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JIOKTOpcKa mporpama “Kinunuyna nadoparopus

ABTOp: 1-p Banepus 3npaskoBa Pauea
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Tema: , IIpomsiHa B HMBaTa Ha HAKOU OENTHIM MIPH KEHU C OBapHAIHU TYMOpHU
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Jlotr. n-p IMasmuna Mopranosa- Jlanesa, 1.m., MY- ITneBen

1. OOmio npeacTaBsiHe HA MpoleaypaTa

[IpencraBeHUsAT KOMIUIEKT MaTepralii CbOTBETCTBA HA U3UCKBAHUATA HA IpoLeaypaTa 3a
npunobuBane Ha OHC ,, Jloktop®, cbriiacHO npaBuiHuKa Ha MY — IlneBeH u BKIIOYBa
BCHYKH HEOOXOAUMHU JTOKYMEHTH.

2. Kparku ouorpadgpuyHu JaHHU 32 JOKTOPAHTa

JI-p Banepus PaueBa e pomena mpe3 1973r. 3asppmBa [IMI' ,,Hanuo IlomoBmu®, rp.
Hlymen mpe3 1991r. u Meauuuna B MY — Ilnesen mpe3 1997r. Ot 1998r. no 2008r. pabotu
nocnenoarenHo karo yekap B LICMII- rp. IlneBen u kaTo oOLIONpaKTHKYBAIl JieKap-

nequathp. [Ipe3 2008r. 3amouBa paborta kaTo Jekap W crenuanusamnus B KinHuuHa



naboparopust Ha YMBAIJL ,JI-p T'eopru Crpancku® — IlneBen. Ilpe3 2012r. mpuaoOuBa
cnernranHoct no Knuamuna madopatopusi. Ot 2013r. 1o momenta padotu B CBAJIATL ,,Cseta
Mapuna“ — [neBen. Ot 2018r. e acucTeHT B Karenpa ,, Dusnka, buopusnka, NpeaKTHHIIHI
Y KJIMHUYHU HayKu* Ha @D, MY — [1neBen, a ot 2019 e 3aunciena KkaTo JOKTOPHT B PE€OBHA
dbopma Ha oOydeHHe MO JOKTOpcka mporpama “KinumHuuyHa mabopatopus™, mpodecruoHarTHo
HanpasiieHue 7.1 Menununa.

3. AKTYaJHOCT HA TeMaTa

Cnopen nanHum Ha MexayHapogHaTa areHius 3a wu3cienBaHe Ha paka (IARC)
GLOBOCAN or 2020 roguna, oBapuaiaus kapiuuHoMm (OK) e Ha ocMO MsCTO 1O yecToTa
Cpex KEHUTE B CBETOBEH Mamiad M Ha CEIMO MSCTO KaTO MpPUYMHA 33 cMBPTHOCT. B EBpoma
cnopen nanHu Ha EBpomneiicka mHpopmanronna cucrema 3a paka (ECIS) xapuuHOMBT Ha
SMYHUKA 3a€Ma [IECTO MSCTO 10 YECTOTa CPel )KEHHUTE, a CMBPTHOCTTA OT paK Ha SMYHUKA €
3.6 — 9.3/ 100 000 xenu. B bwarapus cniopen naHauTe Ha HanmoHamHUs pakoB pEeTrUCThp OT
2017 roauHa, KapUMHOMBT Ha SHYHMKA 3aeMa CEIMO MSCTO [0 YECTOTa Cpej
3JI0KQYE€CTBEHUTE 3a00JIABaHMSI M IIECTO MSCTO KaTO IMPUYMHA 3a CMbpPTHOCT. PakbT Ha
SMYHUKA € Ha TPETO MSCTO MO YeCTOTa Ha JIOKAIHM3aIUs cpell KapIUHOMHUTE Ha >KEHCKUTE
MIOJIOBM OpraHH, HO € jujep mo jetanuteT. OCHOBHHUTE MPHYMHU 3a TOBA Ca JIMIICaTa Ha
paHHa KIMHWYHA CHMIITOMATHKA, NTUArHOCTUIIMPAHE B HAMPEAHAN CTAJAWA W HEePCKTUBHU
CKPUHHUHIOBU IporpaMu. [loHacTosIeM JUIcBa uaeaieH, HaJaex1eH OnomMapkep, KOIMTo aa €
€IHOBPEMEHHO CTaOWIIeH, CHJIHO crhenupuyeH, YyBCTBUTENEH W eBTHH. OT BCHYKHU
W3CNe/IBAHM KBbM MOMEHTa OuoMmapkepu, AeMoHcTpupamu Bpb3ka ¢ OK, ce wu3momssar
OmoMapkepuTe ¢ Hal-BHUCOKa MH(POPMATHUBHA CTOWHOCT, MOOTIEITHO WM KOMOWMHUPAHH B
MyJITUMapKepHU maHenu, kato ogodpenutre ot FDA - OVA1, OVERA, ROMA u CPH-I.
Te3u TecTOoBE MMAT MPEAUMCTBA, HO U HEJOCTATHIMU. 3a Aa ObAe eIuH OMoMapKep MOIXOISI]
3a CKpPUHHUHT M paHHa JMAarHOCTHKA, TpsOBa Ja TMOKa3Ba U3MEPUMH TPOMEHH B
HEMHBA3UBHUTE NMPOOH, MOJYyYEHH OT MAlMEHTH B PaHEH CTaJAuil Ha 3a00JsBaHETO; 1a Oble
MH(POPMATHUBEH 3a BCHYKU XUCTOJIOTHYHH U MaToNoruyHu noarunose Ha OK; 1a e HagexaeH.

YoBeHmIKUAT KPBBEH IMPOTEOM ChIBpPKA PA3NMUUYHU OCNTHIM W TEXHUTE CEPYMHH
KOHIIGHTpAallUd MOTraT Ja TMOKa3BaT MPEABUIMMU IPOMEHH B OTIOBOP Ha pa3BWIO CE
37I0Ka4ecTBeHO 3a0omsBane. [Ipu moaxomasio koMmOuHUpaHe, Te3u OeNThlN Ouxa Aanu J00bp
croco0 3a AMarHoCTUIMpaHe Ha SHYHUKOBH TyMopu. Heo6xoanma e epextrBHa cTpaTerus 3a
CKPUHHMHT 3a OTKpuBaHe Ha paHeH craiauil Ha OK, kodTO mMa cnocoOHOCTTa /a HalpaBu

pasjinka MCEKAY )106pOKa‘{eCTBCHaTa TbKaH W PAaHHUTEC 3JIOKAYCCTBCHO TpaHC(bOpMI/IpaHI/I



KJIETKA C BHUCOKA JUArHOCTMYHA YYBCTBUTETHOCT U crneuuduuHoct. ToBa 3HaUUTENHO OU
Hamanuio cMbpTHOCTTA OT OK.

OnpenensiHeTO Ha KOHLIEHTpalUsITa Ha KapuuHoeMOproHaieH aHTureH - CA125 B cepym
Cce M3MO0JI3Ba IIUPOKO, HO TOW € HEIOCTaThYeH KaTo €JAMHCTBEH OuMOMapKep 3a pPaHHO
otrkpuBane Ha OK u uma Hali-rosIMo 3HaueHUE 32 MOHUTOPHUPAHE Ha TepanusaTa U OTKPUBaHE
Ha pEeIHIUB Ha 3200 SIBAHETO.

Hskon wu3TOUHMIM onpeaensT uoBemku enumuaumed nporeud 4 (HE4) xato Haii-
e(deKTUBEH TYMOPEH MapKep 3a IMarHOoCTUKa B paHHUTE (a3 Ha KapLMHOM Ha SHYHMKA, HO
CIOpea IpYrd aBTOPU HEropara AMArHOCTUYHA TOYHOCT € MPOTHBOPEYMBA U MOAJEKH HA
JOM'BIIHUTEITHA OIICHKA.

B xoHTekcTa Ha paHHATa AMArHOCTHKA HA OBApUAIIHUS KapIHAM CE M3CJICABAT M IIUPOK
CHEKTBP OT CEPOJIOTUYHHU MAPKEPH.

W3xoknaliku OT BB3MOXHOCTUTE HAa CEPYMHUTE MPOTEMHU 3a JUArHOCTULIMpAHE Ha
OBapHaIHM TYMOpH, KaKTO W MPHJIATAHETO MM 3a IPEIONEepPaTHBHO pa3rpaHWYaBaHE Ha
37I0KQYECTBEHUTE OT JOOPOKAYECTBEHHTE OBAPHUAIHHU TYMOPH, C II€JT MaKCHUMAaIHO OBP30,
W3MpEeBapBailki WHBA3UBHUS METOJl — XHMCTOMATOJOTMYHATAa OWOICHSA, J1a C€ MOANOMOTHE
B3€MAaHETO Ha MPABWJIHM M HACOYEHHM pEIICHUS 3a JUarHo3a Ha OBapHalleH TyMOp U
mudepeHnraiHa JUarHo3a Ha JOOPOKAYeCTBEHH W 3JI0KAYECTBEHH OBAapHATHH TYMOPH, B
JMICepTallMOHHUS TPYA Ha J-p Banepus PadeBa ce mpocnensBar u aHanu3upaT MNPOMEHHUTE B
KOHIIGHTPALMUTE Ha TMeT CEpyMHU IMpOTeHMHa — TpaHcTupeTuH (mpeanOymun TTR),
tpancpepun (TFR), AnoAl numonporeuH (ApoAlLP), B. muxpornobymun (B MG) u
kapuuHoeMOproHaneH aHTureH 125 (CA 125) npu jxeHu ¢ OBapuaHU TYMOPH.

Bceunuko ToBa, onpenens TeMaTta Ha AMCEPTAIMOHHUS TPYX KaTo aKTyajHa, OpUTHHAIHA U
MoJie3Ha 3a KJIMHUYHATa MpakTuKa. Pe3ynrarure ca OT 3HaUeHUE 3a Pa3BUTHETO HA HAayKaTa U
MIPAKTUYECKOTO MOBEICHHE.

4. OueHka Ha TUCEPTALHOHHMSA TPY/]

JlucepTauMOHHUAT TPy € HanucaH Ha 180 cTaHgapTHU CTPAHMIM U € OHArJIeeH ¢ 79
¢burypu, 65 tabmuu u 5 npuitoxxkenus. OpopmMeH e B cieHUTe pa3aenu: 3arjaBHa CTpaHuIa,
Copabpkanue (3 crpanunm), HM3mom3Banu chbkpamenus(2 crpanuiu), BbBenenue(2
crpanunu), Jlureparypen 0030p(33 crpanunm), Llen u 3amaun(l crpanuna), Marepuan(l
crpannma), Metoau(10 crpanurm), Pesynraru(59 crpanunm), O6¢wxmaane(16 crpanuim),
W3Boau(3 crpanunu) u [punocu(2 crpanuim). bubnauorpadusra cwappika 160 3arnasus - 4

Ha Kkupuiuna u 156 Ha natuHuna.



CTpyKTypa Ha 1MCepPTALMOHHUS TPYA
CrtpykTypara u ChABPIKAHUETO Ca MPEICTABEHU KOPEKTHO U ToipoOHO. 3BeneHu ca Haii-
YeCTO M3MOJI3BAHUTE ChKpamieHus. OTAENHUTE TIaBH M MOATIABUA Cca HAAJICKHO O0(OpPMEHH,
KOETO J]aBa SICHOTA U MPErjieAHOCT Ha TUCEPTALUOHHUS TPY/L.

JluteparypHusit 0030p € MHOro J00pe CTPYKTypUpaH U BKJIIOYBA aKTyajHa
uHpopmanus no temarta. [IpeacraBenn ca mogpoOHO €MUAEMUOJIOTHYHUTE JaHHU 32 Pak Ha
AWYHMKA, B CBETOBEH W HamuoHaleH Mmamial. IlogpoOHO ca ommMcaHM XUCTOJIOTUYHHUTE
BapHaHTH Ha TYMOpU HA SHYHULIUTE W METOAWUTE 3a JAMATHOCTULHMPAHETO UM -
TpaHCBarvHajiHa  yATpacoHorpadusi,  XHCTONATOJOTMYHO  H3CIeABaHe,  KIMHUYHO-
nabopaTopHu Mapkepu. Pasriieqanu ca enmuaeMHuONIOTHs, PUYMHK, BHIOBE M CTaJupaHe Ha
KapLUMHOM Ha SHYHHMKA, Bpb3KaTa My C OBYJalUMsITa U Bb3najgeHueto. Hampasen e 0630peH
mperjel Ha TpaHCTHUpeTHH (mpeanOymuH), anoAlnumomnporeuH, TpaHchepus, [
MUKpoOrjaoOynuH. OnucaHu ca ChbBPEMEHHHTE TEHACHLUU B JAMATHOCTUYHHUTE MOAXOIU 3a
JI0OKa3BaHE Ha OBAPUAIHU TYMOPH, KaTro C€ 3alo4yHE OT MOTEHUHUATHUTE EIUHUYHU
omomapkepu - CA 125; uHACKC Ha PUCKa OT 3JIOKA4eCTBEHU 3a0oisBaHuss RMI; goBemku
enuauaumed npotenH 4 HE4. Ouenenu ca u pa3ianyHu MaHeau OT OMOMapKepu 3a OTKpUBaHE
Ha oBapuaneH kapuuHoM - OVA 1, MoauduiupaH aHaiu3 Ha MHOTOMAapUaHTHUS WHIEKC
MIA, OVERA, ROMA u Copenchagen index CPH-I.

Buwxna ce, ye JOKTOpaHTKaTa OTJIMYHO IO3HaBa IpobOiieMa M MPEeACTaBsl 3aAbJI00YeH
aHau3.

HenaTa Ha nucepTalMOHHUS TPYA € SACHO (opMmyiHpaHa, a UMEHHO Ja ce€ MPOCIean
MpOMsAHAaTa Ha KOHLEHTpalMiTa Ha TMeT TMpOTeMHAa — TPAHCTUPETHH, TpaHC(EpUH,
AnoA lnunonporeuH, B2 MukpornoOynuH u CA125 npu KeHu ¢ oBapuaiHM TYMOpH, Jia ce
MpOy4Yr TSAXHATa WH(OPMATHBHA CTOWHOCT U JMATHOCTUYHUTE MM BB3MOXKHOCTH 32 PAaHHO
JIOKa3BaHE Ha OBApHAJEH TYMOp, KaKTO M 3a MPEIONepaTUBHOTO pa3rpaHUYaBaHE Ha
OBapuajeH KaplUHOM OT 100pOKaueCTBEHUTE OBAPUAIHU 3a00JIIBAHHUS.

Marepuan u MeToaM — 3a LIEUTE Ha HacTosuara Aucepranus 1-p PayeBa uscnensa
60 31paBy, aCHMIITOMATUYHY K€HU, 0€3 KIMHUYHO WU MapaKIMHUYHO U3SBEHH 3200 IsIBAHUS
n 120 >xeHu Ha cpeiHa Bb3pacT, XOCIIUTANU3UpaHu B [ MHekonornyHa kimHuka Ha Y MBAJI
»CBera Mapuna“ rp. Ilnesen B mepuoma 01.2020r. - 11.2020r. Cnem onepaTuBHaTa
MHTEPBEHIIMS U HallpaBeHaTa XUCTOIMATOJIOTHYHA OWOTICHS TE€ ca pa3JielieHH B JIBE TapreTHU
nmoarpynu. Al- 60 mamMeHTKH ¢ JoKa3aH XHCTOJIOTMYHO oBapuaieH kapuwHoMm u A2- 60
MAIMEHTKHU ¢ J0Ka3aHa XMCTOJIOTHYHO OBapuaiiHa kucta. JloOpe u3BeaeH! ca KPUTEPUHUTE 32

BKJIIOYBAHE U M3KJIIOYBAaHE B MpOydBaHETO. 3a pedepeHTHH MHTepBaiu U cut off croitHocTH



ca M3IMOJ3BaHM 33/IaJICHUTE CTOMHOCTH Ha KUTOBETE PEAKTUBH OT (PUPMHTE MPOU3BOIUTEIH, C
KOUTO Ca WU3BbPUICHU JA0OPATOPHUTE OINPEACIISIHUS Ha M3CIEABAHUTE IOKa3aTelu.
MertonuTe, KOMTO Ca HW3MOJI3BAHU Ca: AHKETEH METOJ; KIMHUYHU METOJU, BKIIIOYBAIIU
aHaMHe3a ¥ (U3UKAITHO M3CJIeBAHE - THHEKOJOTUYEH CTaTyC; XMCTOMATOJIOTHYHA OMOIICHS;
KJIMHUKO- XMMHUYHU METOAM 3a ONpeAesisiHe Ha uscieAaBaHute mnporemHu - CA 125,
npeaiOyMuH / TpaHCTUPETUH, TpaHchepuH, P2 MukpormoOymuH, AmMoAl IHUIONpPOTEHH.
JlaHHWTE OT MPOYYBAHETO ca OO0pabOTeHH CBhC COPTYCpHU CTATHCTUYECKH TAKETH
STATGRAPHICS; SPSS u EXCEL for Windows. M3nos3Banu ca JEeCKpUIITUBEH aHAJIM3,
HerapameTpuieH TecT Ha Kommoropos-CmupnoB u [llanupo-Yunik, BapuanuoneH, rpadgudeH
aHaJIN3, HemapaMeTpudeH TeCT Ha MaH-YUTHH, KopelanuoHeH aHanu3, perpecuoHer, ROC
aHaju3.

Pe3syaratu — pe3ynraTuTe OT NMPOYYBAHETO ca MpeicTaBeHH B 4 pasjmena, mo0pe
OHAarJNeNeH! B TabmuW4yeH W rpaduueH BUI, NPUAPYKEHU ¢ KomeHTap. llpencraBenu ca
pe3yiaTaTH Ha WU3CJICIBAHUTE JIMIAa B TPUTE €Tana Ha mpoyuBaHeTo. OTpa3eHu ca MPOMEHHTE,
HACTBIIBAIM B KOHIEHTPAIIMUTE HA TETTE IJIa3MEHU MPOTEHUHA TMPU KEHU C OBApUATHHU
Tymopu. OTueTeHa € Bpb3KaTa Ha MEHOIMAy3alHHs CTaTyC Ha MAlMEHTKUTE C OBapHallHU
TYMOPH W TPOMEHHUTE B CEpyMHUTE HHUBa Ha WH3CieIBaHUTE MporenHu. ['paduyno ca
MMOKa3aHW JMArHOCTUYHTA YYBCTBUTEIHOCT W CHCHM(PUYHOCT HA TETTe MNPOTEHHA TIpH
JIOKa3BaHE HAa OBapHaJIeH TYMOP. 3a BTOPHS €Tall Ha MMPOYYBAHETO Ca MOKa3aHW MTPOMEHHUTE B
KOHIIEHTPALMUTE Ha MeTTe MIa3MEHU MPOTEUHA MPH KEHU ¢ OBApUAJICH KapIMHOM U KEHU C
oBapuaiHu KucTU. OTUETEHO € BIMSHUETO Ha MEHOIMAay3aTa BbpXy MPOMEHUTE B HUBATA WM.
OTHOBO ca OHArJeJACHH TUArHOCTHMYHA YYBCTBUTEIHOCT M CIEIM(PUYHOCT HA BCEKU €IHUH
MPOTEHH MpHU OTAU(PEPEHIIMpPaHe HA OBapHaJieH KapIIHOM OT oBapuaiHa kucrta. OreHeHa e
MpOMsHATa B KOHIIEHTPALlUATa Ha BCEKH OT METTe MPOTEHHA B 3aBUCHMOCT OT CTaJus Ha
KapiuHOMa. B TpeTHs eram Ha MpOy4YBaHETO ca MOJEIHPAaHU BPH3KU HA OBApUATHHS TYMOpP
Yype3 JIOTUCTUYHA PErpecrs; MHOKECTBEHA JIOTUCTUYHA pPEerpecus 3a MallUeHTH C OBapHUaJICH
KapIIMHOM U OBapHaJIHa KUCTA; (hOpMyJia C y4aCTHETO Ha METTE MPOTErHA 3a IIPeI0NepaTUBHO
pasrpaHr4yaBaHe Ha OBapHalieH KapIIMHOM OT OBapUaHa KUCTA, KOATO pasriiekaa TPU MoJiena
- MOJeN TNpH MEHOolay3a, MOJeN MpU MpeMeHomay3a W o0Il Moaen Oe3 3HadeHHe OT
MEHOTIay3aJTHHS CTaTyC.

B o0cbxkaaHeTo ca KOMEHTHpPaHM TOJIPOOHO KIMHUKO - JaOOpaTOpHHUTE
xapakrepuctuku Ha TTR, ApoA1LP, CA125, TFR u B2 MG. [IpencraBenu u AUCKYyTUpaHU ca
MPOTHOCTUYHATA CTOMHOCT Ha BCEKU €JIMH OT MpoyduBaHUTE Omomapkepu. KomeHTupaHu ca

MNPOMCHHUTC, HACTHhIIBAIIM B KOHIOCHTPAUHWUTC HA IMCETTC NPOTCHHA IPU KCHU C OBApHAIHU



TYMOPH; BIMSHHETO Ha MEHOIay3aTa BbPXY IPOMEHHUTE, HACTHIIBAIIM B KOHIIEHTPAIUUTE HA
NeTTe MpOTEeHMHAa NPU KEHUTE C OBapUAICH TYMOpP; KOMEHTHUPAaHH Ca JUArHOCTUYHATA
YYBCTBUTEIHOCT U CIEHU(PUYHOCT HA M3CICABAHUTE OMOMAapKepH MpPHU JAUArHOCTUIIMPAHETO
Ha OBapualieH TyMOp; OOCHJIEHH ca MPOMEHHUTE, KOMTO HACTHIBAT B KOHIICHTPAI[MUTE HA
NeTTe NPOTEHHA IIPU XXEHU C PaK Ha SWYHUKA W KEHU C OBAPHUAIHU KUCTH; OTYETCHO €
BIMSIHUETO HAa MEHOINAy3aJIHUS CTaTyC NpU Ta3W Tpyla; 3a cCbhllaTa TIpymna, CHPSMO
JMAarHOCTHYHATA YYBCTBHTEIHOCT W CHEHU(PHYHOCT Ha U3CIEIBAHUTE II0KA3aTeNd Ce
M3BEXJAT KPUTEPHUH, KOM OT TSIX MOrar jaa ObIaT M3MOJ3BaHM 3a JMAarHOCTHKA U KOW 3a
ckpuHHHT. [Ipn Monenupane Ha BpPB3KM HAa OBapHaleH TyMOp 4pe3 JIOTUCTUYHA PETpecHs,
MpUJIaraiiku JIOTUCTHYEH PETPEeCHOHEH aHAlM3 € MPOBEPEeHa KakBa € TEKECTTa Ha MIECTTe
¢axropa: Be3pact, TTR, ApoAILP, CA125, TFR u B> MG mnpu omnpenensiHe Ha pucka 3a
BB3HHKBAaHE Ha TYMOPHO 00Opa3yBaHUe Ha sSifyHMKA. JJuCKyTHpaHa e popMyiia C y4acTHETO Ha
HeTTe MpOTEeUHa, KOSATO Ja ce Ipujara B IpefolepaTUBHOTO pasrpannyaBaHe Ha OK ot
oBapuaiHa krcra. OTHOBO € OIIEHEHa, KaTO MOJIEN 33 AUATHOCTHKA U CKPUHUHT.
B nucepraumonnusT Tpyn ca m3BeneHun 10 M3Boga, KOMTO ca B CHOTBETCTBUE C
MOJTYYEHHUTE PE3YITaTH U ca JIOTHYHO M3BEJICHH OT IIOCTAaBSHUTE 3aJauH.
IIpuHocUTE B ITUCEPTAIMOHHUS TPYA Ca Pa3leNiCHH B JIB€ KaTErOPHU: C OPUTHMHAICH
XapakTep ¥ ¢ HAayYHO-TIPHJIO’KEH U IOTBBPIUTEIICH XapaKTep.
5. ABTopedepar u nyoJUKaNMH, CBbP3aHHU C TUCEPTAUOHHUS TPYA:
ABTOpedepaTbT, KaTO ChIbPKAHUE U KadeCcTBO, MPEJCTaBs MbIHO PE3YNTaTHTE OT
Hay4YHOTO ThpCEHE B qucepTauusaTa. JucepraHThT uMa 3 HaydyHU ImyOsnuKanuu u 1 ydactue B
HayYHH (OpYMH, CBBP3aHU C JAUCEPTAIMOHHUS TPYA. YYacTBall € B [BA HAYYHHU IPOEKTA HA
MY — IIneBeH.
6. Ilpenopbku U 3a0e/1eKKH
bubnuorpadusra He e 1oOpe CTyKTypupaHa U cMsATaM, 4e Ou ce oboratuia ¢ moBeye
10- HOBH JINTEPATYPHHA U3TOYHHIIH.
7. 3akiouyeHmue:
JlvcepTalluoHHUAT TpyA Ha I-p Banepus 3npaBkoBa Pauesa ,IIpomsHa B HHBaTa Ha
HSKOM OENThLM HpPHU JKEHU C OBAPHAIHH TyMOPHU™ € aKTyaJleH W MPABUIIHO CTPYKTYpHpaH.
JIoKTOpaHTKaTa IOKa3Ba, Y€ MOXKE Ja IMPOBEXKAAa CAMOCTOSTETHO KOMIUIEKCHHM Hay4YHU
MIPOYYIBAHHS.
JucepramusiTa OTroBaps Ha BCHYKH HM3UCKBAaHHWS Ha 3akoHa 3a pa3BUTHE Ha

akaneMH4yHusi cheraB B PenyOnuka Benrapus(3APCB), [IpaBuiiHuka 3a HEroBOTO MpHiIaraHe



u IlpaBunHuKa 3a pa3BUTHE Ha akaJeMUYHHS cbcTaB B MY — IlneBeH 3a mpupoOnBaHe Ha
oOpa3oBarenHa ¥ Hay4Ha CTeNeH ,,JJokTop*.

VY06eneHo naBaM IOJIOKHTETHO CTAaHOBMILE U NPUKAHBAM YBa)Ka€MHUTE UJICHOBE Ha
Hayunoto xypu, n1a mpuchAsT oOpazoBaTelHaTa M Hay4yHa cTereH ,,JlokTop* mo HayuHara

cnenuanHoct ,,Knuanuna nadoparopus‘ Ha 1-p Banepus 3apaBkoBa Pauesa.

25.01.2024r. Iloamuc: Ha ocHoBaHue un. 59 or 33N

rp. [IneBen /mont. J1-p Upena ['enueBa, .M./
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1. General presentation of the procedure
The presented set of materials corresponds to the requirements of the procedure for acquiring
the ESD Doctor, according to the regulations of the MU - Pleven and includes all the

necessary documents.

2. Biographical data of a doctoral student
Dr. Valeria Racheva was born in 1973. Graduated “Nancho Popovich” Secondary School,
Shumen, in 1991 and Medicine at MU - Pleven in 1997. From 1998 until 2008 worked

successively as a doctor in the CEMH - Pleven and as a general practitioner - pediatrician. In



2008 began working as a resident doctor in the Clinical Laboratory of UMHAT "Dr. Georgi
Stranski" - Pleven. In 2012 acquired a specialty in Clinical Laboratory. Since 2013 until now,
she works in UMHAT "Sveta Marina" - Pleven. From 2018 is an assistant at the Department
of "Physics, Biophysics, Preclinical and Clinical Sciences™ of FPh, MU - Pleven, and since
2019 has been enrolled as a full-time doctoral student in the "Clinical Laboratory" doctoral

program, professional direction 7.1 Medicine.

3. Relevance of the topic

According to 2020 International Agency for Research on Cancer (IARC) GLOBOCAN data,
ovarian carcinoma (OC) is the eighth most common cancer among women worldwide and the
seventh leading cause of death. In Europe, according to data from the European Cancer
Information System (ECIS), ovarian carcinoma ranks sixth in frequency among women, and
the death rate from ovarian cancer is 3.6 - 9.3 / 100,000 women. In Bulgaria, according to the
data of the National Cancer Registry from 2017, ovarian carcinoma occupies the seventh
place in terms of frequency among malignant diseases and the sixth place as a cause of death.
Ovarian cancer ranks third in frequency of localization among carcinomas of the female
genital organs, but is the leader in terms of mortality. The main reasons for this are the lack of
early clinical symptoms, diagnosis at an advanced stage and ineffective screening programs.
An ideal, reliable biomarker that is both stable, highly specific, sensitive and inexpensive is
currently not available. Of all biomarkers studied so far demonstrating an association with
OC, the biomarkers with the highest informative value, individually or combined in
multimarker panels, such as the FDA-approved OVA1l, OVERA, ROMA and CPH-I, are
used. These tests have advantages as well as disadvantages. For a biomarker to be suitable for
screening and early diagnosis, it must show measurable changes in non-invasive samples
obtained from patients at an early stage of the disease; to be informative for all histological
and pathological subtypes of OC; to be reliable.

The human blood proteome contains diverse proteins and their serum concentrations may
show predictable changes in response to advanced malignancy. When properly combined,
these proteins would provide a good way to diagnose ovarian tumours. An effective screening
strategy for the detection of early-stage OC is needed, which has the ability to distinguish
between benign tissue and early malignantly transformed cells with high diagnostic sensitivity
and specificity. This would significantly reduce OC mortality.



Determination of the concentration of carcinoembryonic antigen - CA125 in serum is widely
used, but it is insufficient as the only biomarker for early detection of OC and is of the
greatest importance for monitoring therapy and detecting relapse of the disease.

Some sources define human epididymal protein 4 (HE4) as the most effective tumour marker
for diagnosis in the early stages of ovarian carcinoma, but according to other authors, its
diagnostic accuracy is controversial and subject to further evaluation.

In the context of early diagnosis of ovarian carcinoma, a wide range of serological markers
are also investigated.

Based on the possibilities of serum proteins for the diagnosis of ovarian tumours, as well as
their application for preoperative differentiation of malignant from benign ovarian tumours,
with the aim of as quickly as possible, ahead of the invasive method - the histopathological
biopsy, to support the making of correct and targeted decisions for the diagnosis of ovarian
tumour and differential diagnosis of benign and malignant ovarian tumours, in the dissertation
work of Dr. Valeria Racheva, the changes in the concentrations of five serum proteins -
transthyretin (prealoumin TTR), transferrin (TFR), ApoAl lipoprotein (ApoAIl1LP), B2
microglobulin (B2 MG) and carcinoembryonic antigen 125 (CA 125) is being followed and
analysed in women with ovarian tumours.

All this defines the topic of the dissertation work as current, original and useful for clinical
practice. The results are relevant to the development of science and practical behaviour.

4. Evaluation of the dissertation work

The dissertation is 180 standard pages and illustrated with 79 figures, 65 tables and 5
appendices. It is structured in the following sections: Title page, Contents (3 pages),
Abbreviations used (2 pages), Introduction (2 pages), Literature review (33 pages), Aim and
tasks (1 page), Material (1 page), Methods (10 pages), Results (59 pages), Discussion (16
pages), Conclusions (3 pages) and Contributions (2 pages). The bibliography contains 160
titles - 4 in Cyrillic and 156 in Latin.

Structure of the dissertation
The structure and content are presented correctly and in detail. The most frequently used
abbreviations are listed. The individual chapters and sub-chapters are properly designed,

which gives clarity and clarity to the dissertation work.



The literature review is very well structured and includes up-to-date information on the
topic. Epidemiological data on ovarian cancer, worldwide and nationally, are presented in
detail. The histological variants of ovarian tumours and the methods for their diagnosis are
described in detail - transvaginal ultrasonography, histopathological examination, clinical and
laboratory markers. The epidemiology, causes, types, and staging of ovarian carcinoma, its
relation to ovulation, and inflammation are reviewed. Transthyretin (prealbumin),
apoAllipoprotein, transferrin, B2 microglobulin were reviewed. The modern trends in
diagnostic approaches for proving ovarian tumours are described, starting from the potential
single biomarkers - CA 125; risk of malignancy index RMI; human epididymal protein 4
HE4. Different panels of biomarkers for the detection of ovarian carcinoma - OVA 1,
modified analysis of the multivariate index MIA, OVERA, ROMA and Copenhagen index
CPH-1 - were also evaluated.

It can be seen that the PhD student knows the problem very well and presents a thorough

analysis.

The aim of the dissertation work is clearly formulated, namely to track the change in the
concentration of five proteins - transthyretin, transferrin, ApoA llipoprotein, B2 microglobulin
and CA125 in women with ovarian tumours, to study their informative value and their
diagnostic possibilities for early evidence of ovarian tumour, as well as for the preoperative

differentiation of ovarian carcinoma from benign ovarian diseases.

Material and methods - for the purposes of this dissertation, Dr. Racheva examined 60
healthy, asymptomatic women, without clinically or paraclinically manifested diseases, and
120 middle-aged women, hospitalized in the Gynecology Clinic of UMHAT "Sveta Marina",
Pleven, in the period 01.2020 - 11.2020. After the surgical intervention and the
histopathological biopsy, they were divided into two target subgroups: Al- 60 patients with
histologically proven ovarian carcinoma and A2- 60 patients with histologically proven
ovarian cyst. The inclusion and exclusion criteria in the study are well defined. For reference
intervals and cut off values, the set values of the reagent kits from the manufacturing
companies, with which the laboratory determinations of the studied indicators were
performed, were used. The methods used are: survey method; clinical methods including
history and physical examination - gynecological status; histopathological biopsy; clinical-
chemical methods for determining the investigated proteins - CA 125, prealbumin /

transthyretin, transferrin, B2 microglobulin, ApoA1l lipoprotein. Survey data were processed



with STATGRAPHICS statistical software packages; SPSS and EXCEL for Windows.
Descriptive analysis, Kolmogorov-Smirnov and Shapiro-Wilk non-parametric test, variance,
graphic analysis, Mann-Whitney non-parametric test, correlation analysis, regression, ROC

analysis were used.

Results - the results of the study are presented in 4 sections, well-illustrated in tabular and
graphical form, accompanied by commentary. The results of the subjects in the three stages of
the study are presented. The changes occurring in the concentrations of five plasma proteins
in women with ovarian tumours are reflected. The relation between the menopausal status of
patients with ovarian tumours and the changes in the serum levels of the investigated proteins
is reported. The diagnostic sensitivity and specificity of the five proteins in proving ovarian
tumour are shown graphically. For the second stage of the study, the changes in the
concentrations of the five plasma proteins in women with ovarian carcinoma and women with
ovarian cysts are shown. The influence of menopause on changes in their levels has been
reported. Again, the diagnostic sensitivity and specificity of each protein in differentiating
ovarian carcinoma from ovarian cyst are demonstrated. The change in the concentration of
each of the five proteins was evaluated depending on the stage of the carcinoma. In the third
stage of the study, ovarian tumour relations were modeled by logistic regression; multiple
logistic regression for patients with ovarian carcinoma and ovarian cyst; formula involving
the five proteins for preoperative differentiation of ovarian carcinoma from ovarian cyst,
which considers three models - menopausal model, premenopausal model and general model

regardless of menopausal status.

The clinical and laboratory characteristics of TTR, ApoA1LP, CA125, TFR and B> MG are
commented in detail in the discussion. The prognostic value of each of the studied
biomarkers is presented and discussed. The changes occurring in the concentrations of the
five proteins in women with ovarian tumours are commented; the influence of menopause on
the changes occurring in the concentrations of the five proteins in women with ovarian
tumours; the diagnostic sensitivity and specificity of the studied biomarkers in the diagnosis
of ovarian tumour are commented; the changes that occur in the concentrations of the five
proteins in women with ovarian cancer and women with ovarian cysts are discussed; the
influence of menopausal status in this group was reported; for the same group, based on the
diagnostic sensitivity and specificity of the investigated indicators, criteria are derived, which

of them can be used for diagnosis and which for screening. When modeling ovarian tumour



relations by logistic regression, applying logistic regression analysis, the weight of the six
factors: age, TTR, ApoAl1LP, CA125, TFR and B2 MG in determining the risk of ovarian
tumour formation was checked. A formula involving the five proteins has been discussed to
be used in the preoperative differentiation of OC from ovarian cyst. It has again been
evaluated as a diagnostic and screening model.

In the dissertation, 10 conclusions are drawn, which are in accordance with the obtained
results and are logically deduced from the set tasks.

Contributions in the dissertation work are divided into two categories: original and

scientifically applied and confirmatory.

5. Abstract and publications related to the dissertation work:

The abstract, in terms of content and quality, fully presents the results of the scientific
research in the dissertation. The dissertation student has 3 scientific publications and 1
participation in scientific forums related to the dissertation work. She participated in two

scientific projects of MU — Pleven.

6. Recommendations and remarks
The bibliography is not well structured and could be enriched with more recent literary

Sources.

7. Conclusion

The dissertation work of Dr. Valeria Zdravkova Racheva "Change in the levels of some
proteins in women with ovarian tumours" is up-to-date and properly structured. The doctoral
student shows that she can independently conduct complex scientific studies.

The dissertation meets all the requirements of the Law on the Development of the Academic
Staff in the Republic of Bulgaria (LDASRB), the Rules for its Implementation and the Rules
for the Development of the Academic Staff at MU - Pleven for the acquisition of the
educational and scientific degree "Doctor".

I confidently give a positive opinion and invite the respected members of the Scientific Jury
to award the educational and scientific degree "Doctor™ in the scientific specialty "Clinical
Laboratory" to Dr. Valeriya Zdravkova Racheva.

25.01.2024 Prepared the opinion: Ha ocHosaHme un. 59 or 33N
Pleven / Assoc. Prof. Irena Gencheva, MD,PhD/



