMeM, 4e TS Bapupa npu yporenHute kapiuuHomu 1 CK20 He Moske 1a Ob1e KaTeropuieH
JMarHOCTHYEH, POTHOCTUYEH U NMPEAUKTUBEH MapKep 32 TYMOPH C YPOTEJIEH MPOU3XO/.

Ponsita Ha gp130 npu ypoTenHust KapLMHOM Ha MUKOYHUS MEXYp He e 1o0pe uzsacHeHa. Criopen
Omokehinde et al. 2020 gp130 perysupa HIUPOK CIEKTHP OT MPOIECH, BKIFOUUTEIHO TyMOpPHATa
naTroreHesa u Metacrtaupanero. Apropu kato Xu et al. 2013 uskazBar xumoresa, ye gp130 moxke
Jla Urpae pojsl B MHUIIMUPAHETO Ha YPOTEJIEH KapLUHOM Upe3 KOEKCIPECHs C T€HU, KOUTO
CTUMYJUPAT NpoJudepanusaTa Ha TYMOPHHU KJIETKH.

Martin et al. 2019, onensiBaiiku excrpecusita Ha gpl130, Bel-xL u VEGFR2 Bopxy 11 yporennu
KapLMHOMa JJOKa3BaT, 4€ TS € CBbp3aHa C arpeCUBHOCTTA Ha Tymopa. [lo-ciennanHo ekcrnpecusita
Ha gp130 3HaunTenHO KOpenupa ¢ nudepeHnunanusaTa Ha TyMOpa, HOJAJIHHS CTaTyC U
MPEXKUBIEMOCTTa Ha naruenTta. ChlUTe aBTOpHU 0TOEINA3BAT HUCKa ekcripecus Ha gp130 mpu
HearpecuBHU MANMWIAPHA TYMOPHU HAa TUKOYHHS MEXYP, JOKATO BUCOKUTE HUBA KOPEIUPAT ChC
3JI0KQ4ECTBEHU TYMOPH € JIolIa IPOrHo3a. B HacToAMOTO N3cneaBaHe HE yCTAaHOBUXME TaKaBa
BpPB3Ka, KOETO MOXE J1a c€ 00sICHU OT (pakTa, 4e OpOosIT Ha M3CIICABAHUTE OT HAC MAIUCHTH € T10-
rojsiM. Y cTaHOBEHATa MOJIOKUTENHA ekcrpecus Ha gp130 B nuTomnuazMara Ha TYMOPHHUTE KIETKH
HE MO0Ka3Ba BPb3Ka ¢ KIMHUYHUTE U MATOJIOTMYHH MTapaMeTpH (I10J1, Bb3pacT, AudepeHunaus,
CTaJWi M MOsIBa HA JIOKAJICH PEIUANB) MpU cTaTucTHdecku 3Haunmo p <0.05.

[To-no6poTo pa3zbupaHe HAa CUTHATHUTE IIBTUINA U MIOBEICHUETO HA TYMOPHUTE KJIETKH, OKOJHATA



MHUKpPOCpe/ia U B3aUMOJCHCTBUETO MEKIY TSIX O MPEAOCTaBHUIIO MO3HAHUS 32 MEXaHU3MHUTE,
OTIOBOPHHU 3a CTUMYJIMpaHE /WM MHXUOUpaHe Ha TyMoporeHe3arta. M3scHsaBaHeTo Ha Te3H
MEXaHU3MHU MOXKE Ja J0BEeJe 10 Pa3paboTBaHETO HAa HOBU TEPANICBTUYHHU SN 32
IIPEIOTBPATABAHE HA MHULIMMPAHETO U IPOIPECUPAHETO HA TYMOPUTE U TAXHOTO ITIOBTOPEHHUE.
Pesynrtarure, mojiyueHu B TOBa Mpoy4yBaHe Ha 163 ManueHTH ¢ ypoTeaeH KapluHOM Ha MTUKOYHUS
mexyp B craguii pTa u pT1, npenocraBuxa qaHHU, MIOTBbPXKJaBallld YCTAHOBEHUTE (aKTH B
JUTeparypata, ¥ OT Ipyra CTpaHa, pa3Kpuxa HAKOM HOBU OOCTOSITEICTBA, CBbP3aHU C
IIporpecusATa Ha ypoTesHus kapuuHoM. Hue nokasaxme, ye yBeauueHUsT Opoil eo3uHopuim u
MacCTOILIMTH B CTpOMaTa U nojoxxkurenHata excrpecusi Ha GATA3 ca yepTu B IbPBUYHUS TYMOD,
KOUTO CTaTUCTUYECKHU IIPENONPEIEIIAT I0-BUCOK PUCK OT IIO-PAHEH JIOKAJICH PELIUIUB.
VYcTaHOBEHa € M CTaTUCTUUECKU 3HauMMa Bpb3Ka Mexy ekcripecusita Ha FGF2 u nunaBasuBHoCTTa
Ha KapLHMHOMa.

B®3 ocHOBa Ha Te€3u MOJIENM OMXME MOTJIH J]a MPEIOKUM 00T PO Ha PELUIUBUPAIINS
YpOTEJIEH KapLIMHOM Ha MUKO4YHUA Mexyp. Mmaliku npenBux ropHUTe KpUTEPUN,
MOp(OJIOTHYHATA OIIEHKA Ha BCEKH OTJEINICH Cydail B ObJelle 1Ie MM03BOJIN ONPENEISTHETO Ha
BHUCOK WJIM HUCBK PUCK OT HACTBHIIBAHE Ha peUUAUB. PUCKBT 1€ BKIIOYEH B OKOHYATEIIHUS
ouoncuuer noknaa. Tosa me Obae omie eanH (HakTop, ONPEAesIl HHANBUAYAIN3HPAHETO Ha
TepamnusaTa pu OHKOOOJIHUTE, U LI C€ OTPa3U Ha KIMHUYHOTO MY IIPOCIIE/sIBAaHE U
CBOEBPEMEHHOTO OTKPHUBAHE HA HOBUSI PELIU/IMB.

W3BoauTe, KOUTO MOXKEM J1a HAIIPABUM, Ca CIEIHUTE:

1. JIokamHUAT peunauB Ipy yPOTETHUTE KapUUHOMHU B cTaauil pT1 HacThIBa MHOTO IO-paHo OT
Te3U B craaui pTa.

2. BeposiTHOCTTa OT JIOKaJIE€H PEIUANB € CTATUCTUYECKH J0Ka3aHa KaTo M0-BUCOKA IIPU YPOTEIHU
KapIIMHOMM C BUCOKa CTEIeH Ha Au(epeHIInaIusl.

3. BpemeTo 10 noKaneH peuuauB € MHOTO TIO-KpaTKO MpH NallMeHTH C YPOTEIEeH KapLuHOM C
BHCOKA CTENEeH Ha JudepeHanus.

4. Hannuwnero u murbtHOCTTa HA TATE 1 OposT HAa MAaCTOLUTUTE B CTpOMaTa Ha ypOTeJIHUS
KapIMHOM KOPEJIUPAT MOJIOKUTEIHO € MO-BUCOK MPOIIEHT Ha CTAaTUCTHYECKA 3HAUUMOCT (P
<0,001), c mOBHIIIEHUS PUCK OT JIOKAJICH PEIMIUB, HO HE MOTAaT JIa OTMPENIEIISAT BPEMETO 10
HEroBara IosBa.

5. Bucokute HMBa Ha nuToIIazMeHa ekcnpecus Ha FGF2 ot TymopHaTa ctpoma ca npeamnocraBka
3a HaMaJIeH PUCK OT MH(QUITPATUBEH pacTex B cyOMyKo3ara.

6. Bucoxute HuBa Ha snpeHa excripecus Ha GATA3 B TyMOpPHU KJIETKH KOPETUPAT C MO-BUCOK
PHUCK OT JIOKaJIEH PELIUUB, HO HE MOraT Jja OIPENEIAT BpEMETO JI0 [T0sIBaTa My.

7. HuBata Ha nuroriazmena ekcripecust Ha CK20 B TyMOpHUTE KIIETKH KOPEIUpaT C
HUCKOCTENeHHA Iu(epeHIalys Ha YpOTEITHUTE KapIIMHOMH.

8. HuBata Ha excripecus Ha gp130 He kopenupaT ¢ KIMHUYHUTE MOP(OIOrHUHU TapaMEeTPH.
IIpuHocH ¢ opuruHajIeH xapakrep:

1. U3cneaBanero naBa MOpQOJIOTHYHA OIIEHKA HA roJIsiMa rpyria ypoTeTHH KaplIMHOMH,
MHTEPIIOIMPAHU CIIOPE] CKIOHHOCTTa UM KBbM JIOKAJIEH PELUINB.

2. loka3aHa e Bpb3kaTta Mexay mrbTHocTTa Ha TATE, MacTouMTuTe M MosiBaTa Ha JIOKaJleH
pEeLUINB.

3. [Ipennara ce npumepeH MopdoaorudeH npodui Ha peluIMBUpaIll ypoTeleH KaplHHOM.
IIpuHOCH ¢ MOTBBPANTENIEH XapaKTep:

1. ITorBBpaeHa € Bpb3kaTa Mexay craaus (pT), high grade Ha nudepennmanus u

[I0-paHHOTO HACTBIIBAHE HA JIOKAJIEH PELIU]IUB.

2. [TorBbpaeHo € 3HaueHueTo Ha ecnpecusita Ha FGF2 u ctanus

(pT)/MHBa3UBHOCT.

IIpuHoCH ¢ HAYYHO-TIPHIIOKEH XapaKTep:

1. ITo3utuBHata excrpecus Ha CK20 He Moke 1a Ob/ie U3MoI3BaHa KaTo

KAaTE€rOpUYEH XMCTOICHETUYEH MapKep.

2. [TorBppaeHa e Bpb3kata Mexay excrpecusra Ha CK20 u low grade Ha

nQepeHIranys.

3. Excnpecusita Ha GATA3 oT ypoTeIHUTE TYMOPH CE€ CBBP3Ba C HACTHIIBAHETO HA

JIOKAJICH PeLUINB, HO HE MOXKE Ja ObJIe KAaTErOPUYEH XHUCTOT€HETUYEH MapKep 3a YpOoTeleH



IIPOU3X0/1 Ha TYMOpa.

Predictive and Prognostic Morphological Factors in Urothelial Carcinoma of the Urinary
Bladder

Abstract: Currently, the development of knowledge in modern medical science has reached the
idea and recognition of the need for an individual medical approach in treating each patient. This
is reflected in the concept of personalised medicine - an area to which hopes are focused on the
possibility of making progress in the diagnosis and treatment of malignant diseases. The individual
approach, built based on the precise morphological diagnosis and the determined molecular profile
of the tumour, allows for the implementation of each patient's treatment.

Bladder cancer is the ninth most common cancer in the world. Most bladder tumours are of
urothelial origin, and this is the predominant histological type among the population in Western
Europe and North America. Over the last years, the incidence of urothelial carcinoma worldwide
has been steadily increasing, with the most vulnerable being light-skinned men and individuals in
the 65-80 age group. According to the National Oncology Institute data in Bulgaria, there is a
tendency for an increase in urothelial carcinoma incidence - of the total oncological incidence in
2015, 8.2% are men, and 2.7% are women. Bladder cancer is an extremely insidious neoplastic
disease that exists for a long time without complaints. Because of the early diagnosis and
improved treatment, mortality rate undergoes gradual reduction, and fatal outcomes are most often
associated with recurrence or tumour metastases. Compared to other malignancies, bladder cancer
is characterised with an extremely high recurrence rate. That is why research activities worldwide
are focused on finding new markers involved in angiogenesis, cell proliferation, and
differentiation that could help understand bladder cancer biology and serve as prognostic and
predictive parameters. Most of the newly diagnosed urothelial carcinomas, defined as noninvasive,
often recur or progress to invasive growth. At the same time, 20-30% of advanced cancers tend to
produce metastases. Despite radical cystectomy, radiation therapy, and chemotherapy, the five-
year survival of patients is below 50% in many cases. It is believed that the identification of
markers to predict the biological behaviour of the tumour in the early stages of its development,
may increase the chances of a favourable outcome. In a large proportion of malignant tumours,
progress has been made in personalised medicine, where the defined and already known
immunohistochemical and molecular profile allow individualised therapeutic approach. In this
direction, urothelial bladder carcinoma is still behind.

On the other hand, most of the studies on the carcinogenesis, progression and metastasis of
malignant tumours have been for a long time focused on the tumour parenchyma. The tumour
stroma (the connective tissue between the tumour wells and the invasive margin) was perceived
mechanically as support or passive barrier. According to the concept of personalised medicine, any
structural feature and/or functional interaction would serve to optimise the diagnosis, refine the
therapy by setting targets for impact and improve prognosis. In addition to all cellular and non-
cellular components of connective tissue, the tumour microenvironment includes other cells with
high metabolic activity. While the involvement of lymphocytes, macrophages, polymorphonuclear
cells has been the subject of a number of studies, the role of eosinophils has been less studied, and
reports on this issue in the periodical literature are even contradictory. In addition to the classical
understanding of eosinophils' role in allergic and parasitic diseases in the 1980s, reports of TATE
appeared in the scientific press - the presence of eosinophilic leukocytes around and among the
nests of the tumour parenchyma. TATE was found in almost all tumour sites.

The present study aims to compare some clinical and morphological characteristics of urothelial
bladder cancer to detect some features that could be of prognostic and/or predictive significance.
For this purpose, we defined several tasks: (i) to study and analyse urothelial carcinomas in stage
pTaand pT1 for five years in relation to clinical and morphological characteristics (age, sex,
survival to local recurrence, differentiation and stage); (ii) to compare the clinical and
morphological parameters between recurrent and non-recurrent urothelial carcinomas of the
bladder; (iii) to analyse semiquantitatively and quantitatively tumour-associated eosinophils and
mast cells in relation to the clinical and morphological parameters in the two groups of patients
with recurrent and non-recurrent urothelial bladder cancers; (iv) to evaluated and compare the



immunohistochemical expression of FGF2 in the tumour stroma in invasive and noninvasive
urothelial papillary carcinomas; (v) to evaluate the immunohistochemical expression of the
cytoskeletal protein CK20, the transcription factor GATA3 and the signal-inducing receptor
protein gp130 in the tumour parenchyma.

All morphological procedures were carried out in the laboratories of the Clinic of General and
Clinical Pathology at the University Hospital "St. Marina“ on biopsy materials from patients of the
Clinic of Urology in the same hospital.

Samples of 163 patients with papillary urothelial bladder carcinoma in stage pTa and pT1, were
gathered and divided into two groups. The first group consisted of 95 patients (n = 95) with
urothelial bladder cancer for the period 2007-2011. These patients were followed for 5 years
(2011-2016 respectively), and no recurrence was established by regularly repeated cystoscopy
(control group). The second group consisted of 68 patients (n = 68) diagnosed with urothelial
bladder cancer for the period 2007-2011 with histologically verified local recurrence. All patients
were treated with transurethral resection and subsequent intravesical therapy. All biopsy materials
were processed for routine histology and immunohistochemistry in accordance with the ethical
rules following the regulations in the laboratories of the Clinic of General and Clinical Pathology
at the University Hospital "St. Marina *“. The histological type, the degree of differentiation, and
the tumour stage were also determined for the primary tumour in each of the two groups.
Additional sections of the paraffin blocks were stained for the presence and counting of mast cells
and immunohistochemical evaluation of the expression of the following antibodies: FGF2,
GATA3, CK20 and gp130. Tumour-associated tissue eosinophilia and tumour-associated tissue
mast cells were determined semiquantitatively and quantitatively in both groups of patients.

The patients included in the study (n=163) were with a mean age of 65.92 + 11.06 years, most of
them (63) belonged to the age group 61-70 years, which coincides with the data from
GLOBOCAN, WHO and the National Cancer Registry of Bulgaria. When comparing the groups
of urothelial carcinomas with a recurrent and non-recurrent course, we found that the mean age in
patients with local recurrence was 47.09 + 11.31 years and 66.01 + 10.96 years in patients with
non-recurrent urothelial carcinomas. It is noteworthy that in recurrent urothelial carcinomas, the
mean age is lower, without statistically significant differences. We can assume that recurrence of
urothelial carcinomas at an earlier age is associated with faster disease progression. According to
Shi B et al. 2008, the duration of relapse-free survival decreases with age. This is probably
because bladder cancer tends to be well-differentiated in patients under the age of 40 and the pTa
stage, in contrast to the older population. In our group, 14 patients (8.59%) under the age of 50
were initially diagnosed with noninvasive carcinoma, of which 7 patients (4.29%) had a relapse
(mean survival 13.6 months to recurrence). Patients younger than 50 years of age are usually at the
pTa stage and low grade of differentiation compared to patients over 50 years of age.

According to our results, the number of pT1 tumours that carry a higher risk of progression is
significantly lower in younger patients. Yossepowitch and Dalbagni point out that the higher
incidence of high-grade tumours in older populations must be interpreted with caution, as the
tumour classification systems had undergone several modifications over the years and probably
the degree of differentiation in these studies may be evaluated variably. The age and sex of the
patients do not correlate to the tendency to relapse. Our results show that the simultaneous
comparison of the stage with the degree of differentiation in both groups shows high reliability, as
more prone to recurrence are urothelial carcinomas in stage Ta, which have a low degree of
differentiation (Chamssuddin et al. 2013). According to the results, in 121 of the patients
(74.23%), urothelial carcinoma appeared after the age of 60, and the male/female ratio was 3/1.
These data coincide with the literature results (Aliramaji et al. 2015, Flaiga et al. 2017). The
analysis of these data in the two groups shows no statistically significant difference between them
in terms of age and gender.

In our study, tumour-associated tissue eosinophilia was present in 102 patients (62.58%). High
statistical significance (p <0.001) was found between the density of eosinophilic infiltration in the
stroma and the occurrence of tumour relapse. When a high number of eosinophils (with a density
above 5.17/mm2) is established in a urothelial bladder carcinoma stroma on primary endoscopic
biopsy, the risk of local recurrence is considered to be too high. A similar relationship was found
by Miyata et al. 2015 in the bladder in situ carcinoma. As a continuation of the analysis of this



association, the Kaplan-Meier curves do not show a relationship between the number of TATES
and the time to local recurrence. According to the ROC Curve analysis, high-grade TATE does not
affect overall survival despite the tendency to relapse. It is assumed that eosinophilic infiltration
favours relapse because the degranulation of eosinophilic granules releases factors (major alkaline
and cationic protein, eosinophilic peroxidase, an eosinophilic neurotoxin, etc.) that interfere with
processes such as phagocytosis, inflammation and urothelial damage (Ogasawara et al. 2020,
Holm-Bentzen 1989, Rosenberg et al. 1999) and generally modulate the tumour
microenvironment.

Quantitative studies of eosinophilic infiltrates are of interest and subject to ongoing in-depth
studies in both non-tumour (Awad H et al. 2020) and tumour processes (Horiuchi et al. 1993,
Alrawi et al. 2005, Said et al. 2005).

Observation and evaluation of mast cells in the tumour stroma show that they are located singly, in
small groups or in the form of short chains. We found the presence of tumour-associated tissue
mast cells (TATM) in both groups of patients with non-recurrent and recurrent urothelial
carcinoma, respectively. It is noteworthy that their absolute number and density are significantly
lower in non-recurrent carcinomas, with a maximum density of up to 9 cells/ mm2, and in
recurrent - up to 30.70 mm2. Both semi-quantitative and quantitative Mann-Whitney test analyses
showed a significant difference (2 = 13.49, p = 0.0001) in the number of TATM in the stroma of
primary tumours in patients from both groups. The same relationship was confirmed by ROC
curve analysis. However, the number and density of mast cells are not related to survival without
local recurrence. The Kaplan-Meier curves show that patients with high stromal mast cell counts
did not have significant survival differences without local recurrence compared to those with
lower mast cell counts.

There is no satisfactory explanation for the increased number of mast cells in the stroma of
recurrent carcinomas. The results presented here and the literature data cannot answer an
important question - whether mast cells stimulate recurrence or are an unsuccessful attempt to
suppress it. On the one hand, stimulated mast cells have antitumor potential through direct
activation of cytotoxic lymphocytes (Nakae S et al. 2006). On the other hand, data on their
influence on angiogenesis are contradictory. It is believed that mast cells stimulate angiogenesis
through several different mechanisms, and it is even assumed that they trigger the "angiogenetic
switch” (Norrby 2002, Peltanova et al. 2019). Other authors suggest that under certain conditions
and localisations, TATMs induce endothelial cell apoptosis (Heikkila et al. 2008).

FGF2 is another factor of the tumour stroma, which interacts with a wide range of cells from the
tumour microenvironment and elements of the extracellular matrix. FGF2 has a high mitogenic
potential and is involved in a number of biological processes, including tumour growth and
invasion. The fact that it modulates the role of eosinophils and adipocytes and other immune cells
makes it a significant factor in urothelial carcinomas' progression. Its receptor (FGFR3) shows
mutations and overexpression in a large proportion of urothelial carcinomas and is even a target
for therapy with tyrosine kinases and inhibitors (Gust K et al. 2013).

In our study, positive expression of FGF2 was found immunohistochemically in the cytoplasm of
fibroblasts in the stroma of the tumour and around the tumour and in the cytoplasm of endothelial
cells from blood vessels. In the present study, no relationship was found between FGF2 and the
differentiation/recurrence of urothelial carcinomas, but only an association with their invasiveness.
No relationship was found between FGF2 expression and the other clinical and pathological
parameters (sex, age, differentiation and local recurrence) at a statistically significant p <0.05.
ROC curve analysis showed that high levels of FGF2 expression in the stroma corresponded to
low potential for a submucosal invasion at high statistical significance (p <0.0001).

Of similar importance for the invasiveness of urothelial carcinoma is the expression of CD10 - a
membrane metalloprotein with a very controversial role in the biological behaviour of carcinomas
with different localisation. Our previous study on another group of urothelial bladder carcinomas
showed positive CD10 expression in tumours invading the underlying smooth muscle, while
noninvasive expression was not detected (Popov et al. 2015). CD10 inactivates several ECM
factors, cleaving the amino terminals of peptide bonds and facilitating tumour progression.
Specifically, FGF is thought to be involved in blocking FGF-mediated angiogenesis (Mishra et al.
2016).



The involvement of the stroma in the carcinogenesis and progression of malignant tumours is
obviously beyond the results presented here and the comments in the scientific literature. Given
the rapid development of technologies and their entry into the biological sciences and medical
practice, it is logical to expect new challenges. For example, confocal laser endomicroscopy
provides a real-time histological image of living human tissue at a depth of about 60 um. In the
submucosa interstitium (including the bladder), this method for the first time reveals fluid-filled
sinusoidal structures that are thought to play a role in processes, such as invasion and spread of
malignant tumours (Benias et al. 2018).

GATAS3 is a transcription factor that regulates cell differentiation and proliferation in DNA
sequences, but its role in tumorigenesis has not been yet sufficiently elucidated. Authors such as
(Gulbinas et al. 2006, Engelsen et al. 2008), monitoring the expression of GATAS in some
tumours (pancreatic and endometrial carcinoma, etc.), concluded that increased expression levels
of GATAS have a negative role in terms of the degree of differentiation, stage and prognosis of
tumour development. However, some authors associate the more favourable biological course of
tumours (e.g. neuroblastoma) with high expression levels of GATAS3 (Hoene et al. 2009).
Immunohistochemical expression of GATAS3 is widely applied as a useful marker for urothelial
differentiation. In the present study, we determined the levels of nuclear expression of GATA3 in
tumour cells, which vary significantly in patients with papillary urothelial carcinoma of the
bladder. No relationship was found between the expression of GATAS and the studied clinical and
pathological parameters (sex, age, differentiation and stage) at a statistically significant p <0.05.
However, ROC curve analysis showed that high levels of GATA3 expression were reduced or
absent in non-recurrent carcinomas, whereas in recurrent carcinomas, the expression was intense
at statistically significant values (p <0.001). Zheng et al. 2012 and McConkey et al. 2009 discuss
the possibility that GATA3 expression is also associated with epithelial-mesenchymal
transformation, suggesting a higher propensity of the urothelial carcinoma to invade and
metastasise. This mechanism may also explain the role of GATAS3 in local recurrence. According
to other authors (Li et al. 2014), lower GATAS expression levels have been associated with
urothelial carcinomas with a high grade of differentiation and a higher propensity to invade. Our
results do not prove such a connection. These results can be explained by the different histogenesis
and regulatory mechanisms of tumours associated with the expression of GATA3 by tumour cells
and its involvement in the epithelial-mesenchymal transformation of the tumour
microenvironment.

Our attention was also focused on cytokeratins, which are intermediate filaments characteristic of
the cytoplasm of epithelial cells. The transitional epithelium or urothelium of the urinary tract
shows changes in the expression and configuration of CK20 associated with stratification and
differentiation.

Positive expression of CK20 was observed in the cytoplasm of urothelial cancer cells. No
relationship was found between the expression of CK20 and the studied clinical and pathological
parameters (sex, age, stage and occurrence of local recurrence) at a statistically significant p
<0.05. ROC curve analysis showed a statistically significant difference between a low and high
grade of urothelial carcinoma differentiation. In high-grade tumours, CK20 expression is
significantly reduced both in intensity and area; there is a tendency to be completely absent.
Studies by other authors show that CK20 expression is largely related to the time to relapse (Bertz
et al. 2012). Our results did not show a statistically significant relationship between CK20
expression levels and the time to relapse. Authors such as Desai et al., evaluating the expression of
CK20 on 42 low grade and 62 high-grade urothelial carcinomas, found that it was associated with
high-grade carcinomas and tumour stage. In contrast, we found a relationship between high
expression levels and low-grade differentiation of urothelial carcinoma, while there is no such
relationship between CK20 expression and tumour stage.

Despite extensive studies on the role of CK20 expression in urothelial carcinomas, it is clear that
there are many discrepancies and differences in interpretation. This gives us the reason to assume
that it varies in urothelial carcinomas and CK20 cannot be a definite diagnostic, prognostic and
predictive marker for tumours of urothelial origin.

The role of gp130 in urothelial bladder cancer is not well understood. According to Omokehinde
et al. 2020, gp130 regulates a wide range of processes, including tumour pathogenesis and



metastasis. Authors such as Xu et al. 2013 hypothesise that gp130 may play a role in the initiation
of urothelial carcinoma through coexpression with genes that stimulate tumour cell proliferation.
Martin et al. 2019, evaluating the expression of gp130, Bcl-xL and VEGFR2 on 11 urothelial
carcinomas proved that it is associated with tumour aggressiveness. In particular, gp130
expression significantly correlated with tumour differentiation, nodal status, and patient survival.
The same authors noted low gp130 expression in non-aggressive papillary bladder tumours, while
high levels correlated with malignant tumours with a poor prognosis. In the present study, we did
not establish such a relationship, which can be explained by the fact that the number of patients
studied by us is higher. The established positive expression of gp130 in the cytoplasm of tumour
cell carcinomas did not show a connection with the clinical and pathological parameters (sex, age,
differentiation, stage and occurrence of local recurrence) at a statistically significant p <0.05.

A better understanding of tumour cells’ signalling pathways and behaviour, the surrounding
microenvironment, and the interaction between them would provide knowledge of the mechanisms
responsible for stimulating and/or inhibiting tumorigenesis. The elucidation of these mechanisms
may lead to the development of new therapeutic targets to prevent tumour initiation and
progression and their recurrence.

In summary, the results obtained in this study of 163 patients with urothelial bladder carcinoma in
stage pTa and pT1, provided data confirming the established facts in the literature, and on the
other hand, revealed some new circumstances related to the progression of urothelial cancer. We
have shown that the increased number of eosinophils and mast cells in the stroma and the positive
expression of GATAS are traits in the primary tumour, which statistically predetermine a higher
risk of earlier local recurrence. A statistically significant association was also found between
FGF2 expression and carcinoma invasiveness.

Based on these patterns, we could offer a general profile of the recurrent urothelial bladder
carcinoma. Considering the above criteria, the morphological assessment of every individual case
in the future will allow the high risk of recurrence to be included in the final biopsy report. This
will be another criterion in the pursuit of maximum individualisation of therapy in the cancer
patient and will affect his clinical follow-up and timely detection of the new recurrence.

The conclusions we can draw are the following:

1. The local recurrence in urothelial carcinomas in stage pT1 comes much earlier than those in
stage pTa.

2. The probability of local recurrence is statistically proven to be higher in urothelial carcinomas
with high-grade differentiation.

3. The time to local recurrence is much shorter in patients with urothelial carcinoma with high-
grade differentiation.

4. The presence and density of TATE and the number of mast cells in the stroma of urothelial
carcinoma correlate positively, with a higher rate of statistical significance (p <0.001) with the
increased risk of local recurrence, but cannot determine the time to its onset.

5. High levels of cytoplasmic expression of FGF2 from the tumour stroma are prerequisites for a
reduced risk of infiltrative growth in the submucosa.

6. High levels of nuclear GATAS expression in tumour cells correlate with a higher risk of local
recurrence, but cannot determine the time to onset.

7. Cytoplasmic expression levels of CK20 in tumour cells correlate with low-grade differentiation
of urothelial carcinomas.

8. Gp130 expression levels do not correlate with clinical morphological parameters.
Contributions of original character:

1. The study provides a morphological evaluation of a large group of urothelial carcinomas,
interpolated according to the tendency to local recurrence.

2. The relationship between TATE density, mast cells and the occurrence of local recurrence has
been proven.

3. An exemplary morphological profile of recurrent urothelial carcinoma is proposed.
Confirmatory contributions:

1. The relationship between stage (pT), high grade of differentiation and earlier onset of local



recurrence has been confirmed.

2. The significance of FGF2 expression and stage (pT) / invasiveness was confirmed.

Scientific and applied contributions:

1. CK20 positive expression cannot be used as a definite, convincing histogenetic marker.

2. The relationship between CK20 expression and low-grade differentiation has been confirmed.
3. GATAZ3 expression by urothelial tumours is associated with local recurrence, but cannot be a
definite histogenetic marker of urothelial origin of the tumour.

l. Pe3romera Ha ny0aukanuu, cBbp3aHu ¢ npuaoduBaHero Ha crenen OHC
» I OKTOP*

1. Popov H, Ghenev P.
Comparative analysis of relapsing bladder urothelial cancer.
Pe3rome:

KapunHOMBT Ha TUKOYHUS MEXYp € Po0JIeM B IPaKTHUKAaTa, 3alI0TO KMa BUCOK MPOIICHT
peranBu. Ha MUKPOCKOIICKO HUBO HAMa 0OEKTHBHH KPUTEPHH 32 OI[EHKA Ha CKIIOHHOCTTA
KbM HACTBHIIBAaHE Ha JIOKAJICH PEIUANB. B ToBa OTHOIIIEHNE Bh3MOKHU MPU3HAIIM MOTaT J1a
ObJaT HIKOM 0COOEHOCTH Ha TyMOpHaTa crpoMarta. CTpoMHaTa peakius, MposBsBaIlla ce
Yype3 Bh3NAIUTETHA HHOUATPAIUS B TyMOpa, ©Ma OTHOIIEHUE KbM OMOJIOTMYHOTO
MOBE/ICHUE HA TYMOPHUTE U MO-CIEHATHO KbM €03UHO(DUITHUTE JIEBKOIIUTH B HESL.
Hacrosmoro npoyuBane ce 6azupa Ha 156 ciiydas Ha IbpBUYEH KapIIMHOM Ha MUKOYHUS
Mexyp. Tymop-aconuupanara Tekanaa eozunodpunus (TATE) e npocnenena B
IEPBUYHUTE OTHUIIA Ha 78 Ciydasi C peluIuBUPAI] KapIIMHOM U € CpaBHEHA ChC CHIUS
Opoii cmyyan 6e3 HaCTHIIII PEUINB, CHIIOCTABEHU TI0 TIOJ ¥ BB3pacT. B ciydaute, npu
KOUTO UMa HACTHIUJ PEIUIUB, UMa MO-TOJISIM Opoi €03MHOMUIN B IHPBUYHHS TYMOD MPHU
cTaTUCTUYeCcKU 3HAYNMO ,,p<0,05%. Te3u pezynratu npeamnonarat, ue TATE moxe na 6b1e
€I1H OT BEPOSITHUTE TPOTHOCTHYHHU (PAKTOPH 32 HACTHIIBAHETO HA JIOKAJICH PEIUIUB MPH
YPOTEITHUTE KapIUHOMH.

Abstract:

Bladder cancer is a problem in the practice with the high percentage o f relapsing. At
microscopic level, there are no objective criteria for evaluation o f the tendency for local
relapsing. In this regard, possible signs could be derived from the peculiarities o f the
stroma. Stromal reaction, manifested by inflammatory infiltration in the tumor is referred
to the biological behaviour o f the cancer , with special attention to the presence o f
eosinophil leukocytes. The present study was carried over 156 cases o f primary cancers.
Tumor-associated tissue eosinophilia (TATE) was traced at the initial foci o f 78 case with
recurrent cancer and compared to the same number o f cases without relapsing, matched
for gender and age. The cases that relapsed in the future contained statistically significant
greater numbers o f eosinophils in the primary cancer. These results suggest that TATE
may be one o f the probable prognostic signs for local relapsing o f urothelial cancer.



2. Popov H, Ghenev P.
Expression of CD10 as a prognostic and predictive factor in urothelial carcinomas.
Pesrome:

Ien: LlenTa Ha n3cneaBaHeTo € J1a ce cpaBHU ekcnpecuara Ha CD10 npu nHBa3UBHU U
HEMHBAa3UBHH YPOTEIJIHU KapLUHOMH.

Metoau: ITbpBuunuTe TymMOpH Ha 40 citydast Ha ypOTEJIHU KaplIMHOMU ca U3CJICABaHU
Bbpxy H&E onerenu cpe3oBe OT OpUruHagIHu OMONCHUYHY NapadruHOBH OJIOKOBE, OT
kouto 20 — ¢ nHBa3us B MajKkaTta MyckynaTtypa u 20 - 0e3 uHBa3us B IJ1aIKaTa MUCKYJaTy.
3a excrpecust Ha CD 10 Gerre npuio)keHa pyTHHHA UMYHOXUCTOXMMUYHA IPOLEypa, ¢
u3non3Baia DAKO FLEX MOHOKJIOHaJIEHO MUILIE aHTUTSIIO KJIOH 56C6.

Pesynratu: JIBe rpynu - MHBa3MBHU U HEMHBA3UBHU YPOTEIHH KapLIMHOMH 051Xa CpaBHEHU
no otHomenue Ha CD10 ekcnipecusita. Pesynrarure onpeieneHo nokasBar, ye IOBEYETO
OT TYMOPHHTE KJIETKH BbB BCUUKU MHBa3UBHM pakoBHU 3abosiBaHus excnpecupat CD10,
JI0KaTo IpU HemHBa3uBHU KapuuHomu CD10 excrnpecusita JIMIICBa.

3akimodyeHue: Pesynarartute npeacTaBsaT yoeauTeIHU JoKa3aTesncTBa 3a poisita Ha CD10 B
MHBa3UBHOCTTA HA YPOTEJIHUS KApLIMHOM B ITOJJIEKaIATa [J1aJJka MyCKyJaTypa.

Abstract:

Purpose: The aim of the study is to compare the expression of CD10 in invasive and non-
invasive urothelial carcinomas.

Methods: Primary sites of 40 cases of urothelial carcinomas were studied on H&E stained
sections from the original biopsy paraffin block, out of them, 20 - with and another 20 —
without smooth muscle invasion. For CD 10 expression routine immunohistochemical
procedure was applied, using DAKO FLEX monoclonal mouse antihuman clon 56C6.
Results: Two groups - invasive and non-invasive urothelial cancers were compared in
regard to CD10 expression. The results definitely reveal that most of the cells in all
invasive cancers express CD10, while in non-invasive cancers CD10 expresion was absent.
Conclusion: The results provide convinsing evidense for CD10 role in urothelial cancer
invasiveness in underlying smooth muscle.

3. Popov H, Donev IS, Ghenev P.
Quantitative analysis of tumor-associated tissue eosinophilia in recurring bladder cancer.

Pesrome:

OTHOCHUTENHO BHCOKAaTa 4€CTOTAa HA PELUMBH NPY KAPIMUHOMH Ha ITUKOYHUS MEXYp €
cepro3eH mpobieM B KIMHUYHATA MpakTHKa. KbM MOMeHTa HsiMa O0EKTHBHU
MHUKPOCKOTICKH KPUTEPHH 32 Ol[eHKa Ha CKIIOHHOCTTa KbM JIOKaJeH peruans. OcBeH
CbeHOTI/IHHI/ITe CBOIICTBAa Ha TYMOPHUTE MaPECHXUMHH KJIETKH, Bb3MOXXHHU IIPHU3HAIHA 3a
HACTBIIBaHE Ha PEIUIUB MOTaT CHIIO Ja ObJAT MPOYyUYEHH OT OCOOCHOCTUTE Ha TYMOpHATa
crpoma. CmsTa ce, 4e CTpOMHATa peakilus, MPOsIBSBAIIA CE Ype3 Bh3MaIUTEITHA
MHOWITpALUs B TYMOPA, BIIKsE BbpXY OMOJOTHYHOTO MOBeIeHHe Ha TymMopuTe. ChIIo Taka
ce choOIIIaBa 3a Bpb3Ka MEXAy Opost Ha €03MHODHIINTE U TPEKUBIEMOCTTA HA TAIMEHTHUTE.
[lenTa Ha HACTOSIIIOTO U3CIIEBAHE € J]a CE aHATM3UPa TYMOP-acOIMUPaHaTa ThKaHHA
eo3unounus (TATE) u na ce cpaBan murbTHOCTTa HA TATE B mMbpBOHAYAIHUTE OTHMINA HA
CHBIIAJIALIM 110 Bb3pacT U 1ol 156 ciayyas Ha peruaANBUpAIIY U HEPELIMAUBHUPAIIH
KapIIMHOMH Ha MIUKOYHUS MeXyp. TyMOpHUTE, KOUTO Ca PEIUIUBUPAIHA B PAMKUTE Ha IIECT
Mecela ClIc OTCTPpAaHABAHCTO Ha IIbPBUYHHAA TYMOpP, €Ca UMAJIM CTATUCTUYICCKHU 3HAYUMO I10-
roJIsiM Opoi €03MHO(GWIIN B CTpOMATa Ha ITbPBUYHUS TYMOP. Te3u pe3ynTaT BOAAT 0



npeanonoxenneto, ue¢ TATE mosxe n1a Ob1e euH 0T BEPOSTHUTE IPOTHOCTUYHU (PaKTOPH
3a HACTBIIBAaHE HA JIOKAJICH PELUINB HA YPOTEIHUSA KAPLUHOM.

Abstract:

The relatively high incidence of recurrence of bladder cancer is a serious problem in clinical
practice. At present, there are no objective microscopic criteria for evaluation of the
tendency for local relapse. Besides the phenotypic properties of the tumor parenchymal
cells, possible signs in regard to recurrence could also be derived from the peculiarities of
the tumor stroma. The stromal reaction, manifested by inflammatory infiltration in the tumor
is considered to influence the biological behavior of tumors. Also, a relationship has been
reported between the number of eosinophils and the survival of patients. The aim of the
present study is to analyze tumor-associated tissue eosinophilia (TATE) and to compare
TATE density in the initial foci of age and gender-matched 156 cases of recurrent and non-
recurrent bladder cancers; the tumors that have relapsed within six months after removal and
contained statistically significant greater numbers of eosinophils in primary cancer sites.
These results suggest that TATE may be one of the probable prognostic signs for local
relapse of urothelial cancer.

I1. B4 - Pe3lomera Ha ny0JMKauMy PABHOCTOIHH HA
MOHOTpaduyeH/Xa0UITUTANMOHEH TPY:

B4 - 1. Stoyanov GS, Kobakova I, Petkova L, Dzhenkov DL, Popov H.
Balkan endemic nephropathy: an autopsy case report.
Pe3rome:

bankanckara ennemuuna Hedponatust (BEH) e popma Ha nHTEpcTHIIMANEH HEPPUT, KOATO
ce cpellla caMo B orpejiesieHu reorpadcku paitonu Ha bankanckus nomxyoctpoB. Tyk
OIMCBaMe MAaKPOCKOTICKITE U XUCTOJIOTUYHH IPOMEHU TpH 42-TOTUIIIEH MBX OT Osita paca
¢ BEH. Bcuuku npoMeHn OTroBapsT Ha KJIACHYECKH OMUCAHUTE IPOMEHH, C MEJTHO
OLIBETSIBAHE Ha KOKaTa Ha TOpCa M OPAaH)KEBO OIBETSIBAHE Ha CThITajara u Juranute. Karo
1510 OBOpenuTe ca aTpopUUHH, KaTo JEBUAT € ¢ Terso 31 rpama, a AecHusT - 32 rpama.
[ToBBpXHOCTTA UM € MPETUMHO TJIaJIKa C YIaCThIHM OT (PUHU TpaHyJIAIMHA U KUCTO3HU
TpaHchopMmay. XUCTOJOTHYHATA KAPTHHA TIOKa3Ba XMAJMHU3ALUS Ha TTIOMEPYIINTE,
MPEIMMHO BBB BHHIIHATA YacT HAa KOPAaTa, TeKKH ChJIOBU MPOMEHH, MHTEPCTHIINATHA
¢ubpo3a u OCKbACH Bh3NATUTENCH HHPUITPAT. BHOPEeUHOTO JereHue U ypeTepuTe ca ¢
MHOECTBO YPOTEJIHH MMAIMJIOMHU U aTUIIUYHA ypoTenHa xunepruiasus. bEH e camo ennn
reorpa()cky BapMaHT Ha HHTEPCTHLIMATIECH HEQPUT, IPUUMHEH OT M3JIaraHe Ha
apUCTOJIOXWHOBA KHceMnHA. [[pyru ¢popmMu Ha TOBa ChCTOSHUE BKIIIOYBAT He(ponaThs Ha
KUTaNCKUTE OMIIKK/HEPpONIaTusl Ha apuCTOJI0XOBATa KUCEINHA, KAKTO U HAKOJIKO 1M0100HU
€HJIEMUYHU ChCTOSHUS C OIle HEYCTaHOBEHA BPB3Ka C apUCTOJIOXMHOBATA KACEIMHA.

Abstract:

Balkan endemic nephropathy (BEN) is a form of interstitial nephritis seen only in certain
geographical areas in the Balkan peninsula. Herein we describe the gross and histological
changes in a diseased 42-year-old male Caucasian patient with BEN. All the changes fit the
classically described alterations, with copper hue discoloration of the skin of the torso and
orange discoloration of the soles and palms. Grossly, the kidneys were atrophic, with the left
one weighing 31 grams and the right one 32 grams. Their surface was predominantly
smooth with areas of fine granulations and cystic transformations. Histology revealed
hyalinization of the glomeruli, predominantly in the external part of the cortex, severe
vascular changes, interstitial fibrosis, and scant inflammatory cell infiltrate. The renal pelvis
and ureters revealed multiple urothelial papillomas and atypical urothelial hyperplasia. BEN
is only one geographical variant of interstitial nephritis caused by exposure to aristolochic



acid. Other forms of this condition include Chinese herb nephropathy/aristolochic acid
nephropathy, as well as several similar endemic conditions with a yet unestablished link to
aristolochic acid.

B4 - 2. Dimitrova EG, Chaushev BG, Conev NV, Kashlov JK, Zlatarov AK, Petrov DP,
Popov HB, Stefanova NT, Klisarova AD, Bratoeva KZ, Donev IS.

Role of the pretreatment 18F-fluorodeoxyglucose positron emission tomography maximal
standardized uptake value in predicting outcomes of colon liver metastases and that value's
association with Beclin-1 expression.

Pe3rome:

HacrosmmoTo npoy4yBane ce CTpeMu J1a OLICHU NMPEJUKTUBHOTO ¥ MPOTHOCTHYHO 3HAYCHUE
Ha MaKCUMaJIHa CTaHIapTU3HpaHa cTOMHOCT Ha noeMane (SUVmax) npenu Je4eHneTo npu
43 manueHTH ¢ KapIMHOM Ha 1e0eI0TO YepBO U HEONEePaOUIHA YePHOIPOOHU METAaCTa3H .
[TanmenTH ¢ KapuuHOMH Ha J1ebenoTo yepBo, nperbpnenu 18F-FDG-PET/kommtoTspHa
tomorpadus (CT) ckaHupaHe 3a cTaaupaHe Mpeau Ha4aJloTo Ha IIbPBA JIMHUS
XMHOTepanus, 6a3upana Ha S-iryopoypanui, Oerle aHaTu3upaHa PeTPOCHEKTHBHO.
Excnpecus Ha Beclin-1 B TYMOpHUTE KJIETKH CE OLIEHSBA B ITPBUYHU TYMOPH C IOMOIITA
Ha UIMYHOXHCTOXMMHYHO onBeTsiBaHe. SUVmax 3a 4epHOApoOHUTE MeTacTa3u Npean
JICYCHUETO HE € B ChCTOSHHE J1a IPEJIBUIN NPESKUBSIEMOCT O€3 MPOrpecusi, HO € 3HAUYUTEITHO
CBBP3aHO C MO-JI0Ia 001I1a MPEKUBAEMOCT, ¢ KoedunueHT Ha puck ot 2,05 (95 % CI, 1.016-
4.155). OcBeH ToBa Oemie oTOens3aHa oTpuLaTesHa kopenaus Mexxy SUVmax u
ekcripecus Ha mapkep 3a aBrodarus — Beclin-1 (rho=-0.42, p = 0.006). Cbuure u3Boau ce
HNOTBBPXKIIABAT OT eKkcipecusnTa 3a Beclin-1, kbaeTo HUCKUTE CTOWHOCTH UMAT CHIIOTO
MPEIUKTHBHO 3HAUYCHHE.

Abstract:

The current study sought to evaluate the predictive and prognostic performance of the
maximum standardized uptake value (SUVmax) prior to treatment in 43 patients with
colon cancer and unresectable liver metastases. Patients with colon cancer who underwent
18F-FDG-PET/computed tomography (CT) scans for staging before the start of first-line
5-fluorouracil-based chemotherapy were retrospectively analyzed. Expression of Beclin-1
in cancer cells was evaluated in primary tumors using immunohistochemical staining. The
pretreatment SUVmax for liver metastases was not able to predict progression-free survival
but was significantly associated with poorer overall survival, with a hazard ratio of 2.05
(95 % CI, 1.016-4.155). Moreover, a negative correlation was noted between SUVmax and
expression of a marker of autophagy — Beclin-1 (rho=-0.42, p = 0.006). This suggests that
the pretreatment SUVmax in 18F-FDG PET/CT is a useful tool to help predict survival
outcome in patients with colon cancer and unresectable liver metastases and may
significantly distinguish between patients with low and high levels of Beclin-1 expression
(AUC =0.809, 95% CI: 0.670-0.948, p = 0.001).

B4 - 3. Kobakova I, Stoyanov G, Popov H, Spasova-Nyagulova S, Stefanova N, Stoev L,
Yanulova N.

Anorectal melanoma-a histopathological case report and a review of the literature.
Pesrome:

[IbpBHUYHNTE METAHOMH Ha aHyCa U PEKTyMa ca Pe/IKM HeOoIlJIa3MH € arpeCUBEH XapakTep U
MOBE/IEHUE, IpeacTasiaBamu okoio 0,1%-4,6% ot TymopuTe Ha aHAJIHUS KaHaJ.



MyKO3HUTE METaHOMH MPEACTABIABAT NPHOIN3UTENTHO 1,2% OT BCHUKH MEIaHOMH, OT
KOHUTO MO-MaJIKO OT 25% ca B aHOpeKTaliHaTa o0sacT. XUCTOJIOIMYHATa OLEHKA C
UMYHOXUCTOXUMHYHH Mapkepu kato HMB-45, S-100, Vimentin u Melan-A ca neooxomumu
3a OKOH4YarTenHata quarHos3a. Cro01aBa ce, 4e S-roJuilHaTa IpexuBsIeMOCT 3a
aHopeKTalnHuTe MenaHoMu (AM) e no-mainko ot 20%, 10KaTo KO)KHUTE MEJIAaHOMM C
npUOIN3HUTENHA 5-TOANIIHA IpexuBsieMocT ca 0koJ1o 80%. OcBeH TOBa ce yCTaHOBSIBA, e
10 67% OT MaMEeHTUTE UMAT JAJIEYHH METAacTa3u 110 BpeMe Ha IbPBOHAYAIHATA UM
auarHo3a ¢ AM. Twil kKaTo Bb3MOKHOCTUTE 3a JICUEHUE C XUMUOTEPAIIUs Ca OTPaHUYEHH,
MaIMEeHTUTe OOMKHOBEHO C€ MOJIaraT Ha TECTOBE 3a OTKPUBAHE HA MYTAIlHH, JaBaIIH
BB3MOKHOCT 3a TapreTHa tepanus. Tyk JOKJIaaBaMe cllydail Ha NallMEeHT ¢ aHOPEKTAJIeH
MEJIaHOM, IMarHOCTULIMpPaH B cTaauii 1I, KakTo 1 HaXOIKUTE 3a MaTOMOP(HOIOTHIEH U
MyTaloHeH cratyc. [IpencTaBeHa e TAxHaTa Kopesalus ¢ MOBEJCHUETO HAa TyMOpa U
[IPOrHO3aTa 3a MalKeHTa.

Abstract:

Primary melanomas of the anus and rectum are rare neoplasms with aggressive

behavior, accounting for 0.1%-4.6% of anal canal tumors. Mucosal melanomas

account for approximately 1.2% of all melanomas, of which fewer than 25% are

anorectal. Histological evaluation with immunohistochemical stains like HMB-45,

S-100, vimentin and Melan A is required for defi nitive diagnosis. The 5-year survival rate
for anorectal melanomas (AM) was reported to be as low as < 20%, in contrast to the value
of approximately 80% for cutaneous melanomas. Furthermore, up to 67% of patients are
found to have distant metastases at the time of their initial diagnosis with AM. Since the
chemotherapy treatment possibilities are limited, patients usually undergo mutation
detection tests giving the opportunity of targeted therapy. Herein we report a case of a
patient with anorectal melanoma, diagnosed in stage Il and the pathomorphological and
mutation status fi nding, together with their correlation to tumor behavior and patient
prognosis.

B5-4. Stoyanov GS, Kobakova I, Stoev L, Popov H, Shishkov SR, Bratoeva K.
Histological Changes in Severe Diabetic Fetopathy: An Autopsy Case Report.
Pesrome:

JnabeThT Ha MaiiKaTa € €IMH OT Hal-4eCTO CPEIIaHUTE U ONTACHU PUCKOBU (DAaKTOPH IO
BpeMe Ha OpEMEHHOCT, Thil KaTO YeCTO MMa/HsAMa reHepaliu3upanu npusHaiy. J[nabernara
(dheronaTus € TEKKO HESICHO Te(PUHUPAHO YCIOKHEHNE HA TECTAIIMOHHMS THa0eT

WJIM TIPEAIIECTBAII 3aXapeH quabeT mpu Maikara ¢ HesiICHO Ie(pUHUpaH XUCTOIOTHYCH
CHEKTHp OT nmpomMeHHu. Tyk HHe choOIIaBamMe 3a ciaydyai Ha TeXKa AuadbeTHa ¢eromnaTus,
JMArHOCTHIIMPAaHA MPU ayTOIICHUS Ha CIIOHTaHeH abopT. XUCTOJOTUYHOTO U3CIIEABAaHE Ha
YepHHs Apo0 MoKa3Ba TeKKa reHepaIn3upaHa MaKpOBE3UKYJIapHa CTeaTo3a 1 MHOKECTBO
MaJIKu KUCTH. B mankpeaca ce HaOmro1aBa He caMo XunepIia3us Ha JlanrepxaHncoBuTe
OCTPOBH, HO U aMUJIOUI03a B TAX, pa3BUJIa ce OT TeKeKus quadeT Ha MaiikaTa u deranHara
xuneprivkemus. HanOn0peuHuTe »xIie3u moka3BaT XUIMEPIia3us B 30HA TIIOMEPYI03a,
IbJIKAIlA Ce Ha CBPBXIIPOU3BOJICTBOTO HA AJIIOCTEPOH U (peTaiHaTa XUIIEPTOHUSI.
Hacrosimust cinyyait € mokaszareneH npuMep 3a HeIMarHOCTULIMPAaH U HEeJIEKyBaH
recTallioOHeH 3axapeH nuabder. TexxecTTa Ha XUCTOJIOTMYHUTE IPOMEHH B TO3U CiIydaid
M3HCKBA MO-HATATHITHO PAa3IIUPsBaHE HA TMATHOCTUYHUTE KPUTEPUU 3a JUa0eTHA
(deTonarus, KOUTO Ja BKIIOYBAT MO-QUHHU MPOMEHHU, HAOII0JaBaIlIM c€ KIMHUYHO, KaKTO U
KOMOMHAIMATa 0T (PaKTOPH Maiika-HOBOPOJICHO.

Abstract:



Maternal diabetes is one of the most common and dangerous risk factors during pregnancy,
as often there are no generalized signs. Diabetic fetopathy is a severe, poorly defined
complication of gestational diabetes or preexisting maternal diabetes mellitus, with an ill-
defined histological spectrum of changes. Herein we report a case of severe diabetic
fetopathy diagnosed upon autopsy of a recently miscarried fetus. On

histology, the liver revealed severe generalized macrovesicular steatosis and number of
small cysts. The pancreas revealed not only Langerhans isle hyperplasia, but also
Langerhans amyloidosis, evident of the severity of maternal diabetes and fetal
hyperglycemia. The adrenal glands revealed hyperplasia in zona glomerulosa, due to
aldosterone overproduction, evident of fetal hypertension. The current case is an

extreme example of an undiagnosed and untreated gestational diabetes mellitus. The
severity of histological changes, in this case, is suggestive of further extension of the
diagnostic criteria of diabetic fetopathy to include more subtle changes that can be observed
clinically and even a combination of maternal-newborn factors.

B4 -5. Conev N, Kashlov Y, Dimitrova E, Kashlov Y, Bogdanova M, Kashlov Y, Kashlov
Y, Chaushev B, Radanova M, Petrov D, Georgiev K, Bachvarov C, Todorov G, Kalchev K,
Popov H, Manev R, Donev I.

RIPK3 expression as a potential predictive and prognostic marker in metastatic colon
cancer.

Pe3rome:

Boeenenue: KonopeKkTamHusAT KapliMHOM € €/1Ha OT OCHOBHUTE MPUYMHU 3a CMBbPTHH
ciydau u Tepanusita ¢ S-gyopoypanui (5-FU) octaBa KpallbI'bJIHUAT KAMBK B JIEYEHUETO
IIpY TE3U MaUKeHTH. Thi KaTo pe3ucTteHTHOCTTAa KbM 5-FU npencrasisiBa OCHOBHA IIpeyKa,
HaMHUPAHETO Ha HOBH MPEJUKTUBHU U MPOTHOCTUYHU MAPKEPHU € OT pelIaBailo 3HauYeHHue 3a
0100psIBAHETO HA pe3yJATaTUTE 3a nauueHTuTe. Hackopo ce nosiBu HOB THII TpOrpaMupaHa
KJIEThYHA CMBPT, HapEUeHa HEKPOINTO3a, KOSITO 3aBUCU OT PELENTOPHO B3aUMO/ICHCTBAIIl
nporend 3 (RIPK?3). IlpenkinanuHnTe TaHHU MTOKA3BaT, Y€ HEKPOITO3aTa KaTo BUJT
KJIEThbYHA CMBPT € BaskeH e()eKTOpEeH MeXaHu3bM Ha 5-FU-Menuupana mpoTHBOTYMOpHA
aKTUBHOCT.

Hen: la ce npoyun NpeAMKTUBHOTO U MPOrHOCTUYHO 3HaueHue Ha RIPK3

€KCIIPeCHsTa B TbPBUYHU TYMOPH.

MeTtoau: BriitoueHu ca MarMeHTH ¢ KaplMHOM Ha 7ie6enoTo uepBo (n=74) B MeTacTaTHueH
cTanuii. B ToBa peTpOoCEeKTUBHO NMPOYYBaHE BCUUKH MMALIMEHTH Ca JEKYBaHU C II'bpBa JTUHUS
Ha 6a3ara Ha 5-FU xumuorepanus. U3BbpIIeHO € IMYHOXHCTOXUMUYHO U3CJIE/IBaHE 32
RIPKS.

Pesynraru: [IpexuBsiemocT 6e3 mporpecus 3a rpynara ¢ Hucka excrpecust Ha RIPK3

e 5,6 mecena (95% CI, 4,4-6,8) cpemy 8,4 mecena (95% CI, 6,4-10,3) ot

rpyna ¢ Bucoka excrpecust (p=0.02). OcBeH ToBa NAIIMEHTH C BUCOKA EKCIIPECUs

Ha RIPK3 ca cBbp3anm ¢ mo-HUCHK pUCK OT porpecust Ha 3adomsBaneTo HR 0,61 (95%

Cl, 0.38-0.97; p=0,044). [TaruenTn ¢ Bucoku HUBA Ha ekcrpecust Ha RIPK3 cpio ca nmanu
3HAYUTEIIHO MO-AbJra cpeaHa obma npexussemoct (OS) ot 29,3 mecena (95% Cl,
20,8-37,8) B cpaBHEeHHE ¢ Te3u ¢ HHUCKa ekcripecus: 18,5 mecerna (95% CI, 15.06-21.9) (p=
0.036). B nomrbyiHeHHE: YHUBApUAHTHUAT aHAJIA3 TMOKa3a, Y€ BUCOKOTO HUBO Ha
excripecusita Ha RIPK3 ce cBbp3Ba ¢ mo-aeasr OS HR 0,59 (95% CI1, 0,35-0,98; p=0,044).
3akmouenue: ToBa mpoyuBaHe npeamnosara, ye ekcrnpecuara Ha RIPK3 B mbpBruuHUTE
TYMOpH Ha NAIIMEHTUTE C METACTaTUYEH KapLIMHOM Ha J1e06eI0To 4epBo TpsiOBa 1a Obie
JOMBJIHATEITHO U3CJIeIBHA, 3a J1a MOXeE J1a ce npenenu notennuana Ha RIPK3 kato
o0emnraBar IPeIUKTUBEH U TPOTHOCTUYCH MapKep.

Abstract:



Background: Colorectal cancer is one of the primary causes of cancer-related
deaths and 5-fluorouracil (5-FU) therapy remains the cornerstone of treatment
in these patients. Resistance to 5-FU represents a major obstacle; therefore,
finding new predictive and prognostic markers is crucial for improvement of
patient outcomes. Recently a new type of programmed cell death was
discovered—necroptosis, which depends on receptor interacting protein 3
(RIPK3). Preclinical data showed that necroptotic cell death is an important
effector mechanism of 5-FU-mediated anticancer activity.

Purpose: To investigate the predictive and prognostic performance of RIPK3
expression in primary tumors.

Methods: Colon cancer patients (n=74) with metastatic stage were included in
this retrospective study and all were treated with first-line 5-FU based
chemotherapy. Immunohistochemical staining was performed.

Results: The progression free survival for the low expression group of RIPK3
was 5.6 months (95% CI, 4.4-6.8) vs 8.4 months (95% CI, 6.4-10.3) of the
group with high expression (p=0.02). Moreover, patients with high expression
of RIPK3 were associated with lower risk of disease progression HR 0.61 (95%
Cl, 0.38-0.97; p=0.044). Patients with high expression levels of RIPK3 also had
significantly longer mean overall survival (OS) of 29.3 months (95% ClI,
20.8-37.8) as compared with those with low expression: 18.5 months (95% ClI,
15.06-21.9) (p=0.036). In addition, univariate analysis showed that high level of
RIPK3 expression was associated with a longer OS HR 0.59 (95% Cl,
0.35-0.98; p=0.044).

Conclusions: This study suggests that expression of RIPK3 in primary tumors
of metastatic colon cancer patients should be further investigated for its
potential as a promising predictive and prognostic marker.

B4-6. Popov H, Kobakova I, Stoyanov GS, Softova E, Ghenev P.

Quantitative Analysis of Tumor-Associated Mast Cells in Recurrent and Non-recurrent
Urothelial Bladder Cancer in Stage pTa and pT1.

Pe3rome:

BobBenenne: YpoTenHUAT KapIIMHOM Ha MUKOYHUSA MEXYP € YECTO CPEIIAHO 37T0KAYECTBEHO
3a00JIsIBaHe U MPH JIBaTa I10J1a, ¢ MHOTO BUCOK MIPOIIEHT Ha peunauBH. Mima Bce moBeue
JTIOKA3aTeJICTBA 3a KOpeanus Mex 1y TyMop-acouuupanute Mactorutu (TAMC) u
TYMOPHHMSI pacTeX, KAKTO M YECTOTaTa Ha PELUANBU. B HaCTOAIIOTO MpOyYBaHeE ce 3aeXMe
na yctaHoBUM Bpb3ka Mexay TAMC u knMHUYHUTE MOP(OIOTHYHN XapaKTEPUCTUKHU HA
ypoTenHus kapuuHonM B ctaauii pTa u pT1.

Metoauka: 3nomi3BaH € peTpoCneKTUBEH HEKJIMHUYEH MOIX0/] C IBE TPYIH MAUEHTH C
ypoTeneH KapuuHoM. Bkioduenu ca o0mio 163 nauuenTh, 95 B HepeunuBupaniaTa rpymna u
68 B penuauBHpaniaTa rpymna Ha ypreaaus kapruHoM. Onenkara Ha TAMC ce u3BbpiiBa
BBPXY XUCTOJIOTHYHH CJIaiI0Be OT MbPBUYHMS OMONICHUYEH MaTepuall, KaTo Ce U3I0JI3Ba
ongetsiBane ¢ Giemsa u Toluidine blue 3a Bu3yanuzamus na mactorutute. CrOpanure
JaHHU ca CTaTUCTUYECKU aHAJIM3UPAHU C IToMollTa Ha KpuBaTta Ha Kaman-Maiiep, Tect Ha
Man-YuTHu, ,,receiver operating characteristic curve* u aHaim3 y-KBajpar.

Pesynraru: CratuctudeckusaT aHanu3 nokassa, ue TAMC B TymopHara ctpoma uma
MOJIOXKUTETHA KOpealys ¢ HaCThIIBAHETO Ha JIOKAJTHUS peLUIuB, 0e3 cTaTUCTHYECKa
3HAYMMOCT 3a BPEMETO J0 HAaCThIIBaHE Ha peuuuBa. Hsama kopenanus, KoATO oKa3Ba
cTatucTuyecka 3HaunuMocT ¢ pT craguit, tudepeHnuanys, o U Bb3pacT.

N3Boau: KomnuectBoro Ha TAMC nipu ypoTeNTHUTE KapLMHOMU KOPEIUPA MOJI0KUTEITHO C
YecToTaTa Ha JIOKAIHUTE peruauBu. M300pa3eHnure Kopenanuu ca mogooHu Ha Te3u,
YCTaHOBEHU IPH KaplIMHOM Ha MIJIEYHATa XKJje3a, HIKOU JuMdonpoaudepaTuBHUA
3a00JsIBaHMS U 37I0Ka4eCTBEHH 3a00Js1BaHUS Ha TaHKpeaca U MpocTaTHATA JKJIe3a.



Abstract:

Background

Urothelial carcinoma of the urinary bladder (UCUB) is a common malignancy in both
genders with a very high recurrence rate. There has been increasing evidence for a
correlation between tumor-associated mast cells (TAMC) and tumor growth and recurrence
rates. In the present study, we set out to establish a link between TAMC and the clinical
morphological characteristics of UCUB in stages pTa and pT1.

Methodology

A retrospective non-clinical approach was used, with two groups of patients with UCUB. A
total of 163 patients were included, 95 in the non-recurrent group and 68 in the recurrent
UCUB group. Estimation of TAMC was performed on histological slides from the initial
biopsy material using Giemsa and Toluidine blue staining. The collected data were
statistically analyzed using the Kaplan-Meier curve, Mann-Whitney test, receiver operating
characteristic curve, and chi-square analysis.

Results

Statistical analysis revealed that TAMC in the tumor stroma shows a positive correlation
with local recurrence, with no statistical significance to the time of recurrence. No
correlation showed statistical significance with pT stage, grade, gender, and age.
Conclusions

The amount of TAMC in UCUB correlates positively with the rate of local recurrence. The
depicted correlations are similar to those established in mammary carcinoma, some
lymphoproliferative disorders, and pancreatic and prostate malignancies.

B4-7. Stoyanov GS, Dzhenkov DL, Popov H, Lyutfi E, Petkova L.
Cerebral Palsy, COVID-19, and Neurolipidosis in an 18-Year-Old Female.
Pe3rome:

OTkakTo 3amoyHa na"jaeMusta ot HoBus kopoHasupyc (COVID-19), nenata u mnaaure
X0pa PAAKO ca OUITM TTOCTaBSIHU BB BUCOKOPUCKOBH TPYIIH, BHIIPEKH CHOOIIICHUSTA, Y€ TS
ca M3JI0KCHH Ha TIOBHIIIEH PUCK OT TeXKKH (hOpMH Ha 3a00SIBAHETO U CMBPT IPU HATUYHUE
Ha CBITBTCTBAITY 3a00siBaHus. TyK MOKIaaBaMe ciiydail Ha ayTorcus Ha 18-roaumiHa skeHa
c aHaMHe3a 3a nepebpanna napanusa (L{I1), moBTapsim ce pecnimpaTopHu HHPEKITUU U
HoBoauarHoctuuupan COVID-19, koiito e npemuHan 22 1HY cief nposiBa HA CHMIITOMHTE
Ha 3a0omnsBaHeTo. MakpocKkolickaTta HaxojKa € chBranama ¢ LI1-3nauntenna xunorpodus,
¢ 1bJI00KHM M IIUPOKH MO3BYHM Opa3au. benute 1poboBe ca CHIIHO YBEIHMUEHHU U ITBJIHU C
KpbB. XHUCTOJIOTMYHATA HAXOJKA HA JUXaTelIHaTa CUCTEMA MTOKa3a ajIBeOJapHU
MHOTOSIIpEHU KJIeTKH, cBbp3anu ¢ COVID-19, mueBmonuTHa xunepruiasus tam || u chaosu
npomMeHu. OCBEH TOBa OTHUIIA HA TPYNH OT YTOJIEMEHH KJIETKU ¢ MIEHeCTa IUTOIIa3Ma ca
uneHtTudunrpanu B 0enoapoOuust uHTepcTUinyM. [1o106HN TpoMeHn ce HaOI01aBaT 1 B
Janaka, YepHus Apod U IeHTpaTHaTa HEPBHA CUCTEMA, KOETO € U35Ba Ha HEpa3Mno3HaTO
3a0oJiIBaHEe OT HAaTpynBaHe Ha Junuau. KIlMHu4YHO Hepa3no3HaTaTta HeBPOIUIIHI03a,
CHhOTBETCTBAIIA MOP(OIOTHYHO U KIMHUYHO Ha bonectra Ha Human-ITuk Tun B, Bogu no
WHTEpCTUIMaIHa 6emoapooHa 00IeCT U MOBTAPSIIN CE pecupaTopHu HHpeKnu. ToBa
HEM30€KHO Urpae poJis B TexkecTTa U nporpecusta Ha COVID-19 B Hamus ciryyaii,
BBIIPEKH Bb3paACTTa Ha MALIUEHTA.

Abstract:
Since the novel coronavirus (COVID-19) pandemic started, children and young adults have

seldom been placed in high-risk groups, despite reports that they are at increased risk of
severe forms of the disease and death in the presence of comorbidities. Herein we report an



autopsy case of an 18-year-old female with a history of cerebral palsy (CP), recurrent
respiratory infections, and newly diagnosed COVID-19, and who expired 22 days after
presenting with symptoms of the disease. Gross findings were concurrent with CPsignificant
hypotrophy, with deep and wide brain sulci. The lungs grossly were with increased weight
and blood-filled. Histopathology of the respiratory system showed the well-established
COVID-19-associated alveolar multinucleated cells, type two pneumocyte hyperplasia, and
vascular changes. Furthermore, foci of groups of enlarged cells with foamy cytoplasm were
identified in the pulmonary interstitium. Similar changes were also seen in the spleen, liver,
and central nervous system, concurrent with an unrecognized lipid storage disease. The
clinically unrecognized neurolipidosis, corresponding morphologically and clinically to
Niemann-Pick disease type B, leading to interstitial lung disease and recurrent respiratory
infections, inevitably played a role in the severity and progression of COVID-19 in our case,
despite the age.

B4-8. Stoyanov GS, Stoev L, Popov H, Kobakova I, Dzhenkov DL.

The Final Diagnosis: Colorectal Carcinoma, In the Context of Attenuated Familial
Adenomatous Polyposis, Mimicking Pulmonary Carcinoma.

Pe3rome:

benoapoOHUAT KapIIMHOM € €IHO OT Hal-ueCTUTE 310Ka4eCTBEHH 3a00JIIBaHUs B CBETA.
Hacrosimust cimyyait mpenctaBs maueHT ¢ 6e10ApoOHH JIe3UH, KITMHUIHO U
PEHTI€HOJIOTHYHO TMAarHOCTUIIMPAHH KaTo KapIIMHOM Ha Oemust 1po0, KOWTO He e
OuoricHpaH Mmopajan O0TKa3 Ha ManueHTa. [[anueHThT € OWIT yIOpUT Mymiayd v mpean
6en0poOHUTE Je3UH € OWJl TMarHOCTUIIMPaH ¢ XpOHUYHA OOCTPYKTHBHA Oe0poOHa
6onect. Cnenr peauia XOCIUTAIN3AMY TAIMEHTHT € MOYMHAN ¥ € HACOYEH 32 ayTOIICHSI.
ITpu ayTorncusiTa ce yCTaHOBSBAT ILECT JE€3UH B Oenust 1pob, eHa B UepHUs Apo0, eHa B
TJIABHUS MO3BK I MHOKECTBO TIOJIMITH Ha JIe0EI0TO YepBO, /1BA OT KOUTO C BUIUM
MHBA3UBEH pacTeX. XUCTOJIOIMYHATa HaX0/IKa M0Ka3Ba, ye Oenute ApoOoBe, YEPHUST qpo0
1 1iepeOpalTHUTE JIE3UH ca MPEICTABEHU OT aTUITUYHU JKJIE3U C MTPEKOMEPHO MTPOU3BOICTBO
Ha ciy3. Konopekrannute mpobu mokaspaT 100pOKadeCTBEHH MOJIMITHN U KOJIOPEKTAJIEH
azieHoKapIHOM. /lnarHo3ara HarpeIHall KOJIOPEKTaJIeH aIeHOKAPIIMHOM C MHOXKECTBO
MeTacTa3u B KOHTEKCTa Ha (paMUIIHA aJIeHOMATO3Ha MOJIMII03a € YCTaHOBEHA MOpain
KOMOWHUPAHUTE XHCTOJOTHYHU HaXOJIKH, Bb3pacTTa Ha MaIleHTa 1 Opost Ha
JT00pOKaYECTBEHUTE TOJIUIU B 1€0ETI0TO YEePBO.

Abstract:

Pulmonary carcinoma is one of the most common malignant conditions worldwide. The
current case presents a patient with lung lesions clinically and radiologically diagnosed as
lung cancer, which was not biopsied due to patient’s refusal. The patient was a heavy
smoker and prior to the lung lesions, he was diagnosed with chronic obstructive pulmonary
disease. Following recurrent hospitalizations, the patient died and he was referred for an
autopsy. The autopsy established six lesions in the lung, one in the liver, one

in the cerebrum and multiple polyps of the colon, two of which were with a visible invasive
growth. The histological sections revealed that the lung, liver, and cerebral lesions were
composed of the atypical gland with excessive mucus production. The colorectal specimens
revealed benign polyps and colorectal adenocarcinoma. The diagnosis of advanced
colorectal adenocarcinoma with multiple metastases in the context of attenuated familial
adenomatous polyposis (AFAP) was established due to the combined histological findings,
the age of the patient, and the number of benign polyps in the colon.

B4-9. llliev G, Ivanova PP, Nedev P, Popov H.



Rare manifestation of gout: gouty tophi in the nose.
Pesrome:

[Tomarpara e 3abosiBaHe, XapaKTEPU3UPAIIIO CE ¢ HAPYIICH MEeTa00IM3bM Ha MMKOYHATA
KHCEJIMHA, KOETO BOAM JI0 HATPYIBAaHE HA YPAaTHU KPUCTAIH, 3aCATAIlN IJIABHO ITbpBaTa
MeTaTap3aiHo-(anaHreaaHa cTaBa Ha CTHIIAJIOTO U MO-PSIKO APYTH CTABH WU MEKU
ThKaHM Ha TsU10TO. Pa3mpocTpanenreTo Ha 3a00JIIBaHETO HApacTBa C Bb3PacTTa, KaTo
CTaTHCTUYECKU CE HAOJFO/1aBa MO-YECTO MIPH MBKETE, OTKOIKOTO MIPH KEHUTE.
[IpencraBsime cityyaii Ha 62-TOJIMILIEH MbX, TMATHOCTUIIMPAH ¢ ioAarpa npeau 20 roauHu.
Toli goline B KIIMHUKATA C HOCHA I'bpOUIIa U 00pa3yBaHKe, HAPACTBAIIO B HOCA MY TIpe3
MOCIeAHUTE 3 TOAMHU, I0BENO J0 Ha3zainHa 00CTpyKuus U qedopMarus Ha JUIETO.
Bbrpeku de nmanueHThT € JIEKyBaH C aJIONYPUHO M HECTEPOUIHU MTPOTUBOBB3MATUTECIIHHA
JIEKapCTBa, XUPYPTrUYHOTO JICUEHUE CEe cUeTe 3a HEOOXOAMMO U Ha MainueHTa 0e U3BbpIlIeHa
XUPYpPTUYHA PE3EKIIUs HA Ha3allHATa Maca. XMCTOMATOJIOTMYHOTO U3CIIeIBaHE MOKa3a
OTJIaraHus HA YPaTHU KPUCTAIIU, 3a00UKOJICHH OT IPaHyJIOMaTO3HO Bb3mnajeHue. ToBa
MOTBBP/IM TMArHO3aTa - MoAarpo3Hu Topu B HOca. B meprona Ha mpociiesiBaHe clies
orepanusTa MakeHThT ChoOIIaBa 3a o010 mogodpeHre Ha auianeto. Hamume ca u
€CTETUYHH Pe3yJTaTH.

Todwu morar ga Ob1aT OTKPUTH HA HETUIIMYHUA MECTa, KOETO BOJIU IO MHOKECTBO
nedopmaruu. JlokiaasaMe 3a TO3M 0COOCH Cllydail Ha mojarpa, KOWTO € psjika mposiBa Ha
3a0015BaHeTO ¢ TO(H, pa3MoI0KEeHHN B 00IaCTTa Ha HOCA.

Abstract:

Gout is a disease characterized by abnormal metabolism of the uric acid, leading to
undesired buildup of monosodium urate crystals affecting mainly the first metatarsal-
phalangeal joint of the foot and less commonly other joints or the soft tissues of the body.
The prevalence of the disease increases with age, and it is statistically more observed in men
than in women.

We present the case of a 62-year-old male patient diagnosed as having gout 20 years ago.
He came to the clinic with a nasal hump and a mass growing in his nose for the last 3 years,
presenting as a nasal obstruction and facial deformity. Although the patient was treated with
allopurinol and nonsteroidal anti-inflammatory drugs, surgical treatment was deemed
necessary, and the patient was taken to receive a surgical resection of the nasal mass. The
follow-up histopathology observation revealed deposits of urate crystals surrounded by a
granulomatous inflammation. This confirmed the diagnosis—gouty tophi in the nose. In the
follow-up period after the surgery, the patient reported overall improved breathing and
aesthetic results.

Tophi can be found in atypical locations, which increases morbidities and deformities
caused by the disease. We report on this peculiar case of tophaceus gout as it is—a rare
manifestation of the disease with tophi located in the nasal region.

B4-10. Stoyanov GS, Popov H, Petkova L, Dzhenkov DL.

The Sixty-five Roses of Cystic Fibrosis: A Report of Two Autopsy Cases with Kidney
Involvement.

Pe3rome:

Kuctuynara ¢pubpo3sa (4ecTo HapuyaHa MyKOBHCIIH]I033) € MYJITUTEHHO CBBP3aHO
pa3CcTpOHCTBO, BKIFOYBAIIO JeEKT B TPAHCMEMOPAHHUS PETyIaTOPEH MPOTEHH Ha
npoBoauMocTTa, ¢ Haa 1500 rena. Hait-uecTo 3acerHatuTe opraHu, ONKUCAHU B
TuTepaTtyparta, ca 6benure IpoOoBe, MaHKpeachT, YepBaTa M KOKaTa, KOATO € OOCKT 3a paHHO



JUarHOCTUYHO M3ciiefBaHe. TykK J0KIaaBaMe /iBa Cciiydasl Ha ayTOIICUU Ha KUCTHYHA
¢ubpo3a ¢ MyITHOPraHHO 3aCATaHe U HAKOU PAJKO HAOII0AaBaHU U JOKJIAJABAHU IIPOMEHH.
JIBa nmemaTpUyHU cilydas ¢ KJIMHUYHO ITOTBBP€HAa MYKOBUCIMA03a CA HACOUEHHU 3a
ayrtoricus B Kimmaukara mo obmia u kauanyHa natojiorust Ha Y MBAJI "Cs. Mapuna",
Bapna, bearapus. [IspBusT citydaii € Ha MOMUYE Ha €/1HA F'OJIMHA, & BTOPUAT HAa MOMMYE Ha
niect Mecena. M 1para ciyyasi ca ©Maiii KJIaCU4ECKU CBbpP3aHU POMEHH B Oenute JpoOoBe,
YepHHs 1po0, MaHKpeaca U ThHKUTE yepBa. Burnpeku, ue 0b0pennte Osxa HOpMATHU IPU
MaKpOCKOIICKOTO M3CJIE€IBaHE, XMCTOJOTMYHO C€ YCTAHOBMXA TEXKKHU IIPOMEHH, NPEICTaBEHU
OT YIUTBTHEHA MaTepHsl B JyMeHa Ha AUCTaTHUTE TyOynu. Hsakou oT Tsx Gsixa c
aucTporyHa KanuuHo3a. Te3u XUCcToIornyHu ObOpeuHr MPOMEHH ca HeloOpe MPOyUYeHU U
JOKJIaJIBAaHU B JINTEpATypara, opaanu KOETO HUE IoJuepTaBaMe yIUTbTHEHATa MaTepus B
JyMeHa U KaJlUeBUTE JIEMO3UTH KaTo IbPBUYEH XUCTOJIOTHYEH Oeser B ObOperure Ha
MalUeHTH ¢ KUCTHYHA (prbpo3a.

Abstract:

Cystic fibrosis (CF), also commonly referred to as mucoviscidosis, is a multigene related
disorder, involving a defect in the CF transmembrane conductance regulator protein, with
over 1,500 genes, being identified with the condition. The most commonly affected organs,
often described in the literature, are the lungs, pancreas, intestines, and skin, which is one of
the sites for early diagnostic testing. Herein we report two autopsy cases of CF, with
multiorgan involvement and some rarely observed and reported changes. Two pediatric
cases of clinically confirmed CF were referred for autopsy at the Department of General and
Clinical Pathology, St. Marina University Hospital, VVarna, Bulgaria. The first case was of a
one-year-old female and the second of a six-month-old female. Both cases had classical CF-
associated changes in the lungs, liver, pancreas, and small intestine. The kidneys although
normal on gross inspection also had severe changes on histology with a compacted matter in
the lumen of the distal tubules, some of which had undergone calcification. These
histological renal changes are under-reported in literature, thus unlike the classical reported
cystic changes we highlight lumen compaction and calcification as the primary histological
hallmark in kidneys of patients with CF.

11 T'7 — Pe3roMeTa HA NY0JIUKAIMN B HHIEKCHUPAHU 0a34M JaHHU CBbP3aHHU C J0lleHTypaTa:
I'7-1. Popov H, Kobakova I, Stoyanov GS.
Primary small lymphocytic lymphoma of the renal capsule: a histopathological case report.
Pe3rome:

JImmpomuTe, MPOU3XOKIAANIHN OT TUM(PHHATE BH3IIU, Ca €IHU OT HAW-YEeCTHTE 3JI0KaYeCTBEHU
o0pa3yBaHUs cpeJl BCHUKU nomnynanuu. ExcTtpanogamaute TMMGOMH U T€3H, TPOU3X 0K AU OT
CHhEIMHUTEITHO-ThKaHHHUTE KATICYJIM Ha BETPEIIHUTE OPTaHH, ca H3KITFOUUTEITHO peaku. Tyk
mpecTaBsIMe CiIydaid Ha 78-TOAMIIEH MAlMeHT OT MBXXKH TI0JI C ToJisiMa TyMOpHa Maca B
obyacTTa Ha JIeBUsI ObOpPEK. YITPa3BYKOBO M KOMITIOTHP-TOMOTpad)CKH C€ BU3yaIn3upa
TyMOpHa Maca, ooxBaiaiia 6b0peka. M3BbpiieHa e HehpeKTOMUs, KaTo XUCTOMATOJIOTUYHOTO
W3CIIeJIBaHE MOKa3a HEXOHKKUHOB TUM(OM ¢ Tponu3Xo/1 oT ObOpeyHaTa Karcysa, ¢
uHGUITpAIUs B MEKUTE ThKaHH. [[allueHThT € HACOYEeH KbM XeMAaToJIOT 3a JICYCHHE U TOANHA U
MIOJIOBHHA TI0-KBbCHO, CJIE]] IBE OTPULIATSITHN OHMOTICHH HA KOCTEH MO3bK, MAIUEHTHT € )KHUB U
0e3 peuuIuB Ha 3a00/ISIBAHETO.

Abstract:

Lymphomas are one of the most common malignant entries across all populations. Originating
most commonly from the lymph nodes, extranodal lymphomas, including those originating



from the connective tissue capsule of the internal organs, are rare entries. Herein we present a
case report of a 78-year-old male patient presenting with a palpable mass in the region of the
left kidney. Ultrasound and computer tomography revealed a mass engulfing the kidney.
Nephrectomy was performed, with the histopathological investigation revealing a non-Hodgkin
lymphoma originating from the renal capsule, with infiltration into the adjacent tissues. The
patient was referred to a hematologist for treatment and one and a half years later, following
two negative bone marrow biopsies, the patient is alive and disease-free.

I'7-2. Popov H, Petkova L, Stoyanov GS.

Spindle Cell Renal Neoplasms: A Pathological Case Report on Primary Renal Leiomyosarcoma
and Sarcomatoid Renal Cell Carcinoma.

Pe3rome:

brOpeunaTa OHKONATOIOT s IPU BB3PACTHU € JOMUHUPAHA OT CBETJIOKJIEThYEH
OBOPEYHOKIIETHYEH KapIMHOM, KaKTO U OT YPOTEIHUS KapLUUHOM Ha ObOPEYHOTO JIETeHYE.
AHrHocapkoma u Ipyrute TYMOPH ca U3KIFOUUTENHO penku. Tyk 1oKkiIagBame JBa
XHMCTOIATOJIOTHYHU Ciydast ¢ AuepeHInaiHa IarHo3a Ha BpeTeHOBUIHOKIEThYHN OBOpEYHN
HeoIu1a3Mu. [TbpBUAT naueHT, 42-roAuileH MbX, € C HOBOIOSIBUIIA ce OOJIKA B JIECHUS
KOPEMEH XbJIOOK U 00pa3HUTE U3CieIBaHUA MTOKa3Bar 12 cm 0b0pedeH TyMop. XHUCTOJIOTHYHO
ce OTKpHBa BPETEHOKJIEThYHA HEOIIa3Ma ChC 3HAYMTEIHA MUTOTUYHA AKTUBHOCT U TUTAHTCKU
KJIETKH, KATO UMYHOXUCTOXHMHUSTA € TIOJIOKHUTETHA 32 KAIJE3MOH U BAMEHTHH U (DOKAITHO 32
rnagkomyckyieH aktuH (SMA). HeratuBHa peakuus 3a nan-uutokeparit (CK AE1/AE3),
enuteneH MemOpaneH antured (EMA), murokeparun 7 (CK7), CD117, S100, HMB45, Menan
A, CD10 u ge3muH. [Topagu cnenudukara Ha XUCTOMOP(OIOrUs U UMyHO(EHOTHUIA, TYMOPBT
ce MHTepIpeTrpa KaTo IbpBUUYeH ObOpedeH neiloMmuocapkoM. [lopaau HenpekbcHATH
amMOyJaTOPHU KOHCYJITAI[MH, 3a[I0YBAHETO HA JIEYCHUETO € 3a0aBEHO U TPU Mecela Mo-KbCHO
NAlUMEHTHT BeUe € pa3Bui §7mm JIOKaJeH PelUAnuB U YepHOIpOOHU MeTacTazu. Bropusr
HalMEeHT, 53-TOANIIEH MBXK, TOCTHIIBA 32 KOHCYJITAIUS C Beue U3BaJieH ObOpeueH Tymop,
JMarHOCTUIIMPAH CIydaifHO pH mpodriiakTHyHa abaoMuHamHa exorpadus. [IpencraBeHusT 3a
KOHCYJITAIMsI TYMOP XMCTOJIOTHYHO pacTe KaTo MPEIUIUTAIli e CHOIIOBE OT BPETEHOBUTHU
KJIETKH C TIOJTMMOP(HU XUTIEPXPOMHHU si/Ipa ¢ MPOMHUHEHTHH HYKJICOJIM X UMa OOLIMPHU 30HU C
HeKpo3a. IMyHOXHCTOXUMHYHO, TyMOPBT Audy3Ho ekcrpecupa CK AE1/AE3 u kanne3mMoH u
uma ¢okanna excripecus 38 EMA u CD10. Peakuunure SMA, desmin, CD117 u CK7 ca
HeraTuBHH. Ha Tazu 6a3a TyMOpBT ce HHTEpIpEeTHpa KaTo BPETEHOBUIHO KIIEThUYECH
ObOpPEUHOKIIEThYEH KapLIHOM.

Abstract:

Renal oncopathology in adults, as a field of pathology, is dominated by a single entity - clear
cell renal cell carcinoma (RCC) with other entries, such as urothelial carcinoma of the renal
pelvis, angiosarcoma, and others being extremely rare. Herein, we report two histopathological
cases with differential diagnoses of spindle cell renal neoplasms. The first patient, a 42-year-old
male, presented with new-onset right-sided abdominal flank pain, and imaging showed a 12 cm
renal tumor. Histopathology showed a spindle cell neoplasm, with significant mitotic activity
and giant cell, with immunohistochemistry being positive for caldesmon and vimentin, focally
for smooth muscle actin (SMA). No reaction was noted for pan-cytokeratin (CK AE1/AE3),
epithelial membrane antigen (EMA), cytokeratin (CK) 7, cluster of differentiation (CD) 117,
soluble 100 protein (S100), human melanoma black (HMB) 45, Melan A, CD10, and desmin.
Due to peculiar histomorphology and the immunophenotype, the tumor was interpreted as
primary renal leiomyosarcoma. Due to continuous outpatient consultations, treatment initiation
was delayed, and three months later, the patient had already developed an 87 mm local
recurrence and liver metastasis. The second patient, a 53-year-old male, presented to our
institution for consultation of an already excised renal tumor, diagnosed as an incidental finding



on a prophylactic abdominal ultrasound. The tumor presented for consultation histologically
grew as intertwining bundles of spindle cells with polymorphic hyperchromic nuclei with
prominent nucleoli and had extensive areas with necrosis. Immunohistochemically, the tumor
diffusely expressed CK AE1/AE3 and caldesmon and had a patchy reaction for EMA and
CD10. The SMA, desmin, CD117, and CK7 reactions were negative; hence, the tumor was
interpreted as a spindle cell variety (subtype) of clear RCC.

I'7-3. Popov H, Stoyanov GS, Ghenev P.

Intestinal-Type Adenocarcinoma of the Urinary Bladder With Coexisting Cystitis Cystica et
Glandularis and Intestinal Metaplasia: A Histopathological Case Report.xo

Pe3rome:

AICHOKApIIMHOMUTE HA MUKOYHHUS MEXYP Ca H3KIFOUMTEIIHO PEIKH U CE TPEACTABSIT B
paznumaan Mopdostornyau Gopmu. Ha mpakTrka BCHYKH T€ ca HACHTUYHH C JKIIC3UCTATA
nubepeHnnaIys, MPOU3X0XKIAIIN OT TOMOrPad)CKU ChCEIHU OPTaHH, KbETO CIIyYanTe Ha
aJICHOKAPIIUHOM ChIIIO0 Ca MHOTO T0-4ECTH, KaKTO TpH Ae0enoTo 4epBo. Ciie10BaTeIHO
CIIyYauTe Ha 3JI0KAYeCTBEHH 3a00IIIBAHMS OT JKIIC3UCT MPOM3XO0/1 HA MUKOYHHUS MEXYP U3HCKBAT
HE CaMo MOIpo0Ha XUCTOMATOIOTNYHA OIIEHKA i HHTEPIPETAIINs, HO M TIOAPpOOHA KINHUYHA,
CH/IOCKOIICKA 1 00pa3Ha quarnoctuka. Te TpsiOBa j1a ce M3BBPINBAT C IIEJT 14 CE TOKAKE
MPOU3XOIBT HA TyMOPA KaTo MbPBUYCH HA MMKOYHHS MEXYP, @ HE MPOU3XOXKIAI OT APYT
OpraH, Koito HHQUITPUPa MEXypHATa CTeHa UK MeTacTasupa B Hesl. [[poTuBopeunBa e
eTHonaToreHHaTa Bpb3Ka Ha aJIcHOKapIIHHOMA Ha ITMKOYHMS MEXyp U Ta3u Ha CYstitis cystica et
glandularis. Tyk npencraBsime T0KIa[ 3a Ciy4ail HAa HEMYCKYJIHO-UHBAa3UBEH aJICHOKAPIIHHOM
Ha MUKOYHHUS MEXYp TPU MBK Ha YeTHPHUICCET TOIMHH C U3BECTHA aHaMHe3a 3a Cystitis cystica
et glandularis. ITaeHTHT € ¢ MAKPOCKOIICKa XeMaTypHsI U Bb3 OCHOBA Ha H3BECTHOTO MY
YPOJIOTHYHO CHhCTOSIHUE € U3BBPIIEHA IIUCTOCKOMHS ¢ OHOTICHSI, TIOKa3Balia CyoMyKo3Ha
nposudepanus Ha aTUIHIHY xKIe3n. [longpoOHaTa KIIMHUYHA 1 00pa3Ha OlleHKA He T0Ka3Ba
JIAHHHM 3a 3JI0KAUYECTBEHO 3a00JsIBaHe HA APYTH MecTa. Thil KaTo 37I0Ka4eCTBEHOTO 3a00IIBaHE
HE € MYCKYJTHO-MHBAa3MBHO, € TIPHJIOKEHA HHTPaBEe3UKalHa 7i03a OT BakcuHaTa Bacillus
Calmette-Guérin. ITariueHTHT € MPOCIIEACH C IIUCTOCKOIMK U OMOTICHH, KaTO HE TIOKa3Ba JaHHH
3a OCTaThYCH TYMOp, HO Tiepcuctupar Cystitis cystica et glandularis. T'oauna cnen
JIMATHOCTUIIMPAHETO MAIMEHTHT BCE OIIIE € 0/l aKTUBHO HaOI0IeHke, 63 1a € HACTBITHII

peuuaus.
Abstract:

Adenocarcinomas of the urinary bladder are exceedingly rare and present in various
morphological forms. Virtually all of these are identical to glandular malignant neoplasia native
to topographically neighboring organs, where the incidence of adenocarcinoma is also much
more common, such as the large intestine. Cases of glandular malignancies of the urinary
bladder, therefore, require not only a detailed histopathological evaluation and interpretation but
also a detailed clinical and radiological one. These should be performed with the goal of
proving the origin of the tumor as one arising from the urinary bladder and not an entry
originating from another organ and invading or producing metastasis to it. A controversial
etiopathogenic link to urinary bladder adenocarcinoma is that of cystitis cystica et glandularis,
which often coexists with the condition. Herein, we present a case report of non-muscle-
invasive urinary bladder adenocarcinoma in a previously healthy male patient in his forties with
a known history of cystitis cystica et glandularis. The patient presented with gross hematuria,
and based on his known urological condition, a cystoscopy with biopsy was performed,
showing submucosal proliferation of atypical glands. The detailed clinical and radiological
evaluation showed no evidence of malignancy at other sites. As the malignancy was non-
muscle-invasive, an intravesical dose of the Bacillus Calmette-Guérin vaccine was



administered. The patient was followed up with cystoscopy, and a biopsy showed no evidence
of residual malignancy, with cystitis cystica et glandularis persisting. A year following the
diagnosis, the patient is still actively monitored, and no recurrence is noted.

I'7-4. Konsoulova A, Donev |, Conev N, Draganova S, Petrova N, Dimitrova E, Popov H,
Bratoeva K, Ghenev P.

FIRST LINE 5-FU-BASED CHEMOTHERAPY WITH/WITHOUT BEVACIZUMAB FOR
METASTATIC COLORECTAL CANCER: TISSUE BIOMARKER CANDIDATES.

Pe3rome:

[en: KomopekTaaHUAT KaplIMHOM € BTOpaTa BoJIella MPUYMHA 32 CMBPTHOCT OT 37I0KaUY€CTBEHU
tymopu B CAILl. Criopen Obnrapckust Hampionanen cratuctuuecku HHCTUTYT nipe3 2012 rog. ca
quarHoctunupanu 2370 cioyyas Ha KapLMHOM Ha KoJloHa U 1664 ciiydas Ha KapIiMHOM Ha
pexTyma oT 06111 6poit manuentu 29995. JlobasiHeTo Ha OeBann3yMad KbM XUMUOTEpANUsITa
IIPH MMAIUEHTH ¢ METACTaTHYHO 3a00JIsIBaHe 1MO00psBa MpexkuBsieMocTTa 0e3 mporpecus (PFS),
HO HE ca JIOKa3aHU MPEeIMKTUBHU MapKepH B KIIMHUYHATA MTPaKTHKa. B HamieTo npoy4BaHe ca
W3CIIC/IBAHM J[Ba ThKaHHU OMOMapKepa, KOUTO MOTaT Jia KOPEIUpaT C OTrOBOpa Ha
XUMHOTEpanusi, Chabpikalia 0eBainu3ymad, mpu O0JHU C METaCTaTHYEH KOJIOPEKTaJIeH
KapIITHOM.

[TaumenT u Mmetoau: 54 MaLMEHTH C METACTaTUYEH KOJIOPEKTAJIEH KapLMHOM Ca C Ha3HAYCHU
Ha ITbpBa JIMHUSA 5-FU-6asupana xumuoTepanus c/6e3 6eBanu3ymad. IIbpBuyHaTa kpaifHa TOuka
e PFS, ¢ nonmbiHuUTETHO ONIpeieNiiHe Ha TepaneBTUYHUS OTTOBOP M TOKCHYHOCTTA. OT BCUYKHU
54 manmenTa ca cbOpaHM ThKaHU, KOUTO ca BKJIIOYEHH B napaduHoBU Oiokose. HuBara Ha
ekcrpecus Ha nBata Tymopuu ouomapkepa VEGFR-2 u Neuropilin 1(NP-1) ca ouienenu ¢
UMYHOXUCTOXUMHUS.

Pesynraru: Menuanara na PFS 3a rpynara, nexyBana ¢ CT/Bev, e 8,8 Mmecelia, B cpaBHEHHUE ¢
5,4 mecena 3a rpymnara camo ¢ xumuorepanus (95% CI, log-rank tect p=0,003). CroTBeTHUTE
001111 HUBA Ha OTroBop ca ¢boTBeTHO 19,3% u 10,2% (p <0,05 3a CT/Bev cnpsimo CT).
[Tatiuentute ¢ Huchk NP-1 umar cratuctuyuecku 3HaunMMo yabiikaBane Ha PFS B cpaBuenue ¢
te3u ¢ Bucok NP-1 (95% CIl, log rank Tect p= 0,017). Usrnexna, ye manueHTuTe ¢ HUCHK NP-1
UMaT Mo-ToJIsIM e(PeKT OT JiedeHueTo ¢ OeBanuzymad no otHomenue Ha PFS (p=0,049, HR
0,333,95% CI, 0,111 go 0,995), 0TKOIKOTO MaMEeHTHTE ¢ BUCOK NP-1.

3axmouenue: JlobaBsHeTo Ha OeBann3yMad KbM OazupaHa Ha 5-Fu xumuorepanus nogoopssa
PFS npu nanuentu ¢ meracratudeH KojgopekTaneH kapuuHoM. Excripecusita Ha NP-1 B Tymopa
€ MOTEeHIMaJIeH OMoMapKep 3a MPOTHO3UpPaHEe HA KIIMHUYHUS U3XO0/]] PU HAIlUeHTH C
METacTaTUYeH KOJIOPEKTaJIeH KapIIMHOM, JIEKYBAaHH C IIbpPBA JIMHU XUMHOTEPAIHUs IUTI0C
OeBarzymao.

Abstract:

Purpose: Colorectal cancer is the second leading cause of cancer mortality in the USA.
According to Bulgarian National Statistics Institute, 2370 colon and 1664 rectal cancer cases
were diagnosed in 2012 with total number of patients 29995. Adding bevacizumab to
chemotherapy in patients with metastatic disease improves progression-free survival (PFS) but
no predictive markers have been proven in the clinical practice. In our study we examined two
tissue biomarkers that may correlate with response to bevacizumab-containing chemotherapy in
patients with metastatic colorectal cancer.

Patients and Methods: 54 patients with metastatic colorectal cancer were assigned to first line 5-
Fu-based chemotherapy with/without bevacizumab. The primary end point was PFS, with
additional determination of response and toxicity. Paraffin-embedded samples from primary
tumors were collected from all 54 patients. Expression levels of two tumor biomarkers VEGFR-
2 and Neuropilin 1 (NP-1) were evaluated with immunohistochemistry.



Results: The median PFS for the group treated with CT/Bev was 8.8 months, compared with 5.4
months for the group with chemotherapy alone (95% CI, log-rank test P=0.003). The
corresponding overall response rates were 19.3% and 10.2% respectively (P < 0.05 for CT/Bev
vs CT). Patients with low NP-1 had statistically significant prolongation

of PFS as compared to those with high NP-1 (95%Cl, log rank test p=0.017). Patients with low
NP-1 appeared to experience a larger bevacizumab treatment effect in terms of PFS (p=0,049,
HR 0.333, 95% CI, 0.111 to 0.995) than patients with high NP-1.

Conclusion: The addition of bevacizumab to 5-Fu based chemotherapy improves PFS for
patients with metastatic colorectal cancer. Expression of tumor NP-1 is a potential biomarker
candidate for prediction of clinical outcome in patients with metastatic colorectal cancer, treated
with first line chemotherapy plus bevacizumab.

I'7-5. Popov H, Stoyanov GS, Ghenev P.

Fibroblast Growth Factor-2 and the Invasive Potential in Urothelial Malignancies of the
Bladder.

Pe3rome:

BbBenenue: YporenHuTe KapIMHOMHU MIPEICTABIABAT OT/IEIHA IpYIIa 31I0KaYeCTBEHH
3a00JIIBaHMS C BUCOK MOTEHIIMAI 32 PEUUANB. MHOKECTBO MPOYYBAHUS Ca YCTAHOBUIM HAOOP
oT BSaHMOHeﬁCTBHﬂ MCKAY TYMOPHHUTEC KIICTKU HA YPOTCITHUTC HECOIJIa3MH U U3BBHKICTHYHUA
MaTpHKC 110 OTHOLIEHNE Ha UHBa3UATa U IporpecusaTa Ha Tymopa. HacrosmoTo npoyuBane
OlIeHsIBa eKkcrpecusita Ha pulOpobnacren pacrexeH paxtop-2 (FGF2) B panen craauii Ha
YPOTEIHUTE KapLUMHOMHU Ha mUKouHHs Mexyp (pTa u pT1) no oTHOLIEHHE HAa HHBA3UBHHUS
MOTEHIIMAJ Ha TE3U TYMOPH.

Martepuanu u MeTou: 3a MPOYUYBAHETO € U3MOJI3BaH PETPOCTIEKTHBEH aHann3. Cpe3oBe oT
TYMOpHAa ThKaH Ca OLIBETEHU C IMYHOXHUCTOXUMHUYHHU CpenicTBa - aHTU-FGF2 antutso.
Excripecusita B ekcTparesryIapHusi MATPUKC € olleHeHa ¢ momoinTa Ha H-score. [Tapamerpure
M0 OTHOIIIEHHE Ha TyMOpHAaTa MHBA3Us, MOJie] U HuBa Ha ekcnpecus Ha FGF2, mon u BBp3pact
Ha MAIMeHTa, KaKTO U PEIUINB Ha 3a00JIsIBAHETO, ca 00pabOTeHN CTATHCTHYECKH.

Pesynraru: Ananusupanu ca oomo 163 cimyyas, ¢ H-score xaro 3a cut-off e npuera croiinoctTa
110, xosiTO € oNnTHMaHa rPaHUYHA CTOMHOCT, OKa3Ballla MHBAa3UBHUS MOTEHIUAI 10
oTHouleHue Ha excipecusita Ha FGF2 ¢ uyBcTBUTENnHOCT - 75,4% 1 cnienuduyHoct - 78,9%. He
€ YCTAaHOBEHA CTaTUCTHUYECKA KOpEJalus MEXKy 10 U Bb3pacT Ha MallUEHTUTE U NosiBaTa Ha
pEIUInB.

3axnrodeHue: Bp3 0ocCHOBa Ha HaIIUTE PE3YyATATH, U3CIEIBAHETO HA B3aUMOJACHCTBUATA MEXKIY
TyMOpa M €KCTpaLeTyJIapeHus MaTpUKC 10 OTHolIeHne Ha excnpecusta Ha FGF2 e o0emasario
IIPU YPOTETHUTE 3710KaUECTBEHH 3a00IsIBaHUS HA MUKOYHUS MEXYp, 110 OTHOIIIEHHE Ha
TYMOPHMS MHBa3uBEH NoTeHuan. OctaBa HEYCTaHOBEHO KaK TE€3H B3aUMOJECHCTBUS BIMSIST Ha
MeTacTaTUYHUS MOTEHIMAI HA TYMOPUTE.

Abstract:
Introduction

Urothelial carcinomas represent a distinct group of malignancies with a high recurrence
potential. Multiple studies have established a set of interactions between the tumor cells of
urothelial neoplasms and the extracellular matrix regarding invasion and tumor progression. In
the present study, we evaluated the expression of fibroblast growth factor-2 (FGF2) in early-
stage urothelial carcinomas of the urinary bladder (pTa and pT1) regarding the invasive
potential of these tumors.



Materials and methods

A retrospective non-clinical approach was utilized for the study. Tumor tissue sections used for
the initial diagnosis were stained by immunohistochemical means with an anti-FGF2 antibody
and the expression within the extracellular matrix was evaluated using a histo-score (h-score).
Statistical parameters regarding tumor invasion, FGF2 expression pattern and levels, patient
demographic characteristics, and disease recurrence were analyzed for significance.

Results

A total of 163 cases were analyzed, with an h-score of 110 determined as the optimal cut-off
value for invasive potential regarding FGF2 expression, with a sensitivity of 75.4% and a
specificity of 78.9%. No statistical correlation was established between the demographic profile
of the patients and the occurrence of disease recurrence.

Conclusion

Based on our results, the study of tumor-extracellular matrix interactions in regards to FGF2
expression is a promising field, at least in urothelial malignancies of the urinary bladder, in
regards to tumor invasive potential, while it remains unestablished how these interactions affect
metastatic potential.

I'7-6. Popov H, Stoyanov GS, Ghenev P.
Role of Cytokeratin 20 as a Predictive and Prognostic Marker in Urothelial Neoplasms.
Pe3rome:

BwBenenue: Hsakonko KTMHUYHA 0COOEHOCTH MapKUpaT YPOTEIIHUTE KAPIUHOMHU U TIXHOTO
O6uonornyHo noseaeHue. Kio4oBu ca OTHOCUTENHO OaBHUAT X0 IPEIU U3sBaTa HAa TYMOpPa U
BHCOKUSAT MPOLIEHT Ha peuuuBu. Jlocera He € HACHTUPUIIMPAaH OMOMapKep KaTo MPeJUKTop Ha
T€3U TeXHH 0coOeHHOCTH. HacTosAmoTo npoy4yBane uMa 3a el Ja OLIeHU poJisiTa Ha
nutokepatuH 20 (CK20) B HenHBa3uBHUTE ypoTenHu kapiuuHoMu (pTa u pT1) Ha nukouHUs
MeXYp, KAKTO HEroBara JMarHOCTUYHO-IIPEIUKTUBHA POJIS IIPU CTaAUPAHETO U
pEeUINBUPAHETO HA TYMOpAa.

Marepuanu u MmeTou: B mpoyuBaHeTo ce M3Moia3Ba peTpOCEeKTUBEH aHaIN3 U upe3
MMYHOXMCTOXMUMHYHO MapKupase ¢ aHTU-CK20 aHTUT:II0 Ha cpe3n ¢ TYMOpHA ThKaH ca
OILICHEHU HUBATa Ha eKcrpecusTa. MoenuTe Ha eKCIIpecHsiTa ca CpaBHEHHU ¢ AudepeHuanusTa
Y CTaJUsl HAa TYMOpA, KaKTO U C YECTOTAaTa Ha pELUANBUPAHE B PAMKUTE HA IETTOAMILEH IIEPUOJL
Ha MPOCIesBaHe.

Pesynraru: YcTaHoBeHa € CHIIHA CTaTUCTUYECKA KOpETalus MeXAY €KCIpecusTa u
mudepeHInanusaTa Ha TyMopa, KaTo BUCOKOCTETIEHHUTE TYMOPH TIOKa3Bar cjiada 10 yMepeHa
ekcipecus 3a CK20, a HUICKOCTENIEHHUTE TYMOPH MOKa3BaT MHTEH3MBHA ekcripecus. He e
yCTaHOBEHA KOpeJlallns MEX]1y MOJIeJia Ha €KCIIPECUsiTa, Bb3pacTTa U MOoJia Ha MalUeHTa,
CTaus Ha TYMOpa U BEPOSATHOCTTA OT JIOKaJIeH PELUINB.

3akmouenue: CK20 e HafeXIeH TMarHoCTHYEH MapKep, KOraTo ce U3I0JI3Ba 3aeHO C APYTH



MapKCpu, HO HETOBUAT MOACI Ha CKCIIPCCHUA B HAICTO U3CJICABAHC KOPLCIIMpPa CaMO C
,I[I/I(bepeHHI/IaI_[I/IHTa Ha YPOTCIHUTC KapUUMHOMU HA IIMKOYHUA MEXYP.

Abstract:

Introduction

Several clinical peculiarities mark urothelial carcinomas and their biological behavior. Key in
these are its relatively indolent course before manifestation and its high recurrence rate. So far,
no biomarker has been identified as a predictor for these factors. The current study aims to
evaluate the role of cytokeratin 20 (CK20) in non-invasive urothelial carcinomas (pTa and pT1)
of the urinary bladder and its diagnostic and predictive role in tumor staging and recurrence.

Materials and methods

The study utilizes a retrospective, non-clinical approach via immunohistochemical marking of
the paraffinembedded tumor tissues for the initial diagnosis. Expression patterns were compared
with tumor grade and stage, as well as the incidence of recurrence within a five-year follow-up
period.

Results

A strong statistical correlation was established between expression and tumor grade, with high-
grade tumors showing weak to moderate expression of CK20 while low-grade tumors showed
an intensive expression pattern. No correlation was noted between the expression pattern,
patient age and gender, tumor stage, and the likelihood of local recurrence.

Conclusion
While CK 20 is a reliable diagnostic marker when used together with other markers, its
expression pattern in our study correlated only with bladder urothelial carcinoma grade.

I'7-7. Popov H, Petkova L, Stoyanov GS.
Lingual Leiomyosarcoma: A Histopathological Case Report.
Pe3rome:

JlefiomnocapkoMHTE ca PEIKH 3JI0KAY€CTBEHN ME3CHXMMHH HEOIUIa3MHU, TPOU3XOXKIAIIH OT
IJIAAKOMYCKYJTHUTE KJIETKU. Bbrpeku ue ieioMnocapkoMbT OOMKHOBEHO Ce pa3BHUBa Hal-4eCcToO
B MaTKaTa, CTOMAIIIHO-UYPEBHUS TPAKT U MOJKOKHHUTE ThKaHU, TOM ce cpellia psiiKo B 00acTTa
Ha rjaBaTa U LIMATA, BEPOSTHO MOPAaH MTO-MAJIKOTO KOJIMUYECTBO HA INIAAKOMYCKYJIHA ThKaH B
Ta3u obnact. Tyk npezacrassme ciydait Ha 60-rouiieH MbX ¢ 0aBHO HapacTBalla
6e300Jie3HEHa Maca B cpe/lHaTa TpeTa Ha JECHUS CTpaHUYEH €3UKOB pbO, ¢ poKkaiHa s3Ba ¢
pasmepu 1x1,5 cm. Crieq XUpyprudHO U3PSA3BaHE XUCTOJIOTHYHO €€ MPEACTaBs ¢ TuIeOMOpPhHU
BPETEHOBUHU KJIETKH, HAKOU C IPUYYJIMBU pa U BUCOKa MUTOTUYHA aKTUBHOCT, KaTO
KJIETKUTE pacTaT 1noj Gpopmara Ha IperIuTallll ce CHOMOBe. T'hil KaTO MAUEHTHT € C PUCKOBU
(dakTopH 3a pa3sBUTHETO HA IJIOCKOKJIEThYEH KapLIMHOM Ha YCTHATa KyXHMHa, B TU(PEPEHIIHATHO
JTUArHOCTHYEH IUIaH c€ 00CHIU M U3TOYEHOKIIETHUHHUAT (CAPKOMATOU/IEH) MIIOCKOKJIEThYEH
KapuuHOM. Hanoxu ce fa ce HarpaBu UMYHOXUCTOXHMHUS C ITUPOK HAOOP OT aHTUTENA 3a
JIOKa3BaHe Ha XMCTOreHe3aTa Ha Tymopa. T'hil KaTo TyMOPBT Oellle TaHIIUTOKEPaTHH U JE€3MUH
OTpHIATENICH, (POKATHO MOJIOKUTEIICH 32 KAJZE3MOH H MOJIOKUTENICH 3a IIaAKOMYCKYJIeH
aKTHH, Oellle MOTBbpP/IeHA UarHo3ara rmieoMopdeH JeiioMrocapkoM Ha €3uKa.

Abstract:
Leiomyosarcomas are rare malignant mesenchymal neoplasms originating from smooth muscle

cells. Although leiomyosarcoma is commonly located in the female reproductive system,
gastrointestinal tract, and subcutaneous tissues, it is a rare entry in the head and neck area,



probably due to the scarcity of smooth muscle tissue in this topographical region. Herein we
present a histopathological case report of a 60-yearold male with a slow-growing painless mass
on the middle third of the right lateral lingual margin, with focal ulceration measuring 1x1.5cm.
After gross excision, histopathology revealed pleomorphic spindle cells, some with bizarre
nuclei and abundant pathological mitotic activity with a tendency to grow in a fascicular
pattern. As the patient had the demographic characteristic and risk factors for oral cavity
squamous cell carcinoma, a spindle-shaped variety (sarcomatoid) variety was suspected, and
immunohistochemistry with a broad set of antibodies was used to prove the histogenetic group
of the tumor. As the tumor was pancytokeratin and desmin negative, focally positive for
caldesmon, and positive for smooth muscle actin, the diagnosis of pleomorphic leiomyosarcoma
of the tongue was established.

I'7-8. Popov H, Ghenev P, Stoyanov GS.
Role of GATAS3 in early-stage urothelial bladder carcinoma local recurrence.
Pe3ome:

BoBegenue: Enna ot xapakTepuCTUKUTE Ha HEMHBAa3uBHUS ypoTtelneH kapuuaoM (YK) e
BHCOKAaTa 4eCTOTa Ha peuuIuBU. | 'yaHNH-aIeHUH-TUMHH-3JICHUH HYKJICOTHIHA
MocJieI0BaTeTHOCT-CBbp3Ball mpotenH 3 (GATA3), kaTo TpaHCKPUTIITMOHEH (haKTOp, KOpenrpa
¢ ypoTenHara AudepeHuranus 1 ce CBbp3Ba C JIollla IPOrHo3a npu Bucokoctenenuute YK u
peuuanB MpH 370KaUYeCTBEHH 3a001s1BaHus Ha rbpAarTa. [locraBuxme cu 3a 1€ 1a IpoydyuM
cneunpukara Ha GATA3 npu HennBasuseH YK, HaOnAraiiku Ha nporHo3ara 3a peruinB.

Metonu: Koxoprara ce cecTon oT 163 manuMeHT ¢ nepuo Ha NpociIes BaHe OT IET FOJIUHH,
BritountenHo 109 pTa cinyqast u 54 pT1 cnydas. UmyHOXHCTOXMMHUYHATA €KCIIPECHs Ha
GATA3 ce ouensBa ¢ nomorra Ha H-score. Tectst Ha Kaplan-Meier e npoBezieH 3a BpeMeTo
JI0 peLuIuB, criopea HUBOTO Ha excripecust Ha GATA3 u uscneaBanute nokaszarenu. Hampasen
e cratuctuyecku aHanus (ROC-curve), 3a 1a ce onpeaeny possTa Ha TOYHOCTTA U
crnenupUYHOCTTa Ha PEICKa3yeMOCTTa Ha UHIUKATOPUTE.

Pesynraru: Peruaus B paMKuTe Ha Iepro/ia Ha mpociiesiBane € otoenszan B 41,72% ot
cinyyaute. He e ycraHOBEeHa Bpb3Ka Ha CKIIOHHOCTTA KbM PELIUJIMB C Bb3pacTTa U 1oJja Ha
nanuenture. Excnipecnsara Ha GATA3 nokassa paznuuen H-score peszynrar. M3non3Baiiku
ROC kpuBarta, rpanuuna croiiHoct (cut off) ot 155 pasnens HuBara Ha excripecust Ha YK Ha
HUCKH M BUCOKH, C YYBCTBUTEIHOCT OT 72,7% u crienuduaroct ot 78,7% (area under the
curve=0.800, 95% confidence interval: 0.696-0.904, p<0.001), KOE€TO TOMBIHUTEIHO MOKA3Ba
BpB3Ka MEXTy BUCOKHTE HHBA Ha SIAPEHA KCIPECHs M prucka oT JokaieH peruaus (p<0,0001).

3axmouenue: Tyk e onucaHa 4yBCTBUTEITHOCTTA Ha BUcokaTta excripecust Ha GATA3 npu
HenHBa3uBeH YK Ha NMKOYHMA MEXyp U Bpb3Kara M C JIOKATHUS PELUANB, HE3aBUCUMO OT
1oJia, Bb3pacTra, TyMOopHaTa 1udepeHanus U CTaausl.

Abstract:

Background

One of the most characteristic features of non-invasive urothelial carcinoma (UC) is its high
recurrence rate. Guanine-adenine-thymine-adenine nucleotide sequence-binding protein 3
(GATAB3), as a transcription factor, correlates with urothelial differentiation and has been
reported with poor prognosis in high-grade UC and recurrence in breast malignancies. As such,
we set out to study the specifics of GATAS3 in noninvasive UC, emphasizing on prediction for
recurrence.

Methods



The cohort comprised 163 patients, with a follow-up period of five years, including 109 pTa
cases and 54 pT1 cases. Immunohistochemical expression of GATA3 was assessed using a histo
score (H-score). Kaplan-Meier test was conducted for the time to recurrence, according to the
level of expression of GATAS3 and the

indicators studied. Receiver operating characteristic (ROC) curve analysis was done to
determine the role of accuracy and specificity of predictability of the indicators.

Results

Recurrence within the follow-up period was noted in 41.72% of cases. No recurrence
relationship was established for age and gender. GATAS expression showed a varying H-score.
Using ROC curve analysis, a cut-off value of 155 divided UC expression levels into low and
high, with a sensitivity of 72.7% and specificity of 78.7% (area under the curve=0.800, 95%
confidence interval: 0.696-0.904, p<0.001), further showing an association between high levels
of nuclear expression and risk of local recurrence (p<0.0001).

Conclusion

Herein we have described the sensitivity of high GATAS3 expression in non-invasive UC of the
urinary bladder and its relation to local recurrence, independent of gender, age, tumor
differentiation, and stage.

I'7-9. Popov H, Koleva T, Stoyanov GS.
Bullous Henoch-Schonlein Purpura and Associated Nephritis: A Pathological Case Report.
Pe3rome:

[Typnypata nHa Henoch-Schonlein (HSP) e Haii-uecTusiT BacKyJauT B IeTCKaTa Bb3pacT,
IIPOsIBSIBALLl CE C ITypITypa, IPEIMMHO Ha JOJIHUTE KPAaHUIM U MTOHIKOTa ChC 3aCATaHE HA
0b0peunte. Beupeku ue ce cBbp3Ba ¢ aerctBoTo, HSP, Makap u psako, Moxe 1a ce pa3Bue U
npY BB3pacTHU. TyK mpeacTaBsMe NalMeHT Ha MIeCTAeCeT FOJUHH, IPeACTaBsIl ce ¢ 6e30poii
OOpHUBHU €IMHUIM 1O JOTHUTE KpalHUIH, BKIIOUUTEIHO OYJI03HM JIE3UH U TIPOSIBU Ha
XpoHUYHa O0bOpeyHa HepocTaTbuHOCT. KoxHuTe 1 6b0peyHH OMoncuu rmokasaxa
MOp(}OJIOrMYHN IPOMEHN U UMYHHHU OTJIaranusi, xapakrepuu 3a HSP. Bonpeku neuenuero,
O0bOpevyHaTa HeJJOCTATHYHOCT Ha MalMeHTa OaBHO MPOrpecupa 1 TOM MOYMHA OCEM Mecela Cliejl
IPEJICTaBIHETO CU NIOPaJH CBbP3aHUTE YCIOKHEeHUs. Makap U psako, Oyino3HaTa popma Ha
HSP moxe na ce pasriexaa kaTo mo-arpecuBHa opma Ha 3a00JIIBaHETO, KAKTO CE€ BHXKAA OT
KOHCTeJIalusATa Ha MpeICTaBsIHe U Obp3aTa MpOrpecHs B HAILUS CIIydai.

Abstract:

Henoch-Schonlein purpura (HSP) is the most common vasculitis in childhood, presenting with
purpura, predominantly of the lower extremities and occasionally with renal involvement as
well. Although associated with childhood, HSP, although rarely, can also develop in adults as
well. Here we present a patient in his sixties, presenting with a myriad of rash units on his lower
extremities, including bullous ones, and a constellation of chronic kidney failure. Skin and renal
biopsy specimens revealed morphological changes and immune depositions representative of
HSP. Despite treatment, the patient's kidney failure slowly progressed, and he expired eight
months after his presentation due to associated complications. Although rare, the bullous form
of HSP can be viewed as a more aggressive form of the disease, as seen by the presentation
constellation and rapid progression in our case.

111 'S — Pe3romeTra Ha myOJMKANMH B HEUHIEKCHPAHU 0a3M JaHHU CBbP3aHU C IOIlEHTypaTa:

I'8-1. Pavlov S, Ivanova |, Popov H, Tzaneva M, Ghenev P.



A rare comorbidity: dermatitis herpetiformis and sarcoidosis - a case report.

Pe3rome:

Capxounjio3zara € MyATHCUCTEMHO IPaHyJIOMaTO3HO 3a00JIIBaHE C HEU3BECTHA €THOJIOTUS U
LIMPOK CHEKThP OT KIMHUYHU NposiBU. [IpencraBsame ciyyail Ha sxeHa Ha 54 roquHu ¢ 00puB
T10 JIMLIETO: MOTMMOP(HHU, KPBITH, UHOWITPUPAHU EpUTEMATO3HH IIJIaKH, ¢ pazmepu 1 - 3 cm,
pasnpoCTpaHeH! B HAKOJIKO o0nacTu. MeauLmHCKaTa UCTOPUS COUM, Ye XKeHara e OoseryBasa
OT JIEPMATUTHUC XeprneTU(HhOpMHUC U IEPCUCTHPAILIA MHTPAXEMaTalHa XojiecTa3a. Pesynrarure
OT JIaDOPAaTOPHUTE TECTOBE MpeIoIaraT LboJIMaKus (CUIHA OJOXKHUTENHA peakuus Ha IgA
aHTU-THKAHHU TPAHCTIIyTAMUHA3HU aHTHUTENA), HO TOPHA EHIOCKONHS HE € U3BBPIICHA, 32 /1a
ce noTBbpau. KoxHara Guorncus nokas3sa Hekazen(puIUpaIiy enuTeI0uAHO-KIETbUHI
TpaHyJIOMH, a IMPEKTHAaTa UMYHO(ITyOpeCceHI 1MoKa3Ba IgA oTiaranus B gepmara.
Capkounzio3a ¢ KO’KHO ¥ YepHOPOOHO 3acAraHe € yCTaHOBEHa Ha 0a3aTa Ha KJIMHUYHUTE
HAXOJKH U XucTonorusara. [lepuoabT Mex 1y mposiBuTe Ha 6osecTTa Ha J{FOPUHT B KOXKHUATE
MpOosIBM Ha capkouao3a € 20 roanHu.

3axmouenne: [IpocneseHusAT KIMHUYEH CITy4dai MOAKpens XUIoTe3aTa 3a 00 UMYHHH
NAaTOreHHU (PaKTOPU IPU YYBCTBUTEIHU KbM INIyTEHA 3a00JIIBAHUS U CAPKOMJ103a.
EnHOBpeMEHHOTO IpOsIBIIEHUE HA IIbOJIMAKHS U CAPKOUI03a € PSAIKO CPEIIaHo B
MEIMLMHCKAaTa IPAKTHUKA, HO He TpsiOBa /1a ce MOJILEeHsBA.

Abstract:

Sarcoidosis is an enigmatic, multisystem granulomatous disease of unknown etiology and wide
range of clinical presentations.Case report: A 54-year-old female presented with facial rash:
polymorphic, round, infiltrated erythematous plaques, 1 - 3 cm in size, disseminated on several
areas of the face. The medical history was consistent with dermatitis herpetiformis and
persistent intrahepatic cholestasis. The laboratory test results suggested celiac disease (strong
positivity of IgA anti-tissue transglutaminase antibodies) but upper endoscopy was not
performed to confirm it. The skin biopsy revealed noncaseating epithelioid-cell granulomas,
and negative direct ummunofluorescence showed IgA deposits in the dermis. Sarcoidosis with
cutaneous and hepatic involvement was established based on compatible clinical findings and
supportive histology. The period between manifestations of Duhring disease and skin
manifestations of sarcoidosis was 20 years. Conclusion: Our clinical case supports the
hypothesis for common immune pathogenic factors in gluten-sensitive diseases and
sarcoidosis. The simultaneous occurrence of celiac disease and sarcoidosis is rare, but should
not be under recognized.

I'8-2. Kitanova M, Popov H, Gancheva S, Zhelyazkova-Savova M, Galunska B, Ghenev P.

EFFECTS OF VITAMIN K ON LIVER STEATOSIS AND PANCREATIC LIPOMATOSIS IN
EXPERIMENTAL MODEL OF METABOLIC SYNDROME.

Pe3rome:

[en: Hackopo 6sixa npennokeHu HOBH POJU Ha BUTaMUH K, pa3nuyHu OT T€3U B
KoaryJalusTa, BKIFOYBAIIH MPEBEHIINS HAa KapauoMeTaboimTHUTe 3a0osBanus. LlenTta Ha
HacTosIaTa paboTa € J1a ce OIEHU BB3CHCTBUETO HA JICUeHNUETO ¢ BUTaMuH K BBpXy
MIPOMEHHTE B YEPHUS IPOO U MAaHKpeaca Ha IUThXOBE C eKCIIEPUMEHTATHO WHAYITPaH
MEeTabOIUTEeH CHHAPOM.

Metoau: M3mon3Banu ca YeTUPH TPYITH TUTHXOBE, KaKTO CJIEBA: €HA KOHTPOJIHA TpyTIa €
XpaHeHa ¢ OOMKHOBEHA XpaHa 3a IUThXO0BE; €JHA TpyIia € Oujla XpaHeHa C IUeTa C BUCOKO
ChIbpKaHNE HA MAa3HUHH U PPYKTO3a B IPOJBIDKEHHE Ha 12 ceMuIy, 3a Aa Mpeau3BUKa



MEeTabOIMTEeH CHHAPOM, a JIBE TPYIU C META0OJIUTEH CHHIPOM Ca JIEKYBaHU CHOTBETHO C
ButamuH K1 u K2. B kxpas Ha ekcriepuMeHTa yepHOApoOHATa ThKaH M MTAHKPEachT ca
MOP(}OITOTHYHO H3CIIeIBAHU.

Pesynraru: Benuku rpynu mibXoBe, XpaHEHH ¢ BUCOKO ChAbpIKaHHE HA Ma3HUHU U PpyKTO3a,
MOKa3BaT YepHOAPOOHU XUCTOJIOTUYHH MPOMEHH, ChOTBETCTBAIIM Ha CTeaTo3a. Te3u mpoMeHH
ca Mo-u3pa3eHu B rpynute, JekyBanu ¢ BuTaMuH K2 u K1. TrkanTa Ha maHkpeaca Ha
KUBOTHHUTE, XPAaHCHH C BUCOKO ChABPKAHUE HA MAa3HUHU U PPYKTO3a, IOKA3BA HATMYKE HA
JUIIOMAaTO03a, HE3aBUCUMO OT JICYEHHUETO.

3axnrouenue: [Ipu mrbXoBeTe ¢ MHAYIUPAH OT TUETa META0OIUTEH CUHIPOM, JISYCHUETO C
ButamuH K1 u K2 He e noBeno 10 ouakBanute MOp(OIOrHuHU A0Ka3aTeNCTBa 3a NoJ00peHue,
JIOpU MMa TEHJICHIIHSI KbM BIIOIIABaHE HA YEPHOAPOOHHUTE TpOMEeHH. Te3u pe3ynraTi He ca B
CHOTBETCTBUE C IPYT'H Beue yCTAaHOBEHH €(EeKTH OT JieueHue ¢ ButamuH K.

Abstract:

Purpose: Recently new roles for vitamin K, different from that in coagulation, have been
proposed, including prevention of cardiometabolic diseases. It was the aim of the present work
to evaluate the impact of vitamin K treatment on the changes in liver and pancreas of rats with
experimentally induced metabolic syndrome.

Methods: Four groups of rats were used, as follows: one control group fed regular rat chow;
one group fed high fat, high fructose (HFHF) diet for 12 weeks to induce a metabolic
syndrome (MS) and two groups with MS treated with vitamin K1 and K2 respectively. At the
end of the experiment, liver tissue and pancreatic were dissected out for morphological
examination.

Results: All groups of rats fed HFHF diet expressed liver histological changes consistent with
steatosis. These alterations were more pronounced in the groups treated with vitamin K2 and
K1. The pancreatic tissue of the HFHF fed animals showed similar degree of lipomatosis
irrespective of treatment.

Conclusions: In rats with diet-induced MS, treatment with vitamin K1 and K2 did not produce
the expected morphological evidence of improvement, even tended to aggravate the liver
changes. These results disagreed with other effects of vitamin K that were established.

I'8-3. Kasimova Z, Popov H, Tsaneva M.
Mixed Epithelial and Stromal Tumor of the Kidney: a Case Report.
Pesrome:

Boeenenne: Cmecen enmreneH u crpomaiieH Tymop (MEST) Ha 660peunoTo nerenue,
M3BECTEH B MUHAJIOTO KaTO KUCTO3EH XaMapToM, € PSIIbK J0OpOKadecTBEH TYMOp, HACKOPO
000c00eH KaTo OTAeTHa KIIMHIYHA U TIATOJIOTUYHA eIMHUTA. Ta3u cIoXHa Heolia3ma e
ChCTaBEHA OT CMEC OT CTPOMAITHH U €MUTENTHU eleMeHTH. JKeHuTe ca 3acerHaT Mmo-4ecTo
(chOTHOIICHHE KEHH KbM MBke 6:1), 0cOOCHO XKeHHU B IepuMeHonay3ara. [IbpBoHadaiHO €
ornucad npe3 1973 rox. ot Block xato Bponena me3obnactaa Heppoma. Tepmunbst MEST e
naaeH ot Michal u Syrucek npe3 1998 rog.

Metoau u marepuanu: JXKeHa Ha 54 TOJUHM € MTOAJIOKEHA HA JAapOTOMUS TTOPAIH
heoxpomorutToM. OCBEH TOBA € OTKPUT OIIE €TUH TyMOP B JICBUS OBOpPEK - YaCTUIHO
KHCTUYHA U YACTMYHO IJTBTHA Maca B ObOPEYHOTO JIereHYe, MOpaau KOeTO € H3BhPIIEHA
JIEBOCTpaHHA HEPPEKTOMHUSI.

Pesynrartu: MakpocKoIcku Jie3usita B ObOpeYHOTO JIEreHue € ¢ OBaIHA (hopMa ¢ pasMepu
15/8cm, nobpe oTrpaHryYeHa OT OKOJIHHUS MMapEHXUM M C MaCTHA ThKaH 1o nepudepusra;
Cpe3HarTa MOBBhPXHOCT MTOKa3Ba MHOKECTBO KUCTH C PA3JIMUEH pa3Mep U MamIapHA U3TaTHHU
OT BBTpeIIHATa cTpaHa. [Ipy XUCTOTOTHYHOTO U3CIEABAHE Ce BHXKAA T0Ope o4epTaH TyMop,
CHhCTABEH OT KUCTH C Pa3jinyHa rojieMUHa, TAULIUPAHU ¢ KOJIOMHApEH U KyOOuaalieH enuTes.
3ao0uKansimara cCTpoMa moka3Ba cCMec OT SMYHUKOB THII CTPOMA U €03MHOMUITHU (OKYCH,



HarnoA00sBamy 0enu Tesa ¥ MHOTO Kaluu(puKaTy.

3akimouenue: B murepatypara ca onucanu camo okosio 200 ciyyas Ha MEST. Cmecenusit
EMUTENICH U CTpOMaJIeH TyMOp Ha ObOpeka OOMKHOBEHO Ce MPOsBSBA MPH )KEHU B
MepUMEHOIay3a KaTo YaCTUYHO KUCTUYHA Maca U pacTeXbT My MOXe J1a Ob/Ie MOBIUSH OT
XOpMOHHU. B nureparypara HAMa Apyro onuMcaHue Ha €JHOBPEMEHHOTO ChUIECTBYBAHE Ha
MEST u dpeoxpomoriurom.

Abstract:

Introduction: Mixed epithelial and stromal tumor (MEST) of the renal pelvis, also known in
the past as cystic hamartoma is a rare benign tumor, recently recognized as a distinct clinical
and pathological entity. This complex neoplasm is composed of a mixture of stromal and
epithelial elements. Women are more often involved (ratio of women to men 6:1), especially
perimenopausal women. It was originally described in 1973 by Block as a congenital
mesoblastic nephroma. The term MEST was credited to Michal and Syrucek in 1998.
Methods and Materials: A 54-year-old woman underwent laparotomy because of
pheochromocytoma. In addition, another tumor was found in the left kidney - a partly cystic
and partly solid mass in the renal pelvis, so left-sided nephrectomy was carried out.

Results: Macroscopically, the lesion in the renal pelvis had an oval form, measuring 15/8 cm,
well circumscribed from the surrounding parenchyma, and with fatty tissue at the periphery;
the cut surface revealed multiple cysts of varying size, showing papillary projections on the
inner side. On histological examination, a well-delineated tumor was seen, composed of cysts
of varying size lined by columnar and cuboidal epithelium. Surrounding stroma showed a
mixture of an ovarian type of stroma and eosinophilic loci resembling white bodies and a lot of
calcifications.

Conclusion: Only about 200 cases of MEST have been described in the literature. Mixed
epithelial and stromal tumor of the kidney usually presents in perimenopausal women as a
partially cystic mass, and its growth may be influenced by hormones. In the literature, there is
no other description of coexisting MEST and pheochromocytoma.

I'8-4. Ghenev PI, Kitanova MG, Popov HB, Evtimov N, Stoev SV, Tonchev AB, Chaldakov
GN.

Neuroadipobiology of arrhythmogenic right ventricular dysplasia. An immunohistochemical
study of neurotrophins.

Pesrome:

AputmoreHHara AscHokaMmepHa nuciuiasusi (ARVD) e nacnencTBeHo HapylieHHE Ha
aJIX€3MOHHUTE NMPOTENHU MEKIY KapJUOMUOLUT KbM KapJUOMHUOLUT, CBEP3aHO ¢ KAMEPHHU
apUTMUU U BHE3aIHa Chp/I€YHA CMBPT. XapakTepu3upa ce ¢ MporpecuBHo Gudpo-MacTHO
3aMecTBaHe Ha MHOKap/a Ha JscHaTa kamepa. Hanmuduero Ha MacTHA ThKaH ¢ WiH 0e3
(¢ubpo3Ha ThKaH, pa3lpbCcHATa Cpell KapIUOMHOLUTUTE, € XUCTOJIOTMYHUAT OTIIMYUTENIECH
Oener Ha 3abomsBaHeTo. Hamupaiiku ce B MHOKapia, aJUIMOLUTUTE PEIN3BUKBAT YBPEXkKIaHe
Ha KapJIMOMHUOLIUTUTE, KaTO 10 TO3U HAYUH MPUUYUHSIBAT €JIEKTPHUUECKa HECTaOUITHOCT Ha
MHOKap/ia Ha JsicHaTa KaMepa, HO MOJICKYJISIpHATA MMaTOreHe3a Ha TaKaBa eJIeKTpUUecKa
HectabuiaHocT pu ARVD Bce orie e HesicHa. 3aMecTBaHETO Ha KapAMOMHUOIIUTUTE OT
MacTHaTa ThKaH € Hail-ChIllecTBeHATa XUcToNorndHa Haxoka mpu ARVD. Nerve growth
factor (NGF) ynpaxxusiBa apurmMoreHeH e(eKT, KOMTO € CBbp3aH ¢ BHE3aITHaTa ChpIcUHa
cMBbpT. LlenTa Ha HACTOSAIIOTO U3CIIEABAHE € 1a aHAIM3UPAa UMYHOXUCTOXUMUYHO ARVD-
CBBp3aHU aJIUIMOLNTH ChC CIENUAITHO BHUMaHUE KbM ekcrpecusita Ha NGF u cBbp3anu
uHesporpodunu, BDNF u neBporpodun-3 (NT-3) u rexuute chorBeTHH TrkA, TrkB u TrkC
peuentopu. Ocem cinydas ¢ ARVD 6sixa nokazanu npu ayrorncuu. Hacrosiure pesynrati
MOKa3BaT, Y€ MHTPAMUOKApAHUTE aJuIIOUUTH U Kapauomuonutu npu ARVD ekcnipecupar
NGF/TrkA u NT-3/TrkC, koeTo npearosnara, 4e Te MOrat Jja UTpasiT ChIIECTBEHA POJIs B



JKMBOTO3acTpallaBamniaTta CJICKTpU4ICCKa HCCTa6I/IHHOCT Ha MUOKapaa.
Abstract:

Arrhythmogenic right ventricular dysplasia (ARVD) is an inherited disorder of cardiomyocyte-
to-cardiomyocyte adhesion proteins associated with ventricular arrhythmias and sudden
cardiac death. It is a characterized by progressive fibrofatty replacement of right ventricular
myocardium. The presence of adipose tissue either with or without fibrous tissue, scattered
among cardiomyocytes is the histological hallmark of the disease. Being in the myocardium,
adipocytes trigger damage to cardiomyocytes,

thus causing electrical instability of the right ventricular myocardium, but the molecular
pathogenesis of such an electrical instability in ARVD is still unclear. Since (i) adipose tissue
replacement of cardiomyocytes is the most essential histological finding in ARVD, (ii) nerve
growth factor (NGF) exerts an arrhythmogenic effect related to sudden cardiac death, and (iii)
adipose tissue produces NGF and brain-derived neurotrophic factor (BDNF), the aim of the
present study is to analyze immunohistochemically ARVD-related adipocytes with special
attention to the expression of NGF and related neurotrophins, BDNF and neurotrophin-3 (NT-
3) and their respective TrkA, TrkB and TrkC receptors. Eight cases with ARVD were autopsy
proven. The present results demonstrate that the intramyocardial adipocytes and
cardiomyocytes in ARVD express NGF/TrkA and NT-3/TrkC, suggesting that they may play a
substantial part in life-threatening myocardial electrical instability.

I'8-5. Dzhenkov D, Stoyanov G, Popov H, Stoev L, Kobakova I, Ali N.

Morphological hallmarks in early stage retinopathy in premature babies (retrolental
fibroplasia).

Pe3rome:

PernHonarusaTa Ha HEIOHOCEHOTO, HAPHUYAHA OILle peTpoJieHTalHa Gubpornasus, € eaHa oT
BOJICHINTE TIPUYMHU 32 HAPYIICHUS B 3pEHUETO B MEANATPUYHATA TOITYJIAIIHSL.
[TaTon3n0NOrHYHNTE MEXaHU3MU 32 PA3BUTHETO M ce IBJIKAT Ha LAJIOCTHATA HE3PSJIOCT Ha
OpraHu3Ma, B YaCTHOCT JMXaTeHaTa cucteMa. HeoOXommMoCTTa OT OTTIIeKIaHE BHB
BHCOKOKHCJIOPOHA Cpefia Ha (JOHA HAa MaHThKAaHHATA XUIIOKCHSI BOJU J0 Mpoaudeparus Ha
CBHIIOBE B peTUHATA, IPOPACTBAIIH BITOCIEICTBUE B 3a/1Ha O9HA Kamepa. [Ipu ch3psiBane Ha
JMXaTeHaTa CcTeMa ChJ0BETe JereHepupaT 1 ce 3aMEeCTBAT ChC ChEMHUTENHA ThKaH, KOETO
MOJKE J1a TIOBEJIE 10 MHOXKECTBO yciIokHEeHus. C 1e71 yCTaHOBsIBAaHE HA PAHHUTE CHIIOBH
IIPOMEHHU B PETUHATA € U3CIIe/IBaH 3PUTEIHUAT aHAIM3aTOp Ha MeANaTPUUYEeH ayTOIICHOHEH
clydail ¢ paHHU IPOMEHH, aCOIIMUPAHU C PETUHOIATHUS Ha HEIOHOCEHOTO M €JJHa KOHTPOJTHA
nenaTpuYHa ayTorcus 06e3 KITMHUYHY JaHHU 33 peTHHAJIeH MaToJoruyeH npouec. Y n1samata
MAIMEeHTH ca Ha ChIIOCTaBMMa BB3pacT — 3 Mecena. [Ipu manueHTa ¢ KIMHUYHU TPOSIBH HA
perposenTanHa ¢puOpoIia3ys BbB BbHIIHUTE CIOEBE HA peTHHATa ce HabIoaaBa oOnIHa
nposmdepanys Ha KPbBOHOCHU ChJIOBE, BKIFOUUTEITHO U A€0SIOCTEHHH, C HapyIlIaBaHe Ha
XMCTOAPXUTEKTOHUKATA HA peTHHATa. BTopusT nmanueHT 6e3 KIMHUYHYU TaHHHU [IPE3EHTUPA C
KOHBEHITMOHAJIHA peTuHaIHa Mopdoorus 6e3 chaoBa npoiudeparus. CbCTOSHUETO HE
U3KCKBa MopdosoruuHa quarso3a. OdcepBalnroHHaTa HaX0Ka Ha (GyHIOCKOMHS, 3a€/IHO C
KJIMHAYHATa WH(pOpMaIKs, YeCTO ca JOCTaThYHO CeIU(UIHH, KaTo Mpu 100pH TedueOHr
MEPONPUATHS — MAKCUMAIHO OBbp30 peabuiutupane Ha 6enust 1pod, KOHTPOJ Ha
KHCJIOPOHATA Cpella, € Bh3MOXKHO MIPOMEHHUTE JIa perpecupar 0e3 MmaToJorHyHa MPOTPecHsl.
MopdosoruyHa IuarHocTHKa € MoKa3zaHa caMo B CIIy4yaH C JIMTICBAILA MEIUIITHCKA
JOKYMEHTAIH, KITMHUYHY JTaHHU 33 3PUTETHA HAPYIICHUsST U HEOOXOJUMOCT OT
nuQepeHnraiia JMarHocTUKa ¢ IPYrH HapyIIEHHUs B peTUHATA, HIKOU OT KOMTO MOTrar Jia
OBbJaT C reHeTUYHA €THOJIOTUS U JIa IPE/ICTABIISABAT MOTEHIUAJIECH PUCK 32 IPYTH POACTBEHUIIH.



Abstract:

Retinopathy in premature babies, also called retrolental fibroplasia, is one of the leading causes
of visual impairment in the pediatric population. The condition occurs in developed countries
and the pathophysiological mechanisms for its development are due to the overall immaturity
of the body, in particular the respiratory system. The need for the baby to be kept in a highly
oxygenated environment, against the background

of pantissue hypoxia, results in the proliferation of retinal vessels subsequently sprouting into
the posterior ocular chamber. As the respiratory system matures, the vessels degenerate and are
replaced by connective tissue, which can lead to many complications. In order to detect early
vascular changes in the retina, the ocular bulb of a pediatric autopsy case was examined,
associated with early changes of premature

retinopathy and a single control pediatric autopsy without clinical data on retinal pathology.
Both patients were of comparable age - 3 months. In the patient with clinical manifestations of
retrolental fibroplasia in the outer layers of the retina, there was profound proliferation of
blood vessels, including thickwalled ones, with impaired histoarchitectonics of the retina. The
second patient presented with no clinical data and conventional retinal morphology without
vascular proliferation. The condition does not require morphological diagnosis. The
observational findings of fundoscopy, together with the clinical information, are often specific
enough and with good therapeutic

interventions - lung rehabilitation, control of the oxygen environment, it is possible for the
changes to regress without pathological progression. Morphological diagnosis is indicated only
in cases with missing medical records, clinical evidence of visual impairment and the need for
differential diagnosis with other disorders in the retina, some of which may have a genetic
etiology and pose a potential risk to other relatives.

I'8-6. Kobakova I, Popov H, Softova E, Spasova S, Stoyanov GS.
Pleomorphic adenoma of the palpebra: a histopathological case report.
Pesiome:

[Tneomopduusr anenom (ITA) e no6pokadecTBeH KIE3UCT TYMOP, IPOU3X0XK/IaI] HAW-4ECTO
OT mapoTuHara xjiesa. Jpyru penku mecra 3a [TA ca mieunara iesa, 6enure 1poOoBe,
CITB3HUTE XKJIE3U U Apyru. [TA mpousnu3zamny oT Ipyru €eK30KpUHHHU KJIE3H, KaTO KIJIE3UTE Ha
Moll B knenaya, ca U3KIIOYUTETHO peaku. Tyk qokiaaBaMe cirydail Ha 66-rouIIHa
nanueHTka c [TA, u3ps3an nopaan HapyleHHe Ha 3pEHHUETO, C TUCKYCHS BBPXY
XMCTOJIOTUYHUTE ACHEKTH, TIOJXOIUTE 3a JUarHOCTHKA U jJeueHue Ha [1A B Ta3u jJokanu3anus.

Abstract:

Pleomorphic adenoma (PA) is a benign glandular tumor, originating most commonly from the
parotid gland. Other rare locations for PA are the breast, lung, lacrimal glands, etc. PA
originating from other exocrine glands such as the glands of Moll in the palpebra are extremely
rare. Herein we report a case report of a 66-year-old female patient with such PA, excised due
to vision impediment, with a discussion on the histological aspects and diagnostic and
management approaches of PA in this rare location.

I'8-7. Ilonos X.

IIpocnocmuynu u npedukmusHu paxkmopu npu ypomeanume KapyuHomMu — mymopeH
napenxum: 1.

Pe3rome:



3110KaueCTBEHUTE TYMOPH ca 3a00JIIBaHuUs, KOUTO ChC CBOATA XapAKTEPUCTUKA U OMOJIOTHYHO
MOBEJICHHUE, BKIFOUUTEIIHO U HEOIAronpusTeH 3aBbpllIeK Ha 00JIeCTTa, IPEeICTaBIIsABAT
CEpPHO3€H COLUATHO-UKOHOMHYECKH U IICUXOJIOIMYECKH MPOOIIEM 3a 3HAUUTENIHA YacT OT
HAaCEJICHUETO B CBETa. JIeTaHUAT U3X0/1 Hali-4eCcTO € CBbP3aH C PELUANB WIMTYMOPHU
Mmetacraszu. C IMarHOCTUYHA 1€l ¥ Ha 0a3aTa Ha ONPEEJICHUTE 3abJKUTEIIHN
MOpP(OJOTHYHYU IPOTHOCTUYHY U NPEAUKTUBHU ITapaMeTPH BCe MO-4€CTO BHUMAHHUETO €
HAacOUYEHO KbM ThPCEHE HAa HOBU MapKepH, yJacTBAIllM B [IPOLIECa HA aHTMOTEHE3a, KIEThYHA
nponudepanns 1 JudpepeHranus, KouTo 6uxa MOIIM Ja IOMOTHAT IPH pa3raaBaHeTo Ha
TyMopHata ouonorus. Te3u MapkepH ca 00EKT Ha HHTEPEC IPU PA3TUYHUTE TUIIOBE
KapILIMHOMM, BKJIFOUUTEJIHO U IIPU YPOTEIHUS KapLIMHOM, KOWTO, MaKap B paHHUTE CTAJHH OT
Pa3BUTHETO CH J1a IPOTHYA OJIArONPHUATHO, KPUE BUCOK PHCK OT Pa3BUTHE Ha PEIUINBU
nporpecus. Mapkepure MOrar jia Ipou3X0XJIaT OT TYMOPHUS MIAPEHXUM U TYMOpHATa CTpoMa.
WnentuduuypaneTo u U3M0JI3BaHETO B IPAKTUKATa HAa NO-TPELIU3HU UMYHOXUCTOXUMUYHU
MapKepH, IPOU3X0XK AN OT TYMOPHHMSI TAPEHXUM IIPU YPOTEIIHUS KapLUHOM, B KOMOMHALUS
¢ MOP(OJIOTHYHUTE XapaKTEPUCTUKU HA TyMOpa, TU(PEpEeHINANNATA U CTaTUPAHETO
HaTYMOPHMSI ITPOLIEC, AaBa Bb3MOKHOCT 3a IpeLM3HpaHe Ha IUarHo3aTa u Mo Bb3MOXKHOCT
ornpezessiHe Ha nporHo3ata rnpu o6onaure. CK20 e mmpoko IucKyTHpaH B IUTEpaTypara, HO
BBIPEKU TOBA UMa IPOTHUBOPEUMBH JaHHHU 32 excnpecusta Ha CK20 no oTHolIeHneTo Ha
IuepeHIanusaTa, CTaJUpaHeTo U HaCThIIBAHETO HA PELIUIUB IIPU YPOTEIHUTE HEOIIA3MHU.
Heo6xoaumu ca no-3aqpiadodenu uscieapanus 3a onpenensHero Ha CK20 karo npe1ukTUBeH
Y IPOrHOCTHYEH MapKep MpH ypoTeIHUTE HeorulasMu. [Iperneast Ha iuTeparypara noka3pa
paznuuus B nsciensanusaTa 3a CD10 BbB Bpb3ka AudepeHuuanys, cTaauii u nporsosa. B
JIuTeparypaTa He € onucaHo oTHomeHuero Ha CD10 ekcripecusTa 3a pa3BUTHETO HA TYMOPEH
peunus. [Ipe3 2007 rog. GATA3 e npeanoxkeHa fa Ob/ie HOB MapKep 3a ypoTeIHa
nudepeHnranus, KOMTo moMara 3a parpaHiyaBaHe Ha MeTacTaTuyHuTe Jie3uu. Hanexnexn
Mapkep, JUCKYTUpPaH B IuTepaTypa, € gpl30, koilTo Moxke Aa ce sIBM KaTo MpeIuKTUBEH U
MIPOrHOCTUYEH MapKep U MPH YPOTEIHUS KApLUHOM.

Abstract:

Malignant tumors are diseases that, with their characteristics and biological behavior, including
an unfavorable outcome of the disease, represent a serious social, economic, and psychological
problem for a significant part of the population in the world. The fatal outcome is most often
associated with recurrence or tumor metastases. With a diagnostic purpose and based on the
defined mandatory morphological prognostic

and predictive parameters, attention is increasingly focused on the search for new markers
involved in the processes of angiogenesis, cell proliferation, and differentiation, which could
help unravel tumor biology. These markers are of interest in different types of carcinomas,
including urothelial cancer, which, although

favorable in the early stages of its development, carries a high risk of recurrence and
progression. Markers can originate either from the tumor parenchyma or from the tumor
stroma. The identification and practical use of more precise immunohistochemical markers
originating from the tumor parenchyma in urothelial cancer, in combination with the
morphological characteristics of the tumor and the differentiation and staging of the tumor
process, makes it possible to refine the diagnosis and, if possible, to determine the prognosis of
the patients. CK20 has been widely discussed in the literature, yet there are conflicting data on
CKZ20 expression in relation to differentiation, staging, and recurrence in urothelial neoplasms.
Further

studies are needed to determine CK20 as a predictive and prognostic marker in urothelial
neoplasms. A review of the literature shows differences in studies on

CD10 in terms of differentiation, stage, and prognosis. The relation of CD10 expression to the
development of tumor recurrence has not been described in medical literature. In 2007,
GATAS3 was proposed to be a novel marker of urothelial differentiation, which helps to
distinguish metastatic lesions. A reliable marker discussed in the literature is gp130, which
may appear as a reliable predictive and prognostic marker in urothelial



carcinoma.

I'8-8. Stoyanov GS, Popov H, Petkova L, Stoyanov D, lvanov M, Tonchev AB.
SARS-CoV-2 Associated Pulmonary Pathology.

Pesrome:

TexbK ocTBp peciupaTtopeH cuHapoM KopoHaBupyc 2 (SARS-CoV-2) e HOB ujieH Ha rpynara
Ha betacoronaviridae. ToBa e BTOPHST 4iIEH Ha Ta3u rpyra U TPETHAT OT CEMENUCTBOTO Ha
KOPOHAaBHPYCHUTE, MOSIBIII ce Tpe3 nocieanute 20 ToAnHU, KOWTO NPeI3BUKA 3HAUNTESITHI
3aTpyJHEHHS B 3[paBeoNa3BaHeTO MOPaaU TEXKECTTa Ha MPOTUYAHE U PA3IPOCTPAHEHUETO Ha
uaentuunupanara npes 2019 rox. COVID -19 Bupycna undexnus. Bernpekn ye
IIbPBOHAYAIIHO CE MOSBSABA KaTo pecnuparopHo 3adoisBane, SARS-CoV-2 ce ouepraBa kaTo
MyJTHCUCTEMEH naroreH. OT matoMopQoIorHyHa IIIeHa TOYKA TeKECTTa Ha IPOMEHHUTE B
JUXaTeaHaTa CUCTeMa MOXe Jia ce 00001IAT KaTo AU y3HO anBeolapHO YBPEKIAHE -
JIeCKBaMalys Ha aJIBEOJIAPHHS €IUTEN C EKCYJaTUBHU U MPOJIH(epaTUBHU POMEHH -
6enonpoOHU XUaTMHHA MeMOpaHnu, xunepriazus Ha Clara Ki1eTkuTe, MmIoCKOKJIeTh4YHa
MeTarasus u Gpudpo3a. Bropust Haii-BaykeH Ha4MH, 10 KOWTO 3a00JIsIBAHETO 3acAra OenuTe
IpoboBe, € upe3 eHIOTENUUT - YBPEeXKJaHe Ha EHAOTETHUTE KIETKU Ha OenopobHarTa chaoBa
Mpexa, 3acsATaIio NPEeAMMHO KPbBOHOCHUTE ChIOBE ChC CPEICH M TOJISIM KalTMOBP, KOETO
MIPUYKHSBA JOOPE YCTAaHOBEHUs KIIMHUYEH (DeHOMEH Ha TpoMOo03a/TpoMb0oeMO0Ius B
oenoapoOHaTa rupKynanus. Paznpoctpanennero Ha 60JecTTa MpOabJDKaBa € MOsIBaTa Ha HOBU
BapHaHTH U OPOAT HA CIy4auTe MPOIbJDKaBa 1a pacte. BaxkHo e Aa ce 3aromMHu, ue
3a00JIsIBAHETO HE TIPOTHYA CaMO OCTPO, a IOpaau MpoauepaTHBHH SIBICHAS MOXKE J1a I0BEJIE
710 XpOHUYHU TTpoMeHu. CreoBaTenHo Ha (hOHA HA HaMaJSIBAIllUsS UHTEPEC KbM
MyOJIMKAMUTE 110 Ta3W TeMa, OT PEIIaBaIlo 3HaueHUE € ChbCPEIOTOUYBAHETO BBPXY
XHMCTOINATOJIOTHYHUTE aCMEKTH Ha 0eJ10poOHOTO 3a00sIsIBaHe C 11e1 1M0-100p0 MpoydBaHe Ha
BB3/ICHCTBUETO HAa BUPYCa BbPXY OpraHU3Ma U HICHTU(DUIIUPAHETO HA BEPOATHU ObICIIN
YCIIOXKHEHUS cliel HHPEKIus.

Abstract:

Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) is a novel entry in the
betacoronaviridae group of coronaviruses. This is the second member of this group, and the
third of the family overall to emerge in the last 20 years, which has caused significant health
concerns due to the clinical severity and spread of the disease it causes—coronavirus disease
identified in 2019 (COVID-19). While initially emerging as a respiratory disease, and while
most cases experience symptoms predominantly from this system, SARS-CoV-2 has emerged
as a multisystem pathogen.

From a pathomorphological point of view, the severity of changes in the respiratory system can
be summed up as diffuse alveolar damage—desquamation of the alveolar epithelium with
exudative and proliferative changes—pulmonary hyaline membranes, Clara cell hyperplasia,
squamous cell metaplasia, and fibrosis. The second most prominent way the disease affects the
lung is through endotheliitis—damage to the endothelial cells of the pulmonary vasculature,
predominantly affecting the medium and large caliber blood vessels that cause the well-
established clinical phenomenon of

thrombosis/thromboembolism of the pulmonary vasculature. As the spread of the disease
continues with the emergence of new variants and the number of cases continues to grow,
including a large percentage of recurrent cases, it is essential to remember that the viral effects
are not only acute but, due to the proliferative phenomena, can produce chronic sequelae.
Therefore, in the background of

dwindling publication interest, it is critical to focus on the histopathological aspects of the
pulmonary disease, with the goal of better understanding the effects of the virus on the
organism and identifying probable future complications after infection.



IV Pe3omera Ha my0JIMKANMHM U3BbH MUHUMAJHUTE HAYKOMETPUYHHU U3NCKBAHUS
1. Stoyanov GS, Stoyanov D, lvanov M, Tonchev AB, Popov H, Petkova L.
COVID-19-associated encephalopathy (COVEP): basic aspects of neuropathology.

Pe3iome

SARS-CoV-2 ¢ unen Ha rpynara Ha 6eTakopoHaBupycute u npuuuHuten Ha COVID-19,
3acsral] MHOKECTBO CUCTEMH, a HE caMo JuxaTenHara. EqHa oT cucteMuTe, 3acerHaT OT BUpYyca,
€ IIEHTpaJIHaTa HEpBHA CUCTEMa, KaTO HEBPOMATOJIOTMYHUTE U3CIIEeIBaHUS ChOOIIABAT 32 ITUPOK
Ha0op 0T MOP(OJIOTHYHH SBICHHS - Bb3MaJICHUE, IPOMEHH Ha CHJI0BATA M KPHBHO-MO3bYHATA
Oapuepa, HeBpoJereHepalus u yckopeHo crapeere. [IpotuBopeunBu ca JTaHHUTE 32 TUPEKTHUS
HEBPOMHBA3UBEH MMOTEHIMA HA BUPYCA U aKTHBHATA BUPYCHA PEIUIMKAIIMS B HEBPOHHTE.
N3006pa3zennte mpoMeHu, pa3audHU OT OCTHP €PEeKT (KOMTO MOXKe Jla JOMPUHECE 32 CMBPTTA Ha
MAalUEHTA), CHIIIO0 UMAT XPOHUYHH MOCIEACTBUA B KOHTeKcTa Ha ocT-COVID cunapom
KOTHUTHBHH HapyIICHHsI, HAPYIICHHs Ha ChHS M HacTpoeHueTo. CreBaliara riaBa ornrucBa
OCHOBHHTE HeBpomnaTojJoruyHu acnekTd Ha SARS-CoV-2 B3 0cHOBa Ha HACTOSAIINTE
Jl0Ka3aTelIcTBa B HayyHaTa nuTeparypa u npeiara repmuHa COVER —COVID acouunpana
eHnedanonaTus — 3a oOeTuHsIBaHE Ha Oe3cnopHHUTE ePeKTH Ha HHDEKIUATA BEPXY
MoponorusTa u QyHKIUATA HA HEPBHATA CUCTEMA.

Abstract

SARS-CoV-2, a member of the betacoronavirus group and causative agent of COVID-19,

is a virus affecting multiple systems, not only the respiratory. One of the systems affected by the
virusis the central nervous system, with neuropathological studies reporting a wide set of
morphological phenomena—neuroinflammation, vascular and blood-brain barrier alterations,
neurodegeneration, and accelerated aging, while contradicting data is present on the direct
neuroinvasive potential of the virus and active viral replication within neurons. The depicted
changes, other than an acute effect (which may contribute to the death of the patient) also have
chronic sequelae in the context of post-COVID syndrome cognitive impediments, sleep, and mood
disorders. The following chapter describe the basic neuropathological aspects of SARS-CoV-2 as
based on the present evidence in scientific literature and propose the term COVEP—COVID-
associated encephalopathy—to unite the undisputed effects of the infection on nervous system
morphology and function.



