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1. O6u1o0 npeacTaBsHe HA MPOIEAYypaTa U JTOKTOpaHTa

Hpe,[[CTaBeHI/IHT KOMIIJICKT MAaTCpraid Ha XapTHUCH /CJICKTpOHeH HOCHTCII € B CbOTBCTCTBUC C

ycnoBusita 1 1o peaa Ha 3PACPB, na [III3PACPB u [IPAC na MVY-IIneBen u BkiitouBa:

— 3assnenue a0 Pexropa nHa MVY-IlneBeH 3a paskpuBaHe Ha IpolieypaTa 3a 3alluTa Ha

JUCEPTAaLlMOHEH TPY/
— aBrobuorpadus B eBporeicku popmar ¢ IoAMUC Ha JOKTOpaHTa
—  HOTapUaJIHO 3aBEPEHO KOIHKE OT JUIUIOMa 3a BUCIIE 00pa3oBaHUE
—  3al0BEIM 3a 3a4MCIIIBAHE; 32 OTUMCIISIBAHE C IIPABO HA 3allUTa

- 3aIlOBEA 3a MPOBCKIAAHEC HA U3NHUT OT MHAUBUAYAJIHUSA IIJNIAH U CBOTBETCH IIPOTOKOJI 3a

HU3BbPrKaH U3IKUT WU JOKTOPAHTCKH MUHUMYM I10 CIICHIUAITHOCTTA

—  TPOTOKOJI OT KAaTEJPEH CHBET 3a MPEABAPUTEIHO OOCHKIaHe Ha JOCEPTALlOHHUS TPy U

B3CTHUTE PEIICHUS 3a pa3KpUBaHE HA MPOIEAYpa U 32 ChCTaB HA HAYYHO KYPH
—  JIACEepTaIOHEH TPY/

— aBtopedepar

—  CIHUCHK HA HAYYHUTE MyOIHMKAIIMU 110 TEMATa Ha AUCEPTAIHITa

—  KOIUsS HA HAYYHHUTE MyOTMKAIIUU

—  CIUCHK HA YyJ4acTUATA B HAYYHU OpyMHU

—  CIHUCHK Ha y4acTHus B IPOEKTU

— ABTOpPCKa CIIpaBKa 3a CbOTBCTCTBUEC C MUHUMAJITHUTE HAITUOHAJTHU U3UCKBAaHUA
—  JpyTH JOKYMEHTH, CBBP3aHH C XOJa Ha IpoIeaypara



Hpernemﬂ Ha JOKYMCHTHUTC IIOKa3Ba, UC HponcAaypara 1o OTUHUCIABAHC U IpoLcaypara o
00sIBSIBaHE HA 3amuTa ca Clia3CHU. I[OKYMCHTI/ITG Ca IIOATrOTBCHU CHINIACHO M3HMCKBAHUATA Ha 3akoHa
3da PpPa3BUTHC Ha aKaACMHUYHUS CbCTAB B PCHY6J'II/IK3 B’bJ’IFapI/IH, HpaBI/IJ'IHI/IKa 3a HCTOBOTO
IIPUIIOKECHUE, KAKTO U HpaBI/IJ'IHI/IKa 3a yCJIOBHATA U pCla 3a HpI/I,I[O6I/IBaHe Ha Hay4dYHa CTCIICH B

MenunuHcku YHuBepcuter - [1nesen
2. Kparku OuorpauyHu JaHHH 32 JOKTOPAHTAa

J-p Banepus 3npaBkoBa PaueBa 3apbpiiBa menununa npe3 1997 r. B8 BMU rp. lymen. [Ipe3
2008 r. e 3auncieHa 3a crienuagInu3amys o KIMHNYHA JabopaTopust B MY - [TneBen u paboTu kato B
YMBAJL ,, O-p I'eopru Ctpancku’ rp. [Inesen, Lenrpanna Knuanuna maboparopus. [Ipe3 2013 r.
YCIIENIHO TMPHUA00MBA CIEHUAIHOCT 10 KIMHWUYHA J1a0opaTopus M 3amodBa padoTa Karo JieKap
crernuanucT B kiuHuyHa naboparopus CBAJIAT ,,CB. Mapuna® rp. [Inesen . /I-p Pauesa ot 2018 .
e acucteHT B Karenpara no ¢usuka, Onopusuka, npeIKIMHUYHA U KIMHUYHA HayKu Ha Dakynrera
o ®apmarus Ha MY-ITnesen. Ot 2019 r. creq mpoBeeH KOHKYPC 3aeMa JTBKHOCTTA 3aBEXKIaII]
Knunanuna nadoparopust kbM YMBAJL ,,Ce.Mapuna®, rp. [lnesen u e penosen nokropant B Karenpa

,,KIImHI4Ha 1abopaTopusi, KTMHUYHA UMYHOJIOTUS U aneproyorus‘ Ha MY - [1neBen

3. AKTYaJIHOCT HAa TEMATHKATA U 1eJIeCbOOPa3HOCT HA MOCTABEHUTE LeJIH U 3a1a4H

Temara e akTyaJiHa 3a MEAMIIMHCKATA HayKa U KIIMHWUYHATA IIPAKTUKA T KaTO MPEACTaBs €HO
OT BOJCIIUTE OHKOJIOTMYHH W OOIIECTBEHO 3HAUYMMH-3a00JISIBAaHUS IMPHU KEHUTE — OBAPHUATHUSIT
KapLMHOM, KOHTO 3acsira »eHU OT BCUYKU BB3PACTOBU I'PYNH U B TOJISIM MPOLIEHT OT CIy4auTe ce
JIMArHOCTHIIMPA B KBCEH CTAaaul, KOTaTo Je4eOHUTE pe3yNTaTu ca He3aJA0BONUTETHH. OnuTuTe 3a
BBBEXK/IaHE HAa CKPUHMHT 32 paHHA JIMarH03a Ha OBApUAJICH KapIIMHOM ca HEPEIIeHH MTPOOJIEMHU KaKTO
B boarapus, Taka u B pazBuTHTe cTpaHu. ETO 3a1m0 uaeHTuGuIMpaneTo Ha cCepyMHU OHMOMapKepu
WM OMOMapKepHH MaHeIH ¢ BUCOKA TUAarHOCTUYHA CIEIU(PUIHOCT U YyBCTBUTEITHOCT, KOUTO MOTaT
J1a IOJMIOMOTHAT OTKPUBAHETO HA OBAPUAIHUS KAPIMHOM B PaHEH CTa/IUi € OT OTPOMHO 3HAYEHUE 32
TepanusTa 1 3a mo00psBaHe Ha MPEXKUBIEMOCTTA Ha KEHUTE C Ta3U JUArHo3a.

N3x0kmaiiku OT rope HalmMCaHOTO CYUTaM, 4e TemMaTa Ha JI-p Banepust PaueBa € U3KIIOUUTEIHO
MPUWIOKKMMa B KJIMHUYHO-IA0OpaTopHaTa TNpPAaKTUKA — U3CIEABAHM Ca IIMHPOK CIEKThP OT
CEpOJIOTUYHU OMMapKepu ChC CIeNU(PUUHU W YYCTBUTEIHH METOAH. J[OKTOpaHTKaTa akKIEHTUpPA
BBPXY TSAXHOTO BalWIMPaHE W MPHIOKHUMOCT B KIMHMYHATA J1a0OpaTopusi, KaTro IMpeacTaBs
OMoMapKepu C Hai-BHCOKa MH(POPMATHUBHA CTOMHOCT IMOOTIETHO W B MYJITHMapKEpPHU MOJIENH,
KOETO OIpeIeIis HAyIHO-TIPHIIOKHUS i OPUTHHAJIEH MPUHOC Ha pa3pab0TeHUs TUCEPTAIIMOHEH TPY/I.
B mnpencraBenust aucepranmoHeH Tpya A-p PadeBa mpoyuBa NpPOrHOCTUYHATA CTOMHOCT Ha

MU3CJIICABAHUTC 6I/IOMapKCpI/I 3a NOKAa3BAHC Ha OBApUAJIHU TYMOPH , KAKTO U Ipeajiara JMarnHoCTu4cH



ATOPUTHM C M3CIEIBaHUTE OMOMapKepu IpW OBapHajeH KapuuHoM. ToBa mpenoctaBs Obaemu
HAaCOKHM M BB3MOXKHOCTH 32 ONpEACsiHE Ha MOTEHIMATHOTO MM TU(PEPEHINATHO JHArHOCTHYHO

3HAYCHHUE IIPpU pasrpaHuvdYaBaHC HA 3JIOKAUCCTBCHUTEC OT ,Z[O6pOKa‘IeCTBeHI/ITe OBapHuaJIHU TYMOpPH.

4. ITo3HaBaHe Ha NpodJieMa

JIOKTOpaHTHT NOKa3Ba 3abJIOOYCHH MMO3HAHMSA B 00JacTTa Ha KIMHUYHOTO NPUIOKEHUE Ha
Hail-yecTo M3MOJI3BAaHUTE CEPyMHUTE OWMOMapKepu NpHU OBapHalieH KapLUUHOM U TPEACTaBs
3aIbJI00YEH aHAJIM3 HA Pe3yJTaTH OT pelaulia MPOy4YBaHUS 3a HAJIEKIHOCTTA U e(UKACTHOCTTA Ha
M3IMOJI3BaHUTE MAHETU OT Pa3InYHU OMOMAapKepH 3a OTKPUBAaHE Ha OBapHalieH KapLMHOM, KOETO €
BUJIHO OT M3TOTBEHUS JUTepaTypeH 063op. Lutupanu ca 160 nurepaTypHu U3TOYHULHU, OT KOUTO 4
Ha Kupuiuia u 156 Ha natuauma. O030pbT € pa3zeiieH Ha BAXKHU TEOPETHYHU M METOJAMYHU HACOKU
10 TeMaTHKaTa: eMUEeMHOJIOTHS Ha OBAPUAIIHUTE TYMOPH, CTaIUpaHe U TUAarHOCTUIIMPAHE C aKIICHT
BHPXY KIMHUYHOTO MPUIOKEHHE Ha U3CJEeIBAHUTE TYMOPHUTE MapKepHu.

Oco0eHO Ba)XHO € MPEJCTaBIHETO HAa HOBUTE JWArHOCTUYHM MOJXOIM 3a JOKa3BaHE Ha
OBapHAJHUTE TYMOPHU IO OTHOIIEHHE KAaKTO Ha MOTCHIWAIHUA €IMHWUYHH OMOMAapKepH, Taka W Ha
naHenu ot 6uomapkepu . OuepTaHu ca KakTo MpeANMCTBATa, TaKa U OTpaHUYCHUATA Ha KIMHUYHATA
UM TOPUIOKMMOCT U BalMJMpaHe B IMpakTUKaTa. JJOKTOpaHTHT ycmsiBa MPaBUIHO Ja M3MOJ3Ba
npodecroHaTHaTa TEPMUHOJIOTHS, KOATO aHAIM3Mpa M CHCTEMAaTHU3Hpa 10 MHOTO-A00Bp HAYMH.
CaMoTO HacouyBaHe KbM Ta3d aKTyaJlHa TeMma I[IOKa3Ba II0O3HaBaHE Ha Mmpobiema u
MpeIM3BUKATENICTBATA MPU AaHAIM3 U WHTEpIpeTalus Ha JAHHUTE OT HalpaBeHU MPOYYBAHUS B
KJIMHUYHATA TIPAKTHUKA.

Jlorn4Ho, OT HampaBeHMs JUTEpaTypeH 0030p ce W3BEeXJa IeJTa Ha IMPOYyYBAHETO Ja ce
Ipocienr NpoMsiHaTa Ha KOHLEHTPALKATa Ha TIEeT IPOTEeMHa —TPaHCTUPETUH, TpaHcepuH, AnoAl
JUMONPOTEnH, B2 MukpornoOyaud u CA125 npu sxeHH ¢ oBapHaTHU TYMOPH U JIa C€ IPOYYH TsIXHATa
nH(pOpPMaTUBHA CTOWHOCT U TMarHOCTUYHUTE UM BB3MOKHOCTH 33 PAHHO JIOKa3BaHE HAa OBapHajeH
TyMOp, KakTO ¥ 3a MpPEJONEepaTUBHOTO pa3rpaHWYaBaHe Ha OBApHAJIEH KapIUHOM OT

JIOOpOKaYECTBEHUTE OBapUAIHU 3a00JISIBAHHUS.

5. Meroauka Ha U3CJI€BAHETO

MeTtoaukara Ha MPOYYBAHETO € MPEACTABEHA N3UEPIIATETHO U MO3BOJISBA IOCTUTAHE HAa IIeNITa
Y U3MBIHEHUETO Ha 6 sicHO popMynupaHu 3aauu B AUCEPTAIIMOHHUS TPpY. M3mons3BaHuTe MeToau
ca mox0paHu JAETAMIHO U afekBaTHO. OmpeeneHu ca 00eKTa U eIMHUIINTE Ha HAOIIoeHUE.

Kmuanuans: marepuan BrimouBa 180 numa Ha BB3pacT Mexay 21-83 roaunwu, pa3jieincHd Ha
rpynu — 2 TapreTHa noArpynu - 60 keHU ¢ XMCTOIOTUYHO JI0Ka3aH OBapUaIeH KapiHOM U 60 KeHH
C XHMCTOJIOTUYHO JI0Ka3aHa OBapHaliHa KUCTa M KOHTPOJHA rpymna oT 60 3apaBH >KEHU IIPU CTPUKTHO

Cria3BaHe Ha KpUTEPHUHTE 3a MOJOpaHUTE KPUTEPUH 3a BKIIIOUBAHE B MpoyuyBaHeTo. M3paborenu ca



AHKETHU KapTH 3a BCsKa TPYIa U3CJIEeIBAHU JUIAa — KOHTPOJIHA U CHOTBETHUTE KIIMHUYHH TPYIU C
OBapHUajHa MaTOJOTUsl.
Knunuynara nuarsosa e mocraBeHa Ha 0asza KJIMHMYHU, aHAMHECTHYHU, AMATHOCTUYHHU U
MHCTPYMEHTAJIHU METOJU B CbOTBETCTBUE C MEXKAYHAPOAHO BH3IPUETH CTAHAAPTU U KPUTEPHH.
N3non3BannTe KIMHUYHO-IA00PATOPHU METOJM Ca C BUCOKA aHAIWTHYHA HanexaHoct. C
JIETAlJIHO OIMCAaHUE Ha AaHaJIWTUYHATa MeToaosorus. JlocToBepHOCTTa Ha peE3yiaTaTHTE €

rapaHTvupaHa OT U3IOJ3BaHCTO HA CbBPEMEHHHU CTaTUCTHYCCKU aHAJIN3H.

6. XapakTepHCTHKA ¥ OLIEHKA HA TUCEPTAHOHHUS TPY/]

JlucepTanuoHHUAT TPYH ,,[I[poMsHa B HUBaTa Ha HSAKOW OCNTBIU MPH JKEHU C OBAPHAITHU
TyMOpH* € J00pe IIaHyBaHO, pa3pabOTEHO M OCHIIECTBEHO MPOCHEKTHBHO HAYYHO MPOYYBAHE.
Hanucan e Ha 180 crannaptHu cTpaHuIM U chabpxka 79 urypu, 65 Tabnuum u 5 NpUIOKEHHUS.
Hay4yHOoTO mpoy4yBaHe € CTPYKTYPHpPAHO KakKTO CJelBa: BbBEJCHUE — 2 CTPAHHMIIU, JIMTEPATYPEH
0030p — 35 cTpaHuIy, e U 33/1a4K - 2 CTPAHHIIM, MaTepual U MeToau — 18 crpanuiy, pesyiaraTtu —
64 crpanunu, obcwxmane — 16 crpaHuWIM, W3BOAM — 3 CTPAHUIM, NMPUHOCH — 2 CTPaHUIIA,
npunoxenus — 11 ctpanuim, oubauorpadus - 20 crpaHui.

BbBeaenueTo oyepraBa 3HAUMMOCTTa Ha U3cheaBaHus npobiem. Kputuunusa anamms
Ha JJUTEpaTypHUTE JaHHU JaBa Bb3MOKHOCT Ha JOKTOpPaHTa J1a (popMypa MpaBUIIHO IETa
Ha MIPOYYBAHETO U J]a 000CHOBE OTACIHUTE 3a]]a4H 33 OCHIIECTBIBAHETO .

Heara Ha gucepTalMoHHUS TPyA € SICHO (popMynHMpaHa W TOCTHTHATA. 3aJlauyuTe 3a
U3ITBJIHEHUE Ca KOHKPETHU U CJIEBAT MIOCTABEHATA LIEI.

[Toapo6HO ca onucanu pe3yaTaTuTe OT MOCTABEHUTE 3a/1auu, HATJIEIHO TIPEICTaBEHH C
TaOIUIM W (UTYpH KOWUTO TOMUEpTaBaT 3HAYMMOCTTA Ha HM3BBPIICHOTO H3CIeaBaHe. B
pasnen oOChXKIaHe JIMYaT YMEHUATA Ha IOKTOpPaHTa /1a ThIKYBAa MOJYUYCHHUTE PE3yJITaTH ChC
coOCTBEHH OOOCHOBaHW Pa3CHXKJICHHUS W CHIIOCTaBKa C JAaHHUTE OT MEXKIyHapoJIHaTa
JUTEpaTypa.

N3BoauTe ca mpaBWIHO ApPryMEHTHPAHU U CHOTBETCTBAT HA IIOCTaBEHATa LEJI U
W3MBJIHCHUTE 3a/laud. Te CHUHTe3UpaT aHajiu3a Ha JJaHHUTE OT 0030pa M COOCTBEHOTO

MIPOYYBAaHE.

7. IIpyHOCH ¥ 3HAYMMOCT HA Pa3padoTKaTa 3a HAYKaTa U NPAKTHKATA
[IpuHocuTe ca cOOCTBEHU, OPUTHHAJICH C HAYYHO-TIPHIIOKEH U MOTBBPAUTEICH XapaKTep
KOMTO OOEKTMBHO OTpa3sBaT 3HAYMMOCTTA HA IOJYyYEHUTE PE3YJITaTh B HAyuyeH IUIaH U

MMPHUIIOKUMOCTTA UM pC€allHaTa KIIMHUYHA ITPAaKTHUKA.



IIpuHocHuTEe ¢ OPpUTHHAJICH XapaKTep A0Ka3BaT, 4e:

e 3a IBPBU IBT y HAC € OCHIIECTBEHO IMPOYYBAHE M aHAJIM3 Ha NPOMEHHUTE B
KoHUeHTpauuute Ha net nporeuHa — TTR, TFR, ApoA1LP, CA125 u B-MG npwu xenu c
OBapHaJIHU TYMODH;

e 3a IBpPBU BT y HAC € OCBHIIECTBEHO MPOYYBAHE M aHAJIU3 Ha NPOMEHHUTE B
KOHIIGHTPALIMUT Ha NeTTe OMoMapKepa U TEXHUTE Bb3MOXKHOCTH 32 Pa3srpaHMYaBaHETO Ha
N00pOKavYeCTBEHH OT 3JI0KAUE€CTBEHU OBAapHAIHU TYMOPH; .

e 3a mbpBU BT y HAC CE€ MPABU ONUT 32 ONPEJEIISIHE HA NMPAroBH CTOMHOCTH Ha
HUBaTa Ha IETTe CEepyMHHU OenThKa/ KaTo MpPEACKa3Ballld OBapHajJeH TyMOp U KaTo
pasrpaHryaBald 100pOKaYeCTBEHHU OT 3J1aKauyeCTBEHU OBapUaIHU TYMOPH;

e 3ambppBU OBT y HAC € U3MOJ3BaHa aJl€KBaTHA CUCTEMA OT CTATUCTUYECKH METOAU
3a KOMIUIEKCEH aHaJIU3 M MOJIeIMpaHe Ha BPB3KU Ha OMOMapKepHUTe C OrJie] Ha TAXHaTa
JMArHOCTUYHA CTOMHOCT MPU ONpPEIEIsTHE Ha PUCK OT OBAPUAJIEH TYMOP U C OTJIE]] TSIXHOTO
IpWjaraie B IpeJolepaTUBHATa JHAarHOCTHKa 3a pasrpaHnuyaBaHe Ha OK oT oBapuanHa
KHCTA.

IIpuHocHuTe ¢ HAYYHO-TIPUJIOKEH M TIOTBBPANTENIEH XapaKTep ca:

e AHanu3upaHa € 3HAUMTENHA 10 00eM JUTeparypa Mo TemaTa, NOTBbpXKAaBalla
aKTyaJIHOCTTa Ha mpobyieMa M J0Ka3Ballla HEOOXOAMMOCTTAa OT €EeKTUBHU MpPOrpaMu 3a
paHHO OTKPUBAHE HA OBAPUAJIEH KapLINHOM

e AHanu3upana € uH(opMaTUBHATA CTOMHOCT U JUATHOCTUYHUTE Bb3MOKHOCTH Ha
OvomapkepuTe IpH HAJUYMETO HA OBapHaJeH TyMOp U B IIpeJolepaThBHATa
mudepeHIaiia AMarHo3a Ha OBapHalieH KaplMHOM U JTI0OpOKAaYeCTBEHUTE OBapHaJIHU
TYMOPH

e [loTBBbpkAaBaT c€ HACTHIBAIUUTE NPOMEHM B KOHLEHTpALMUTE Ha METTE
I1a3MeHu OeNThKa MPU JKEHU C OBapuajieH KapLUUHOM, 3ajerHaiu B mpusHatus or FDA
OVALl rect, a *MEHHO IOHMKaBaHE HA KOHLIEHTPALMATA HAa TPAHCTUPETHH, TpaHC(HEPHUH U
AmnoA 1 nunonpoTeuH u nopuinaBaHe koHueHtpanusta Ha CA125 u f2- Mukporao0yauH

e [lpoyueHa e 3aBUCHMOCTTa MEXJy CTOMHOCTHTE Ha OuUOMapkepure U
MEHOIAy3aJIHUS CTaTyC U C€ MOTBBPAU pOJIsiTa HA MEHOIAY3aJHUS CTAaTyC KaTto (akrTop,

BJIMACHI] BBPXY HNPOMCHHUTC B HHMBATA Ha IICTTC 61/10Map1<epa IIpHu XCHUTC C OBapHAJICH

TyMOp.



e (Cp3maneH e copTyepeH NpoAYKT - (hopMylia 3a BEpOSITHOCT B % 3a HalIU4YMe Ha
OBapHaJeH TYMOp CIOpe] MOIy4eHH CTOWHOCTH Ha KOHICHTPALMUTE Ha TPAHCTHPETHH H
CA125 popmyina 3a BeposSITHOCTTA B % JUArHOCTUIMPAH BEUE OBapHaJIeH TyMOp Ja Obje
JI0O0pOKaYEeCTBEH.

e [lomyueHure pe3ynTaTH MOraT Ja IOCIyXaT KaTo HMHGOpMaluoHHa 0a3a 3a
ONITUMM3HMPAHE Ha JWATHOCTUYHUS TPOLEC MPHU MALUEHTKH C OBapHaJIeH TyMOp, C OTJien

PAHHOTO OTKPHBAHE Ha PaK HA IMYHUKA.
8. [Ipenenka Ha NMyOJIUKAIUUTE MO TUCEPTAMUOHHUSA TPYA

BbB Bpb3ka C aucepramuonuus tpyxn A-p Bamepust PaueBa mpesictaBs 3 myOiuKaiuu
KaTo BbPBU aBTOp pedepupanu u uHAekcupanu B Scopus u Web of Science, 1 yuactue B
HaydyeH (GopyM W 2 y4yacTHsi B HAay4HO-H3CICIOBATEICKH IPOCKTH, KOETO H3ITBIHSABA
MHHUMAJIHUTE HalmoHamHu u3uckBaust oT SPACPB u konmruecTBEHUTE KPUTEPUH 3aJI0KEHH

B [IPAC va MVY-IlneBeH.

9. JIuuHo y4yacTHe Ha JOKTOPAHTA

B NPCIJIOKCHUA TUCCPTANUOHCH TPYA JOKTOPAHTKAaTa UMa OAJIOCTHO JIMYHO Y4aCTUC U

BCHUYKH JAaACHU 3aKIIIOUCHUA, IIPUHOCH U ITOJIYUCHH PC3YJITATH Ca HCMHA JIUYHA 3aciyra.

10. ABTopedepar
ABTopedepaTbT € H3rOTBEH CIOPE] HW3UCKBAHUATA, C KA4YE€CTBEH WIIFOCTPATHUBEH
Marepual ¥ JocTaThueH oOeM 3a Ja ObJaT HAIbJIHO OTPA3eHHM OCHOBHUTE PE3YJITaTH,

IMOCTUTHATHU B JUCCPTALMATA.

12. Kpurnunu 3a0ej1e:KKH U NPenopbKH
Hamam KPpUTUYHU 3a0€JIeKKA KbM MMPOBCACHOTO U3CJICABAHE N IPEACTABCHUTEC MaTCpUaJIn.
[IpenopbuBam a-p Banepus PaueBa na npoabiku cBouTe ObACIIN U3CIEABAHNS B Ta3H aKTyallHa

Hay4Ha o0JacrT.

3AK/IIOYEHUE

Cunram, 4ye pAucepralMOHHUS Tpyld Ha aA-p Banepus 3apaBkoBa PaueBa e
M3KJIIOYUTEIHO AKTyaJIeH, MPAaBWJIHO MOCTPOEH, C OTJIMYHA METOJOJOTHS U JOCTOBEPHH
pesynratu. Tol chIbpka HAyYHU U HAYYHO-IIPUJIOKHM PE3YNITATH C OPUTMHAJICH IIPUHOC B
HayKaTa M OTrOBapsl Ha BCUYKHU U3MCKBaHUS Ha 3aKOHA 3a Pa3BUTHE HA aKaJEMUYHUS ChCTaB

B Peny6nuka boarapus, [IpaBunnuka 3a Heropoto npuiiarane u [IpaBunnuka na MY-Ilnesen



[IpencraBenure MaTepuald W JAUCEPTALMOHHM pE3yJITaTH HAIbJIHO CBHOTBETCTBAT Ha
HAayYHUTE U3UCKBAHUS HA TIOCOYEHUTE MPABUITHUIIM.

JlMcepTallMOHHUAT TPY/A MTOKa3Ba, 4e JOKTOPAHTHT IPUTEKABA 33 IbJIOOYCHH 3HAHUS U
npo¢eCHOHAIHN YMEHHUS 110 Hay4HaTa crnenraiHocT Kinnanyna naboparopusi, KaTo MoKa3Ba
Ka4yecTBa U YMEHUS 33 CAMOCTOATEIHO U3BbPIIBAHE HA HAYYHO U3CJICIBAHE.

[Topagu ropeusnokeHoTo, YOeIeHO [aBaM CBOsATa IIOJOXKHUTEIHA OLEHKa Ha
IIPOBEACHOTO U3CIEJBaHE, IPEACTaBEHO OT JUCEpTAalOHHUS TpyH, aBTOpedepart,
MIOCTUTHATH PE3yJITaTH U IPUHOCH, U IIpeJylaraM Ha MOYUTaeMOTO HAyYHO KYPH Aa IPUCHAN
oOpa3oBaTesIHaTa U Hay4yHa CTeleH ,,JlokTop* Ha 1-p Banepus 3npaBkoBa PaueBa o HayuHa

cnienuaaHocT ,,Knmuanyuna gabopaTopusi

15.01.2024 r Ha ocHoBaHme un. 59 or 33N

rp. [lmoBauB Penensent: npod. a-p Taus /leneBa, 1Mm.
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1. General presentation of the procedure and the PhD candidate
The presented set of materials on paper / electronic media is in accordance with the terms

and conditions of the law on the development of the academic staff in the Republic of Bul-
garia, the regulations for the implementation of the law and the regulations for the devel-

opment of the academic staff of the Medical University - Pleven and includes:

— Application to the Rector of MU-Pleven for disclosure of the procedure for the defense
of a dissertation work

— CV in European format with the doctoral student's signature
— a notarized copy of a higher education diploma
— enrollment orders; for deduction with right of defense

—an order to conduct an exam from the individual plan and a corresponding protocol for a
passed exam or doctoral minimum

- abstract



—a list of scientific publications on the topic of the dissertation

— copies of scientific publications

— list of participations in scientific forums

— list of participations in projects

— author's certificate of compliance with the minimum national requirements

- other documents related to the course of the procedure
A review of the documents shows that the deduction procedure and the procedure for

declaring protection have been followed. The documents have been prepared in accordance
with the requirements of the Law on the Development of the Academic Staff in the Republic
of Bulgaria, the Regulations for its Application, as well as the Regulations for the Terms and

Conditions for Acquiring a Scientific Degree at the Medical University — Pleven
2. Biography of the dissertation Author

Dr. Valeria Zdravkova Racheva, MD graduated in medicine in 1997 at the Medical
University of Shumen. In 2008, she was enrolled for specialization in clinical laboratory at
MU-Pleven and works as in the "Dr. Georgi Stranski” UMBAL, Pleven, Central Clinical
Laboratory. In 2013, she successfully acquired a specialty in clinical laboratory and began
working as a specialist doctor in the clinical laboratory SBALAG "St. Marina" Pleven. Since
2018, Dr. Racheva has been an assistant at the Department of Physics, Biophysics, Preclinical
and Clinical Sciences of the Faculty of Pharmacy of MU-Pleven. Since 2019, after a com-
petition, she holds the position of head of the Clinical Laboratory at the "St. Marina™ UM-
BAL, Pleven, and is a full-time doctoral student at the "Clinical Laboratory, Clinical Im-

munology and Allergology" Department of the Medical University of Pleven
3. Subject relevance and appropriateness of the set goals and tasks

The topic is relevant for medical science and clinical practice as it presents one of
the leading oncological and socially significant diseases in women - ovarian carcinoma,
which affects women of all age groups and in a large percentage of cases is diagnosed at a late
stage, when treatment results are unsatisfactory. Attempts to introduce screening for the early
diagnosis of ovarian carcinoma are unsolved problems both in Bulgaria and in developed

countries. Therefore, the identification of serum biomarkers or biomarker panels with high



diagnostic specificity and sensitivity that can help detect ovarian carcinoma at an early stage

is of great importance for therapy and to improve the survival of women with this diagnosis.

Based on the above, | believe that Dr. Valeria Racheva's topic is extremely applicable in
clinical and laboratory practice - a wide range of serological biomarkers have been studied
with specific and sensitive methods. The PhD student emphasizes their validation and ap-
plicability in the clinical laboratory, presenting biomarkers with the highest informative value
individually and in multi-marker models, which determines the scientific-applied and original
contribution of the developed dissertation work. In the presented dissertation, Dr. Racheva
studies the prognostic value of the studied biomarkers for proving ovarian tumors, as well as
offers a diagnostic algorithm with the studied biomarkers for ovarian carcinoma. This pro-
vides future guidance and opportunities to determine their potential differential diagnostic

value in distinguishing malignant from benign ovarian tumors.
3. Knowing the problem

The PhD student demonstrates in-depth knowledge of the clinical application of the
most used serum biomarkers in ovarian carcinoma and presents an in-depth analysis of results
from several studies on the reliability and efficacy of the used panels of various biomarkers
for the detection of ovarian carcinoma, which is evident from the prepared Literature review.
160 literary sources are cited, of which 4 are in Cyrillic and 156 are in Latin. The overview is
divided into important theoretical and methodological guidelines on the subject: epidemiol-
ogy of ovarian tumors, staging and diagnosis with an emphasis on the clinical application of

the studied tumor markers.

Of particular importance is the presentation of new diagnostic approaches for the evi-
dence of ovarian tumors in terms of both potential single biomarkers and panels of bi-
omarkers. Both the advantages and limitations of their clinical applicability and validation in
practice are outlined. The doctoral student manages to correctly use professional terminology,
which he analyzes and systematizes in a very good way. The very targeting of this current
topic shows knowledge of the problem and challenges in analysis and interpretation of data

from studies done in clinical practice.

Logically, from the literature review, the purpose of the study is to follow the change in

the concentration of five proteins - transthyretin, transferrin, ApoA1 lipoprotein, B2 micro-



globulin and CA125 in women with ovarian tumors and to study their informative value and
their diagnostic possibilities for early detection. proving an ovarian tumor, as well as for the

preoperative differentiation of ovarian carcinoma from benign ovarian diseases.
5. Research methodology

The research methodology is comprehensively presented and allows the achievement of
the goal and the implementation of 6 clearly formulated tasks in the dissertation work. The
methods used are selected in detail and adequately. The object and units of observation are
defined.

The clinical material includes 180 persons aged between 21-83 years, divided into
groups - 2 target subgroups - 60 women with histologically proven ovarian carcinoma and 60
women with histologically proven ovarian cyst and a control group of 60 healthy women in
strict compliance with the selection criteria for inclusion in the study. Questionnaire cards
were made for each group of subjects - control and corresponding clinical groups with

ovarian pathology.

The clinical diagnosis is based on clinical, anamnestic, diagnostic, and instrumental

methods in accordance with internationally accepted standards and criteria.

The clinical-laboratory methods used are of high analytical reliability. With a detailed
description of the analytical methodology. The reliability of the results is guaranteed using

modern statistical analyses.

6. Characterization and evaluation of the dissertation wor The dissertation "Change
in the levels of certain proteins in women with ovarian tumors™ is a well-planned, designed
and executed prospective scientific study. It is written in 180 standard pages and contains 79
figures, 65 tables and 5 appendices. The scientific study is structured as follows: introduction
— 2 pages, literature review — 35 pages, aim and objectives — 2 pages, material, and methods —
18 pages, results — 64 pages, discussion — 16 pages, conclusions — 3 pages, contributions — 2

pages; appendices - 11 pages, bibliography - 20 pages.



The introduction outlines the significance of the research problem. The critical
analysis of literary data enables the doctoral student to correctly formulate the purpose of the

study and to justify the individual tasks for the implementation and.

The aim of the dissertation work is clearly formulated and achieved. The tasks to be

performed are specific and follow the set goal.

The results of the set tasks are described in detail, graphically presented with tables
and figures that emphasize the significance of the research carried out. In the discussion
section, the skills of the doctoral student to interpret the obtained results with his own rea-

soned reasoning and comparison with the data from the international literature are evident.

The conclusions are properly reasoned and correspond to the set goal and the com-
pleted tasks. They synthesize the analysis of the survey data and their own research.
7. Contributions and significance of the development for science and practice
The contributions are original, scientific-applied, and confirmatory in nature, which ob-
jectively reflect the significance of the obtained results in scientific terms and their applica-
bility in real clinical practice.

The original contributions demonstrate that:

o For the first time in our country, a study and analysis of changes in the con-
centrations of five proteins - TTR, TFR, ApoAl1LP, CA125 and B-MG in women with
ovarian tumors was carried out

o For the first time in our country, a study and analysis of the changes in the
concentration of the five biomarkers and their possibilities for distinguishing benign from
malignant ovarian tumors was carried out

o For the first time in our country, an attempt is made to determine threshold
values of the levels of the five serum proteins/ as predictors of ovarian tumors and as dis-
tinguishing benign from malignant ovarian tumors

o For the first time in our country, an adequate system of statistical methods was
used for complex analysis and modelling of biomarker relationships in view of their diag-
nostic value in determining the risk of ovarian tumor and in view of their application in

preoperative diagnostics to distinguish OC from ovarian cyst.



The contributions of a scientific-applied and confirmatory nature are:

e A significant volume of literature on the subject was analysed, confirming the
relevance of the problem, and proving the need for effective programs for the early detection
of ovarian carcinoma.

e The informative value and diagnostic capabilities of biomarkers in the presence
of an ovarian tumor and in the preoperative differential diagnosis of ovarian carcinoma and
benign ovarian tumors were analysed.

e Confirming the changes occurring in the concentrations of the five plasma
proteins in women with ovarian cancer who underwent the FDA-recognized OVA1 test,
namely a decrease in the concentration of transthyretin, transferrin and ApoAllipoprotein
and an increase in the concentration of CA125 and 2-microglobulin.

e The relationship between biomarker values and menopausal status was inves-
tigated and the role of menopausal status as a factor affecting changes in the levels of the
five biomarkers in women with ovarian tumor was confirmed.

e A software product was created - a formula for the probability in % of the
presence of an ovarian tumor according to the obtained values of transthyretin and CA125
concentrations, a formula for the probability in % that an already diagnosed ovarian tumor is
benign.

e The obtained results can serve as an information base for optimizing the diag-
nostic process in patients with ovarian tumors, with a view to the early detection of ovarian

cancer.

8. Evaluation of publications on the dissertation work

In connection with the dissertation work, Dr. Valeria Racheva presents 3 publications as the
first author referenced and indexed in Scopus and Web of Science, 1 participation in a scientific
forum and 2 participations in scientific research projects, which fulfils the minimum national re-

quirements of the ZARASRB and the quantitative criteria placed in PRAS of MU-Pleven.

9. Personal participation of the doctoral student

In the proposed dissertation, the doctoral student has a complete personal involvement and all

given conclusions, contributions and obtained results are her personal credit.



10. Abstract

The abstract is prepared according to the requirements, with high-quality illustrative

material and sufficient volume to fully reflect the main results achieved in the dissertation.
12. Critical remarks and recommendations

I have no critical remarks about the research conducted and the materials presented. | rec-

ommend Dr. Valeria Racheva to continue her future research in this current scientific field.

CONCLUSION

| believe that the dissertation work of Dr. Valeria Zdravkova Racheva is extremely
up-to-date, properly constructed, with excellent methodology and reliable results. It contains
scientific and scientific-applied results with an original contribution to science and meets all
the requirements of the Law on the Development of the Academic Staff in the Republic of
Bulgaria, the Regulations for its Implementation, and the Regulations of Medical University
of Pleven. The presented materials and dissertation results fully correspond to the scientific
requirements of the said regulations.

The dissertation work shows that the doctoral student has in-depth knowledge and
professional skills in the scientific specialty of Clinical Laboratory, showing qualities and
skills to independently carry out scientific research.

Due to the above, I confidently give my positive assessment of the conducted research,
presented by the dissertation work, abstract, achieved results and contributions, and | propose
to the honourable scientific jury to award the educational and scientific degree "Doctor of
Philosophy" to Valeriya Zdravkova Racheva, MD in a scientific specialty

"Clinical Laboratory".
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