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

EKCIIPECHUS HA TPAHCKPUIIIMOHEH ®AKTOP ZBTB20 B I'VIMAJTHU
TYMOPHU HA HEHTPAJIHATA HEPBHA CUCTEMA

Pe3ome: 310KkaueCTBEHUTE MO3BUHU TYMOPH IIPEJCTABIABAT CEPUO3EH NIPOOIIEM B
cbhBpeMeHHaTa MeaunrHa. CTeneHTa Ha IPeKUBIEMOCT OCTaBa MHOT'O HUCKA, BBIIPEKU
HampebKa B JUarHOCTUYHO-1eueOHus nporiec. OnpenensiHeTo Ha MOBEJCHUETO Ha TE€3U
TYMOPH CHOpPE] XUCTOJIOIMYHATA UM BUJ] HE BUHArW J1aBa JI0CTaTbuHa MH(opMaIus 3a
TAXHAaTa [IPOTHO3a U JedeHue. [ mmoMuTe npeacrasisiBaT Hal-rojasMara rpyla I'bpBUYHI
3JI0Kau€CTBEHU MO3bYHHM HOBOOOPA3yBaHUsl, KOUTO CE€ Pa3BUBAT B aCTPOLIUTHA WIH
OJIMTOJICH/IPOLIUTHA AU(EepeHIUAINs, HO KIEThYHUSIT UM IIPOU3XO0/]I BCE OLIE HE € HAITbIIHO
ycTaHOBeH. Hail-BEpOATHHUAT U3TOUHUK Ca IIPOrCHUTOPUTE HA TIIMATHUTE KICTKH,
pa3noJI0KEHN B CyOBEHTPHUKYJIapHAaTa 30Ha HA MO3bYHATA ThKaH, KOUTO Ca 3alla3uin
nponrdepaTuBHUS CU NOTEHIMAJ, KAKTO U CIOCOOHOCTTA CH J1a ce AudepeHuupar. 3a aa ce
OIIpEeEIN IIPOU3X0/a U ITOBEACHUETO HA NNIMOMUTE, N3CIEN0BATEIICKUTE YCUIINS IIPE3
MOCTIeTHUTE JieceTIIeTHs ce (OKYCUpPaAT BbPXY ThPCEHETO Ha HOBU OrMoMapkepu. MHoOro
HOBH MOJIEKYJIM, y4acTBaIlld B IPOLIECUTE Ha KJIeThbYHa TpaHchopMalus, nposrdepanus win
aHTMOTeHe3a, PECTaBIsIBAT HHTEPEC 3a Pa3InYHU BUA0BE HOBOOOPA3yBaHMs, BKIFOUYHUTEIHO
MO3BbYHU TyMOpPH. B TOBa OTHOIIEHHE MPOYYBaHUATA BbPXY TPACHKPUIILIMOHHUS (PAKTOP
ZBTB20, yyacTBalll B pa3BUTHETO Ha pa3IMYHA HOBOOOpa3yBaHUs ca obemaBaiiu. B Mo3bka
TOM ce ekcripecrpa B IPOr€HUTOPHHU KIIETKU M TOBa orpenaens BepositHoctta ZBTB20 na
OB/ ekcIpecupad U B rManHu Tymopu. OcBeH ToBa ZBTB npoTtenHuTe Motynupar
TPAHCKPUIIIMOHHUTE ITBTHILA B KOHTPOJIA HA KJIEThYHUS LIMKbJI, AU(epeHanusTa u
cba0ara Ha KJIETKHTE.

Crartuctrduecku ca u3ciaenBau oomio 249 rivaHu TyMOpH, TIPH KOETO YecToTaTa Ha
ITIM00JIACTOMUTE ChOTBETCTBA HA CBETOBHUTE JIaHHU, KaTO JOPH € T0-BUCOKA IPU HAILETO
npoyuBane: 73,5% B Haiata Koxopta cupsamo 56,1% B cBeToBHUTE 1aHHU. TOBa € MbPBOTO
MOJIPOOHO CTaTUCTUYECKO MPOyYBaHe 3a bbiarapus OTHOCHO XUCTOJIOTUYHUS BU HA
MO3BYHHUTE TYMOPH, KAKTO U pa3NpeesIeHUeTO UM Ha ITbPBUYHHU U METaCTaTUYHH.

[Ipu aHanm3a Ha rIMAIHU TYMOPH, €1HA YacT OT MyJITH(OpMeHHuTe ITno0IacTOMU MOKa3a, B
JONIbJIHEHHE KbM MHTEH3UBHO IOJIOKHUTEIHATA IMTOIIa3MeHa excripecust, ue GFAP cpiio
pearupa nonoxutenHo 3a enurennus mapkep CK AE1 / AE3. Tosa nosnura Bblipoca gaau
TYMOPHMTE KJIETKU B TE3U CIIy4aH JEHCTBUTEIHO €KCIIPECUPAT MOJIEKYJIM HA IIUTOKEPATHH



Wy uMa apyra npuuuHa 3a nposisata Ha CK AE1 / AE3 npu myntudopmern rano0aacToMu.
JlaHHWUTE, OCHOBAaHU HA TECTOBE 32 UMYHOOJIOT, IIOKa3BaT, Y¢ TYMOPHUTE KJICTKH B
MyJITU(HOPMEHUTE TTIMO0IACTOMH HE MPOU3BEXKIAT MOJIEKYJIH Ha IUTOKEPATHH, a
MMYHOXUCTOXMMHYHATA EKCIIPECHs € Pe3yNITaT OT KPhCTOCAHA PEAKTUBHOCT MEKITY
npoayupanus ot TaXx GFAP u ¢ppakuusra AE3 na CK AE1 / AE3 antutsuto. CnenoBatelHo,
taka HapeueHuT nanenutesneH mapkep CK AE1 / AE3 He e moaxozsi 1a ce u3mos3Ba 3a
pasrpaHryaBaHe Ha INIMOOJACTOMUTE OT €MUTENIHU METacTa3u B MO3bKa. 3a Jia ce n3berte
MOTPEIIHOTO THIKYBaHE Ha MOJICKYJIIpHATA MUMUKPUS, € )KEJIATeITHO JIa CE€ U3MOI3BaT APYTHU
BHCOKO M HUCKOMOJIEKYJIHH LIMTOKEPATUHU 32 Au(epeHIuaiia Juarno3a oT MeTacCTaTUYHU
eMUTEIHN TYMOpH. B ciy4an Ha Joka3aH MbpBUYEH KapIMHOM (Harp. Haii-uecto 051 1pob),
m3non3BaneTo camo Ha CK AE1 / AE3 6u 1oBesio 10 MOrperrHo 3aKIrYeHue 3a
MeTacTaTH4eH Ipoliec. ToBa € TOMBIHUTEIHO JOKA3aTeICTBO 32 HEOOXOAMMOCTTA OT
U3MOJI3BaHe HA UMYHOXUCTOXMMHUYEH MaHEJ 32 JUarHOCTUIIMPAHE HA MIMOMUTE, KaKTO U 3a
JTUCKPUMUHAIINAS HA TBPBUYHUTE OT METACTATUYHUTE TYMOpH. MaTepuanu OT MalueHTH C
MO3BYHU TYMOPH Os1Xa U3CIJIEJIBAHU CBETIMHHOMHUKPOCKOIICKU C PYTHHHH XUCTOJIOTHYHU U
MMYHOXUCTOXMMUYHH METO/IM KaTo ca M3MoiI3BaHu aHTHTena 3a: GFAP(3a rimmanen
npousxon), Ki67(3a mponudeparnsua aktuBHocT), enuresieH Mmapkep (CKAEL / AE3) u
ZBTB20 (B wact ot ciry4aure).

OcHoBHaTa 11eJ1 Ha Ta3u JAUCEPTaLMs € Ja Ce ONpeesn eKCIPECUsTa Ha TPAaHCKPUIIIIMOHHUS
¢dakrop ZBTB20 npu pa3nuynu 1o creneH Ha audepeHnuanys riimaaiHid TYMOpPH,
KOpeJausaTa My ¢ IPyTd IPOTHOCTHYHHU ()aKTOPH U J1a Ce OLICHU €BEHTyaHaTa My BPB3Ka C
MPEXKUBIAEMOCTTA.

W3cnensaHeTo € mpoBeICHO BHPXY MaTepualin Ha 97 ManueHTy, JICKyBaH! 3a TITHOMH, OT
kouto 81 myntudopmenu rauodnacroma (IV crenen no C30), 6 aHammacTHYHA acTpOLUTOMA
(1 crener mo C30) u 10 audy3uu raroma (II crenen mo C30).

N3BagkaTa ot 97 cityuyas € pe3yaTar oT NoApoOeH aHaIu3 Ha BCUUKH NAllUEHTH, JIEKYBaHH 3a
BBTPEUEPEINHH JIE3UU B JIB€ HEBPOXUPYPTHUUHU OT/AEICHUs BbB BapHa, oOcmyxBamu
HaceneHueTo Ha M3rouna beiarapus 3a nepuo OT et KaJleHIapHU TOIMHU.

[Ipu HameTo u3cnenBaHe Ha eKCIpecuaTa Ha TpaHCKpUNIoHHus ¢pakrop ZBTB20 B rmuanxu
TyMopH Oellie OTKpUTA sIpeHa JIOKAJIM3alus Ha IPOTEeHHA, KOATO € UIEHTHYHA C BU/1a Ha
€KCIIPECUATA, ONIMCAH B YOBEIIKMUS ITIPOTEUHEH aTJIAC 332 IMYHOXUCTOXMMUYHO M3CJIEIBAaHE HA
pa3nuyHU ThbKaHU. MIHTeH3MBHOCTTA Ha ekcripecusta Ha ZBTB20 e npomennuBa, Bapupaia
OT JIMIICBAILA JIO CHJIHA EKCIIPECUs B KIIETBUHUTE Spa, CAMHUYHU KIIETKH ITOKA3BaT
LUTOIUIa3MEHA eKCIPECHs, 3a KOSITO He HaMepuXMe MMyOJUKyBaHU JaHHU. Te3u OpUruHaITHU
pe3yJITaTé U3UCKBAT JOIIBJIHUTEIHHN TECTOBE MPHU MO-TOJIsIM Opoii cirydan ¢ riimomu. OCBEH B
TYMOPHHUTE KJIETKH, JIEKa 10 yMEepeHa eKCIpecusi ce HaOro1aBa v P acTPOLIUTH B
nepudepHaTta 061acT Ha MO3bYHUS MAPEHXUM, KaKTO U B €H/IOTEJIHH, II1aJIKOMYCKYJIHU U
MMyHHU KJIeTKU. [locneauuTe naHHM HE ca U3HEHAABAIlM, KaTO CE€ UMa IIPEABU]] BEYE
JoKnaaBaHaTa excripecus Ha ZBTB20 B xeMaTONOETHYHNTE OPraHu.

Excrnpecusita Ha ZBTB20 B TyMOpHaTa ThbKaH Ce OLIEHBA 10 JBa pa3JIn4yHU HauuHa. [IbpBUAT
ITOAXO0J] BKJIFOUBA OLIEHKA Ha npoueHTa Ha ZBTB20-no3uTUBHNTE KIETKU B TYMOpHAaTa ThKaH,
HE3aBUCHUMO OT MHTEH3UBHOCTTA Ha TSAXHATA EKCIIPECHS CIIPSIMO BCUYKU TYMOPHHU KIIETKH.
Upes To3u moaX0 OTKPUXME HEPABHOMEPHO paslipeieseHrne Ha npoueHTa Ha ZBTB20-
eKCIPeCHpAIIUTE KJIETKU B IIIMOMH C Pa3JIM4Ha CTENEH Ha AudepelHuanus, a pe3yaTaTuTe He
ITOKA3BaT CTaTUCTUYECKA 3HAYUMOCT IT0 OTHOIIEHHUE HA MPEKUBIEMOCTTA HA MTAlUEHTUTE.
CrnenoBatenHo npoueHTa KJIETKH, ekcripecupamy ZBTB20, HAMaT mporHoCTUYHO 3HaYEHHE
nipu rmomute. ChIO Taka TpsAOBa J1a ce 0TOENEekH, Ue HOPMATHUTE MO3bYHU aCTPOLIUTH Ha



MapeHXUMHUS MO3BK ChIIO MOKa3BaT u3pa3eHa ekcrnpecus 3a ZBTB20, kakto Beue Oerre
CHOOIIIEHO B MO3bKa Ha MUIIIKH.

Bropusrt noaxon 3a ananu3 Ha ekcripecusita Ha ZBTB20 B riimomu BKIII0YBa U3MEPBaHE Ha
CHJIaTa Ha eKCIPEeCcHs 3a BCEKH TyMOP 4pe3 NOJYKOJINYECTBEH MeTol oTunTal H-ckop n
KOpeJanus ¢ pa3InyHy apaMeTpH, KaTo CTENeH Ha AudepeHuuanys Ha IIIMOMHTE U 00111a
IIPEKUBIEMOCT HA MALUEHTUTE.

['muamuauTe TyMOpH ca TECTBaHU 3a MponudepaTHBHA aKTUBHOCT upe3 ekcnpecus Ha Ki-67%,
SIIPEH MapKep, MPSKO CBbP3aH ¢ mponudeparusata Ha TYMOPHUTE KJIIETKHA U BeUe U3BECTCH
nporHoctudeH (axrtop. KonnuectBenata onenka Ha excnpecusra Ha Ki-67% mnokassa: 9
nanueHTH ¢ actporuToM I ctenen umar cpeneH nponudepatuBeH uaaeke ot 3,0%
(munamnazon ot 1,0% mo 10,0%); 5 cnyyas Ha aHamacTuyeH actpouutoMm - 17,0% (nuanazon
ot 1,0% 10 35,0%) u 61 ciydas Ha MyaTHGOPMEH TIMO0IACTOM - CpeliHa CTOWHOCT OT 22,0%
(munanazon 2,0% no 80,0%). CpennaTta cTOMHOCT ce yBeIMYaBa 3a BCSKa ClIeBallla rpyma 1o
CTCITICH Ha AudepeHImanys Ha rimomuTe. PasHooOpasue B ponudepaTUBHUS UHICKC e
Ha0It0/1aBa U Mpu Apyru noo0Hu npoyuBanud. [Ipu cratuctuuecko u3ciensane Ha 75
cIIydasi, CIope/1 MPOIIeHTa Ha TexHus nposmdepaTuBeH uaeke Ki-67, ycraHoBUXMe
HEMpPaBUIIHO paslpe/ie]ieHle Ha Ipynara ¢ JoOMUHUpaHe Ha nanuentute a0 40% ot
nponudeparuBaus HHACKC U cpeano 20,1% cbe cranmapTeH oTkioHeHue oT 15,7% u
nuanasoH ot 1, 0% 1o 80,0% c meauana ot 15%. Te3u pe3ynraru noTBbpKAaBaT
MHOT000Pa3UETO B MPOIH(EPaTUBHUS UHACKC HA TIMOMU OT JAPYTH pOoydYBaHus. B Hamrero
npoy4BaHe, ¢ u3dpana meauana ot 17,9%, ce Habno1aBa paBHOMEPHO pa3mpeieieHue Ha
CIIy4auTe, OT KOUTO 38 cilyyasi UMaT HUCHK MPOIEHT Ha €KCIIPECUPAILX KIIETKH, a 34 ¢ BUCOK.
Koraro o6paboTrxme n1aHHUTE, OTKPUXME CTATUCTUYECKU 3HAYMMa Pa3jifKa B
MPEKUBAEMOCTTA WM TCHICHIIMATA KbM TOBA Ype3 BTOPUS METOJ (TECT 3a paHr Ha log p =
0,0363, tect na Gehan-Breslow-Wilcoxon p = 0,1083), 1okaTo manueHTHTE C HUCKU
CTOMHOCTHU XuBeAT 346,5, a Te3u ¢ Bucoku 197,5 nHu, paznuka oT noutu netr mecena. B
nocJenBaiio npoyusane Ha 59 nanuentu camo ¢ GBM cwe 17,9% mpar, HiMa CTaTUCTUYECKH
3HauYMMa pasiiuka B npexupsemocTTa (p> 0,05), kaTo cpeaHaTa MPEKUBSIEMOCT € TIOUYTH
eaHakBa u B n1Bete rpynu - 201,5 3a Hucwrk u 197,5 3a Bucok mpoueHt. Te3u naHnHu
MOTBBPKAABAT APYTH MOJOOHH U3CIEABAHUS 32 MPEKUBIEMOCT HA MyITHHOPMUTE HA
rano0nacToma o To3u nokasarei. Cien kato uscineasaxme ZBTB20 u Ki-67 kato
HE3aBHCUMHU MTPOTHOCTUYHU (DAKTOPH B HAIIIETO MPOYUYBaHE, PEIIMXMeE J1a TPOBEPUM ATl UMa
Ipsika Bpb3Ka MEX/y TSIX MU TNIMAIHU TyMOpPH. 3a Ta3u Lied uscieasaxme 69 ciyyqas,
u3non3Baiiku MeTosia Ha [IubpChH, U He Oelle OTKpUTa CTATUCTUYECKU 3HAYMMa BPh3Ka
Mexay nBara pakropa (r = 0,062 npu goBepureneH untepsai ot -0,1764 no 0,2952). Koraro
CpaBHUXME MHTEH3UBHOCTTA Ha eKkcnpecusTa Ha ZBTB20 mexny ciyyaute Ha
HUCKOCTETICHHH TJIMOMH M T€3U C MYJITU(POPMHU Ha TIIM00JIacTOMA, OTKPUXME MHOTO OJTM3KH
CTOMHOCTH, O€3 3HaYNTeTHa pa3Iuka. B ChIIOTO BpeMe OTKpUXME CTATUCTUYECKU 3HAYNMa
KOopenarus MeXxIy cujaTa Ha eKCIpecHs, u3MepeHa upe3 H-ckopa, n obmara mpexxuBieMoCT
Ha nauueHTute. BUCOKUTE HMBA Ha €KCIIPECHs ca CBbP3aHM C MO-JI0IIa IPOrHo3a U HaMalleHa
MPEKUBSIEMOCT Mpu: 1) BCHUKU TTIMOMH (pa3JivKa B MPEKUBSIEMOCT 5,25 Mecela B CpaBHEHHE
C MAIMEHTH C MO-HUCKA eKCIpecHs); 2) TITMOMH ¢ HUCKa cTenieH Ha audepenuuarus (111 nmm
IV C30) (paznuka B MpeXUBAEMOCTTa HA 5 Mecella B CpaBHEHHUE C TIAIMEHTH OT Ta3M Tpyma C
MO-HUCKA eKCTpecus); U 3) caMo MHoOIacToMu (pas3iivka B MPEXKUBSIEMOCTTA OT 3,66 Mecera
B CPaBHEHHME C MAIMEHTH OT Ta3W Ipylia ¢ Mo-HUCKa ekcrpecus). OT TOpHUTE TPH THUITA
CpaBHEHUS, Hali-BUCOKA CTAaTUCTHYECKA 3HAUMMOCT ce HabJ0jaBa Mpy CpaBHIBAHE HA CUJIaTa
Ha excnpecns Ha ZBTB20 mex 1y rmmoMuTe ¢ HUCHK KJIac M BUCOK Kiac. Kopenanus mexny
MHTEH3UTeTa Ha excripecusita Ha ZBTB20 u npexxuBsieMocTTa Ha MaleHTa 1o mnoJj He €



ycraHoBeHa. [1o To3u HaAUMH yCTaHOBHMXME, Y€ MHTEH3UBHOCTTA Ha ekcnpecusTa Ha ZBTB20
€ CBbp3aHa C IPOTrHO3aTa 3a IPEKUBIAEMOCT, & HE MPOLIEHTA HA EKCIIPECUPAILNTE KIIETKH.

Hamure nanHu 3a Bpp3KaTa MEXy CHJIaTa HA EKCIPECHATA U IPEKUBIEMOCTTA IIPU TJIMOMU
ca B CbOTBETCTBHUE C [10I00HU NMPOYYBaHUS, KOUTO U3CIIEABAT BPb3KaTa MEX/ly CHlaTa Ha
excrpecusta Ha ZBTB20 u npexxuBseMocTTa Ipy MalMeHTH C XENaTOLENyJIapeH KapLIUHOM.

[IponienTsT Ha excrpecusTa Ha Ki-67 B rimmomMuTe moKa3Ba rojisiMa Bapuaius, 0OMKHOBEHO
M0-BHCOKA 3a rimobmnactoMute U € oT 2% 10 80%, 1okaTto npu HeraubIaCTOMHUTE TYMOPH
Bapupa ot 1% 1o 35%. Jlurnca Ha craTUCTHYECKA 3HAUMMOCT MEX/1y IPOLIEHTA Ha
nposudepupantu Ki-67-mo3uTUBHMA KJIETKU B TJIMO0JIACTOMU € ChOOIIICHO B IPYTH
NpoyYBaHMs. BhIpekn mMupoKus CIEKThP HAa HUBATa HA MposiM(epaTUBHA aKTUBHOCT Ha
TYMOPHUTE KJIETKH [P Pa3IM4HU CTEIICHU Ha TJIMOMa, TOW € M0JIe3eH MapKep B IAJI0CTHATA
OLIEHKA Ha CTETIeHTA Ha TsIXHATa AuQepeHIranus 1 o01ara npexxuBsieMoCT, KaTo Te3H €
BHUCOK MporQepaTuBEeH UHACKC KaTo 1510 ca MO-JIOMIa MPOTHO3a.

Korato cpaBnsiBame nBara mapkepa (HuBara Ha excrpecus ZBTB20 u unnekca na
nponudepanus Ki-67), He oTkpuxme Kopenanus Mexay Tsax. Tosa mpenmnonara, 4e Te ca
HE3aBUCHMH (DAKTOPH B POJISITA UM B TITHOMUTE.

HacrosmoTo u3cneaBane npeacTaBs aHAIN3 Ha OMONICHYHN MaTEPUAIN OT TAlUEHTH C
BBTPEUEPENIHA TYMODPH, C aKLEHT BbPXY INIMATHUTE Heortazuu. ChII0 Taka € U3Cie]BaHa
eKCIIpecusTa Ha TpaHCKpunuoHHus ¢paxkrop ZBTB20.

Pesynrarure nokassar, uye excrpecusta Ha ZBTB20 nMa nporaHocTuyHa CTOMHOCT NPU
pa3UYHM BUJOBE TJIMOMHU, a II0-BUCOKATa i €KCIpecusl B TYMOPHATa ThKaH HOCH ITOBUILEH
PHICK 32 )KUBOTA Ha MAIIMEHTUTE, HE3aBUCHMO OT CTETICHTa Ha JU(EepeHINAIUSI Ha TYMOpa.
Chb1110 Taka U3M0J3BaHETO HA KOMOMHUpaHa OlleHKa Ha HuBata Ha ZBTB20 u nunaekca Ha
pasmpocrpanenue ot Ki-67 mokasa, 4e ciiydanTe ¢ HUCKU HuBa Ha excripecust ZBTB20 / Ki-
67 UMaT 3HAUYUTEIIHO MO-TOJIIMA MPEKUBIEMOCT CIPSMO CIydauTe C BUCOKH HUBA Ha
excripecust ZBTB20 / Ki -67.

Abstract:

Malignant brain tumors present a serious problem with modern medicine. Surprisingly,
survival rates remain very low, despite the improvement in diagnosis. Determining the
behavior of these tumors in their histological form does not provide sufficient information for
prognosis and treatment. Gliomas represent the largest group of brain neoplasms that develop
with astrocytic or oligodendrocyte differentiation, but their cellular origin is still not fully
established. The most probable source is the glial cell progenitors located in the brain tissue
subventricular zone, which have retained their proliferative potential, as well as their ability to
differentiate. In order to determine the origin and behavior of gliomas, research efforts over
recent decades have focused on the search for new biomarkers. Many new molecules involved
in cell transformation, proliferation or angiogenesis processes are of interest in various types
of neoplasms, including brain tumors. In this respect, studies on ZBTB20 - a transcription
factor involved in the development of various neoplasms - are promising; in the brain it is
expressed in progenitor cells, and this determines the likelihood of ZBTB20 being expressed
in glial tumors. Furthermore, ZBTB proteins modulate transcriptional pathways in cell cycle
control, differentiation and cell fate. Metastatic processes were localized predominantly
supratentorially (87.2%), with the most common primary localization being in the lung, which
are almost half of the cases (46.9%). Other relatively common primary sites are tumors of the
gastrointestinal tract, melanoma and breast carcinoma. According to the world data, the most
common primary intracranial tumors are meningiomas (2.36 / 100.000), followed by glial



tumors, most often the most aggressive of which is the multiform glioblastoma (2.03 /
100,000). In the distribution of a total of 249 glial tumors, the frequency of glioblastomas is
noticeable compared to the world data, which is higher for us: 73.5% in our cohort compared
to 56.1% in the world data. This is the first detailed statistical study for Bulgaria regarding the
histological appearance of brain tumors, primary and metastatic. In the analysis of glial
tumors, one part of the multiform glioblastomas showed, in addition to the intensely positive
cytoplasmic expression, that GFAP also reacted positively for the epithelial marker CK AE1 /
AE3. This raises the question of whether tumor cells in these cases actually express
cytokeratin molecules, or there is another reason for the CK AE1 / AE3 response to multiform
glioblastomas. Data based on immunoblot assays show that tumor cells in glioblastoma
multiforme do not produce cytokeratin molecules, and immunohistochemical expression
results from cross reactivity between GFAP produced by them and the AE3 fraction of CK
AE1 / AE3 antibody cocktail. Therefore, the so-called panepithelial marker CK AE1/ AE3
should not be used to differentiate from epithelial metastases in brain tumors. To avoid
molecular mimicry, it is desirable to use other high and low molecular cytokeratins for the
differential diagnosis of metastatic epithelial tumors. In cases of proven primary carcinoma
(eg lungs), the use of CK AE1 / AE3 alone would lead to an erroneous conclusion about a
metastatic process. This is further evidence of the need to use a complex
immunohistochemical panel for the diagnosis of tumors as well as for the discrimination of
primary metastatic tumorss.The materials were examined light-microscopically and
morphometrically with routine histological and immunohistochemical methods. The glial
tumor diagnosis is immunohistochemically identified with markers of tissue origin (GFAP),
proliferative activity (Ki67) and epithelial marker (CKAE1 / AE3). The immunohistochemical
transcription factor ZBTB20 assay was performed on the specified cases. In turn, ZBTB genes
are involved in various processes such as transcriptional regulators, apoptosis, cell
proliferation and differentiation, which are related to the onset and progression of gliomas.
The aim of this dissertation thesis is to determine the expression of transcription factor
ZBTB20 in different differentiation glial tumors, its correlation with other prognostic factors
and to evaluate its eventual relationship to survival. The study was conducted on biopsy
materials of 97 patients treated for primary brain tumor, 81 glioblastoma multiforme, 6 glioma
Il grade and 10 glioma Il grade.

The sample of 97 cases resulted from a detailed analysis of all patients treated for intracranial
lesions in two neurosurgical units in VVarna serving the population of Eastern Bulgaria for a
period of five calendar years. Based on the results of this study, a total of 822 patients had a
total incidence of intracranial lesions of 9.2 / 100,000 with prevalence of primary tumors
(6.03/100,000) compared to metastatic (2.82 / 100,000) and non-tumor volumes (0.27 /
100.000). The predominance of primary tumors in the study is associated with neurosurgical
intervention in case of an unknown primary location or, if necessary, to control brain edema.

In our study of the expression of ZBTB20 transcription factor in glial tumors, nuclear
localization of the protein was found. This expression is identical to the type of expression
described in the Human Protein Atlas. The intensity of expression of ZBTB20 was variable
ranging from missing to strong expression in the cell nuclei, incidentally, single cells showed
cytoplasmic expression for which we did not find published data. These original results
require additional testing for a larger sample of tumors. Apart from tumor cells, mild to
moderate expression also occurred in astrocytes in the peripheral region of brain parenchyma,
as well as in endothelial, smooth muscle and immune cells. Recent data are not surprising
given the already-reported expression of ZBTB20 in hematopoietic organs.

The expression of ZBTB20 in tumor tissue was evaluated in two different ways. The first
approach included assessing the percentage of ZBTB20-positive cells in tumor tissue,



regardless of the intensity of their expression against all cells in the tumor. Through this
approach, we found an uneven distribution of the percentage of ZBTB20-expressing cells in
gliomas of the individual WHO stages, and the results showed no statistical significance in
terms of patient survival. It was found that the latter did not show a statistically significant
difference between patients with low or high percentage of gliomas in ZBTB20-positive cells.
Therefore, the proportion of ZBTB20-expressing all cells has no prognostic significance in
gliomas. This result is in line with the result that gliomas of varying degrees of differentiation
express equal proportions of ZBTB20-positive cells. Also, it should be noted that normal
brain astrocytes of parenchymal brain also show marked expression for ZBTB20, as already
reported in the brain of mice. The second approach to analyzing the expression of ZBTB20 in
gliomas involved measuring the expression power for each tumor by H-score and correlation
with various parameters, such as histological differentiation of gliomas and overall survival of
patients.

Glial tumors in the sample were tested for proliferative activity by expression of Ki-67%, a
nuclear marker directly associated with tumor cell proliferation and a known prognostic
factor. The quantitative estimate of Ki-67% expression showed: 9 patients with astrocytoma 11
grade have a mean proliferative index of 3.0% (range 1.0% to 10.0%); 5 cases of anaplastic
astrocytoma - 17.0% (range 1.0% to 35.0%) and 61 cases of glioblastoma multiforme - mean
value of 22.0% (range 2.0% to 80.0%). The average is increased for each subsequent group by
degree of malignancy. Variety in the proliferative index is also observed in other similar
studies. In a statistical treatment of 75 cases, according to the percentage of their proliferative
index Ki-67, we found an incorrect distribution of the group with dominance of the patients
up to 40% of the proliferative index and an average of 20.1% with a standard deviation of
15.7% and a range of 1, 0% to 80.0% with a median of 15%. These results confirm the
diversity in the proliferation index of gliomas from other studies. In our study, with a selected
cut-off range of 17.9% for a high and low-grade group, a uniform distribution of cases was
observed, of which 38 cases had a low percentage of expressing cells and 34 were high. When
we processed the data, we found a statistically significant difference in survival or a tendency
to survival according to the second method (Log-rank test p = 0.0363, Gehan-Breslow-
Wilcoxon test p = 0.1083), while patients with low percentages of survival live 346.5, and
those with a high 197.5 days, a difference of almost five months. In a follow-up study of 59
GBM-only patients with 17.9% splitting thresholds, the median 15.8% for group delimitation
predated the high Ki-67 (32-height and 27-low) and no statistically significant difference in
survival (p> 0.05), with mean survival being almost the same in both groups - 201.5 for low
and 197.5 for high percentage. These data confirm other similar survival studies for
glioblastoma multiforme by this indicator.

After examining ZBTB20 and Ki-67 as independent prognostic factors in our study, we
decided to check whether there was a direct relationship between them in glial tumors. For
this purpose, we investigated 69 cases using the Pearson method, and no statistically
significant correlation was found between the two factors (r = 0.062 at a confidence interval
of -0.1764 to 0.2952). When we compared the intensity of expression of ZBTB20 between
cases of low-grade gliomas and those with glioblastoma multiforme, we found very close
values, with no significant difference. At the same time, we found a statistically significant
correlation between the expression strength measured by the H-score and the overall survival
of the patients. High levels of expression correlated with worse prognosis and decreased
survival in patients in: 1) all gliomas (5.25 month survival difference compared to patients
with lower expression); 2) high grade (111 or IV WHO) gliomas (difference in survival of 5
months compared to patients in this lower expression group); and 3) only glioblastomas
(survival difference of 3.66 months compared to patients in this lower expression group).



From the above three types of comparisons, the highest statistical significance of the results
was observed when comparing the expression strength of ZBTB20 between low-grade and
high-grade gliomas. Correlation between ZBTB20 expression intensities and patient survival
by gender was not established. Thus, the intensity of expression of ZBTB20 is related to the
prognosis of glioma tumors, not percentage of expressing cells.

Our data on the correlation between the power of expression and survival in gliomas are
consistent with similar studies that examine the relationship between the potency of ZBTB20
expression and survival in patients with hepatocellular carcinoma.

The percentage of Ki-67 expression in gliomas shows a large variation, generally higher for
glioblastomas, and ranges from 2% to 80%, whereas in non-glioblastoma tumors ranges from
1% to 35%. Lack of statistical significance between the percentage of proliferating Ki-67-
positive cells in glioblastomas was reported in other studies. Despite the wide range of
proliferative activity levels of tumor cells at different degrees of glioma, it is a useful marker
in the overall assessment of their differentiation rates and overall survival, with those with a
high proliferative index being generally inferior to prognosis.

When comparing the two markers (ZBTB20 expression levels and the Ki-67 proliferation
index), we found no correlation between them. This suggests that they are independent factors
in their role in gliomas.

The present study presents the analysis of biopsy materials from patients with intracranial
tumors, with emphasis on glial neoplasms. They also examined the expression of the
transcription factor ZBTB20. The results show that positive expression has prognostic value
in various types of gliomas, and its higher expression in tumor tissue carries an increased risk
for the life of patients, regardless of the degree of tumor differentiation. At the same time, the
use of a combined estimate of ZBTB20 levels and the proliferation index by Ki-67 showed
that cases with low levels of ZBTB20-expression / Ki-67 had significantly longer survival
against cases with high levels of ZBTB20 expression / Ki-67.

Il Pesromera Ha ny0JmKkanuu cBbp3aHu ¢ npuaodouBaneTo Ha crenen OHC
»1OKTOP*

1. George St. Stoyanov, Deyan Dzhenkov, Peter Ghenev

CYTOKERATIN AE1/AE3 MIMICRY IN GLIOBLASTOMA Scripta Scientifica Medica,
vol. 49, No. 1, 2017, pp. 47-52

Pe3iome:

BBBEJIEHUE: /Ilnarno3aTa u J€4€HUETO HAa BTPEUEPEITHUTE TYMOPH U3HCKBA
MYJITUIUCIHUILTHHAPEH 1o1x0/. KirouoB MOMEHT B TO3H mporiec € Mopdoorudnara
JUarHo3a Ha TyMopuTe. To3u mporiec, BBIPEKH Y€ € MOATOMOTHAT OT UMYHOXHCTOXUMUS
(IHC), uecto moxe 1a ObJie TPYACH U TIOIBEXK AL,

MATEPUAJIN U METO/IU: JleceT XUCTOIOTUYHO MOTBBPACHH CIydyau Ha MyITU()OpPMEH
rirobnactoM (GBM) ca peBusnpani 3a TAXHATa UMyHOXHUCTOXMMHUYHA PEAKIIUS C
a"turiuanex ¢pudpunapen kucen nporend (GFAP) u CK AE1/AE3 kokreiin ¢ anTuTena,
YHUSTO OCHOBHA yroTpeOa B HEBPOMATOJIOTHATA € Ja C€ IOKAKEe WIIM U3KITFOUYM METacTazupai



TYMOD C €TIUTEJICH MPOU3XO/I, YUETO ITHPBHYHO OTHUINE MOXKE J1a HE € U3BECTHO WU JIOPU
M0JI03UPAHO.

PE3VJITATU: Beuuku necet cinyyan Ha GBM ca quarnoctuuno nonoxurensu 3a GFAP, a
oceM OT Tsx cbIio ce nosutuBupar 3a CK AE1/AE3 ¢ pasnuuen uarensuter. Ot
nonoxxurenaute caydan Ha CK AE1/AE3 net (o6mro 50%) naBaTt HHCKa CTENEH HA
HeCUTHU(HMKAHTHA MOJIOKUTETTHA peaklus, J0KaTo apyrute Tpu ciydas (30% o61mio) naBar
CUJIHA TOJIOKUTEITHA PEaKUsl C Bb3MOXKHA IMarHOCTUYHA CTOMHOCT. TyMOpHHTE KJIETKH BbB
BcuukH cirydan Ha GBM, kouto ca nonoxkutennu 3a CK AE1/AE3, He3aBucuMo OT cuiiata Ha
peakuusTa, cbuio ca nojoxutesnnu 3a GFAP Ha cepuliHn HMyHOXHMCTOXMMHUYHU CPE30BE.

3AKJIFOUEHHUE: [IpencraBenute pedynrtaru paskpusat CK AE1/AE3 no3utuBupane B
roisiMa yacT oT GBM citydan, koeTo Moske J1a € BCIeICTBUE HAa TPUU3MEPHA MUMUKPHS
mexay CK AE1/AE3 u GFAP monexynu. ToBa Haara He0OOX0IMMOCTTa OT BHUMATEITHO
TBJIKYBaHE Ha pe3yJITaTUTE.

CK AE1/AE3, o6aue, octaBa 1oJie3¢H HHCTPYMEHT B HEBPOIIATOJIOTHATA, HE3aBUCUMO OT
BB3MOXHOCTTA 32 (aiiuBa NO3UTUBHOCT B TyMOpHH KiieTku Ha GBM.

Abstract:

INTRODUCTION: The diagnosis and treatment of intracranial tumors requires a
multidisciplinary approach. A key moment in this process is the pathological verification of
the tumor type. This process, although aided by immunohistochemistry (IHC), can often be
difficult and misleading.

MATERIALS AND METHODS: Ten histologically confirmed cases of glioblastoma
multiforme (GBM) were reviewed for their IHC reaction with the anti-glial fibrillary acidic
protein (GFAP) glial marker and the CK AE1/AE3 antibody cocktail, whose main use in
neuropathology is to either prove or rule out metastatic cancer of epithelial origin, the primary
location of which may not be known or even suspected.

RESULTS: All ten pathologically verified cases of GBM were diagnostically positive for
GFAP, with eight of them also revealing CK AE1/AE3 expression with variable intensity. Out
of the CK AE1/AES3 positive cases, five (50% in total) gave a low to intermediate non-
diagnostic positive reaction, while the other three cases (30% in total) gave a strong positive
reaction with possible diagnostic value. Cells, across all GBM cases, that tested positive for
CK AE1/AE3, regardless of the strength of the reaction, were also positive for GFAP on
neighboring IHC serial slides.

CONCLUSION: The presented results reveal CK AE1/AE3 expression in a great portion of
GBM cases, which may be caused by three-dimensional mimicry between the CK AE1/AE3
and GFAP target molecules. This therefore necessitates the need for a careful interpretation of
the results. CK AE1/AE3, however, remains a useful tool in neuropathology, regardless of the
possibility of false positivity in GBM cells.



2. George St. Stoyanov, Deyan Dzhenkov, Peter Ghenev

THE GREAT IMITATOR EMA POSITIVE GLIOBLASTOMA MULTIFORME Scripta
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Pe3iome:

BBBEJIEHUE: Myntudopmenust riauobdiaactom (GBM) Bunaru € Ouit AMarHOCTUIHO
MPEIU3BUKATEIICTBO 32 NaToyio3uTe. KaTto TyMop mpeanMHO ¢ acTpoluTHA Au(epeHnnas,
TOI MOXe J1a ce MPOSIBU B pa3IMYHU XHUcTOMOpdonoruunu GopMu, 1a UMUTHPA APYTU
TYMOPH H YECTO JIa UMa pazauuHu uMmyHoxuctoxumuyau npogmmm (IHC), koero nzncksa
J0Ka3BaHE Ha XUCTOTeHe3aTa My.

MATEPUAJIM 1 METO/IN: YeTupu ciydyan Ha ri1Mo0JacTOMH OT apXHBa Ha
YuuBepcurercka 6osnuia Ceera MaprHa ca OI[BETEHU C XeMAaTOKCHIIMH U €03MH U TECTBAHH
umyHoxuctoxumuuHo ¢ GFAP (u3mos3Ba ce kaTo Mapkep 3a riidaiHa AudepeHiranys),
CBIIIO TaKa € u3noia3Ban Vimentin - kKato moJj0KUTEIHA KOHTPOJIA 32 UMYHOXHUCTOXUMHYHOTO
n3cnensane u EMA, kato enureneH MapKep, HEpEaKTUBEH B 3/IpaBaTa MO3bUHA ThKAH.

Pesynratu: Kakto ce ouakBa BCUUKH ITTHOOJIACTOMH C XapakTepHa Mopdosiorus
MMYHOXUCTOXUMUYHO ekcripecupat GFAP u umaT cruitHO monokuTenHa peakius ¢ Vimentin.
Tpu ot yeTnpuTe cirydas ChIO pa3KpUBAT pa3IMUHa PeaKlUs Ha MUHTEH3UBHOCT ¢ EMA, karo
eIMHUSAT CiIy4ail uMa cinaba peaklys B OTAEIHHU KJIETKH, KOUTO HE MOraT Jla Ce CUUTAT 3a
MIO3UTHBHHU, a APYTUTE JBa CiIydas ca ¢ JU(y3Ha MOJI0KUTEIHA PEAKLUs B [IOBEYETO OT
TYMOPHMTE KJIETKHU.

3AKJIFOYEHUE: B enoxaTta Ha *IMyHOXHUCTOXUMHSITA, TIIMOOJACTOMHUTE CE IOKA3BaT C MaHEN
OT crielU(UIHH aHTUTEIIA, TIOPAJIA TOBA, Y€ HSIKOH OT TSX MO3UTHBHPAT CIIUTCITHU MapKepH
karo nutokeparnau (CKAEL/AE3) u EMA, KakTo € oKa3aHo B TOBa MPOyYBaHE, Thil KATO
T€ MPOSIBABAT AHTUT€HHA MUMHKPHS U pearupaT KPhCTOCAHO C IPOTEUHU, KOUTO OOMKHOBEHO
MPUCHCTBAT CaMO B €MUTEIHUTE KIETKU U OTChCTBAT B 3/IpaBa MO3b4YHa ThKaH. ToBa uecto
MOXe J1a Ob/I€ TOJBEKIAII0 U B HAKOH CITy4au Jia JOBeAe 10 MOP(HOIOTUYHO MOTPEeIIHa
JrarxHosa.

Abstract:

INTRODUCTION: Glioblastoma multiforme (GBM) has always been a diagnostic challenge
for pathologists. As a rare oncological entry with astrocytic differentiation, it can manifest
itself in a variety of histomorphological forms, mimic other tumors and it often has varying
immunohistochemical (IHC) profiles, further challenging the process of its verification.

MATERIALS AND METHODS: Four pathologically verified cases of GBM, registered at
the St. Marina University Hospital, Varna, Bulgaria were retrieved from the central
pathological archive. The cases were tested and reviewed based on their hematoxylin and
eosin (H&E) profiles and IHC reactions with GFAP used as a glial differentiation marker,
Vimentin - as a positive IHC control and EMA, an epithelial marker, non-reactive in healthy
brain tissue.

RESULTS: As expected all GBM cases had the histomorphological halimarks of the tumor on
the H&E stain. They were diagnostically positive for GFAP and had a strong positive IHC
reaction with Vimentin. Three out of the four cases also revealed a varying in intensity
reaction with EMA, with one case having a weak reaction in individual cells that could not be
considered diagnostic and the other two cases having a diffuse positive reaction in most of the
tumor cells.



CONCLUSION: In the age of immunohistochemistry, GBM continues to expand the set of
IHC markers that react with it, although several of them such as Cytokeratin AE1/AE3 and
EMA, as demonstrated in this study, should be non-reacting as they react with proteins
normally present only in epithelial cells and absent in healthy brain tissue. This can often be
misleading and, in certain cases, lead to histopathological misdiagnosis.

3. Stoyanov G S, Dzhenkov D L, Kitanova M, et al. (July 16, 2017) Demographics and
Incidence of Histologically Confirmed Intracranial Tumors: A Five-year, Two-center
Prospective Study. Cureus 9(7): e1476. DOI 10.7759/cureus.1476

Pe3iome:
BnBenenue:

Borpeuepennure Tymopu (MKT) ca pasHoposiHa rpyna oT 3a001siBaHUS, KOUTO
IIPEICTaBIIsABaT HEIIOCPEICTBEHA 3aIUlaxa 3a )KMBOTa, HE3aBUCUMO OT TOBA JAJIH Ca ¢
METAaCcTaTUUYEH MIPOU3X0J], C JOOPOKAUECTBEHA WU 3JI0Ka4eCTBEHA ITpupoja. Te TpsOBa na
ObJaT AMArHOCTULIMPAHU U JIEKYBaHU BB3MOXHO Hal-paHo, KaTo MOpP(OJIOrHyHaTa JUarHos3a
€ CBILECTBEH B IIPOLECA HA ONPEEIITHE Ha JIedeOHUs IIPOLEC.

Len:

IlenTa Ha TOBA IPOYUYBAHE € [1a C€ CPABHU YECTOTATA U BUJIa HA XUCTOJOTHYHO IIOTBBPACHU
BBTPEMO3BYHHU TYMOPH B U3TOUHA bbirapus, Bb30CHOBa Ha TEXHUA CyOTHUIl (ITbPBUYHH,
MeTacTaTUYHU U HeoOeM3aMeCTBAIlHU JIE3UH).

MaTepI/IaJ'II/I 1 MCTOJHU

3a nepuoj OT NeT MbJIHU KasleHaapHu roguna (1 suyapu 2012 r. —31.12.2016 1.)
XHMCTOJIOTUYHO MOTBBPJIEH CIydau Ha BbTpEeUeperiHU TyMOpPHU ca OMIIM U3CIIeABaHU
MOpP(OJIOTHYHO OT JBE 3/1paBHHU 3aBeieHus. Ciel ToBa ca ONUCaHM 4ecTOoTaTa UM, BUIA
CIOpe]] TOBA JIAJIM ca IbPBUYHH, METACTaTUYHH WM HeoOeM3aMeCTBAIlH JIE3UH.

MertacTaTU4HU TYMOPH Ca JOIIBJIIHUTCIIHO CETPETUPAHU CIIPAMO TAXHATA BbTPCUCPCITHA
JIOKaJIN3alus.

Pesynratu

OO6musT 6poit Ha oTnennute uHTpakpanuanau Tymopu(UKT), peructpupanu B 3a1aaeHus
nepuof e 822. ITepBuunu UKT 66,12% OT XUCTOIOrHYHO NOTBBPICHUTE CITyyau, KaTo Hall-
yecto cperfanute 30,90% ca MeracTaTU4HU, OT KOUTO Hal-4ecTH ca ¢ OenoapodeH
Mpou3Xxo/1, a npyrure 2,94% ca neodbemzamecTpaiu jie3un. [1o Jokanuzaius ca npeauMHO B
CyIlpaTeHTOpHaIHaTa 00JacT, KOeTo npenacTtasissa oomo 87,80%, a ocrananute 12,20% ca
Pa3mooKeHH B CyOTeHTOpHUanHo. Br3ocHoBa Ha onmcarennus ananus, Ha 100 000 gymm ot
Bcnuku UKT ca 9,12, xoero Brirousa 6,03 va 100 000 3a mppBuuHUTE TyMOpH, 2,82 Ha 100
000 3a metactarnuau UKT u 0,27 ga 100 000 3a Heobem3amecTBamiu. Haii-uecto
nuarnoctunupanute nspsuaHu UKT ca meruarnomu 2,36/100000, rmuobiractom
2,03/100000 u xumoduszapen agenom 0,48/100000. Hait-uectr MHTpaKpaHHATHA METACTA3H
Ha 100 000 e kapunHOM Ha Oenus 1pod 1,32/100000, cromantno-upeBHus TpakT (I'MIT)
0,28/100000, memarnom 0,22/100000 u mamapen kapuuaom 0,17/100000.

3aKkiroueHue:



Bp3ocHoBa Ha HammTe pesynratu mbpBuuHuTe UKT ce onepupar u Ouomncupar Ba mbTu
[I0B€YE OT METACTATUYHUTE U CaMO MaJIKa 4acT OT HEBPOXUPYPIUUHUTE UHTEPBEHIINH CE
U3BBPUIBAT NOPAIX HeoOeM3aMeCcTBaIllo MO3bUHU Jie3ud. [1o okanu3anus MeTacTaTHYHUTE
HKT ca npeagumHO cynpaTeHTOpHAIHO, 0€3 HalIMYue Ha JOMUHHUPAIIN METacTa3u
MH(PATECHTOPHUAITHO.

Z[GMOFpa(bCKI/ITe JaHHH, OTYCTCHU B IIPOYUBAHCTO YCTAHOBABA HAKOHU ACIICKTHU Ha
BB3PACTOBUTC U IMOJIOBUTC NPCAINIOYUTAHUSA, KAKTO U ONICPACIIAHC HA HaM-4eCcTo
ANAarHoCTUIIUPAHUTE BUOOBE HUKT B Hamara [moIryJjaanus.

Abstract:

Introduction

Intracranial tumors (ICTs) are a diverse group of malignancies that pose an immediate threat
to patients' lives, no matter their local or metastatic origin, benign or malignant nature. These
lesions have severe clinical courses and need to be diagnosed and treated as soon as possible,
with pathological verification being the pivotal moment in the process of determining curative
modalities.

Aim

The aim of this study was to compare the incidence of histologically confirmed ICTs in
Eastern Bulgaria, based on their type (primary, metastatic, and non-volume occupying lesions
(NVOL)), their respective subtypes, and incidence in a descriptive manner.

Materials and Methods

For a period of five full calendar years (January 1st, 2012 — December 31st, 2016), all
histologically confirmed cases of intracranial tumors were prospectively collected from two
individual tertiary healthcare institutions. The cases were then statistically analyzed in a
descriptive manner, and incidences of primary, metastatic, and NVOL were compared with
regards to their specific origins, types, and subtypes. Metastatic tumors were further
segregated relative to their intracranial metastatic location.

Results

The total number of individual ICTs registered in the set timeframe was 822. Primary ICTs
represented a total of 66.12% of the histologically confirmed cases, with the most common
entries being tumors from a glial and meningeal origin, 30.90% were histologically confirmed
as metastatic ICTs, from which the most common entries were of pulmonary origin, and the
other 2.94% were NVVOL. On behalf of their intracranial metastatic location, metastatic
tumors were located predominantly in the supratentorial region, represented as a total of
87.80%, while the other 12.20% were located in the subtentorial region. Based on the
descriptive analysis, the annual incidence per 100,000 capita of all ICTs is 9.12, comprised of
6.03 per 100,000 for primary ICTs, 2.82 per 100,000 for metastatic ICTs, and 0.27 per
100,000 for NVOL. The annual incidence of the most commonly diagnosed primary ICTs per
100,000 is 2.36 for meningioma, 2.03 for glioblastoma, and 0.48 for pituitary adenoma. The
annual incidence of the most commonly diagnosed metastatic ICTs per 100,000 is 1.32 for
lung cancer metastases, 0.28 for gastrointestinal tract (GIT) metastases, 0.22 for melanoma,
and 0.17 for breast cancer metastases.

Conclusion

Based on our results, primary ICTs are operated and biopsied more than two times as much as
metastatic ICTs and only a small fraction of neurosurgical interventions are undertaken due to
NVOL. Metastatic ICTs are predominantly supratentorial with no evidence of a tumor
predominantly metastasizing in the subtentorial region. The demographics reported in the
study establish some aspects of age and gender preferences, as well as the annual incidence
per 100,000 for the most commonly diagnosed types of ICTs in our population.



1. Pe3iomera Ha myOJMKaANMK PABHOCTOWHU HA MOHOTPpapUYHMSA TPYA:

1a. George S. Stoyanov - Deyan Dzhenkov - Peter Ghenev - Bogomil Iliev - Yavor
Enchev - Anton B. Tonchev Cell biology of glioblastoma multiforme: from basic science
to diagnosis and treatment Medical Oncology (2018) 35:27

Pe3rome:

[TepBo onmucan npe3 1800-Ta roguna, myntudopmenust rimoodnactom (GBM), ceriacuo
peBusupanara 2016 ronuna Knacudukarus Ha TYMOPH Ha LIEHTpaTHATa HEPBHA CHCTEMa
criopeg C30 e Hail-uecTo cpellaHusT IbPBUYEH 3710KadyecTBeH Tymop Ha [THC.
MynTuhopMeHHUAT TIN00IaCTOM UMa H3KITIOYUTEITHO ITUPOK HAOOP OT MPOMEHH, KAKTO
TeHETUYHH, TaKa U €MUT€HEeTUYHU, KOUTO JaBaT rojisiM Opoil MyTaliu, HAKOU OT KOUTO UMaT
YCTaHOBEHA POJIS B MIPEKUBIEMOCTTA M ONIPEIIEISIT IeueOHust oTroBop. Hammauero Ha
pa3IMYHU MyTallMy Ha (JOHA HA HAJTMYMETO HA KIIFOYOBH TAKHUBA B CTBOJIOBHUTE KJIETKU Ha
GBM pomeinauTtenHo pazaens GBM karo mbpBUYCH, Bh3HUKBAI de NOVO OT MPEKYPCOPUTE
Ha HEBPAJTHUTE CTBOJIOBU KIIETKU, KAKTO M BTOPUYHO, Ype3 aKyMyJiupaHe Ha MyTanuu. Hsakou
OT MPOMEHUTE B KiIeThuHaTa Ouosnorus Ha GBM moske 1a ce mpenonoky u 4pe3 CBETIIMHHA
MUKPOCKOTIHSI, Thil KaTO ce HaOII0AaBaT KJIEThYHU U ThKaHHHU OTIIMYUTENIHU Oee3u.
[IpomenuTe B reHeTHYHATAa UHPOPMALIHSI, BOJICIIH 10 TOTUCKAHE U €KCIIPECUs Ha TEHUTE B
CpaBHEHHUE ¢ (U3UOJIOTMYHUTE UM HUBA B 3[[paBH aCTPOLIUTH, BOJIAT HE CaMO J0 KJIEThYHA, HO
Y eKCTpallenyJiapHa peopranu3anus. Te3u MpoMeHu BOJAT A0 Pa3IuyHu MOP(OIOTUYHU U
YHCTO UMYHOJIOTHYHU/OnoxumMuuHu ¢popmu. ETo 3a110, B 1BaieCeT U IbPBU BEK TEPMUHBT
MyJITH(GOPME, OTXBBPIIEH 32 U3BECTEH NEPHUO]I OT HOMEHKJIATYPHUTE, € MPUI00MIT HOBA
MOMYJSPHOCT Ha (JOHA HA TEHOTUITHOTO pa3HOOOpa3ue Ha TO3U TyMOP.

Abstract:

First described in the 1800s, glioblastoma multiforme (GBM), a class IV neoplasm with
astrocytic differentiation, as per the revised 2016 World Health Organization classification of
tumors of the central nervous system (CNS) is the most common malignant tumor of the
CNS. GBM has an extremely wide set of alterations, both genetic and epigenetic, which yield
a great number of mutation subgroups, some of which have an established role in independent
patient survival and treatment response. All of those components not only represent a closed
cycle but are also relevant to the tumor biological behavior and resistance to treatment as they
form the pathobiological behavior and clinical course. The presence of different triggering
mutations on the background of the presence of key mutations in the GBM stem cells
(GBMsc) further separates GBM as primary arising de novo from neural stem cell precursors
developing into GBMsc and secondary, by means of aggregated mutations. Some of the
change in cellular biology in GBM can be observed via light microscope as they form the
cellular and tissue hallmarks of the condition. Changes in genetic information, resulting in
alteration, suppression and expression of genes compared to their physiological levels in
healthy astrocytes lead to not only cellular, but also extracellular matrix

reorganization. These changes result in a multiform number of micromorphological and
purely immunological/biochemical forms. Therefore, in the twenty-first century the term
multiforme, previously outcast from nomenclatures, has gained new popularity on the
background of genotypic diversity in this neoplastic entry.



2a.Stoyanov G S, Dzhenkov D L, Kitanova M, et al. (June 26, 2017) Correlation Between
Ki-67 Index, World Health Organization Grade and Patient Survival in Glial Tumors With
Astrocytic Differentiation. Cureus 9(6): e1396. DOI 10.7759/cureus.1396

Pe3lome:

Mynrudopmuuns rauodiaactom (GBM) e IV crenen Ha manuraeHocT ciopea CBeToBHaTa
3npasHa opranuzamus (C30) u Haii-uecTo € ¢ acTpoluTHA Au(epeHInaIHs.

Len

IlenTa Ha TOBa MpPOyYBaHE € J]a yCTAHOBH JaJM CHIECTBYBA KOPEIAIH MEXKTY
nponudeparuBHus uHACKC ki-67 Ha TyMOpHTE C acTpOIUTHA AU(EepEeHIHAINS CIIOPE
crenenra Ha qudepenuuanus mo C30 u npexuBsieMocTa Ha MAIHEHTHTE.

MaTepI/IaJ'H/I 1 MCTOJU

3a 1enauTe Ha IPOYYBAHETO € N30paH PETPOCHEKTUBEH MOAX0/] KbM U300pa Ha MAIlUEHTH.
OO01w10 47 manueHTH, IMarHOCTULIMPAHH U JieKyBaHU 3a Tymopu Ha LITHC c actponurHa
nudepeHuranus B YHuBepcurercka 6oiaauna "Csera Mapuna" - Bapna, bbarapus, ot
centeMBpu 2012 r. 10 ronu 2016 r. ca BKIItOUeHH B MpoyuBaHeTo. CiiydauTe ca TECTBAHU C
aTuTsU10 Ki-67, KaTo MO3UTHBHOCTTA € OIpe/IeNicHa CIIe/ AUTHTAIN3AIHS Ha TPESAMETHHUTE
CTBKJIAa U U3YKCIICHA Ype3 aBToMaTU3upaHo 6poene. UnausuyanHuar unjaexc Ha Ki-67 u
MIPEKMBSIEMOCTTA Ha NAIIUEHTUTE 32 BCEKU Cy4yall € CTaTUCTUYECKHU CPaBHEHA.

Pesynraru:

W3BBpIIICHO € aBTOMATUYHO M3YHCIISIBAHE HA MPOIICHT KJICTKH C siipeHara ekcrpecus Ha Ki67
IIPU PA3JIMYHUTE XUCTOMATOJOTUYHYU TPYIIH CIIOpE]] CTeNEeHTa Ha AudepeHnanus.

He ca otkputu Tymopu c I crenen no C30, Hamepuxme 1Ba ciydast Ha Il crenen, uetnpu
ciy4dad Ha III crenen u 41 cirydas Ha IV creneH, KOUTO ca BKJIIOUEHU B aHanu3a. JlBata
actpouuTHu TymMopa oT I ctenen umaxa cpenen unaekc Ki-67 ot 25%, kato chabpxar
TYMOpH C UHAMBUIYyaseH uHaekce oT 43% u 7%. Yetupute npobu ot Il crenen na C30 umar
cpenen unnekc Ki-67 ot 4%, crangaptHo otkiaonenue + 2,16 (p> 0,05), kato Hall-HUCKUST
unjekc e 1%, a Hai-Bucokusr - 6%. U asere rpynu Il u Il crenen no C30 He BKItOUBaT
JI0CTaTbhYHO MPOOH, 3a Ja MO3BOJIM MTPAaBUJIEH CTATUCTUYECKU aHAJI3 3a MpeleHKa Ha
peXUBseMOCT Ha nmauueHTure. 41 cinydas Ha GBM umar cpenen unaexc Ki-67 ot 17,34%,
crangapTHo otkioneHue + 10,79 (p> 0,05). Cratuctuyeckust aHanu3 Ha nHaekca Ki-67 ce
pa3feny JUXOTOMHO Ha JBE TPYIIN U IPEKUBIEMOCTTA HA MAllMEHTUTE TI0Ka3a, Y€ CIyYauTe C
BHUCOK MHAEKC Ki-67 HAMaT 3HaUMTeNHA pa3iuKa B IPEKUBSIEMOCTTa B CPAaBHEHUE C TE3U C
HUCBK IIPOLEHT EKCIIPECUSI.

3aKIroYeHue:

Bb30cHOBa Ha JOKJIAaBAHUTE PE3YITATH, CPEAHUSA MPOLEHT HA €EKCIPECHS B TJIUATHUTE
TymopH 3a Ki-67 He Moe J1a ce H3IM0JI3Ba 3a OlleHKa Ha MPEKUBIEMOCTTA Ha MAIIUCHTHUTE.
Bonpexu ToBa, Ki-67 ocTaBa 1ieHeH METOJI 3a TIPEIleHKa Ha arpeCUBHOCTTAa HA TYMOPHUTE.

Abstract:

Glioblastoma multiforme (GBM) is a class 1V astrocytic tumor, the most malignant of the
four groups of World Health Organization (WHO) tumors with astrocytic differentiation.
Aim

The aim of this study was to establish whether a correlation exists between the Ki-67 index of
tumors with astrocytic differentiation, WHO grade, and patient survival.



Materials and methods

A retrospective non-clinical approach to patient selection was chosen for the aim of the study.
A total of 47 patients diagnosed and treated for CNS tumors with astrocytic differentiation in
the St. Marina University Hospital, Varna, Bulgaria, from September 2012 to July 2016 were
retrospectively included into the study cohort. The cases were tested for their
immunohistochemistry (IHC) reaction with Ki-67 after their original Hematoxylin and Eosin
and IHC slides were reviewed by a single author and blind coded. The Ki-67 positivity index
of the nuclei was estimated after digitalization of the slides and calculated by the
ImmunoRatio automated counting tool. The individual Ki-67 index and patient survival of
each case were statistically compared.

Results

The histopathological groups, after the blind Ki-67 index automated calculation was carried
out, revealed no WHO grade I, two WHO grade Il samples, four WHO grade 111 samples and
41 WHO grade 1V cases, and these were included in the analysis. The two samples of WHO
grade Il astrocytic tumors had a mean Ki-67 index of 25%; however, they comprised tumors
with an individual index of 43% and 7%, both individual values with a highly unlikely index
for this group. The four samples of WHO grade 1l had a mean Ki-67 index of 4%, standard
deviation £2.16 (p>0.05), with the lowest index being 1% and the highest one being 6%. Both
WHO grade Il and 111 did not include enough samples to allow for a proper statistical analysis
of patient survival. The 41 GBM cases had a mean Ki-67 index of 17.34%, standard deviation
+10.79 (p>0.05). Statistical analysis of the Ki-67 index divided dichotomously into two
groups and patient survival revealed that cases with a high Ki-67 index had no significant
difference in survival when compared to those with low expression.

Conclusions

Based on the reported results, the mean Ki-67 percentage of positive nuclei in GBM tumor
samples cannot be used to estimate the survival of patients. However, Ki-67 remains a
valuable IHC pathological tool.

3a. Stoyanov G S, Petkova L, Dzhenkov D L (December 15, 2019) A Practical Approach
to the Differential Diagnosis of Intracranial Tumors: Gross, Histology, and
Immunoprofile-based Algorithm. Cureus 11(12): e6384. DOI 10.7759/cureus.6384

Pe3rome:

WHuTpakpaHuaiHUTEe HEOILIA3UU ca MHOrooOpa3Ha rpyna BKIKYBAIIA JOOPOKAYECTBEHH U
3JI0Kau€CTBEHU, TbPBUYHHU U METACTAaTUYHHU TyMOPH, KaTO BUHATH € HE00X01uMa 1oapoOHa
MeAUIMHCKA HHPOpMAIHsL, PEHTT€HOJOTUYHH JaHHU U IbJIOOKO MTO3HABAaHE HA
XMCTOJIOTUYHUTE Oesie3n M UMYHOXUCTOXUMUYHUS PO Ha pa3InYHUTE BUJIOBE TYMOPHU U
TyMOpPOIIOA00OHU MPOLIECH 3a aJIeKBaTHATa UM IMarHo3a. BeIlipeku ToBa KIMHUYHO YECTO €
BB3MOXHO J]a C€ IPEIO0JIOKH IbPBUYHUS WIM METACTATUYHUS XapaKTep Bb30CHOBA HA
MECTOIIOJIOKEHHETO Ha TyMOpa U Bb3pacTTa Ha MAIl[UeHTa, HAKOU PEJIKU XHUCTOJIOTHYHU
BapHaHTH BUHAru TPAOBa J1a ce pa3riiexkaar B AudepeHInatHo-TMarHOCTHYEH acIeKT.
HeoOxoauMm e TnarHocTU4eH alropuThM, 0a3upaH Ha MECTOIMOJIOKEHUETO Ha TyMOpa 1
TEXHUTE XHCTOJIOTUYHU XapaKTEPUCTUKH, 3a€THO C HAKOU OOIIY MPUHIIMITU B
MMYHOXMCTOXMMHYHUTE NMpoduiIpaHe, Bb30CHOBa Ha npepadboreHata 2016 r. knacuduxanus
Ha TyMopute Ha CBeToBHara 3/1paBHa opranuzanus (C30) Ha neHTpaaHaTa HEpBHA CUCTEMA.
TaxbB aIrOpuTHM € 0COOEHO IIEHEH B CIIyYyauTe, KOraTo caMo MajKu TYMOPHH (pparMeHTu ce
u3Ipamar 3a MoppoJOrHyHH OIIeHKa, KaTO HapuUMep MPH TYMOPH CUTYUPAHU JBJIOOKO B
MO3bYHHUSI TApEHXUM. B Te3u citydau, Korato caMo Majiku (pparMeHTH Ha TyMopa IpUCHCTBAT



3a XHUCTOJIOT'HA, HAKOH KIIFOYOBU XapPaKTCPUCTHUKHU, CbOTBECTCTBAIIIM HA CTCIICHTA Ha CBO,
MOTaT JICCHO Jia CC IMMPOITyCHAT, KOCTO Aa AOBCAC 10 MOrpClIHa JUAarHo3a.

Abstract:

Intracranial tumors are a diverse group of conditions, both benign and malignant, primary and
metastatic and always require detailed medical information, radiological reports and deep
knowledge of the histological hallmarks and immunohistochemical profile of different types
of tumors and tumor-like processes. Despite it clinically often being possible to differentiate
between primary and metastatic tumors, based on the tumor location and age of the patient,
histological variants and rare tumor entries should always be considered in the histological
differential diagnosis. A thorough diagnostic algorithm based on the location of the tumor and
its histological features, together with some common pitfalls in immunohistochemical
profiling, based on the 2016 revised World Health Organization (WHO) classification of
tumors of the central nervous system should be implemented in all cases. Such an algorithm is
especially valuable in cases where only small tumor fragments are sent for morphological
evaluation, such as in deep parenchyma tumors. In these instances where only small
fragments of the tumor are present for histology, some key features, corresponding to the
WHO grade, may easily be missed or underreported. Furthermore, the histological
verification of the tumor entry is the first, often overlooked, step in defining the presence or
absence of WHO gradespecific mutations.

4a. Stoyanov G S, Kitanova M, Dzhenkov D L, et al. (July 02, 2017) Demographics of
Head and Neck Cancer Patients: A Single Institution Experience. Cureus 9(7): e1418.
DOI 10.7759/cureus.1418

Pe3iome:

Kapuunomute Ha riaBaTa U HIMsITa BKJIIOYBAT pa3HOOOpa3Ha rpyna HoBooOpa3yBaHus,
MIPOU3X0XK/IAIIN OT Pa3JIMUHU TUIIOBE ThKaHU U Ce JOKAJIU3UPAT B Pa3InYHU OpIaHu,
pa3moIokeH! B TonorpadcKuTe 00JIacTh Ha TIaBaTa U MusATa. ToBa € peTpOCIIEKTUBHO
IIpOyYBaHe MMaIlla 3a 11eJ1 Ch3/JaBaHeTO Ha IeMOorpad)CKM XapaKTepUCTUKH Ha MALUEHTUTE U
KaTeropu3upane Ha WHAMBHyaTHATA YECTOTA HA 3JIOKAYECTBEHUTE 3a00ISIBAHUS B TJIaBaTa U
IIMATA KAKTO U 10 OTHOIIEHHE U HA OCHOBHUS UM XMCTOINATOJOTHYEH THUII.

MaTepI/IaJ'II/I 1 MCTOIHU

Bceuuku CJIydan Ha TYyMOpPH Ha IjlaBaTa U IIrdTa Osxa MpeTICJaHn PETPOCIICKTUBHO 3a
nepuoasbT OT 47 MEcCClla B €IHAa YHUBCPCUTCTCKA 6OJ'IHI/II_Ia.

Pesynratu

CBOTHOIIIEHHETO MBKE KbM KEHU B PETUCTPUPAHUTE CIIydal HAa TYMOPH Ha IJ1aBa M IIUs €
3,24:1. Cpennara Bb3pacT Ha marentuTe € 65 rogunan (63,84 + 12,65 roaunn). Hait-uecto
cpemranuTe TyMmopH ca Ha napunkca 30,37% (n = 188), yctau u yctHa kyxuHa 29,08% (n =
180), papunkca 20,03% (n = 124) u cmrordenu xie3n 10,94% (n = 68). Ilo-peaxu
JIOKaJU3alMK ca BbHIIIHUS HOC, HOCHATa KyXWHA U CUHYCUTE, YIIIHATa MUJIa U BHHIUIHUS YIIEH
kaHas. OCHOBHUTE XHUCTOMATOJIOTMYHU TPYINH BKIIFOUBAT IUNIOCKOKJIEThYEH KapluHoM 76.74%
(n =475) u anenokapuuaoM 6.14% (n = 38), apyru 3m0KkavuecTBEHH HOBOOOpa3yBaHUS KaTo
ENMUTETHN TYMOPH Ha TOH3WINTE, TUM(OMHU, HEOTUTa3UU HAa ME3CHXUMHATa ThKaH 1
HEBPOEHJAOKPUHHHU TYMOPH ca MO-MajKa 4acT OT CIy4yauTe.



3aKIroyeHue

CunTaH 3a CPaBHUTEIHO PSAABK, TYMOPUTE Ha IIaBaTa M MIKATa MPEACTaBIsBa pa3HOOOpa3Ha
rpyIa OHKOJIOTMYHM 00pa3yBaHUs ¢ MHAWBUIYAIHU U CICHU(PUYHHI JeMOTrpaCKu
XapakTepucTUKu. OTYETEHNTE PE3yJITaTh Ca MPEICTABUTEIHH 32 HAlMOHAJIHATA YECTOTa U
XapaKTepUCTUKHUTE Ha 3JI0KAYECTBEHUTE TyMOPH Ha IJIaBaTa U MIMATA.

Abstract:

Introduction

Head and neck cancer (HNC) comprises a diverse group of oncological entities, originating
from various tissue types and organ localizations, situated in the topographical regions of the
head and neck (H&N). This single institution retrospective study was aimed at establishing
the HNC patient demographics and categorizing the individual incidence of H&N
malignancies, regarding their organ of origin and main histopathological type.

Materials and methods All histologically verified cases of HNC from a single tertiary referral
center were reviewed in a descriptive retrospective manner. Data sampling period was 47
months.

Results

Male to female ratio of the registered HNC cases was 3.24:1. The mean age of diagnosis was
63.84 + 12.65 years, median 65 years. The most common HNC locations include the larynx
30.37% (n = 188), lips and oral cavity 29.08% (n = 180), pharynx 20.03% (n = 124) and
salivary glands 10.94% (n = 68), with other locations such as the external nose, nasal cavity
and sinuses and auricle and external ear canal harboring a minority of the cases. The main
histopathological groups include squamous cell carcinoma 76.74% (n = 475) and
adenocarcinoma 6.14% (n = 38), with other malignant entries such as other epithelial
malignancies, primary tonsillar, mucosa associated lymphoid tissue or parenchymal
lymphomas, connective tissue neoplasias, neuroendocrine and vascular malignancies
diagnosed in a minority of cases.

Conclusion

Considered to be relatively rare, HNC represents a diverse group of oncological entities with
individual and specific demographic characteristics. The reported single institution results
appear representative of the national incidence and characteristics of HNC.

5a. George Stoyanov & Martina Kitanova & Deyan Dzhenkov & Peter Ghenev

The Diagnostic Dilemma of Epithelial Marker Expression in Glioblastoma Pathol. Oncol.
Res. https://doi.org/10.1007/s12253-017-0354-8 Received: 24 April 2017 /Accepted: 25
October 2017

Pesrome:
KbM penakropa,

I'muo6macroma myntudopme (GBM) e akTyanHa Tema 3a u3ciieiBaHe, Thil KATO HOBOCTUTE
MIPH TOBA 3JI0KAUYECTBEHO 3a00JIsIBaHE /10 TOJIsIMa CTETIEH MTPOMEHST JOCETralHOTO pa3Oupane
3a Hero. JluarHocTuaHo 06aue, BIPEKU JECETHUIICTHS Ha U3CISABAHUS U MHOTO OTTUTH 32
CTaHJIapTU3UPAHE HA XUCTOMATOJIOTHYHUS AUarHocTH4eH mpoiec, GBM ocraBa Tymop, KOWTO
TpsiOBa na Ob/Ie AMATHOCTUIIMPAH OT OMUTHU HEBpomaToio3u. KiltouoB MOMEHT B
MATOJIOTUYHHMSI TMAarHOCTHYEH Tpoliec € umyHoxuctoxumuanara (IHC) denorunuzanus Ha
TyMoOpa. HOKaTO HAKOU CHeHI/I(l)I/I'-IHI/I 34 I''TMaJITHU UMYHOXUCTOXUMHUYHH MapKEPH KaTo
rnuanex gubpunapen kucenuneH npotenH (GFAP) naBat mocTosiHHA MOJIOKUTEIIHA PEAKITHS



U ce U3M0a3BaT 3a nuarnoctuka Ha GBM, nma mmpok nanen ot IHC mapkepu, Kouto gaBat
nonoxutenuu IHC peakiuu ¢ Tekannu npodu ot GBM. Hsikou ot Ts1x kato Vimentin ca
MHOT'0 Hecrienu(UYHHU U € U3MOI3BAT [VIABHO KATO MOJIOKUTEIHA KOHTPOJIA 32
MMYHOXUCTOXMMHUYHA PEAKLIMU, HO MOTaT J1a Ob/1aT U3MOI3BAHH U B HAKOU CITydau 3a
pasrpaHryaBaHe HA ENUTEIIHNA U HECIUTEIHU TyMOpH. HsKkon KMyHOXUCTOXMMUYHHU
mapkepH, kato nutokeparut (CK) AE1 / AE3 u enurenen memOpanen antured (EMA) ca
crieln(pUYHHU 32 ENUTEIHUTE KIETKH, HO MHOT'O YECTO MOTaT Jja Ja/1aT MOJI0KUTEJIHA PeaKus
Ha UMYHOXHMCTOXHUMHUS € TIIM00JaCTOMHA TYMOPHA ThKaH, NPEAN3BUKBANKN THarHOCTUYHA
munema. Terada (2015) cro6miaBa 3a nmonoxkurenHa IHC excripecus Ha HIKOJIKO BUAA
KepatuHoBH aHTHTENa, 0oco0eHo 3a CK AE1 / AE3 aHTUTAIOTO, MOTBBPIKIABANKY U IPYTH
110/100HM NpoyuBaHus. Tepaaa ChIIO Taka MPEAIoJiara, 4e Ta3u MoJIOKUTETHOCT Ce AbJDKU Ha
MIPOU3BOJICTBOTO HA KEPATUHOBU MPOTEUHH OT INIMOOIACTOMHUTE KIIETKH, HO TOBA TBBP/CHHE
HE C€ MOAKPEIIs OT IPYTH BUAOBE u3caenBanus. IMyHOXUCTOXMMUATA HE € Hali-
crneun(pUIHUAT UIMYHOJIOTMYEH TECT U MOXKeE J[a eKCIIpecupa nopaau KoHpopMamonHa
MUMHKpPHUS MEXY aHTUTSJIOTO M 110100€H eMUTOI B APYT aHTUTe€H. TaKkbB € CIIy4asT C
KEepaTuHUTE, a MOXKe OU U C JIPyTH eNUTEIHN MapKepH, kato EMA, B rimmobiaactomu. Makap
4e MHOT'O aBTOPH CMSITAT, Y€ UIMYHOXUCTOXUMHUSATA € JOKA3aTEIICTBEH METO| 32 TECTBAHE U Y€
roysiM Opoii cirydan Ha GBM chabpikar HIKAKBB TUI MOJIEKYJIH KEPaThH, OCOOCHO
EIUTEIOMIHUTE U TUTAaHTCKO-KIeThuHU noaTunose GBM. ToBa He € HalrbJIHO BAPHO, KAKTO
nemoHctpupaT Kriho et al. mpe3 1997 r. B cpaBHUTENTHO H3CIEIBaHE HA EKCIIPECHSITA HA
kepatud B GBM . Te nocturar 1o u3Boja, ue ppakiusata AE3 Ha KokTelna ¢ aHTUTSIIO Ha
CK AE1 / AE3 e Ta3u, Ko4TO pearupa ¢ anTUreHu B kietkute Ha GBM, HO mpu UMyHOOIOT 1
esilekTpoope3a NPOTEUHH € XapaKTEPUCTUKUTE Ha KEPATUHOBUTE HULIKU HE € OTKPHUT.
CnenoBarenno Kriho npeamnonara, 4e Te31 MMyHOXUCTOXUMHYHO (DaJIIIMBH OJIOKUTCITHH
pe3yaTaTu ca IPUYMHEHU OT TPUU3MEpHa KOH(OpMAllMOHHA MUMHKPUS C JPYT MEKIUHEH
IIUTOCKEJIETEH MPOTENH KaTo HanpuMmep aucmophen GFAP, npousBeseH oT HEOTIACTHYHHUTE
actpouuTH. Hsikon aBropu karo Oh et al., kouTo nomydasat nogo6uu pesynratu ot IHC
MOJIKpENAT u3aBieHusnTa Ha Kprxo, 6€3 HalmbJIHO Aa W3KII0YBaT Bb3MOXKHOCTTa Hsikon GBM
BCBIIHOCT J1a IPOU3BEKIAT KEPATUHOBH MOJIEKYJIM, HO TO IIOCOYBAT KaTO MHOT'O MAJIKO
BEPOSATHO.

Abstract:
To the Editor,

Glioblastoma Multiforme (GBM) is a hot topic for research as the intimacies of this type of
malignancy seem to be a long way from being truly understood. Diagnostically however,
despite decades of research and many attempts at standardizing the histopathological
diagnostic process, GBM remains an entry to be diagnosed by experienced neuropathologists.
A key point in the pathological diagnostic process is the immunohistochemical (IHC)
phenotypisation of tumor samples. While some glial specific IHC markers such as glial
fibrillary acidic protein (GFAP) give a constant positive reaction, and are used as a diagnostic
medium in GBM, there is a wide panel of IHC markers that give positive IHC reactions with
GBM tissue samples. Some of these such as Vimentin are very unspecific and are mainly used
as a positive control for IHC reactions, but can also be used in some instances to distinguish
between epithelial and non-epithelial tumors. Some IHC markers, such as cytokeratin (CK)
AE1/AE3 and epithelial membrane antigen (EMA) are highly specific to epithelial cells, but
can very often give positive IHC reaction with GBM tumor tissue, producing a diagnostic
dilemma. Terada (2015) reported positive IHC expression of several types of keratin
antibodies, especially for the CK AE1/AE3 antibody, confirming the findings reported by
other similar studies. Terada also stated that this positivity is due to the production of keratin
proteins from GBM cells, but this statement is not supported by anything more than IHC



investigations [1]. However, IHC is not the most specific immunology based test and a
phenotypically positive tissue sample on IHC may not truly express the antigens tested due to
conformational mimicry between the antibody and a similar epitope in another antigen. Such
is the case with keratins and perhaps also with other epithelial markers, such as EMA, in
GBM [2-5]. Whilst many authors and practicing pathologists believe that IHC is a full proof
testing method and that a high number of GBM cases express some type of keratin molecules,
especially the epitheloid and giant-cell GBM subtypes. This is not entirely true, as
demonstrated by Kriho et al. in 1997 in acomparative study of keratin expression in GBM.
She concluded that the AE3 fraction of the CK AE1/AE3 antibody cocktail is the one that
reacts with an antigen in GBM cells, however in immunoblot and electrophoresis test a
protein with the characteristics of keratin filaments was not detected. Therefore, Kriho
suggested that these IHC false positive results are caused by a three-dimensional
conformational mimicry with another intermediate cytoskeletal protein such as the
dysmorphic GFAP produced by the neoplastic astrocytes. Although the result of Kriho et al.
have not been recreated since, the specifics of a Western immunoblot test highly outweigh
those of IHC and are used in explaining the GBM-CK AE1/AE3 phenomena by a number of
authors. Some authors such as Oh et al., who obtain similar IHC results and base a discussion
and support Kriho’s statements, without completely ruling out the possibility of some GBM
actually producing keratin molecules, but stating it as highly unlikely based on the findings of
IHC only. Although not yet fully established and tested with means other than IHC, the
positive reactions with EMA are another novel candidate for such false positive results, based
again on the cellular specifics of the target antigen and the weak, mostly cytoplasmic IHC
reaction with the EMA antibody, compared to the physiological membrane placement of
EMA.

6a. Stoyanov GS, Dzhenkov DL. On the concepts and history of glioblastoma multiforme -
morphology, genetics and epigenetics. Folia Med (Plovdiv) 2018;60(1):48-66. doi:
10.1515/folmed-2017-0069

Pe3iome:

Myntudopmen rnmuodiactom (GBM) e 3mokadectBen Tymop oT crerneH IV Ha C30 ¢
acTpouuTHa nudepennuanus. Kato equH oT Haif-uecTo cpenaHuTe KIMHUYHO
JMAarHOCTUIIMPaHU OHKOJIOTHYHM TyMOPH Ha LieHTpanHaTa HepBHa cuctema (LIHC), uma
roJIsIMO pa3HOO0Opa3re OT UCTOPUUYECKHU AOKJIAIH 3a ONUCAHUETO M Pa3BUTHUETO HA IMO3HAHUATA
OTHOCHO Te3u TyMopH. [IbpBUTE 3anucanu JOKIaau 3a TIAMOMUTE ca JaJieH! B OpUTAaHCKU
Hay4yHH myOiukanuu, oT beprc npe3 1800 r. u npe3 1804 r. or AGBpHETH, KaTO MBPBOTO
n3yepnaTesIHo XucToMophoaoruuHo onucanue e npe3 1865 r. ot Pynond Bupxos. [Ipe3 1926
r. [IspcuBan beitnu u Xapsu KbImuHr naBat ocHoBaTa 3a MoJiepHaTa KiacupuKalus Ha
riomute. Mexay 1934 u 1941 r. Hall-IIIOAOTBOPHUSAT U3CIEI0BATEN B U3CIIEABAHUATA HA
rimoma e Xauc-Hoaxum Illepep, KOHTO HOCTYIIMPa HIKOU OT KIHHHKO-MOP(OIOrHUHHUTE
acniektd Ha ['bM. C BBbBEXIaHETO HA MOJIEKYJIIPHU M T€HETUYHU TECTOBE € YCTaHOBEHA
HMCTUHCKOTO MHOTO00Opa3ue Ha GBM, ¢ pa3nu4Hu reHOTUIIOBE, HOCEIN ChIlaTa
xucromopdonornyna u IHC kapTrHa, KakTO M HAKOM OT acCHIEKTHTE Ha IJIMOMareHesara. 3a
Jla ce pa3Bue TyMop, TpsOBa Jja ce MOsiBU CHelU(PUUEeH MyTallUOHEH TPUTEP B
rIIM00IaCTOMHATA CTBOJIOBA KJeTKa - mbpBruueH GBM wmin 6aBHO akyMyJipaHe Ha OTACITHH
MyTaIum, 0e3 sICHO H3pa3eHa MyTallMOHEH Tpurep - BropuueH GBM.

ITo3naBanero Ha GBM e 1scHO cBBbp3aHo ¢ o0muTe MmeaquiHcku no3Hanus Ha LIHC, 1wt
KaTo Te3W 3JI0KAaY€CTBEHH 3a00JIsIBAaHUS ca OMHMCcaHu npeau mosede ot 200 roauHu.



Abstract:

Glioblastoma multiforme (GBM) is a grade 1V WHO malignant tumor with astrocytic
differentiation. As one of the most common clinically diagnosed central nervous system
(CNS) oncological entries, there have been a wide variety of historical reports of the
description and evolution of ideas regarding these tumors. The fi rst recorded reports of
gliomas were given in British scientific reports, by Berns in 1800 and in 1804 by Abernety,
with the fi rst comprehensive histomorphological description being given in 1865 by Rudolf
Virchow. In 1926 Percival Bailey and Harvey Cushing gave the base for the modern classifi
cation of gliomas. Between 1934 and 1941 the most prolifi ¢ researcher in glioma research
was Hans- Joachim Scherer, who postulated some of the clinico-morphological aspects of
GBM. With the introduction of molecular and genetic tests the true multifomity of GBM has
been established, with diff erent genotypes bearing the same histomorphological and IHC
picture, as well as some of the aspects of gliomagenesis. For a GBM to develop, a specifi ¢
trigger mutation needs to occur in a GBM stem cell — primary GBM, or a slow aggregation of
individual mutations, without a distinct trigger mutation — secondary GBM.

Knowledge of GBM has been closely related to general medical knowledge of the CNS since
these malignancies were fi rst described more than 200 years ago. Several great leaps have
been made in that time, in the footsteps of both CNS and advancements in general medical
knowledge.

7a. Stoyanov G S, Dzhenkov D L, Tzaneva M (August 30, 2019) Thrombophlebitis Migrans
(Trousseau Syndrome) in Pancreatic Adenocarcinoma: An Autopsy Report. Cureus 11(8):
e5528. DOI 10.7759/cureus.5528

Pe3iome:

3a IbpBU IBT OMKUCAH OT (peHCKUs jiekap Apmal Tpyco, cCHHApOMBT Ha Tpyco e KIIlaCHueCKn
IIpUMEp 32 MapaHEeOIUIACTUYEH CUHIPOM, IPUYMHEH OT aICHOKapIIMHOMM Ha CTOMaxa,
naHkpeaca 1 6enust 1po6. ChCTOSHUETO ce MPEeACTaBsl KaTO MOBTAPSIIH C€ M MUTPUPALIH
enu301 Ha TpoMOO(IEONT, KOUTO MOTAT Ja aHTAXXHUPAT TOPHHUTE U TOTHUTE KPAWHUIIH,
Ipb/IHATa U KOpEMHATa CTeHa U KPbBOHOCHUTE ChJ0BE B KOpEeMHaTa KyxuHa. Te3u
MOBTAPSIIIU CE MM30I1 MOTaT JIa IOBEAT 10 JBbI00Ka BEHO3HA TpoMO03a ¢ OTKbCBAaHE Ha
TPOMO U yCIIO)KHEHHE ¢ 6eT0ApoOeH TpoMO0eMO0IN3bM, KOETO YECTO ce OKa3Ba (paTtaiHo 3a
narpenTa. Tyk npencraBsime cirydaid Ha 60-TOAWIIECH NAlMeHT, U3MPATEH 3a ayTOICHSL.
[TaneHTHT € OuIl MpUeT ¢ 0cTpa KOPpEeMHA CUMIITOMATHKA, ChbCTOSHUETO MY C€ BJIOIINIIA
0Bp30, C HOBOBB3HUKHAIN HEBPOJIIOTUYHU CHMIITOMHU M OCTHP MacoB (haTajieH enu3oi Ha
6enoapoOHa TpoMOoeMO0IHsA. AHAMHECTUYHO € C HIKOJIKO €M130/1a Ha MOBTAPSIIL Ce
TpoMOO(IeOUT HA JOTHUTE KPAWHUIIM TIPE3 MTOCIETHUTE MIECT MECella C MPEIUIITHN U301
Ha OenoapoOHa TpomboemOonus. Ha ayTorncusita ce HaMepu MacUBEH 0en0IpodeH
TpoMO0eMOO0IM3BM, C MHOKECTBO TPOMOHU B BEHO3HU ChI0BE, BKIIOUUTEITHO JABETE OOIITH
WIMAaYHU BEHH U JOJIHATA Mpa3Ha BeHa. XHUCTOJIOIMYHO C€ YCTaHOBH aJCHOKApLIMHOM Ha
MaHKpeaca ¢ JaJIeYHH METacTa3u B pellulia OpraHu u TpoMOo(daedUT Ha KOPEMHUTE OPTaHu C
emOonu3aius Ha 6e10ApoOHUTE apTEPHH.

Abstract:

First described by a French physician Armand Trousseau, the Trousseau sign of malignancy is
a classic example of paraneoplastic syndrome, caused by adenocarcinomas predominantly of
the stomach, pancreas, and lung. The condition presents as recurring and migrating episodes



of thrombophlebitis that can involve the upper and lower limbs, thoracic and abdominal wall,
and the major blood vessels of the abdomen. These recurring episodes may lead to a
detachment of a thrombus and the formation of pulmonary thromboembolism (PTE), often
proving fatal for the patient. Herein we present a case of a 60-year-old male patient referred
for autopsy. The patient was admitted with acute onset of gastrointestinal tract symptoms and
after admission, his condition deteriorated rapidly, with new-onset neurological symptoms
and an acute massive fatal episode of PTE. Previous medical history was uneventful, apart
from several episodes of recurring lower limb thrombophlebitis for the past six months,
resulting in two prior episodes of PTE. The autopsy revealed a massive PTE, with multiple
thrombi in the venous vessels, including the two common iliac veins and the inferior vena
cava. Histological evaluation revealed pancreatic adenocarcinoma with distant metastasis to a
number of organs and abdominal thrombophlebitis with embolization of the pulmonary
arteries.

8a. George S. Stoyanov , Lyuben Stoev , Hristo Popov , Ina Kobakova , Deyan L. Dzhenkov
(June 23, 2018) The Final Diagnosis: Colorectal Carcinoma, In the Context of Attenuated
Familial Adenomatous Polyposis, Mimicking Pulmonary Carcinoma. Cureus 10(6): e2867.
DOI 10.7759/cureus.2867

Pe3rome:

benonpoOHUAT KaplMHOM € €THO OT Hal-4eCTUTE 3JI0KaYeCTBEHH ChCTOSIHUS B CBETOBCH
Maiad. HactosmusT ciryyai mpeacTaBst MAMEeHT C KIMHUYHO U PEHTTEHOJIOTHYHO
JMAarHOCTUIIMPAH TYMOp Ha Oeius Apo0 MpH JIUIca Ha OUIICHYHO U3CIIeBAHE TIOPaJIN OTKa3
Ha rmanueHTa. [[anueHThT € myay ¥ U € IMarHOCTUIIUPAH ¢ XPOHUYHA OOCTPYKTHBHA
oemonpobHa 6oect. [Ipu mopegHOTO MpoJieKaBaHe MANUEHTHT EK3UTHPA, TIPH KOETO €
U3BBPILIEHA ayTONCHs. AyTOIICUATAa YCTAHOBH IIECT JIe3Uu B Oenust Apo0, €JHO B UESPHUS
apo0, eHa B TJIaBHUS MO3BK, KOUTO MAaKPOCKOIICKH Ca ¢ MAJIUTHEH BHJ. XUCTOJIOTHYHOTO
u3clie/iBaHe Ha OenuTe APOOOBE, YePHUS Ipo0 M MOZBYHUTE JIC3UU TIOKA3BAT MATUTHEHH
TYMOPH ChCTaBEHHU OT aTHITUYHU KJI€3U C POM3BOJICTBOTO Ha CIly3. B m3cnenBanero Ha
neGeIoTo YepBo ce OTKPUBAT T0OPOKaYECTBEHH aIEHOMH M KOJIOPEKTAICH aIecHOKAPIITHOM.
Jlnarno3ara Ha HaIpeaHAN KOJOPEKTalIeH aJJeHOKapIIMHOM C METAaCTa3H B KOHTEKCTa Ha
aTeHoupaHa (paMuiIHa ajeHoMaro3Ha noiunosa (AFAP) e nopagu komOuHUpaHUTE
XHCTOJIOTUYHYU HAaXOJIKH, Bb3PACTTa Ha MAllMeHTa U OPOsl Ha TIOJIUIIH B 1€0ETI0TO YepBO.

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.



9a. Ivan Valkadinov, Nikolay Conev, Dian Dzhenkov, Ivan Donev,

Rare case of ameloblastoma with pulmonary metastases

Intractable & Rare Diseases Research. 2017; 6(3):211-214. DOI: 10.5582/irdr.2017.01032
Pesiome:

Awmeno0iacToMa € OTHOCUTEITHO PSIIBK OJJOHTOTCHEH TYMOP C €IHUTEJICH MPOU3XO/.
Ceeronara 3apaBHa Opranmzanus (C30) onpenens 3mokadyecTBeHUs amenoodnactom (MA)
KaTO XMCTOJIOTUYHO JOOPOKAUYECTBEH Ha BUJ TYMOp, KOWTO MeTacTazupa. JledeHneTo Ha
I'BPBUYHHUS aMeI00JIaCTOM OOMKHOBEHO C€ ChbCTOM B paJiMKallHA €KCIIU3HS Ha TyMOpa U
a/II0OBaHTHA JIbueTepanus. XMMHOTEpaNus ce U3II0JI3Ba 3a JICUYCHHE Ha METacTa3! Mopaau
WHJIOJICHTHHS KIIMHIYEeH Kypc. [IpeacraBeH e cirydaid Ha 43-ToUIIHA )KEHA, IPHETa B
6omnuunna npe3 2006 r. ¢ rosiMa TYMOpPHA Maca Ha IIUATA U JIABaTa YeltocT. Macara ce e
oOpasyBaJia ¢ TOJUHH U € Omiia npeHeOpersana. [lanueHTkaTa e AMarHOCTHIIMPaHa C
II'BPBUYCH aMello0JacTOM Ha MaHuOynaTa. V3BbpIilieHa € XUpypruyHa Pe3eKIns,
nocje/BaHa OT aJfoBaHTHA ibderepanus. [Ipe3 cenremBpu 2016 1. TS OTHOBO € MPHETA, U ca
OTKPUTH METAcTa3u Ha JUArHOCTUIIMPAHUS IPEIH TOBa ameno01acToM 1 B 6enure apoooBe.
[TaneHTHT € OlICHEH 32 JIOIBIHUTEIHA XUMUOTEPAIus ¢ 6 UKbJIA IUCILIATHH TPH 1032 OT
100 mg / m2 B nen 1, 5-FU B no3a 1000 mg / m2 / nen Ha aeH 1-4 (3 cenMuin), u MerwIvpand
¢dwirpactuM. HactosimusT ciiyvaid npecTaBisiBa KIACHUSCKUAT X0/ Ha PSIKO 3a00IIsBaHe,
KOETO B TO3M CJIy4yai Kacae MeTacTa3a OT aMesI00JIaCTOM C XUCTOJIOTUYHO OCHUTHEH BHUJI.
Tosu citydait Ha MeTacTa3zupai aMesI00JacTOM € TIOTBBPJCH OT TUITHYHATA XUCTOJIOTHS,
HaXOJKUTE OT OenoipoOHaTa OUOTICHSI, UMYHOXHUCTOXHUMHYHUS PO HA TYMOPA,
TUIIUYHUTE KIIMHUYHE OCOOCHOCTH M aHAMHe3aTa 3a PEMIITHO IBPBUYHO 3a00JIsIBaHE.

Abstract:

Ameloblastoma is a rare low-grade odontogenic tumor of epithelial origin. The World Health
Organization (WHO) has defined malignant ameloblastoma (MA) as a histologically
benignappearing ameloblastoma that has metastasized. Treatment of the primary
ameloblastoma usually consists of radical excision of the tumor and adjuvant radiotherapy.
Chemotherapy should be used to treat metastases due to its indolent clinical course. Presented
here is the case of a 43-year-old woman who was admitted to a hospital in 2006 with a large
mass involving the neck and left mandible. The mass had formed over years and had been
neglected. The woman was diagnosed with a primary ameloblastoma of the mandible.
Surgical resection was performed, followed by adjuvant radiotherapy. In September 2016, she
was admitted again, and the findings were consistent with metastases of the previously
identified ameloblastoma to the lungs. The patient was evaluated for further chemotherapy
with 6 cycles of cisplatin at a dose of 100 mg/m2 on day 1, 5-FU at a dose of 1000
mg/m2/day on day 1-4 (3 wk), and pegylated filgrastim. The current case represents the
classical course of a rare disease, which in this instance involved the common presentation of
MA. This case is a valid incidence of MA based on the typical histology, findings from a lung
biopsy, the immunohistochemical profile of the tumor, the typical clinical features, and a
history of a previous primary disease.

10a. Deyan D. Handzhiev, Svetoslav K. Kalevski, Stanislava V. Handzhieva, Deyan L.
Dzhenkov,

Suna Salieva- Badi Low grade astrocytoma causing dural and calvarial destruction Accepted
8 February 2017 Elsevier Ltd. All rights reserved.

Pe3iome:



To3u cimyuait onucBa AECTPYKIHMS Ha MMOJJIeKAIATa Jypa U KajaBapus OT HUCHK KJIAcC TJINOM
IIpY JIMIICA HA IIPEJIBApUTENIHA XUPYPIUsl UK paauanus. M3BecTHO e, 4ye aHra)KMpaHETO Ha
YEpEIHUTE KOCTH U JlypaTa ce Cpeliar py HAKOU 3JI0Ka4€CTBEHU TYMOPH, HO PSIKO Ce
Ha0JII01aBa IPY TIIMOMH C HUCKA CTEIICH Ha 3JI0KaYeCTBEHOCT.

H’prOHaqaﬂHHTe PCHTICHOJIOTMYHHU U3CJICABAHUS ITOKA3BAT XCTCPOIrCHHA Maca B AsACHATA
ImapucTajiHa 0071aCT KaKTo ¢ CKCTpa-, Taka U ¢ BBTPEKOCTHHU KOMIIOHCHTHU. H’prOHaLIaJ'IHaTa
I[I/I(bepeHHI/IaJIHa JAUarHo3a Ha CKCTPAAKCUATTHUTC JIC3UU BKJIFOUBA MCTACTAaTUYHH JIC3UH,
J'II/IM(i)OM WM aIrpPECUBEH MCHHUHI'MOM. IlaTtomornynuTre HaXOAKHU IIKa3BaT IMpou3xoa OT
TJIMaJIHU KJICTKH.

JIOKOJIKOTO HU € U3BECTHO, YHUIIIOKABAHETO HA JIypaTa U KajaBapusaTa OT HUCKOCTETICHCH
TJIMOM, 0€3 IpeBapUTeIIHA XUPYPIHsI WIH PaTUalis, He € JOKyMEHTHPAHO TI0-PaHo.
Pa3pymiaBanero Ha KanBapusi ChC CBbP3aHUTE WHTPAAKCHAITHY JIE3UH BHPXY OOpa3HaTa
JMAarHOCTHKA MOXKE J1a IPEITOI0KH EKCTPAaKCUATHU TYMOPH KaTo arpeCMBHU MEHHHI'HOMH,
MeTacta3u u qumpomu. ChobIaBaMe 3a HEOOMYACH CITydail Ha TapHeTaIcH HUCKOCTEIICHCH
TJIMOM C YHUILO)KAaBaHE HA KAJIBAPHATA TIPH JIUTICA HA MPEIBAPUTEIHA OTIEPALIUs I
paguanus. EpO3I/I$ITa BCPOATHO CC€ AbJIKU Ha anO(bI/ISI Ha KaJIBapudaTa ¢ U3TbHABAHC Ha
JUILIOETO OT MPUYMHEHOTO HAJISTaHE OT TyMOpa.

MexaHu3MbT Ha €pO3Us Ha KOCTUTE Ha YepeIia IPU TE3H MOBBPXHOCTHHU INIMOMH € CBBP3aH C
TEXHHUs1 XpOHUYEH MacoB edekT. MacaTta u3mecTBa 1iepeOpocIuHaIHATa TEUHOCT, KOATO
OOMKHOBEHO JM(y3Hpa B IIMPOKA 30HA, TAKa MO3BKBT MOXKE JUPEKTHO J1a TIPEe/IaBa Te3H
myJicauuy Ha gyparta. C TedeHre Ha BpEMETO TOBA JIOKAIM3UPAHO ITOBULICHO HAJIATAaHE MOXKE
J1a €po3Mpa KOPTUKAIIHATA KOCT.

Abstract:

This case report describes destruction of overlying dura and calvaria by a low grade glioma in
the absence of prior surgery or radiation. Bone and dural involving is known to occur with
some malignant tumors, but due to low grade glioma is very rare.

The initial radiologic examinations demonstrated a heterogeneous mass in the right parietal
region

with both extra- and intra-axial components. No inward displacement of the adjacent dura was
observed. Initial consideration for extra-axial lesions includes metastatic lesions, lymphoma,
or an aggressive meningioma. The pathologic findings demonstrated a glial cell origin.

To our knowledge, destruction of the dura and calvaria from a low-grade glioma, without
prior surgery or radiation, has not been well documented previously. Calvarial destruction
with associated intra-axial lesions on imaging may prompt the diagnosis of extra-axial tumors
such as aggressive meningiomas, metastasis and lymphoma. We report an unusual case of
parietal low-grade glioma with destruction of the dura and calvaria in the absence of prior
surgery or radiation. The erosion probably is due to pressure atrophy of the dura and inner
table and thinning of the diploe.

The mechanism of skull erosion in these superficial gliomas relates to their chronic mass
effect (8). The mass displaces the CSF, which normally cushions and diffuses brain pulsations
over a wide area. Once the CSF space is effaced, the brain may directly transmit these
pulsations to the inner table. Over time, this localized elevated pressure may erode the cortical
bone of the inner table.



11a. George S. Stoyanov, Ina Kobakova, Dimo Stoyanov2, Marin Zhelezov, Meglena
Angelova, Deyan Dzhenkov, Reneta Georgieva, Lora Ayetola, Emil Kovachev, Peter
Ghenev, Anton B. Tonchev Early Second-Trimester Spontaneous Miscarriage Due to Fourth
Ventricle Choroid Plexus Papilloma J. Fetal Med. https://doi.org/10.1007/s40556-018-0175-1

Pe3rome:

CrionTaseH abopT mopaau GeTalHd TYMOPH € U3KIIOUYUTEIHO PsIKa HAXOKa C pa3IndHa
yectoTa oT 1,7 no 13,5 na 100 000 >xuBOopoeHH Jie11a, KATO TYMOPHUTE Ha LIEHTpaJIHATA
HEpBHA CHCTEMA Ca PEIKHU NpHU Te3u cirydan. Tyk mpeacTtaBsiMe MOP(QOIOTUIHH U
XUCTOJIOTMYHU HAaXOJIKH 3a CIIOHTaHEeH abopT B 17-recTanirioHHa ceaMuIia Ha 27-roIuIiHa
MHOTOIUIOHA OPEMEHHOCT MOPaIu MAMUJIOM Ha YeTBBPTHS BEHTPUKYI HA Tuioaa. [lanuaoMbT
Ha IJIEKCYC XOPOHJIEYC € ChCTaBeH OT (prOpoBackyIapHa CTpoMa, MOKPHUTA C BUCOK KyOOUIeH
WIKapaH eIHOKIeThYeH cloil. [{uTomnasmara Ha KJIIETKHTE € MHTCH3UBHO OI[BETEHA B
CpaBHEHHE ¢ OJies1aTa IUTOIIIa3Ma Ha TTOKPUBAIIUTE KICTKHA HA XOPOUIHHS CIUIUT, KbJIETO
JIMIICBAT MANUJIapHHU CTPYKTYpH ¢ pubpoBackynapHa ctpoma. YeTBppraTa Kamepa e
3HAYMTEIIHO Pa3IIMPEHA C TAPCHXUMHA KOMIIPECHS Ha HEPBHA ThKaH KbM XOHIPATHUS
(erayieH yeper.

Abstract:

Miscarriage due to fetal tumors is an extremely rare finding, with a varying incidence from
1.7 to 13.5 per 100,000 live births, with central nervous system tumors occupying a minority
of these cases. Herein, we report the gross morphological and histological findings of a 17-
gestational week spontaneous miscarriage in a 27 year old multi-gravida due to a fourth
ventricle choroid plexus papilloma (CPP). The CPP was composed of a pronoun fibro-
vascular stroma covered with a dense lining of tall cuboid sparsely ciliated single cell layer
with rich in chromatin nuclei. The cytoplasm of the CPP covering cells was intensely colored
when compared to the pale cytoplasm of the covering cells of the choroid plexus collected
from the lateral ventricle, which also lacked in such pronoun fibrovascular stroma. The fourth
ventricle was significantly dilated with parenchymal compression of nervous tissue towards
the chondral fetal cranium.

Il Cnuchbk ¢ my0JuKaluM B HHIEKCUPAHU 0234 JaHHU CBbP3aHM C JOLEHTYypAaTa:

1b. George S. Stoyanov , Jonathan S. Sarraf , Boyko K. Matev , Deyan L. Dzhenkov et al.
(February 19, 2018) A Comparative Review of Demographics, Incidence, and Epidemiology
of Histologically Confirmed Intracranial Tumors in Brazil and Bulgaria. Cureus 10(2): e2203.
DOI 10.7759/cureus.2203

Pes3rome:

Borpeuepennure Tymopu Ha neHTpanHara HepBHa cucrema (IIHC) morar na Obaat kakTo
J0OpOKAYECTBEHHU, TaKa U ChC 3JI0KAYECTBEHO B OMOJIOTUYHO IMOBEICHUE, KAKTO U IbPBUYHH
Y METacTaTU4YHU 10 npou3xoa. CpaBHUXME JJaHHHU OT JIBE IPOYYBAHUS 33 IbPBUYHUTE U
MeTacTaTUYHU UHTpaKpaHUaaHu oT bpasunus u bearapus, 6a3upanu Ha XMCTOMATOIOTUYHO
IIOTBBPACHU TYMOPH OT TPETUYHU 3/1paBHU eHTpoBe. [IbpBrnunnTe UKT 3HaunTenHO
npeBb3xoxkaa yecrorara Ha MetactratnuyauTe UKT. IIspBuunnte UKT npencrasnsasar
86,45% B bpazunus u 69,17% B bearapus, kato okono 60% ot obmust um Opoii ca
3JI0KauecTBeHU. IMa cTaTUCTUYECKO NpeBaupaHe Ha TYMOPUTE OT HEBPOCIIUTEIICH


https://doi.org/10.1007/s40556-018-0175-1

MPOM3XO0/I, KATO HAH-YECTHAT BUJ € MyJATH(HOPMEHUSAT TIIno0acToM. Bropara Haif-uecto
cpellaHa IIbpBUYHA HEOIUIa3Ma € OT MEHUMHTHaJleH npousxon. Meractatuunure MKT
IOKa3Bar rojsiMa pasnuka; 13,55% B bpasunus u 31,38% B bearapusa. Meracratnunute UKT
obaue ca JopH Mo-pa3sHOOO0pa3Ha Ipyma OT Ta3H HAa HEBPOCTTUTEITHUTE TYMOPH, KaTo I0-
rojsiMaTa 4acT OT Ta3H rpyIlia BKJIIOYBAa METACTaTUYHH KOJIOPEKTATHH a/ICHOKAPLIUHOM (II0YTH
M3KITIOYUTEIHO MIPU MBKETE), METACTaTUYEH KapIIMHOM Ha I'bpAaTa MpHu KEHUTE,
MeTacTaTUYHU 0eI0ApOOHHN KapLIMHOMH (I10-UecTa NMPU MbKE) U METaCTAaTHUEH MEJIaHOM C
PaBHOMEPHO CHOTHOLIEHUE MEX/1y IOJIOBETE.

Abstract:

Intracranial tumors (ICTs) attract numerous scientific teams and tremendous financial
resources worldwide. These lesions of the central nervous system (CNS) can be both benign
and malignant in biological behavior as well as local or metastatic in origin. We compared
data from two studies on primary and metastatic ICTs from Brazil and Bulgaria, based on
histopathologically confirmed ICTs from tertiary health centers. Primary ICTs significantly
outweigh the frequency of metastatic ICTs. Primary ICTs represent 86.45% in Brazil and
69.17% in Bulgaria, with around 60% of their totals being malignant. There is a statistical
dominance of tumors from the neuroepithelial origin, with the most common entry being
glioblastoma multiforme. The second-most common primary ICT group comprises tumors of
meningeal origin. Metastatic ICTs show great variance; 13.55% in Brazil and 31.38% in
Bulgaria of all ICT cases being attributed to them. However, metastatic ICTs are even a more
diverse group than neuroepithelial tumors, with the majority of this group comprising
metastatic colorectal adenocarcinoma (almost exclusively in males), metastatic breast
adenocarcinoma in females, metastatic pulmonary carcinomas (primarily from the non-small
cell group with a male predominance), and metastatic melanoma with an even gender ratio.

2b. Dzhenkov D L, Stoyanov G S, Georgiev R, et al. (May 20, 2018) Histopathological
Findings in an Unclassifiable Case of Empty Nose Syndrome with Long-term Follow-up.
Cureus 10(5): €2655. DOI 10.7759/cureus.2655

Pe3rome:

EI[I/IH OT OCHOBHUTC KOMIIOHCHTH Ha (1)YHKHI/IOHaJ'IHI/I${ Mponec B HOCHATa KyxXuHa C€ rmoema OoT
pecMpaTOpHUs €NUTEN, IOKPUBAI] 3aJJHATE ABE TPETH OT HOCHAaTa KyxuHa. Hapymenusra B
MUTOAPXUTCKTOHUKATA U KIICTBYHUTEC NPOMEHHU B TO3H CIIUTCII BOAAT A0 pE€aAnLa
(YHKIMOHATIHY TPOMEHH B HOCHATa KyXuHa. EHO OT peikuTe 1 0OOMKHOBEHO SITPOT€HHU
CMYIIIEHHS OT TO3U THUII ca omucaHu npe3 1996 r., makap u 3abensa3anu U 00ChIECHU
3HAYUTENHO Mo-paHo, oT KepH u CTEHKBUCT KaTo cUHAPOM Ha npa3Hus Hoc (ENS) unu
BTOpUYeH arpoduueH puHutT. Knuanunute Oenesu Ha ENS e onncano kaTo napagoKcaiHo
yCEIl[aHE 3a 3alylIBaHe Ha HOCA IPU HAIMUYUE HA JEHCTBUTEIHO pa3lIMPEHN HOCHU
AUXaTCJIHU IIbTHUIIIA. ToBa sBIIEHHE CE IIpHUIIKMCBA HA JUCOLIMALMATA Ha e(i)epeHTHI/ISI
HEBPOHAJICH CUTHAJI MPUUYMHSBAILM Ce OT IPOMEHHUTE B HOCHATA JInraBula. Tyk cho0I1aBame
3a 50-TOAMIIIEeH MAIMEHT OT MBXKKHU TIOJI ¢ XPOHUYHO JIECHOCTPAHHO TJIABOOOJIHE U
OIJIaKBaHMsI CBBP3aHU ChC CYOEKTHBHO ycelaHe 3a 3amyiueH Hoc oT 2011 r. Ennockonusita u
koMmmtoTspHata ToMorpadus (KT) nmokasBaT mbiHO pa3pyllaBaHe Ha HOCHATa Iperpaja u
JSICHaTa MaKCUJIapHa Iperpaja, KoeTo BoJAu 10 o0pa3yBaHe Ha OTPOMHA HEOKYXHHA.
XHUCTOIOTUIHOTO N3CJICABAHEC ITOKa3Ba TCXKKHU, HO HeCHeHI/I(‘bI/I‘—IHI/I IIPOMCHH B HOCHUSA CIIUTECIL
ChC 30HU Ha OTHUILHO ChXPAaHEH PECIUPATOPEH enuTeNl. Bp30CHOBAa Ha KIIMHUYHUTE U
€H/I0CKOIICKU JaHHH, KOMIIIOThpHATa TOMOTpadusi ¥ XUCTOMOP(POIOTUYHH JaHHH, BBIIPEKU
Ye CIIy4asiT He € HAIIbJIHO MPHUJIOKUM 3a HacTosmara kiacudukanus Ha ENS, nuarnosara



ENS 6Geme npuera Ha 6azara Ha kKoMOMHHpaHaTa HHPOPMAIIUS OT PA3TUIHUTE U3CIICIBAHMUS.
CGI[CMI‘OI[I/ILHHI/IH nepruoa Ha nmpocCiacasiBaHC BKIIIOYBA MHOKCCTBO 6OJIHI/I‘-IHI/I IMpUEMHU 3a
HaOJII0ICHNE HAa ChCTOSIHUETO U YEeCTH MPOMUBKU Ha CHHYCUTE O€3 mporpecus Ha
3a00JIIBaHETO.

Abstract:

One of the major components of the functional process in the nasal cavity is taken up by the
respiratory epithelium covering the posterior two-thirds of the nasal cavity. Disruption in the
cytoarchitectonics and subcellular changes in this epithelium results in a number of functional
changes in the nasal cavity. One of the rare and usually iatrogenic disturbances of this type is
described in 1996, although noticed and discussed significantly earlier, by Kern and Stenkvist
empty nose syndrome (ENS) or secondary atrophic rhinitis. The clinical hallmarks of ENS are
described as paradoxical feeling for nasal obstruction in the presence of actually widened
nasal airways. This phenomenon is attributed to the efferent neuronal signal dissociation
accompanying the changes in the nasal mucosa. Herein we report the findings in a 50-year-old
male. The patient presented with chronic right-sided headache, foul discharge and complaints
of a stuffed nose in 2011. Endoscopy and computed tomography (CT) showed complete
destruction of the hard plane, nasal septum, and right maxillary septum, leading to a formation
of a huge neocavity. Due to the past medical history and the severity of the case biopsy
specimens were obtained under general anesthesia. The sections showed severe but unspecific
changes of the nasal epithelium with areas of minimal remaining preserved respiratory
epithelium. Based on the clinical data and endoscopic, CT and histomorphologic data, despite
the case is not applicable to the current classification of ENS, the diagnosis of ENS was
accepted based on the combined extensive but unspecific findings. A seven-year follow-up
period included multiple hospital admissions for monitoring of the condition and extensive
sinus lavage. No advancement was noticed.

3b. George S. Stoyanov , Hristo Popov , Lilyana Petkova , Deyan L. Dzhenkov (September
13, 2019) The Sixty-five Roses of Cystic Fibrosis: A Report of Two Autopsy Cases with
Kidney Involvement. Cureus 11(9): e5641. DOI 10.7759/cureus.5641

Pe3rome:

Kucroznara ¢pubdposa (CF), cbiio uecTo HapuuaHa MyKOBHCIIM/103a, € CBbP3aHa C
MYJITHUTE€HHH Pa3cTPONCTBA, BKIIOYBALIO Ae(PEKT Ha TpaHCMEMOpPaHHUSI PeryJaTOpPEeH NPOTEnH
Ha KuctuyHara ¢puodposa cBbp3al ¢ Haj 1500 rena. Haii-uecto 3acerHature opraiu OnMCaHu
B JIUTEpaTypara, ca 6eaute JpoOoBe, maHKpeaca, YepBaTa U KoxKaTa, KOsITO € €JUH OT
OpraHUTE 33 PAHHO JUATHOCTHYHO u3cienBaHe. Tyk cpoOIaBame 3a [Ba ciaydas Ha ayTOICHS
Ha KUCTUYHA (uOpo3a ¢ MyITHOPTaHHO Y4acCTHE U HAKOU PSJIKO HAaOJI0JaBaHU IPOMEHHU.
JIBaTa neguaTpuyHM ciydyas Ha KIMHUYHO MOTBbPJeHAa KUCTHUHA (UOpO3a ca HACOUEHU 32
ayTOIICUs B OT/IEJICHUETO MO 00I11a ¥ KIMHUYHA MaTOJIOTHs], Y HUBEPCUTETCKA OOHUIIA
"Cgera Mapuna', Bapna, bearapus. [IspBuAT citydail € manyeHTKa Ha eJHa TOANHA, a BTOpUS
€ OT ChIMs NOJ Ha IecT Mecena. M nBata ciaydas ca MMajy KJIaCHYECKH MPOMEHH B Oenute
npoOoBe, YepHHs Jpo0, MAHKpeachT M THhHKHUTE YepBa. brOpennTe, BEIIPEKH 4e Ha
MaKpOCKOIICKH BH/J] Ca HOPMAJIHH MIPHU XMCTOJIOTHYHO U3CJIEIBaHE ChILO C€ HaMepHXxa
IIPOMEHU C YIUTbTHEHA MaTepus B JIyMeHa Ha JUCTATHUTE TyOYJIH, HIKOU OT KOUTO ca C
JlereHepaTUBHA KallMHO3a. Te3U XUCTONIOTHYHN OBbOpEeYHN IPOMEHH ca €1a00 ONHCAHH B
JIUTEepaTypaTa, 3a pa3jimKa OT YeCTO JOK/IaJBaHUTE KJIACHYECKHU TPOMEHH.



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, Varna, 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

4b. Stoyan Kostov, Stanislav Slavchev, Deyan Dzhenkov, Strahil Strashilov and

Angel Yordanov, Discordance for Potter’s Syndrome in a Dichorionic Diamniotic Twin
Pregnancy—An Unusual Case Report, Medicina 2020, 56, 109;
doi:10.3390/medicina56030109

Pe3rome:
BnBenenue:

CungpomsbT Ha [loThp, 0 npaBUIHO KaTo cekBeHIMs Ha [1oTbp, € psaako 3abosiBaHe ¢
¢aranen nzxo. CexkBeHuusara Ha [ToTsp npu MHOTOII01HA OPEMEHHOCT € PSIIKOCT U ©
HEU3BECTHA YECTOTaTa, KaTo B CBETOBEH Malal Mpu AUaMHUOTHYHA OPEMEHHOCT Ca ONHUCAHU
CaMo HAKOJKO CIIydasl.

[Tpumep:

[IpencraBsme ciydaii Ha cekBeHLUs Ha [loThp npu OpeMEHHOCT C TUXOPHOHHA U
JMaMHUOTUYHA JABYIUIO/IHA OpeMeHHoCT. biin3Hak A e ¢ MOp(oI0ornyHu HaXOAKH Ha
cexkBeHlus Ha [lorwp. biusnak b e ¢ HopmanHa quxarenHa yHkuus u 6e3 MophoIOrHYHI
IIpOMeHHU npu ¢u3uKaieH nperiea. Mima MHOro mpoTHBOpEYHs 3a TOBa ChCTOSIHUE ITPU
OJIM3HALM C IMAaMHUOTHYHA OpeMeHHoCT. EnHa oT myOiauKkanuuTe 3aKiodaBa, Y€ HaJIu4rueTo
Ha HOpMaJieH OJIM3HaK MU TMaMHUOTHYHA OPEMEHHOCT MPe0TBpaTsIBa KOXKHUTE IPOMEHH,
Ha0Jt0/1aBaHu U cekBeHIMsATa Ha [1oTep 1 mooOpsiBa 6em101pOOHUTE YCIOKHEHUS, TOKATO
7IBa IPYTU Ka3yCH OTYUTAT, Y€ 3aCErHATUAT OJM3HAK MMa eKCTPAapEHAIHU XapaKTepPUCTHKH,
XapaKTEepHU 3a CUHAPOMA.

3axnrouenue: V3BbpIrxMe ayTOICHs U U3UMCIMXME ChOTHOLIEHUETO Ha TETJIOTO Ha OenuTe
JIpOOOBE CIPSIMO TEIIECHOTO TETJIO, 3a Jia JUArHOCTUIIpamMe OeToApoOHa XUTIOTIIIa3Us.
W3BBpIIIEHO € XUCTOMATOIOTUYHO U3CceABaHe Ha OenuTe Apo0oBe 1 OBOpEIUTe, B KOUTO Ce
Ha01r01aBXa MOP(OTOTUYHN TTPOMEHH.

3aKJ'II-O'-II/IXMe, 4c rmosABaTa Ha CKCTpapC€HAIHH YEPTHU B 3aCCTHATUA OJIM3HAK 3aBHCHU OT
KOJIHMYCCTBOTO HA OKOJIOILIOAHAaTa TCYHOCT.



Abstract:

Introduction: Potter’s syndrome, also known as Potter’s sequence, is an uncommon

and fatal disorder. Potter’s sequence in a multiple pregnancy is uncommon, and its frequency
remains unknown. Worldwide in a diamniotic twin pregnancy, there are only a few cases
described.

Case report: We present an unusual case discordance for Potter’s syndrome in a dichorionic
diamniotic twin pregnancy. Twin A had the typical physical and histological Potter’s findings.
Twin B had normal respiratory function and normal physical examination findings. There are
many controversies about this condition in diamniotic twin pregnancy. One case report
concluded that that the presence of a normal co-twin in diamniotic pregnancy prevented the
cutaneous features seen in Potter’s syndrome and ameliorated the pulmonary complications,
whereas two other case studies reported that the affected twin had extrarenal features typical
of the syndrome. Conclusion: We performed an autopsy and calculated lung weight/body
weight ratio to diagnose pulmonary hypoplasia. Histopathologic examination of lungs and
kidneys was performed. We concluded that the appearance of extrarenal features in the
affected twin depends on the amniocity.

5b. Stoyan Kostov, Angel Yordanov, Stanislav Slavchev, Strahil Strashilov and Deyan
Dzhenkov First Case of Chylous Ascites after Laparoscopic Myomectomy: A Case Report
with a Literature Review Medicina 2019, 55, 624; doi:10.3390/medicina55100624

Pe3rome:
BnBenenue:

XWIIO3HUAT aCIUT € psijKa popMa Ha acIUT, XapaKTepu3upaiia ce ¢ MIEKoo100Ha
InepruToHCaIHA TCYHOCT, Oorara Ha TPUTTTULCPUAN. Knunnmunure MNpu3Hay U CUMIITOMU
BKJIFOUBAT KOPEMEH JUCKOMQOPT, 00K, TajieHe, ¥ MoBpblaHe. B runekonorusTa Hai-
gecTara IpUYrHA 3a T0sBaTa My € JIMMQHATa TUCEKIINs, BOJICIIA JI0 YBPEKIaHEe HA
OCHOBHUTE TUM(DHU ChA0BE. FIMa caMo HIKOJIKO ChOOIIEHHU CITydasi Ha Bb3HUKHAI XUII03€H
aCIUT CJIe]l ONIepaIiy 3a JOOPOKAYECTBEHU 3a00IsIBAHUS.

Knunnyen ciyuit: CroOmiaBame 3a ciayyail Ha 46-roJIMIIHA MMAallMEHTKa, KOMTO € mpeTbpIisia
JIATIapOCKOIHS 32 MMOMATO3€H Bb3€J ¢ XMIIO3€H ACLUT, Bb3HUKHAJ BTOPHS MOCTONEPAaTUBEH
JIeH. ACIUTBT ce JIeKyBa KOHCEPBAaTHUBHO, KaTO HE C€ YCTAaHOBM TOYHATa PUYMHA 32 TOBA
YCIIO’)KHEHUE.

3akaoueHue: B’I)HpCKI/I Y€ € UBKIIIOYUTCIIHO PAAKO, XUJIO3CH aClIUT MOKE a CC IMMOABU U ITPU
orepanuvsa HHTCPBCHIUU 3a Z[OGpOKa‘IeCTBCHI/I 3a00JIIBaHNS B THHEKOJIOTMYHATA XUpyprus.

Abstract:

Introduction: Chylous ascites is a rare form of ascites characterized by milk-like peritoneal
fluid, rich in triglycerides. Clinical signs and symptoms include abdominal distention, pain,
nausea, and vomiting. In gynecology, the most common cause for its occurrence is lymph
dissection leading to impairment of major lymphatic vessels. There are only a few reported
cases of chylous ascites arising after operations for benign diseases.

Case report: We report a case of a 46-year-old female patient, who underwent laparoscopy for
a myomatous node with chylous ascites occurring on post-surgery Day 2. The ascites was
conservatively managed. The exact cause of the chyloperitonitis could not be determined.



Conclusion: Although extremely rarely, chylous ascites may also occur in operative
interventions for benign diseases in gynecological surgery.

6b. Stoyanov G S, Petkova L, Dzhenkov D L (November 13, 2019) Hans Joachim Scherer
and His Impact on the Diagnostic, Clinical, and Modern Research Aspects of Glial Tumors.
Cureus 11(11): e6148. DOI 10.7759/cureus.6148

Pe3rome:

Hcropuueckute ONMcaHus Ha TIHATHUTE TYMOPH 9€CTO ca CBbp3aHu ¢ uMeto Ha Virchow,
THU KaTO IbPBOTO XUCTOJIOTUYHO OMUCAHUE € HErOBO, HO MAaKPOCKOIICKH OIMMCAaHUS MOTaT J1a
Obaat npocieneHu ot Havaiaoto Ha 1800-te ronuan. Hauanoro Ha chbBpeMeHHaTa
kiacudukanus U xucroreHesa ce npunucear Ha [lepcusan beitnu u Xapsu Kymunr, kosTo e
OCHOBA 3a NOCJIeABaIY U3MEeHEHUs. Hall-BUTHUAT M HEJOCTATHYHO NOIYJISPU3UPaH
M3cIieIoBaTeN B 00JIaCTTa Ha MATOOMOJIOTHATA HA TIIMOMUTE € HEMCKHSIT HEBPOITATOJIOT XaHC
Woaxum Illepep. Belpekn orpaHMueHHsATa OT HUBOTO HA MEIHMIIMHATA [0 TOBA BPEME,
CHUCTEMHHUAT MY TTOJXO/ BOJIU JI0 3aKIIFOUEHHUS, HAKOW OT KOUTO JIHEC ca OOSICHEHU
MouekysipHo. lllepep onpenens rncepaonaiucagHuTe HEKPO3U KaTo NaTOTHOMOHUYHA
xapaktepucTrka Ha Mmyntudopmenns rimoodnactom (GBM), KakTo ¥ U3BECTHH BTOPHUYHU
XapaKTepUCTHKU C pacTeka Ha Tymopa Kato BropuuHu ¢urypu Ha lllepep, Hanpumep,
HEBpPOHAIHA U ChJIOBA CATEJIMTO3a, TPAKTOBA U CyONHUaIHa arperanus. Bcuuku te3un
XapaKTEPUCTUKHU Ca KJIIFOUOBU MOMEHTHU B ChbBPEMEHHATA XUCTOJIOTMYHA JUAarHO3a Ha TJIMajJIHU
tymopu. [Ipyru npuHocu Ha Scherer BKIIFOUBAT OMPECIICHUETO 32 TIIOMEPYIIOUIHATA ChI0BA
npoaudepanus 1 HEroBOTO 3aKIII0YEHHUE, Ye T€ ca MPUYMHEHH OT ChJ0BH (hakTopH,
0CBOOOJICHU OT TyMOpPa, JECETHIICTHSI MPEIU Ja CE OTKPUE ChIOBUS EHIOTENIEH PAaCTeKEH
(akTop W HErOBUTE PELENTOPH C Ba’KHA POJISL B €BOJIIOIUATA HA rinoMuTe. OCBEH TOBA TOM
3akiouaBa, e GBM morar f1a Bb3HUKHAT Jie¢ HOBO (I'bPBUYHO) WJIM OT MPEAIIESCTBAIL TJINOM
OT MO-HUCHK KJIac (BTopuueH). Bcuuku HEroBu MpuHOCH HAMHUPAT CBOETO MSICTO BHB BCUUKHU
CHBPEMEHHU aCMEKTH Ha U3CJICIBAaHUATA HA TIIMOMUTE, KaTO HIKOU OT TAX JaBaT MPOCTO
o0siCHEHUE Ha SBJICHUATA, HAOIIOAABAHH MIPH TIIHATHU TYMOPHU.

Abstract:

The historical descriptions of glial tumors are often poorly understood and interpreted. The
gross and histological depictions of glial tumors are often credited to Virchow, and while the
first true histological description is truly his, gross descriptions can be traced back to the
beginning of the 1800s, with their classification and histogenesis attributed to Percival Bailey
and Harvey Cushing. Without any question, the most prominent and under-credited researcher
in the field of glioma pathobiology was the German neuropathologist Hans Joachim Scherer.
Despite the limited armamentarium available to him, his systematic approach led to
conclusions, some of which have now been molecularly explained today while some are still
being widely researched. Scherer defined pseudopalisadic necrosis as a pathognomonic
feature of glioblastoma multiforme (GBM), as well as secondary features due to tumor
growth, known collectively as secondary Scherer figures, for example, neuronal and vascular
satellitosis, tract and subpial aggregation. All these features are key points in the modern
histological diagnosis of glial tumors. Other contributions by Scherer include the definition of
glomeruloid vascular proliferation and his conclusion that they are caused by vascular factors
released by the tumor, decades before vascular endothelial growth factor and its receptors
were discovered and their role in glioma evolution was established. Furthermore, he
concluded that GBMs can arise de novo (primary) or from a preceding lower-grade glioma



(secondary). All his contributions find their place in all modern aspects of glioma research,
with some giving a simple explanation of the phenomena observed in glial tumors.

7b. Stoyan Kostov, Stanislav Slavchev, Deyan Dzhenkov, Strahil Strashilov, Angel
Yordanov

An unusual case of fulminant generalized peritonitis secondary to purulent salpingitis caused
by Prevotella bivia — case report with literature review www.germs.ro * GERMS 10(1) ¢
March 2020

Pesome:

BnBenenue

Muxkpoopranuzmute Prevotella ca mmpoko pasnpocTpaneHH B OpraHn3Ma KaTo YICHOBE Ha
HOopMasTHaTa ()JI0pa U B HAKOM CIIy4aw MOTaT Jia y4acTBaT Karo MH()EKIIMO3HH arcHTH.
Prevotella bivia e ueH Ha rpymnaTa, HaMHpaIla ce B pe3uIeHTHATa (iopa Ha )KEHCKHUS
TCHUTAJICH TPAKT U MOHSAKOTa ce HAOJI0JaBaT B yCTHATA KyXHHA.

Hue onrcBame MHOTO psBK ciy4aid Ha 39-roauinHa xeHa ¢ pyIMUHAHTECH TeHepaTn3upaH
MIEPUTOHUT, BTOPUUCH CJIe]l THOCH CAJIIMHTUT, MpuuuHeH oT Prevotella bivia.

B moBedero ciydau, onrcanu B ireparypara, Prevotella bivia ce cmecBa ¢ aepobu u
MPUYMHSIBA OaKTepUaliHA BATMHO3a U Ta30BO-BB3MAIUTEIIHO 3a00JIsIBaHE, JOKATO B HAIIUAT
kazyc Prevotella bivia e emuHCcTBeHUAT M30Mpan MUKPOO. MHbekusaTa mpoTeue
GyIMHHAHTHA U TIPEAU3BUKA FeHEpAM3UPAH IEPUTOHUT. bbp3uTe U cCUCTEMHN MH(EKIHH
OOMKHOBEHO C€ CpelaT Mpu KMyHOKOMIIPOMETHPAHU TOCTOTIPUEMHHUITN, HO TIPH HAIINS
MAIMCHT JIMTICBaXa TaKMBa JaHHU.

Prevotella bivia moxxe 1a mpuarHA OBP3U U CUCTEMHH UHPEKIIUH, TOPH TTPU
MMYHOKOMITETCHTHH MAMEHTH. MyJITUAMCIUIUIMHAPHUS TTOAX0]] € 3abJDKUTEIICH, 32 Ja Ce
OLICHH ONITHMAJTHUAT PEXKHUM Ha JICUCHHE.

Abstract:

Introduction Prevotella bacilli are prevalent in the body as members of the normal flora and in
some cases they can be involved in infections throughout the body. Prevotella bivia is a
member of a nonpigment group found in the resident flora of the female genital tract and it is
occasionally seen in the oral cavity.

Case report We describe the very rare case of a 39-year-old woman with fulminant
generalized peritonitis secondary to purulent salpingitis caused by Prevotella bivia.

Discussion In most cases described in the literature, Prevotella bivia was mixed with aerobes
and caused bacterial vaginosis and pelvic inflammatory disease, whereas in our case study
Prevotella bivia was the only microbe that was isolated. The infection was fulminant and
caused generalized peritonitis. Rapid and systemic infections typically occur in
immunocompromised hosts, however our patient was in good health condition and
immunocompetent.

Conclusions Prevotella bivia may cause rapid and systemic infections, even in
immunocompetent hosts. Multidisciplinary team management is mandatory in order to
estimate the optimal treatment regimen.



8.b I'eoprues P., b. banes, M. HoBakosa, JI. MapunoBa, C. Aumonosa, /1. [Ixenkos, /1.
XanmkueB. MarauTHope3oHaHcHa nudy3us u nepdysus 3a nudepeHIupane u oreHkKa
CTeneHTa Ha AUQy3HUTE TIMATHA MO3bYHU TyMOpH. PenTreHosnorus u paauosorus, ISSN
0486-400X, Tom LIII, xamxkka 3, 2014:176-186.

Pe3rome:

I'mmomure ca Hali-4ecTUTE MBPBUYHU HEOIUIA3MU HAa MO3bKa. Te ca XeTeporeHHa rpymna ot
TYMOpPH, KOUTO C€ XapaKTepu3upar ¢ MHOUITPATUBEH PACTEK U OTHOCUTENIHA PE3UCTEHTHOCT
KBM JTbue- U Xumuorepanus. [ muomure ce onenssar no kiacupukammsta Ha C30 upe3
crenenu ot [ go IV. Crenenn | (mokanm3upanu,”’cneruanan’” rauomu) u Il (mudy3au
[JIMOMHU) C€ CUMTAT 3a HUCKOocTeneHHu, Aokato III, IV cT ca Bucokocrenennu. Brrpeku, ye ca
XHUCTOJIOTHYHO JI00poKauecTBeHH, noseyeTo ot Tymopure Il cr e ce Tpanchopmupar B
3nokauectBenu Il u IV crenenu B unteppana ot 5-10 roguHu OT NOCTaBsIHE HA AMArHO3AaTa.
OueHkaTa Ha CTENIEHTA HA MIMAJIHUTE TYMOPH CE€ OIIPEAEIs Ype3 XUCTOMATOJIOTMYEH aHAIIU3
Ha Hali-MaJUTHEHUS] PETHOH HA TYMOpa M Ype3 OTYMTAHE Ha LIeTyJIapuTeTa, Opoit Ha
MUTO3UTE, HyKJIeapHa aTUIHsI, MUKPOBACKYJIapHa Mpoudepanus 1 HATMYUETO Ha HEKPO3H.
Te3u crenenu ca BaXXHU ThU-KATO OMPEEIAT TePANEBTUYHHS TOIX0]1 U TPOTHO3aTa IPH
nanueHTuTe ¢ rmuomMu. KoHBeHIIMOHATHUTE 00pa3u Ha MarHUTEH PE30HAHC OCUTYPSIBAT
Ba)KHA HH(OPMAIIUS OTHOCHO KOHTPACTHO yCHIIBAHE, MO3BUHUS OTOK, JAJICYHH TYMOPHH
(boxycH, KpbBOU3IUBH, HEKPO3H, MacC €(eKT U T.H., KOUTO ca MOJIE3HHU PU
XapakTepU3UPAHETO HA TYMOPHATA arpECUBHOCT U OTTaM TyMOpHara creneH. KoHTpacTHOTO
yCHUJIBaHE OTpa3sBa ChCTOSHHUETO Ha KPhBHO-MO3bYHATA Oapuepa U He MOXKe Jia ce Obae
CUTYpEH Oelrer 3a MATUTHEHOCT. ChBpeMEHHUTE (PU3NOJIOTHYHU TEXHUKNA HA MATHUTEH
pe3oHaHc kato u audysuara u nepdysuara gaBat nHGopmanus 3a TyMopHaTa (GU3H0IoTHs,
KaTO MUKPOBACKYJIAPUTET, aHTMOTEHE3a, U LETYJIAPUTET, BCHUKU OT KOUTO Ca ChIIIO BAXKHU
IIpH OIpeJIeNsiHe Ha TyMOpHata cteneH. J(udy3noHHaTa MarHuTHOPE30HaHCHATA TEXHUKA
OLICHSBA CTPYKTypaTa Ha TyMOpa-IeNyIapuTeT U BOAHO ChIbpkuMo. [lepdy3nonnara
MAarHUTHOPE30HAHCHA TEXHUKA € MapKep 3a KalmwisipHaTa IIbTHOCT U HEOBACKYJIapU3aLIHSL.

Abstract:

Gliomas are the most common primary brain tumors. They are heterogenous group of tumors,
which have infiltrative growth and relative resistance to radio-and chemotherapy. Gliomas are
estimated from the WHO classification by means of grades from | go V. Grade | (localized,
'special’ gliomas) and grade Il (diffuse gliomas) are considered low-grade, while grade IlI, IV
are high-grade. Although histologically benign, the majority of grade Il tumors will transform
into malignant grades I11 and 1V during the interval 5-10 years from the initial diagnosis. Glial
tumor grading is based on a histopathological analysis of the most malignant tumour region,
and takes into account the number of mitoses, nuclear atypia, microvascular proliferation and
presence of necrosis. These grade are important, because they determine the therapeutic
approach and the prognosis in patients with gliomas. Conventional MR images provide
important information about contrastenhancement, oedema, distant tumoral focuses,
hemorrhage, necrosis, mass effect and etc, which are very useful in assessment of the tumor
aggressiveness and hence tumor grade. Contrast-enhancement reflects the blood-brain-barrier
status and could not be a reliable marker of malignancy. Modern physiological MR
techniques like MR diffusion and MR perfusion imaging provide information about tumor
physiology like microvascularity, angiogenesis and cellularity, all of which are also important
in defining the tumor grade. Diffusion weighted imaging estimates the tumor structure-



cellularity and water content. Perfusion weighted imaging shows capillary density and
neovascularization.

9b. George S. Stoyanov - Deyan Dzhenkov - Lilyana Petkova - Nikolay Sapundzhiev -
Svetoslav Georgiev The Histological Basis of Frank’s Sign

Head and Neck Pathology https://doi.org/10.1007/s12105-020-01205-4, 25.07.2020

Pe3rome:

3HakbT Ha PpaHK € TUaroHajgHa I'bHKA Ha YIIHUS J100, Mpearoarama cCbpAeyHa naToI0rus U
aTepockiepo3ara Ha KopoHapHaTa aprepus. O0mo 45 Bb3pacTHH MAIIMEHTH ca Ay TOIICUPAaHU
B IIEPUO/JI OT €/{HA TOJJMHH U TIOJIOBMHA U 0s1Xa MOAPOOHO MPOYUYEHHU 32 ChPICYHO-ChI0BA
naToyorus. bsixa B3eTH ThKaHU OT JIBaTa YIIHU MHJIU 32 XUCTOJIOTHS, KAKTO U HEKPOIICHYCH
MaTepHall OT Pa3IMYHU Y9aCThIM OT CTCHUTE Ha YeTHPUTE KyXHHHU Ha ChpueTo. Hiama
CTaTUCTHYECKA pa3iivka BbB Bb3pactTa (p = 0,0575) Mex 1y ManMeHTUTe ¢ HAJIMYKME Ha 3HaKa
Ha @pask u Te3u 6e3 Hero. Mima o0ade CTaTUCTHYECKH 3HAYMMO YBEIHUYEHO ChPACYHO TETIIO
(p = 0,0005), nebenmnara Ha cTeHata Ha JigBata kamepa (p = 0,0002) u nebenrHa Ha CTeHATa
Ha jascHara kamepa (p = 0,0043). Xucronorusra, nojayyeHa OT YUIHUTE MUU, Pa3Kpu
Muoenactopudpos3a B apTepualiecH ChJI, Pa3IoJIOKEH B OCHOBaTa Ha T'bHKATa, Audy3Ha
¢ubpo3a u AUCKpETHA JIeTeHEpalnsl B HEPBHUTE BIIAKHA C €O3WHO(DUIHN BKIIOYBAHUS B
nepudepHuTe HepBH. HamuTe naHHu npeamnonarat Bpb3ka MexX1y MOp(GOJIOTHIHUTE
MIPOMEHH Ha MHUOKap/a ¥ HAIMYMETO Ha TMaroHajHa I'bHKA Ha YIIHUS JIOO, IPH KOATO ce
Ha0JII01aBa apTepuaina Mmuoenactohuoposa, BajgepoBa gereHepaliys B nepudepHuTe HEPBU U
IBJI0OOKA ThKaHHA (PUOPO3a, OTKPUTH B OCHOBATA HA I'bHKATA.

Abstract:

Frank’s sign is a diagonal crease of the ear lobe, supposedly related to cardiac pathology, and
has strongly been associated with coronary artery atherosclerosis. A total of 45 consecutive
adult patients referred for autopsy in a one-and-a-half-year period were extensively studied.
Samples from both the ear lobes were obtained for histopathology, as well as cardiac samples

from all four cardiac compartments. When compared patients with Frank’s sign and those
without it had no statistical difference in age (p = 0.0575). There was however a statistically
significant increased cardiac weight (p = 0.0005), left ventricular wall thickness (p = 0.0002),
and right ventricular wall thickness (p = 0.0043). Histopathology obtained from the ear lobes
revealed myoelastofibrosis in an arterial vessel, located at the base of the crease, diffuse
fibrosis, and Wallerian-like degeneration, with eosinophilic inclusions in the peripheral
nerves. These changes suggest a time-related progression of the crease-associated changes.
Our data suggest a significant correlation between the morphological changes of the
myocardium and the presence of the ear lobe creases, with arterial myoelastofibrosis,
Wallerian-like degeneration in peripheral nerves and deep tissue fibrosis found in the base of
the crease


https://doi.org/10.1007/s12105-020-01205-4

Il Cniucbk ¢ myoJuMKanuu B HeHHAEeKCMPaHu 0a3M TaHHU CBBP3aHM C JI0LIEHTypaTa:

1c. Tzaneva M, Dzhenkov D, Ivanov K. Morphological and histochemical study in gastric
carcinoma in young persons. Trakia Journal of Sciences. 2009: 7 (suppl 1): 46-49. ISSN
1312-1723.

Pe3ome:

Ienta Ha TOBa IPOYYBaHE € J1a U3SICHH MOP(OJIOTUATA U TPEANICCTBAIMTE JIC3UU HA
CTOMAITHHS KapIIMHOM TPU MIJIATU X0pa 1o 45 TOAUIIHA BB3PacT IMPU OCEM U3CIICIBAHU
narrieHTd. CeieM OT CTOMAIIHU KapIUuHOMH Osixa MU(y3eH THIT U €IMH OT HHTECTHHAJICH
tum. ['1o0ouIHA TUCIIIa3us € OTKPUTA B TPH clIydasi. a KApIMHOM in Situ B €IMH CITyJail Ha
IQy3eH CToMaIleH KapI[MHOM B OKOJIHATA HA TyMOpa JIuraBuia. [Ipu HHTECTHHAIHUS THUII ©
OTKpHUTa camMo (oKajTHa MHTECTUHAIHA MeTaruta3us. Hammre pesyiaraTtu mokassar, ue cpen
MITaUTE XOpa npeobiiagaBa qudy3HUs TUI CTOMAIICH KapIIMHOM, a B ChCEIHATA CTOMAIIIHA
JIUTABHIIA UMa TIPEIIICCTBAIIY JIC3UH, KOUTO Ca ONMMCAaHU MPU (aMUJICH CTOMAIICH KapIIHHOM.

Abstract:

MORPHOLOGICAL AND HISTOCHEMICAL STUDY IN
GASTRIC CARCINOMA IN YOUNG PERSONS

M. Tzaneva, D. Dzhenkov*, K [vanov**
Department of Medico-Biology Science, Faculty of Dental Medicine, Medical University,
Varna
* Department of General and Clinical Pathology, Forensic Medicine and Deontology,
Medical Faculty, Medical University, Varna
* * Department of General and Operative Surgery, Medical Faculty, Medical University,
Varna
Address to correspondence: Maria Angelova Tzaneva, Department of Medico-Biology
Sciences, Faculty of Dental Medicine, Medical University, Varna
e-mail:mtzanava@hotmail.com

Abstract

The aim of this study was to elucidate the morphology and precursor lesions of gastric carci-
noma in young persons before 45 years. Eight patients were investigated. Seven of gastric carcino-
mas were from diffuse type and one from intestinal type. Globoid dysplasia was found in three
cases and carcinoma in situ in one case of diffuse gastric carcinoma in the adjacent mucosa. In
intestinal type was found only focal intestinal metaplasia.

Our results show that among young persons there is predominating of diffuse type gastric car-
cinoma and in the adjacent gastric mucosa there are precursor lesions, which were described in
familial gastric carcinoma



2c. Tzaneva M, Dzhenkov D, Kalchev K. Chromogranin A expression in diffuse gastric

carcinoma. Acta morphol anthropol 2010;15:100-104. ISSN 0861-05009.

Pe3lome:

CTOMAaIIHHUAT KapIMHOM € Pa3JIeJicH Ha J[Ba OCHOBHM XHUCTOJIOTHYCH THII, YpEBEH U TUPY3eH
THIT BB30CHOBA Ha TSAXHATA CKIOHHOCT KbM 00pa3yBaHe Ha xkJe3d. Iudy3HusT TUI e
JOIBIHUTEITHO pa3/ielieH Ha TP BUA: I€3MOIUIACTHYCH, IIPhCTCHOBHTHOKICTHYCH U
aHaruiacTH4eH BapuanT. Llenta Ha ToBa nmpoyuBaHe € Jia ce u3siCHH MOp(doJIorusTa Ha
anmHapHuTe 1 JteHTonono0Hu (ribbon-like) crpykrypu, mosBsiBamm ce B TyMopHaTa ThKaH Ha
HSKOU JH(Y3HU CTOMAIIHHN KapLUIHOMH Ype3 XUCTOXUMUYHH, HIMYHOXUCTOXHMHUYHH U
SNIEKTPOHHO-MHKPOCKOIICKY TEXHUKU. AI[MHAPHUTE U JICHTOIIOJOOHU CTPYKTYPH Ca OTKPHTH
B OCEM ciryyast (YeTUPHU JECMOIUIACTHYHU M YETHPU CMECEHH) OT JIBaHaAeceT TU(y3HH
CTOMAIIIHU KapIMHOMHU. IMyHOXHCTOXMMUSTA PAa3KPHBA, Ye TE3U CTPYKTYPH Ca XPOMOTPAHUH
A TOJIOXKUTENHH U ca JOKATU3UpaHu B CyOMyKo3aTa U riiaBHo B muscularis propria.
TyMopHuTE KIeTKH B iMraBuata cbabpxkar PAS nonoxurenna ciry3. EnekTpoHHO
MHKPOCKOIICKH CTPYKTYpPHTE B CHIOKPUHHH KIIETKH Ca IUICOMOP(OHH WITH OBATHH
CHJIOKPHHHY rpaHyiu. Hue 3akmodaBame, e HAKOH AU y3HH CTOMAIIHA KapIIHHOMHU
npuI00MBaT SHIOKPUHEH (PEHOTHIT B IIpoIeca Ha CTOMAIIIHATA KAPLUHOTCHE3a.

Abstract:

Chromogranin A Expression
in Diffuse Gastric Carcinoma

V. Tzaneva, D. Dzhenkov, K. Kalchey

¥ Varii he aim of this study was to elucidate the mory "r.‘|>~‘1". of
tumor tssue of somx 18¢ gastric carcinoma by histochemical,
)emica dele n micr pic techniques, Acinar and ribbon-like structures were found in
foul 1oplasti id four mixed) from out twelve diffuse gaswric carcinomas. Immun

led these structures were chromogranin A positive and they were alized in the sub-

| . ISCL propria. 1he tumor cells in the mucosa contained PAS-positive mucus

v. the structures were composed of endocrine cells, which contained numerous ple
| end ine granules. We conclude that some diffuse gastric carcinomas cquire endocrine

11 raSIric carcinoma, a structure on-like structure, neurocendocrine differen



3c . Stoyanov G S, Lyutfi E, Dzhenkov D L, et al. (May 18, 2020) Pontocerebellar
Hypoplasia Diagnosed on Autopsy: A Case Report. Cureus 12(5): e8178. DOI
10.7759/cureus.8178

Pe3lome:

[Tontouepedenapuata xunomiaszus (PCH) e MmHOroobpasHa rpymna oT aBTO30MHO-PELECUBHU
TFE€HETUYHU ChCTOSIHUS MPEACTaBEHU C XUIIOIUIACTUYHHU IPOMEHU B MO3bYHHUS CTBOJI, MAJIKUS
MO3BK U TpbOHaYHMS MO3bK. KIIMHUYHO ce MposBsiBa C HEBPOJIOTMYHU CUMIITOMH, IUXaTelHa
HEIOCTaThUYHOCT M YECTO B KOMOMHAIMS C APYTH MajI(pOpMalliy Ha BbTPEIIHUTE OPTraHu U
ONOPHO-/IBUTAaTENIHUs anapar. B To3u AoKi1a HUEe peacTaBsiMe Ciiydyai Ha ayTOICHs Ha
MAIMEHTKA Ha JIBa Mecella OT OJM3KOPOJICTBEHU POJUTENIH.

[TanMeHThT ce MpeACTaBU KJIMHUYHO C HEOHATAIHA JUXATEeIHA HEIOCTAaThYHOCT, JIEKO
M3pa3eH HEBPOJIOTUYHN CUMIITOMH, JIUIEB TUCMOPPHU3BM U 3a0aBsHE Ha pa3BuTHETO. [Ipn
ayTOIICHsI, MAJIKUSI MO3BbK U MO3BUYHUSAT CTBOJI € C M3Pa3€Ha XUIIOILIA3Hsl, KOETO IPEANOI0KHU
JMarHo3ara noHrouepedenapHa xunoruiasus. Ha XucToa0ruuHoOTO U3Cae/iBaHe ce OTKpUXa
crenu(pUIHNA XUIMOIUTACTUYHH POMEHHU B CTPYKTYPUTE Ha IIEHTpAIHATa HEPBHA CUCTEMA, C
HamaJieH Opoil Ha HeBPOHMTE, HAPYIICHUS Ha CTpaTH(PHUKAIKATA HA KOpaTa Ha MaJIKUS MO3BK
U KJIeTbuHa abHopMHOCT. Mopdonoruunute Haxoaku B [ITHC u cBbp3aHuTE C TAX IPOMEHUTE
B [TAPEHXUMHUTE OPraHu, IOpU U MpH JIUIICA HA TEHETUYEH TECT, 051Xa JOCTaThbUHO
XapakTepHH Jla ce MpueMe IMarHosara rnoHrouepedenapHa xumnoriasus tum 1B.

Abstract:

Pontocerebellar hypoplasia (PCH) is a diverse group of autosomal recessive genetic
conditions presenting with hypoplastic changes in the brainstem, cerebellum, and spinal cord.
It clinically manifests with neurological symptoms, respiratory failure, and often in a
combination with other malformations of the internal organs and musculoskeletal system. In
this report, we present an autopsy case report of a two-month-old female patient with blood-
relative parents. The patient presented clinically with neonatal-onset respiratory failure, mild
neurological symptoms, facial dysmorphism, and developmental delay. On autopsy, the
cerebellum and brainstem were severely hypoplastic, and the diagnosis of PCH was
established grossly. The central nervous system (CNS) revealed specific hypoplastic changes
in the structures, with a decreased neuronal count, stratification disturbances of the cortex of
the cerebellum, and cellular misarrangement. The morphological findings in the CNS and
their associated parenchymal organ changes, even in the absence of a genetic test, were
specific enough to identify PCH type 1B as the main condition.

4c V. Bozhkov, P. Chernopolsky, P. Arnaudov, D. Chaushev, T. Ivanov, J. Stefanov,
D. Djenkov, R. Madjov

NEUROENDOCRINE TUMOR IN PERIPANCREATIC LYMPH NODES Scripta
Scientifica Medica, vol. 48, 2016, suppl. 1

Pes3rome:

BbBenenue: HeBpoeHIOKpUHHUTE TYMOPH MPOU3X0XKAAT OT KJIETKU, TOJJOOHU Ha
XpoMaUHHUTE U UIMaT HEBPOCHAOKPHUHHA (DYHKIIMSA U Ca C pa3IMyeH 3JI0KaueCTBEH
noTeHuuMai. B mo-rossmara 4acT OT CIydanTe Te 3aciaraT CTOMAIIHO-YPEBHUSA TPAKT U
naHkpeaca. [Ipu tnarsocTuipaneTo Ha IbpBUYEH KapLIMHOM Ha naHkpeaca 95% ot
CIly4auTe ca aJIeHOKapIIMHOMHU, a ocTaHaimuTe 5% ca 0e3CUMIITOMHU HEBPOECHIOKPHUHHU
TYMOpH.



[en: CrobmraBame 3a ciayuaid Ha NET Ha maHkpeaca, IOKaJM3UpaH B processus uncinatus.

Pesynraru: [Ipy manueHTHT ce U3BBPIIM CHYKIICAlUsl Ha TYMOpa OT MaHkpeaca. [Ipu
XHMCTOJIOTUYHO U3CJIe/IBaHE c€ OTKpUXa Mpoudeparysi Ha TYMOPHH KJIETKH, (hopMupamu
THEe3/1a, TIOBJIEKJIa, allMHAPHH U TPAOEKyIapHU CTPYKTYpU. IMyHOXHCTOXMMHUYHOTO
u3cieBaHe MM0Ka3a eKCIpecus B TYMOPHHUTE KJeTku 3a Synaptophysin (+), Chromogranin (+),
CDX2 (+), TTF1 (-), Ki67 <2%.

XHCTOIOrnIHaTA AnarHo3a € HCBPOCHAOKPHHCH TyMOP Ha NAHKPCATUYCH HI/IM(beH BB3CII.
ITo Bpeme Ha xocnuTanM3anuaTa 0ojakara My Oere J0Ope OBNIaIsHA C JIUI0J IPH aJIeKBATHO
KOHTPOJIMpAHC Ha I''IFOKO3aTa B KPbBTA. Ha mectus ACH CJIC NPUEMAHCTO NAIUCHTHT €
U3MHCaH OT OONHUIATA.

3axioueHne: XUpypruyHoTo JICYCHHE Ha HEBPOSHIOKPHHHUTE TyMOpPH TpsiOBa 1a Obie
00CBI€HO BHIMATEIHO MPH NAlMEHTH ¢ (PYHKIUOHATHH TYMOPH, OCOOEHO B CIIyJauTe,
KOraTto 1€ HE MOorart Ja 6’bI[aT npeMaxHaTu U30sJIO0. Hpe)KI/IBﬂCMOCTTa Ha MannucHTUTE C
JMarHo3a HEBPOCHAOKPUHEH TYMOD C€ yBelHYaBa 3HAYUTEIIHO CIIe/ TIPOBEAeHa
XAPYprudecKka MHTEPBEHINA, JOPU IIPU HATUYUETO HA METACTA3HU.

Abstract:

Introduction: Neuroendocrine tumors originate from chromaffin-like cells and are tumors with
neuroendocrine function and malignant potential. In the majority of the cases, they affect the
gastrointestinal tract and pancreas. In the diagnosis of primary pancreatic carcinoma, 95% of
cases are adenocarcinomas, and the remaining 5% are asymptomatic neuroendocrine tumors.

Aim: We report a case of NET of the pancreas localized in processus uncinatus.

Results: The patient underwent an enucleation of the tumor. On histological examination:
markedly cellular with mostly dispersed tumor cells, also some loose clusters, acinus-like
formations, small sheets, rosette- like formations and ribbons. Immunohistological stains were
performed with the following results: the epithelial component was positive for
Synaptophysin(+), Chromogranin(+), CDX2(+), TTF1(-), Ki67<2%. There was a histological
demonstration of the well-differentiated neuroendocrine carcinoma of the pancreas. Overall,
the patient tolerated the procedure and the hospital stay well. During the course of
hospitalization, his pain was well-controlled with lydol and his glucose was well-controlled as
well. On the sixth day, post-admission, the patient was discharged from the hospital.

Conclusion: The surgical treatment of NET must be discussed on carefully selected patients
with functional tumors, especially in the cases when they cannot be safely removed. The
survival of patients diagnosed with NET is increasing considerably after a conducted surgical
intervention, even with the existence of metastases.

5¢. George Stoyanov, Deyan Dzhenkov, Diana Gancheva

ESOPHAGEAL NEOPLASMS A SINGLE INSTITUTION REPORT Scripta Scientica
Medica, vol. 48, No. 3, 2016, pp. 53-57

Pes3rome:

BBBEJIEHUE: 3nokadecTBeHuTe 3a001sIBAaHUS HA XPaHOIIPOBO/Ia Ca MHOT'000Opa3Ha rpymna oT
HEOIUTACTHYHH IporiecH. LlenTa Ha ToBa mpoy4YBaHe € 1a € yCTaHOBU CTaTUCTUYECKOTO
pa3npOCTPAHEHNE HA XUCTOJIOTUYHO IMOTBBPACHU HEOIUJIA3MHU HAa XPaHOIPOBOIA B €HO
MEJMIIMHCKO 3aBEJICHNUE.



MATEPUAJIM U METOIU: Bcuyuku XMUCTOJIOTUYHO NOTBBPACHU CIIydau Ha 3JI0KAY€CTBEHU
3a00JIIBaHMSI OT XPAHOIIPOBOJI 32 MEPUO]T OT TPU TOJUHH H MOJIOBUHA, PETHCTPUPAHU B
YMBAIJI ,,Ceera Mapuna®, Bapna, ca uzcieaBaHu OT NaTOJOTUYHUS apXUB U YECTOTATA UM €
CpaBHsIBaHA 110 JICCKPUIITUBEH CTATHCTUYECKU HaunH. CaydanTe 0sXa JOMBIHUTEITHO
kJacuuIUpaHd Bb30CHOBA Ha BUJIAa, Bb3PACTTA U 110J1a HA MAIlUCHTUTE.

PE3VYJITATU: Peructpupanu ca 33 ciaydas (n = 33) Ha 3710Ka4eCTBEHHU 3a00JsIBAHUS Ha
xpanorpoBoja. Ot Te3u ciaydau 66,67% (n = 22) ca TUarHOCTULIMPAHU KaTO MJIOCKOKIIETHUEH
kapuuHoM Ha xpaHornposoja (SCCE), 30,30% (n = 10) - kaTo aieHOKapIIMHOM Ha
xpanorpoBoja (ACE), u 3,03% (n = 1) - kato nuarHo3a HexoukuHoB B kinerbuen MALT
auMboM npu 84-roUIIEH MAKUEHT OT MBKKH 1os1. CpeiHaTa Bb3pacT Ha AUArHOCTULIPaHe
Ha MalKUEHTH C IJIOCKOKJIEThUEH KapuuHoM (n = 22) e 59,45-roauiina Bb3pacT, CbC
CTaHJIapTHO OTKJIOHeHHe OT + 11,05 roguHm, 1oKaTo cpeaHaTa Bb3pacT Ha IMarHOCTUIIUPAHE
Ha TaIyeHTu ¢ ageHokapuuaoM (n = 10) e 6mma 70,40 roguHH, ChC CTAHAAPTHO OTKIOHEHUE
oT + 14,83 rogunu.

3AKJIFOYEHMUE: Pe3ynraTture nmokas3BaT sicHa CTATUCTUYECKA Pa3IMKa B cpeaHaTa Bb3pacT
Ha JMarfHo3ara Mpu IIOCKOKJIETHYHHU KapIIMHOMH U aJIeHOKApIIUHOMU. ChOTHOIIEHUETO
MBKE-KEHH € CPAaBHUMO C MU3CJIEeIBAHUATA B CBETOBEH Malabd, JOKaTO CTATUCTUYECKUTE
JJAHHU MOKAa3BaT TEHACHUMS Ha YECTOTATA B HALIETO U3CJIEABAHE KbM Ta3u HA Pa3BUTUTE
CTpaHH.

Abstract:

INTRODUCTION: Esophageal malignancies are a diverse group of neoplastic processes. The
different entries that contribute to the group have a very wide margin of incidence across
different populations, attributed to the presence of different predisposing factors. The aim of
this study was to establish the statistical prevalence of histologically verified esophageal
neoplasms in a single medical institution.

MATERIALS AND METHODS: All histologically confirmed cases of malignancies isolated
from the esophagus, for a period of three and a half years, registered in the St. Marina
University Hospital, VVarna, Bulgaria, were retrieved from the pathological archive and their
incidence compared in a descriptive statistical manner. The cases were further classified based
on their type and age and gender of the patients.

RESULTS: For the set time period, 33 cases (n=33) of esophageal malignancies were
registered. From these cases 66.67% (n=22) were diagnosed as squamous cell carcinoma of
the esophagus (SCCE), 30.30% (n=10) - as adenocarcinoma of the esophagus (ACE), and
3.03% (n=1) - as a non-Hodgkin B MALT lymphoma diagnosis in an 84-year-old male
patient. The mean age of diagnosis of patients with SCCE (n=22) was 59.45 years of age,
with a standard deviation of +11.05 years, while the mean age of diagnosis of patients with
ACE (n=10) was 70.40 years of age, with a standard deviation of £14.83 years.

CONCLUSION: The results show clear statistical difference in the mean age of diagnosis.
The male-to-female ratio of all cases is comparable to that of the global population, while the
statistical segregation between entries shows a tendency towards that of the developed
countries.



6¢. Milena Bozhkova, Temenuga Stoeva, Bonka Marinska, Valeria Kaleva, Deyan
Dzhenkov, Igor Resnik CUTANEOUS ASPERGILLOSIS IN ABOY WITH ACUTE
LEUKEMIA: THE LESSONS FROM A “SIMPLE” CASE Scripta Scientifica Medica,
2018;50(2):42-46

Pe3rome:

['bOnuHNTE UHPEKIMH ca cpe]l Hali-CepUO3HUTE MH(PEKIIMO3HU YCIOKHEHHS ITPH
MMYHOCYIIPECUpaHH ManueHTy. [IbpBUYHaTa KOKHA aclIepruiio3a € CPaBHUTEITHO PsIIKaA
MposiBa 1 OOMKHOBEHO CE ONKCBA MPH MALUEHTH ChC 3JI0KAYECTBEHU XEMaTOIOTUIHH
3abonsBanus, CIIMH, anorenHa TpaHcIiaHTaIMs Ha CTBOJIOBU KJICTKH, TPAHCIUTAHTAIIHS Ha
TBBPAH opranu u 1p. [IpeacraBsime KIMHUYEH ciiydyail Ha 12-roUIIHO MOMYE C OCTpa
nuMQoOIaCTHA JIGBKEeMUsI TbPBOHAYAITHO JUATHOCTHIIMPAaHA KAaTO ITbPBUYHA KOYKHA
acmepruiiosa, npuunaena ot Aspergillus flavus. PerpocniekTuBHHST aHanHu3 OKa3Ba, ue
MaJIbK 0€10Jpo0eH HOMYJI € Hali-BepOsITHATA BXOJIHA BpaTa Ha nH(peknusara. ToBa o3HauaBa,
4e MOKEM JIa pasriieamMe 00ecTTa KaTo MHBA3WBHA aClepriiio3a B PaHEH CTai, KOSTO ce
JICKYBa YCIICIIHO C BOPUKOHA301.

Abstract:

Fungal infections are among the most serious infectious complications in immunosuppressed
patients. Primary cutaneous aspergillosis is a relatively rare manifestation and is usually
described in patients with underlying malignant hematological diseases, AIDS, allogenic stem
cell transplantation, solid organ transplantation, etc. We present a clinical case of a 12-year-
old boy with acute lymphoblastic leukemia initially diagnosed as primary cutaneous
aspergillosis caused by Aspergillus flavus. The retrospective analysis demonstrates that a
small solitary pulmonary nodule could be a possible portal of entry. This means that we could
consider the disease as an early stage invasive aspergillosis, which is successfully treated with
voriconazole.

7c. George St. Stoyanov, Lilyana Petkova, Deyan Dzhenkov, Peter Ghenev MODIFIED
TECHNIQUE FOR CELL-BLOCK PREPARATION IN EFFUSIONS Bapuaencku
MeAULUHCKH GopyM, T. 8, 2019, Opoit 2

Pesrome:

[IpenonepaTuBHATA U IPEATEpAICBTHYHATA MOP(OJIOTHYHA TUAarHOCTUKA TIPH JICYCHUETO Ha
MaJIMTHEHU ChCTOSHUS € 3/1aTeH cTaHaapt B 21 Bek. /[Be ca crangapTU3NpaHUTE METOJAUKH 32
OCBIIECTBSIBAHETO M — IUTOJIOTUIHO M XUCTOJIOTUIHO U3CIIC/IBAHE, KaTO U JIBETE METOUKHU
MMaT CBOUTE MPEIUMCTBA M HEJOCTATHIM. MeXIUHHA METOIUKA 32 OCHIIECTBSIBAHETO HA
MOP(}OIOTHYHO TUArHOCTUITUPAHE TIPH MAITUESHTH C U3JIUBU B TEIIECHUTE KyXUHU U HESICHO
II'BPBUYHO OTHHMIIE € OCHIIECTBABAHETO HA KIIEThUEH OJIOK — (PUITpanus u IeHTpopyrupane
Ha ToJIeMH 00€MH OT TEJICCHU U3JTUBH, C IIeJT M3BJIMYaHe HA MAKCHMaJIeH 00eM OT KJIETKH,
arperupaHeTo U GUKCUPAHETO UM MOAOOHO XMCTOJIOTHYEH MaTepUall, TPH KOETO MOTYICHUST
KJIETBYEH arperar, B3eT MaKCHMAJIHO aTPaBMaTUYHO OT MallMeHTa, MOXKe J1a Ob/ie 00paboTeH
Mo100HO Ha XUCTONOTHYHA Ouoricus. Llenta Ha HaCcTOSIIIKSA JOKIIA] € U3HACSHETO Ha
METOJIMKA 32 OCHIIECTBABAHE Ha KJIIETHYCH OJIOK ITOCPEACTBOM amaparypa, MIMPOKO 3acThIICHA
B 1abopaTopHUTE IIEHTPOBE B bbiarapus, mo3BossBaiia 6bp30T0 U €PEKTUBHO
OCBIIECTBSIBAHE HA KIIETHYCH OJIOK, TIOIXOIAI 32 IMYHOXUCTOXUMHYHA JHArHOCTHKA. bsxa
W3MOI3BaHU CTaHIapTU3UpaHa JabopaTopHa IeHTpodyra, XeNapuHU3UPAHU BaKyTeHHEPU U
10% Oydepupan dpopmanus. [IpoduTe Osxa OCHIIECTBEHU OT U3JTUBH MPU NAIIUCHTH C TPU
pa3IMYHUA TYMOPHH JIOKQJIM3allUU, KaTo 00eMbT Ha U3Clie[IBaHATa U3JIMBHA TEYHOCT Oerre
Mexay S u 50 mi, nearpodyrupana 1soiHo Ha 5300 o6opora B MunyTa U (hukcupat B 10%
Ooydepupan dhopmanu. OnucanaTa METOIMKA J1aBa ObP3 U JIECEH HAUYMH 32 MOP(OIOTHYHO



JMArHOCTHIIMPAaHE Ha MAlMeHTH C MAJIUTHEHN U3JIMBU B TeJIeCHUTE KyXHUHHU. O0eMbT Ha
yTaeHUs MaTepuall, J0pU U MPH MAIKO KOJIMYECTBO OMOJIOTMYHA TEYHOCT, € aJeKBaTEH 3a
n3paboTBaHE HA MHOXKECTBO Cpe3u, HEOOXOAMMH 3a IMAarHOCTHKA. MeTonukaTa KOMOMHUpa
[IpeuMyIIecTBaTa Ha CTAaHAAPTHOTO LUTOJIOTMYHO U XUCTOJIOTHUYHO u3cieasane. [lokazarenna
3a e()eKTUBHOCTTA HA METOJUKATA € UIEHTUYHATA KapTUHA HAa UMYHOLUTOXUMUS U
MMYHOXUCTOXHUMHUS TIPU ONUCAHUS CITydai, KbJIETO BBIIPEKH BUCOKUTE 000pOTH Ha
LeHTpo(dyrupase, ca 3ana3eHu KakTO XapaKTEPUCTUKUTE HA KIETKUTE, Taka U He ca
JEHTYPUPAIN JUATHOCTUYHUTE IIPOTEUHU 3a U3CIICBAHETO.

Abstract:

Preoperative and pre-therapeutic morphological diagnosis in the treatment of malignant
conditions is the gold standard in the 21st century. There are two standardized methodologies
for its implementation cytological and histological, both of which have their advantages and
disadvantages. An intermediate methodology for performing morphological diagnosis in
patients with effusions in body cavities and unclear primary locus is the implementation of a
cellular block- filtration and centrifugation of large volumes of effusions to optimize the
amount of cells, their aggregation, as a result of which the material, taken atraumatically from
the patient can be processed similarly to a histological biopsy.

The aim of this report is to present a simplified methodology for the realization of a cellular
block by means of equipment widely used in the laboratories in Bulgaria, allowing a rapid and
efficient implementation suitable for immunohistochemical diagnostics. A standardized
laboratory centrifuge, heparinized vacuum containers and 10% buffered formalin were used.
Samples from patients with three different tumor localizations were used, the volume of the
test effluent being between 5 and 50 mL, centrifuged twice at 5300 rotations per minute and
fixed in 10% buffered formalin. The described methodology provides a quick and easy way to
morphologically diagnose patients with malignant effusions. The volume of the precipitated
material, even with a small amount of biological fluid, is adequate to produce enough slides
for diagnosis. The methodology combines the advantages of standard cytology and histology.
Demonstrative for the efficiency of the methodology is the identical picture of
immunocytochemistry and immunohistochemistry in the case described, where despite the
high centrifugation rates both the characteristics of the cells have been retained and the
diagnostic proteins have not undergone denaturation.

8c. George St. Stoyanov, Lilyana Petkova, Deyan Dzhenkov VIDEO DOCUMENTATION
IN PATHOLOGY AUTOPSY PRACTICE — ADVANTAGES AND DISADVANTAGES
Bapnencku menuuHcku hopym, T. 8, 2019, 6poii 2

Pe3rome:

AyrorncuunTte ca cpes Hail-noope AepuHupaHuTe MEAULIMHCKHU MPOLEAYPU C MUHUMAITHU
MHCTUTYLMOHAJIHU Pa3JInYMsl U MepcoHaIn3anus. Merononoruure Ha naToJoruyHaTa
aHaTOMMs ca leUHUPAHH B YTBBPJICHN HAPBYHUIM, KOUTO HE ca MyOJIUKYyBaHH OT
JIECETUJIETHS B HSIKOW CTPaHM U TPYAHO MoraT Jia ObJaT HaMepeHH oT oOyuyaBanute. [Ipe3
MIOCJIEAHOTO JIECETUJIETUE MHOT'O IPEHOCUMU BUIEOPEKOPAEPH CTaHaxa IUPOKO JOCTHIIHY Ha
cBOOOHMSI Mazap. 3aluCUTe NO3BOJISIBAT 00yUYEeHHE Ha ayTONICMOHHATa METOAMKA Ha
HAYMHAEeIH MaTOJI03H, a ayAM03aIMCUTE MOTaT J1a ObJaT B IOMOII TpU (OPMUPAHETO HA
KpaliHus POTOKOJ, 0COOEHO HA TapaMeTPUTE Ha OPTaHUTE U TEXHUTE MaKPOCKOTICKU
npoMeHu. KakTo cTyaeHTHTe 10 MEAUIIMHA, TaKa U MJIAUTE [1aTOJI03U MOraT Ja U3y4aBar



TEXHHKAaTa Ha ayTOICHUATAa OT BUACOKIUIIOBE ¢ 0OPO KauecTBO. Jl0OKaTo MECTHUTE 3aKOHU ca
MHOT'O Pa3JIMYHU U B HAKOU CIIy4Yau HE MPU3HABAT BUICO JOKYMEHTAIUATA KaTO
JI0Ka3aTeJICTBA, B HAKOU PErMOHU TaKMBa 3allMCH BCE OIIE MOTaT Jia ce U3IMOI3BaT 10
MEIULMHCKHU BBIIPOCH KaTo JI0Ka3aTeJICTBO. B TakuBa ciiydau BHI€0 JOKa3aTencTBaTa Ouxa
OWJIM MHOTO MO-TIPEATNIOYUTAHU OT CHUMKUTE, C KOUTO JIECHO MOJXKE J]a C€ CIEKYJIHpa.
BuneonokymenTanusaTa Ha ayTONCUH C HOBU MTPEHOCUMH YCTPOMCTBA OBUIIIABA
JMarHOCTHYHATA CIIOCOOHOCT Ha ayTOINCHSITA, CIIYKH 32 00pa30BaTEIHUTE LEIH, KAKTO MPH
00y4YeHHMETO Ha CTYIEHTH, TaKa U Ha MJIaJIy MaTOJIO3HM U HE Ha TMOCIIEIHO MICTO, MOXKE J1a ce
W3MO0I3Ba IPU 00CHKIAHETO HA TPYAHU CIy4yau Ha MEXAYAUCUIUILTUHAPHU (OPYMH C
MOBUILIABAHE HA YBEPEHOCTTA B MATOJOTUYHATA JUATHO3A.

Abstract:

Autopsies are among the best-defined medical procedures with minimal institutional
differences and personalization. Methodologies for a pathological anatomy autopsy are
defined in well-established manuals that have not been re-published for decades in some
countries, are sold out, and can hardly be found by trainees. Over the last decade, many
portable video recorders have become widely available on the free market. The records allow
for correct instructions for learning from the practice of novice pathologists, and the audio
parameters can be an aid in the formation of the final protocol, especially the organ
parameters and their macroscopic changes. Both medical students and young pathologists can
study the technique of autopsy from videos, which proves them a good educational tool.
While local laws are very different and in some cases do not recognize video documentation
as evidence, in some regions such records can still be used in medical matters as evidence. In
such cases, video evidence would be much more preferred than photographs that can easily be
speculated upon. The contribution to the completion of the pathologist’s report by the
certifying officer is also beyond doubt because of the possibility of monitoring and
documenting the overall macroscopic picture and recognizing changes unnoticed by the
specialist during the autopsy. Video documentation of autopsies with new portable devices
increases the diagnostic ability of the autopsy, serves the educational purposes both in the
training of students and young pathologists and last but not least, can be used in the
discussion of difficult cases of inter disciplinary forums with an increase in the confidence in
the pathological conclusion.

9c. Deyan Dzhenkov, George Stoyanov, Hristo Popov, Lyuben Stoev, Ina Kobakova,

Neshe Ali MORPHOLOGICAL HALLMARKS IN EARLY STAGE RETINOPATHY IN
PREMATURE BABIES (RETROLENTAL FIBROPLASIA) BapaeHckn MeTUITTHCKH
dopym, T. 8, 2019, 6poii 2

Pe3rome:

PerunomarusaTa Ha HETOHOCEHOTO, HAPUYAHA OIIlEe PETpoJieHTaIHA (UOPOILIA3Hs, € eAHA OT
BOJICIIUTE MPUYMHYU 32 HAPYIICHHs B 3pEHUETO B MieAnaTpuyHaTa nomymaius. CbCTOSHUETO
Cce cpelia MpeIMMHO B Pa3BUTHUTE CTPAHU U MATO(U3HOIOTHUYHUTE MEXAaHU3MU 32 Pa3BUTUETO
1 ce ABJDKAT Ha ISIOCTHATA HEe3PSUTOCT Ha OPTaHW3Ma U B YaCTHOCT Ha IUXATETHATA CUCTEMA.
HeobOxonuMocTTa OT OTTJIeKJaHE BHB BUCOKOKHCIOPOIHA Cpefia, Ha (poHa Ha ThKaHHATA
XUTIOKCHS BOJIU 70 Tponrdepaliust Ha ChJI0BE B PETHHATA, MPOPACTBAIIM B TIOCTIEACTBUE B
3a7iHaTa oyHa kamepa. [Ipu cp3psiBaHe ChIOBETE JEr€HEpUpaT U CE 3aMeCTBAT ChC
ChEIMHUTEIHA ThKaH, KOETO MOXKE J1a OBEJE 10 MHOXKECTBO ycinoxkHeHus. C men
yCTaHOBSIBAaHE HA PaHHUTE CHJOBH MPOMEHHU B PETUHATA O€ U3CIEABAH 3PUTEITHHUSIT



aHAJIM3aTop Ha MeAUaTPUUCH ayTOIICHOHEH ClTy4ail ¢ paHHHU TPOMEHH, aCOI[MUPAHU C
PETHHOIIATUA HAa HCAOHOCCHOTO U €1HAa KOHTPOJIHA IEANATPUIHA ayTOIICHA 0€3 KIIMHUYHUA
JIaHHH 32 TIaTOJOrMYeH Tpoliec. M qBaMaTa nanueHTu 0sxa CbC ChIIOCTaBUMA BB3PACT OT 3
Mecena. [Ipu manuenTa ¢ KIMHUYHY MPOSBU Ha peTpoJieHTanHa (UOPOILIa3Hsi BbB BHHIIIHUTE
CIIOEBE Ha peTHHATA ce Ha0II01aBa O0MITHA Mpoudepanns Ha KpbBOHOCHH Ch/IOBE,
BKJIFOUMTEIIHO M JICOCIIOCTCHHH, C HapyIlIaBaHEe Ha XUCTOAPXUTEKTOHUKATA Ha PETHHATA.
Bropust nmaiueHT 6e3 KIMHUYHA JaHHH PE3CHTUPA ¢ KOHBEHIIMOHAIHA PETHHATHA
Mopdonorus 6e3 craoBa nmponudepanus. Jluarao3ara Ha GyHIOCKONUS, 3a€IHO C
KJIMHUYHATA HH(OpMAIIKs, YeCTO ca JOCTAThYHO CIICHM(DUIHH, KaTO TPU J00PH JeucOHH
MEpOIPUSATHSI — KOHTPOJI Ha KUCIIOPOIHATA CPE/a, € Bh3MOKHO MAaKUCMAIIHO OBP30
MPOMEHHTE JIa perpecupar 06e3 maroJoruyHa npomMeHu. MopdosornyHa AMarHoCcTHKA €
IIOKa3aHa CaMoO B Cliy4au C JIMIICBalllda MCIUINHCKAa JOKYMCHTAUsA, KIMHUYHU JaHHU 34
3PHUTEJIHU HAPYIICHUS ¥ HEOOXOAUMOCT OT JAr(epeHIraiHa JMarHOCTHKA C JPYTH
HapyluCHu:A B pETUHATA, HAKOU OT KOUTO MOrar Ja 61)[[3,T C I'CHETHUYHA €CTUOJIOTHUA U Ja
[PEICTAaBIABAT MOTCHIMAICH PUCK 3 IPYTH POICTBEHHIIH.

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 requir
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.

10c. Stoyan Kostov, Stanislav Slavchev, Deyan Dzhenkov, Dimitar Mitev and Angel
Yordanov, Avascular Spaces of the Female Pelvis—Clinical Applications in Obstetrics and
Gynecology J. Clin. Med. 2020, 9, 1460; doi:10.3390/jcm9051460

Pe3rome:

TepMunbT "mpocTpancTBa" ce OTHACA 10 00JIACTHUTE, ONPEACTIEHU OT TTOHE JBE HE3aBUCUMU
(dacuuu ¥ MBJIHYU C apeosiapHa CheUHUTEHA ThKaH. MiMa o0aue HECHOTBETCTBHUE TIO
OTHOILLEHHE HAa TPOCTPAHCTBATA U TEXHUTE T'PAHULIA MEXKIY KIMHUYHATA aHATOMUS U
TUHEKOJIOTUYHA XUPYPTHs, Thi KaTO HE BCAKO aBACKYJIAPHO IPOCTPAHCTBO, OMHMCAHO B
TUTepaTypara, € onpezesieHo oT moHe ABe gacuuu. OCBEH TOBA, HOBH MPOCTPAHCTBA, CHIIO



Taka XUpypruvyHy ca pa3pabdoTeHu clie]] MPUEeMaHeTO Ha JIAapoCKOMusATa U
HEPBCHXPAHSBAILY TMHEKOJOTUYHU ITPOLEAYpHU. ABacKyJapHUTE IPOCTPAHCTBA AaBaT
noJie3Ha nH(OpMalKs B pETPOIIEpUTOHEATHATA aHATOMUSI U Ta30BaTa XUPYPrus BbB Bpb3Ka C
MHTEPBEHIIMS Ha 3JI0KAYECTBEHH U JI0OPOKAYECTBEHU ChCTOSHUS B T€3H 30HH. BaxeH ¢axr e,
4e 3a pa3IU4YHU TMHEKOJOTUYHH 3a00IIBaHMs UMa Pa3IMuHU TOJXOAN KbM aBaCKyJapHUTE
MIPOCTPAHCTBA HA KEHCKHS Ta3. 3a1bJ100U€HO O3HABaHE HA Ta30BaTa AHATOMUS Ha TE3U
MIPOCTPAHCTBA UMA OTHOIIEHUE KbM YCIIOKHEHUATA U CMBPTHOCTTA [IPU XUPYPTUUHU
MHTEPBEHIIMU B Te3H 001acTu. B ta3u crarus nepunupaxme 1eBeT Ta30BH MPOCTPAHCTBA —
TEXHUTE I'PAHULIM, PA3JIUYHU [OJIXO0/IM, BHUMAHKE 110 BpEME Ha AUCEKLHUS U IPUIIOKEHUSITA
UM B aKyIIEPCTBOTO U FHHEKOJIOTUATa. OnrcaxMe 4eTBbPTO IPOCTPAHCTBO KATO Pa3JeiInXMe
MapapeKTaTHOTO IPOCTPAHCTBO, Thil KATO HEPBIUAIAIIN TMHEKOJIOTMYHHU MIPOLIEAYPH CE
M3BBPIIBAT UIMEHHO B Ta3H 00J1aCT.

Abstract:

The term “spaces” refers to the areas delimited by at least two independent fasciae and filled
with areolar connective tissue. However, there is discrepancy regarding the spaces and their
limits between clinical anatomy and gynecologic surgery, as not every avascular space
described in literature is delimited by at least two fasciae. Moreover, new spaces and surgical
planes have been developed after the adoption of laparoscopy and nerve-sparing
gynecological procedures. Avascular spaces are useful anatomical landmarks in
retroperitoneal anatomic and pelvic surgery for both malignant and benign conditions. A
noteworthy fact is that for various gynecological diseases, there are different approaches to
the avascular spaces of the female pelvis. This is a significant difference, which is best
demonstrated by dissection of these spaces for gynecological, urogynecological, and
oncogynecological operations. Thorough knowledge regarding pelvic anatomy of these spaces
is vital to minimize morbidity and mortality. In this article, we defined nine avascular female
pelvic spaces—their boundaries, different approaches, attention during dissection, and
applications in obstetrics and gynecology. We described the fourth space and separate the
paravesical and pararectal space, as nerve-sparing gynecological procedures request a precise
understanding of retroperitoneal spaces.

11c. George St. Stoyanov, Lilyana Petkova, Deyan Dzhenkov WEARABLE VIDEO
DOCUMENTATION DEVICES IN ANATOMIC PATHOLOGY AUTOPSIES Scripta
Scientifica Medica, 2020;52(1):20-23

Pe3rome:

BBBEJIEHUE: IIpe3 mocieqHoTo 1eCeTUIeTHE, MHOIO YCTPOMCTBA 32 BUAECOAOKYMEHTALUs
ca OuiM mycHaTH Ha cBOOOAHMS Mazap. Benpeku ToBa, Te psJIKO ce mpuiarat B
ayTOIICHOHHATA IIPaKTUKA.

IEJI: ToBa u3cnenBane nMa 3a LeJl Ja CPABHAT HAKOJIKO Pa3JIMUHU THUIA YCTPOKCTBA 3a
BHUICO3aIKIC U TEXHUTE MPEIUMCTBA IO OTHOIIIEHUE HAa KAaYECTBO HB €)KEeIHEBHATa
ayTOIICMOHHA IPAKTHUKA.

MATEPUAJIN U METO/IU: M3non3Banu ca et OTASIHU MOOUITHU YCTPONCTBA 32 BUACO
JOKYMEHTAIUATA OT €IMH MaToJIor — JBe cropTHH Kamepu — Kitvision Escape
KVESCAPE4KW (Kondor, Hapton, Jlankamup, Aurnus) u GoPro Hero 7 Silver (Can
Mareo, Kanudopuus, CAILI), undt ounna 3a kamepa — NCS0002 (Spardar Smart Technology
Co., Ltd., [llenxen, Kurait), undt cmaproumna - Cloud-I II (Toncku Digital Technology Co.



, Ltd., Illemxen, Kurait) u Google Glass — XE V2 (Google LLC, Mountain View,
Kamudopuusa, CALL).

[lerTe ycTpoiicTBa 0sXxa CpaBHEHHU KaKTO 32 TEXHUTE IUIIOCOBE U MUHYCH, TaKa U 3a TAXHATa
OCBILECTBUMOCT B ayTOINCHUATA U 00pa3oBaTesIHaTa IPAKTHUKA.

PE3VIJITATU: Camo crioptaute kamepu u Google Glass nmpegocraBuxa 10cTaTh4HA BUICO
PE30JIOIMS Ha ITbPBOHAYATIHUS TECT, 32 J1a Ce CUMUTAT 3a epukacHu. JlokyMeHTupanu ca o01io
65 IBIHYU ayTOIICHH, KaTO ce M3IoI3Bat criopTauTe kKamepu u "Google Glass", karo 10
ayTOIICHM Ca 3allUCaHu €IHOBPEMEHHO C JIBETE YCTPONUCTBA.

Abstract:

INTRODUCTION: In the past decade, many wearable devices for video documentation have
been released on the free market. However, they have seldom been implemented into autopsy
practice.

AIM: This research aimed to compare several different types of video recording devices and
compare their feasibility, both in regards to their form factor and video quality, in everyday
autopsy practice.

MATERIALS AND METHODS: Five separate wearable devices for video documentation
devices were used in the standard autopsy practice of a single pathologist — two box-style
sports cameras - Kitvision Escape KVESCAPE4KW (Kondor, Hapton, Lancashire, England)
and GoPro Hero 7 Silver (San Mateo, California, USA), a pair of camera glasses — NCS0002
(Spardar Smart Technology Co., Ltd., Shenzhen, China), a pair of smart glasses — Cloud-I 11
(Topsky Digital Technology Co., Ltd., Shenzhen, China), and Google Glass — XE V2 (Google
LLC, Mountain View, California, USA). The five devices were compared both for their pros
and cons and for their feasibility in autopsy and educational practice.

RESULTS: Only the box-style sports cameras and Google Glass provided sufficient video
resolution on the initial test to be considered efficient aids. A total of sixty-five full autopsies
were documented, using the box-style sports cameras and Google Glass, with ten autopsies
being recorded simultaneously with the two devices. Flaws present in both types of recording
devices were in their relatively short battery life and the limitation of data that could be
stored.

CONCLUSION: Video documentation of autopsies using new generation wearable devices is
a feasible option for both individual autopsy cases and educational purposes of both students
and young pathologists. The different designs are susceptible

12c. Emran Lyutfi, George Stoyanov, Deyan Dzhenkov

DIFFERENTIAL DIAGNOSIS OF DECREASED BONE DENSITY IN AN INFANT
WITHOUT FRACTURES AND GENETIC TESTS. AN AUTOPSY REPORT Scripta
Scientifica Vox Studentium, 2018;2:32-34

Pes3rome:

Hamanena KOCTHa IITBTHOCT KJIIACHYECKH € CBBbP3aHa ChC 3a00IIBaHHUS KaTO OCTEOTCHE3NC
umnepgexra (OI), paxut u ManadcopOuusi. MopdonoruunaTa omeHka, ocooeHo 6e3
T'€HETUYHU TECTOBE N HOJIpO6Ha npeauiiHa MCAUIMHCKAa TOKYMCHTAUA € TPpyaHa.
XeMaTOKCHIJIMH U €03UH, U CIICLUAIHU OLBETSIBAHMA J]aBaT MOJPOOHOCTH 3a IIPOMEHUTE B
KOCTHaTa ThKaH 1 a0HOPMHOTO KOCTHO oOpa3yBaHe. Tyk mpencraBsame JOKIas 3a



neuaTpuyeH MalueHT C XUPYPIrHIHO KOPUTHPaHa WiIeaTHa aTpe3ns U HapyIIeHO KOCTHO
bopmupane, 6e3 1pyru MOpQpOIOTHUHU IPOMEHH BbB BHTPEIIHUTE OPTaHu.
Wurteprperanusra Ha MPOMEHUTE, HAa OHA HA JIMIICAaTa HA MEIUIIMHCKA JOKYMEHTALUS U
TCHETHYHU TECTOBE, CE OCHOBAaBA Ha MATO(PHU3NOIOrMYHUTE MEXaHU3MH Ha MajgadcopOuus u
Hecrien(UIHU TPOMEHH, HAaOII0JaBaH! M JOKJIAJBAHU B MAI[HEHTH C OCTEOTCHE3NUC
umnepgexTa.

Abstract:

Decreased bone density is classically associated with the osteogenesis imperfecta (OI) group
of disorders, rickets, and malabsorption. The morphological evaluation, especially without
genetic testing and detailed previous medical documentation, is difficult. Hematoxylin and
eosin, and special stains give details on the changes in the bone matrix and the severity of
dysmorphological bone formation. Herein we present a case report of a diseased infant with
surgically corrected ileal atresia and impaired bone formation, without any other
morphological changes in the internal organs. Interpretation of the changes, on the
background of the lacking medical documentation and genetic tests, was based on the
pathophysiological mechanisms of malabsorption and non-specific changes observed and
reported in the Ol spectrum of disorders.

13c. Stoyanov G S, Lyutfi E, Dzhenkov D L, et al. (May 12, 2020) Acute Necrotizing
Encephalitis in Viral Respiratory Tract Infection: An Autopsy Case Report. Cureus 12(5):
e8070. DOI 10.7759/cureus.8070

Pe3rome:

Octop Hekporusupail eHiedanut (ANE) e paako yciaokHeHHe Ha BUPYCHUTE HHPEKIIUU ChC
CHEeU(PUYHU XUCTOJIOTMYHU NpoMeHH. ChCTOSIHUETO € Hali-4eCcTO OMMCAHO B MeAaTpuYHaTa
MOTyJIAUsATa, 0baue, TS MOXKe Jia Ce pa3BUe U NPH Bb3PACTHUTE XOpa, KaTo HAKOM F'€HEeTUYHU
(dakTopH, JONMPHUHACAT 32 PA3BUTUETO MY.

JloknaziBaMe ayTOIICMOHEH CiIy4ail Ha MalUeHT ¢ pecnupaTopHa BUPYyCHA HHPEKIHS
YCIIOXKHUJIA CE€ C OCTHP HeKpoTuzupail ennedanur. [lanneHTsT e 77-roauiiHa xeHa ¢
MHOTOOpOHHTE ChIIBTCTBAIIN 3a00IsIBaHNUs, )KUBEEIla B COL[MalieH oM. J[Ba Mecela npeau
TOBA TS € OMJIa XOCHUTAIM3UPaHa C MO3bYeH UH(APKT, MHPEKIMS HA IUXATeTHUTE MbTUIIA U
000CTpsIHE Ha CHITBTCTBAILA XUIIEPTOHUS U JuabeT Tun 2. [Ipr MakpOCKOICKUS Orjiel MO3bKa
€ OTOYEH C HENPO3payHU MEHUHIU U MHOKECTBO TOYKOBATH KPBBOU3INBH. XHUCTOJIOTUYHO CE€
OTKpHuXa Au(y3HU OTHUINA Ha eHIe(alUT, C TOJIEMH y4acTbLIM Ha HEBpaJIHA HEKPO3a
(xoaryynanuoHHa HEKPO3a) OKOJIO KPbBOHOCHHUTE Ch/I0BE U B TpaHUIIATa C OKOJIHUS 3paB
MapeHXUM — OCThpP HEKPOTH3HUpAIll eHIIe(aTuT.

[ManmenTkara e ¢ HeraTMBEH TecT 3a kopoHaBupycHa uHpekus (COVID-19).

Abstract:

Acute necrotizing encephalitis (ANE) is a rare complication of viral respiratory tract
infections, with specific histological changes. The condition is most commonly described in
the pediatric population, however, it can also develop in the elderly, with some genetic factors
being described as contributory. Herein, we report the autopsy finding of a patient with a viral
respiratory tract infection, complicated with ANE. The patient was a 77-year-old female with
multiple comorbidities living in a social home. For the two months prior, she had been
hospitalized with cerebral infarction, respiratory tract infection, and exacerbation of chronic
cardiac failure and concomitant hypertension and type 2 diabetes. On gross examination, the



brain was edematous, with ground-glass opacity meninges a focus of encephalomalacia in the
right cerebral hemisphere and multiple petechial hemorrhages. Histology revealed diffuse foci
of encephalitis, with large areas of neuronal necrosis (coagulative-like necrosis) around the
blood vessels and a sharp border with the surrounding healthy parenchyma - ANE. The
patients tested negative for coronavirus disease 2019 (COVID-19).

1d. Tomova I, Stoyanov G S, Dzhenkov D L, et al. (June 22, 2020) Late Pathomorphological
Features of the Endocrine Pancreas in Patients With Type 2 Diabetes Mellitus. Cureus 12(6):
e8777. DOI 10.7759/cureus.8777

Pe3rome:
BnBenenue

Amunounosara Ha octpoBHus anapat (IAPP) ca xucronornynu npoMeHn Ha aHKpeaca,
BCJIEJICTUBE HAa aHOPMAJIHO HATPyNBaHe HA aMWIMH B MHTEPCTUIMAIHATA ThKaH. AMUJIMHBT €
HEBPOEHJOKPUHEH XOPMOH, CbBMECTHO CEKPETHPaH C MHCYJIMH OT O€Ta KJIETKU U y4JacTBa B
peryiaupaHe Ha NOCTIpaHAnaIHa IIuKeMus. ToBa u3cieaBaHe uma 3a 1ein aa npoyuu IAPP
aMIJION103a KaTo KbCHA MOCJIEIUIA OT JIOIIMS KOHTPOJ Ha HUBATa Ha KpbBHATA IJIFOK03a IIPU
HaueHTy ¢ Tan 2 3axape auabdet (T2DM), npu ayTONCHOHHM CITydau.

Marepuanu u MmeToau

O6mio 34 nocnenoBarenuu ayrorncuu, u3Bbpiienu B Y MBAJI "Csera Mapuna', rp. Bapha, ca
W3BBPILIEHH KOUTO, Os1Xa BKIIOYCHU B U3CJICABAHETO. MaTepuaiy OT omnaikara Ha
MAHKPEachT € IMOIYYEH 32 OI[eHKa Ha ChCTOSHUETO HAa TPOMEHHTE M Ca aHATM3UPAHH 3a€HO
ChC crielu(UYHUTE TPOMEHU B OPraHUTE, CBBP3aHU C BTOPU THUI TUA0ET, KAKTO U C
MCIUIMHCKATa JOKYMCHTAllMAd Ha TAaHUCHTUTC.

Pesynratu

Ot 34 ayroricuu, 10 ciryyas (11ecT )KeHU M YETUPU MBKKH) Ca BKIIIOYEHU B M3CIIEABAHETO,
ce/leM OT Ha KOMTO ca MMaJld MEMIIMHCKA UCTOpUS 3a BTOpU TUN nuadet. CpeaHara Bb3pacT
e Omna 65,7 ronunu (quanaszol ot 50 10 85 roguHM), KaTo BbB BCUUKH CIy4au ca HalIHle
MopdonoruuHy npoMeHu kato Gpudpo3a u IMrnomMaTo3a Ha aHKpeaca, KaTo Npu €AUH OT TIX
€ HaJIMlle aMMJION/103a Ha MaHKpeaca — J0Ka3aH, Ype3 OTJIaraHe Ha KOHTO(HIIEH pO30B,
amop¢eH mMaTtepual B HHTECpPTULIMATIHATa ThKaH Ha OCTPOBHUS arapar.

JaKIroYeHne

OnucanuTe NaTOJIOTUYHH U3MEHEHHS BbB BCUUKHU CIIy4Yad UIIOCTPUPAT MPOTPECUPAIIOTO
YBpEX/IaHe Ha CTPYKTypaTa Ha aHKpeaca, O-CIeIHaTHo ¢ aTpoQus Ha OCTPOBHHUS anapaT v
3ary0a Ha OeTa KJIeTKUTe B KbCHUTE eTamny Ha AuadeT BTopH TuIl ripu amunouo3a (IAPP).

Introduction

Islet amyloid polypeptide (IAPP) amyloidosis is a pathologic alteration of the pancreas,
represented by abnormal accumulation of amylin in the interstitial tissue. Amylin is a
neuroendocrine hormone, co-secreted with insulin by beta cells and participating in
downstream regulation of postprandial glycemia. This report aims to examine |IAPP



amyloidosis as a late consequence of poor control of blood glucose levels in patients with type
2 diabetes mellitus (T2DM) who have been referred for autopsy.

Materials and methods

A total of 34 consecutive autopsies performed at the St. Marina University Hospital, VVarna,
Bulgaria, carried out by a single pathologist were included in the study. Samples from the tail
of the pancreas were obtained to evaluate the state of the changes and were analyzed together
with the specific organ changes associated with T2DM, as well as the medical documentation
of the patients.

Results

Of the 34 autopsies, 10 cases (six females and four males) were included in the study, seven
of whom had a medical history of T2D. The average age was 65.7 years (range 50 to 85
years). In all of the cases, morphological features of fibrosis and lipomatosis were present,
with one of the patients having signs of pancreatic amyloidosis - Congo red positive
deposition of pink, amorphous material in the extracellular matrix.

Conclusion

The described pathological alterations in all of the cases illustrate the progressing impairment
of the structure of the pancreas, especially beta cells dysfunction in late stages of T2D, and
highlight IAPP amyloidosis as the cause of irreversible damage of the isles of Langerhans and
beta cell death.

2d. Emran Myumyun Lyutfi, Reneta Georgieva, George S. Stoyanov, Deyan Dzhenkov
Tumor growth patterns in central nervous system tumors with astrocytic differentiation
http://www.jglioma.com on Sunday, August 2, 2020, IP: 10.232.74.23]

Pesrome:

Llen:

['muamHuTe TYMOPH C acTpounTHA TU(EpEeHINANNs ca Hall-ueCTUTE ITbPBUYHU 3JI0KAYEeCTBEHH
TyMopH Ha Mo3bKa. XaHc Moaxum Illepep ycTaHOBABA XHCTONOTHYHN KPHTEPHH BH30CHOBA
Ha xeMaTokcwInH U eo3uH (H&E) 3a nudepennnanusata uM Ha pa3IMyHU 10 CTENEH Ha
MaJIMTHEHOCT TyMopH. Llenta Ha ToBa mpoy4BaHe € /1a ce u3cie/lBa YecToraTa Ha
CTpyKTypuTe Ha Scherer B pa3nuunu kinacoBe Tymopu Ha C30 kinac ¢ acTpolUTHA
audepeHnranys 1 Aa ce ONpeenu Jald BTOPUUHUTE CTPYKTYPH MoraT Ja ObJIaT U3M0JI3BaHU
KaTo MHCTPYMEHT 3a ONpe/eIsiHE Ha CTENEHTa Ha MaJUTHEHOCT.

Marepuanu u METOU:

W3cnensanu ca o610 36 maeHTH ¢ TYMOpH Ha IieHTpanHata HepBHa cuctema (LIHC) ¢
acTpolMTHa qudepeHuranus Mmexay gespyapu 2018 r. u mapt 2019 r. [IpoyuBanero e
on00peHo ot Komurera 1o eTuka 3a Hay4HU U3ClIeABaHUS, MEIUIIMHCKNA YHUBEPCUTET -
Bapna ,,IIpod. [I-p [TapackeB CrosiHoB, “IIpoToxosn Ne. 20 Ha 26 anpun 2012 r. Hanuuuero
WIM OTCHCTBHETO Ha MbpBUYHM LllepepoBu cTpyKTypH (IICEBIONATMCATHI HEKPO3H,
rJIOMEpYJIOUAHA ChA0Ba poiudepanus) u BTopuunu llepepoBu cTpykTypH (cyOnuamHu
nanucaay, GpacuuKyIapHa arperalus, caTeJIMTo3a OKOJIO HEBPOHUTE U KPHBOHOCHU ChIIOBE)
Ce aHAJIM3MpPa B OLIBETEHH C XEMAaTOKCUJIM €03UH MTPOOH.

Pesynraru:

CnyuauTte ca pa3zaeneHu B e rpynu: 28 ciydas Ha MmyaTHgopMmeH raunodnactom (GBM) u 8
Clly4as Ha acCTpPOLIUTOM OT ITO-HUCHK Kiac. Beuuku 28 cinyyas Ha GBM nposiBsBar
TIceBJI0NaINCca Hu HeKkpo3a. [ Tomepynonanara cbhaoBa nponudepanus € HaJule camo B
89,3% ot cnyuante Ha GBM. I'pynara GBM noka3sa cbiio 67.9% cyOnuanHu maaucaiy,



78.5% (acuukynapHa arperanus Ha TYMOpPHUTE KJIeTKH, 96.4% nepuneBponanHa u 100%
NepuBacKyJjiapHa cateinrosa. B rpynara Ha acTpOIIMTOMHUTE OT O-HUCHK Kiac uma 0%
TICEBJIONAINCAIHA HEKPO3H U IIIOMEPYJIOUIHa chA0Ba mpoiudepauns. Cpen BCUUKU Cilydan
Ha TJIMOMHU OT MO-HUCKK Kiac, 50,0% ca nokazanu cyonuanHu nanucanu, 87,5%
¢bacuukynapna arperamus, 100% nepuneBponaina u 100% nepuBackyiapHa caTeIuTo3a.
N3Boau: BropuuHuTte CTpyKTypH Ha Scherer Morar Jja ce CYMTaT 3a €CTECTBEHHU SIBJICHUS TIPH
TJIMAJIHU TYMOPH, HO HE MOTaT Jia c€ U3IO0JI3BAT KaTO XapaKTEPUCTUKH 32 CTETIEHYBAHETO HM.

Abstract:

Background and Aim: Glial tumors with astrocytic differentiation are the most common
primary malignant brain tumors. Hans Joachim Scherer established histological criteria based
on hematoxylin and eosin (H&E) staining, which form the basis of the World Health
Organization (WHO)

glial tumor grades. The aim of this study was to investigate the incidence of Scherer structures
across different classes of WHO grade tumors with astrocytic differentiation and determine
whether secondary structures can be used as a grade-defining tool. Materials and Methods:

Tumor samples were obtained from 36 patients with central nervous system (CNS) tumors
with astrocytic differentiation between February 2018 and March 2019. The study was
approved by the Committee on Ethics for Scientific Research, Medical University—Varna
“Prof. Dr. Paraskev Stoyanov,” Protocol no. 20 [1] on April 26, 2012. The presence or
absence of primary Scherer structures (pseudopalisading necrosis, glomeruloid vascular
proliferation) and secondary Scherer structures (subpial palisading, fascicular aggregation,
satellitosis around neurons, and blood vessels) was analyzed in H&E stained samples.
Results: The samples were divided into two groups: 28 glioblastoma multiforme (GBM) cases
and 8 lower grade astrocytoma cases. All 28 GBM cases exhibited pseudopalisading necrosis.
Glomeruloid vascular proliferation was present only in 89.3% of the GBM cases. The GBM
group also showed 67.9% subpial palisading, 78.5% fascicular aggregation of tumor cells,
96.4% perineuronal, and 100% perivascular satellitosis. The lower grade astrocytoma group
had 0% pseudopalisading necrosis and glomeruloid vascular proliferation. Among all cases of
lower grade gliomas, 50.0% showed subpial palisading, 87.5% fascicular aggregation,

100% perineuronal, and 100% perivascular satellitosis. Conclusions: Secondary Scherer
structures can be considered as natural phenomena in glial tumors but cannot be used as
features for grading.
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Pe3rome:

PabmonaausaT BapraHT Ha OBOPEYHOKIIETHUYCH KapIIMHOM Ha OBOPELHTE € PAIBK
Mopdonoruden noarun. [locieqHuTe MyOIMKAIIMKA COYAT, Y€ TOW € CBBP3aH C BUCOK
METacCTaTHYCH MOTEHIMAIT 1 JIOIIA ITPOrHO3a.

Mertoau: AHanu3upaxme peTpoCHeKTUBHO Y€CTOTaTa U KIIMHUKOMATOJIOTUYHUTE
XapaKTepUCTUKH HA OBOPEUHOKIIETHYHH KapIUHOMHU 1IpH 112 ciaydas Ha pagukaiHa
HedppekTomust. Marepuanure 6s1xa U3CJIeABAHN XUCTOIOIMYHO U UMYHOXUCTOXUMHUYHO.
[Tonyuenure pe3ynratu 0sixa CTATUCTHYECKH OlIeHeHH ¢ u3noy3Bane Ha IBM SPSS v.23 u p
croitHocT oT <0.05 Gerre npuera KaTo MParoBO HUBO 3a CTATUCTUYECKA 3HAYUMOCT.

Pesynraru: Cenem ot 112 ciyuas Ha 0b0peyHOKIeThYHH KapimHomu (6.25%), Osixa
MPEJCTaBEeHH ¢ padaouHa MOP(OIOTHs. XUCTOJIOTUIHO BCUYKH TYMOPH C pabaouHa
KOMIIOHEHTA ca OT KOHBEHIIMOHAIeH TUTl. Hanmnunero Ha paOIouIHU XapaKTEPUCTHKH Ce
CBBP3Ba C MO-BHCOK TYMOPEH CTa/INH, MO-BUCOK SIPEH aTHIU3bM M 3HAYUTETHO TIOBUIICHA
YeCTOTa Ha ChJI0OBA MHBA3HSI.

W3Boau: Hamwure nanHu npeamnosnarar, 4e padbouiHaTa KOMIOHEHTA pU
OBOPEYHOKIETHYHUTE KAPIIUHOMU € TSICHO CBBP3aH C JOUIUTE MPOTHOCTUYHH (PAKTOPH.
CrnenoBarenHO HASHTU(DUITUPAHETO HA TO3H MOP(OJIOTHYEH ITOATHII € OT PElIaBaIio
3HAQUYEHHE 3a JICUEHUETO U MPOrHo3aTa Ha T€3U NalUEHTH.

Abstract:

Background: Adult rhabdoid renal cell carcinoma (RRCC) is a rare morphologic subtype of
renal cell carcinoma (RCC). Recent reports have suggested that RRCC is associated with high
metastatic potential and poor prognosis. Methods: We retrospectively analyzed the incidence
and clinicopathologic characteristics of RRCC in 112 radical nephrectomy cases. The
specimens were examined histologically and immunohistochemically. The results obtained
were statistically evaluated using IBM SPSS v.23, and a p value of <0.05 was accepted as a
threshold level for statistical significance.

Results: Seven of the 112 RCC cases (6.25%) presented with rhabdoid features.
Histologically, all the tumors with rhabdoid component were of conventional type. The
presence of rhabdoid features was associated with higher pathological tumor stage, higher
nuclear grade and significantly increased incidence of vascular invasion.

Conclusions: Our data suggest that rhabdoid component in RCC is tightly linked to poor
prognostic factors. Therefore, identification of this morphological subtype is crucial.



