CTAHOBHIIE r

Ot npod. a-p Ana Jumurtpona bouesa, a.M.
PvkoBoauTen Ha kareapa ,,KinrnauanHa tadopaTopus
kbM Dakynrer“‘MeaunnHa‘
B Menununcku Yuausepcuret “IIpod.a-p I1. CrossnoB*“-Baphna

OTHOCHO nucepTauMoHeH Tpy Ha 1-p Banmepus 3apaBkoBa PaueBa, peoBeH
JOKTOPAaHT B JOKTOpcka mporpama ,KnuHuyHa mnaboparopus™ xkbpM Kartegpa
,KIImHUYHa 5adopartopusi, KIMHUYHA HMYHOJOrus W aneproyorus®, dakynrer
“3npaBuu rpwxku’, MY — [lneBen, 3a npugoOruBaHe Ha 0Opa3oBaTeIHA U Hay4YHA
CTeMNeH ,,Jlokrop* B o0nacT Ha Buclue oOpa3oBaHUE 7. 31paBeola3BaHE U CIIOPT,
npodecuoHanHo HanpasiaeHue 7.1. MeauunHa u JOKTOpcka mporpama ,,KnnanyHa
naboparopus’, ¢ Hay4HH pbKOBoaUTENH Npod. A-p Anenanna Pycesa, .M. u no.
n-p IMasmana Mopnanosa-Jlanesa, 1.M.

Ha ocHoBanme 3amoBex Ne P-3628/28.11.2023 r. na Pekropa Ha
MennuuHckn yHuBepcurer rp. IlneBen wu ¢ pemenne Ha HaydHoro Xypw,
YTBBPJIEHO C TOPENOCOYEHATA 3all0BE ChbM OIPENEIIEHA /1a U3TOTBSI CTAHOBHILE 32
JUCEPTAIIMOHEH TPyl Ha Tema ,, [I[pomsiHa B HUBaTa Ha HAKOUW OENTHIU MPHU KEHU C
oBapuajgHu Tymopu “ Ha O-p Banepuss 3apaBkoBa PaueBa. (CraHOBHIIETO €
U3rOTBEHO CIOpE] U3MCKBAHUATA HA 3aKOHA 3a Pa3BUTHUE HA aKaJEMUYHHUS ChCTAB
B Peny6nuka bwarapus (3PACPDB). [IpeacraBeHnTe TOKyMEHTH ca B CbOTBETCTBUE
n3uckBanuara, omnpenaenean B 3PACPb u I[IP3PACPH u Ha 3agbipKUTETHUTE
m3uckBannss B MVY-IlneBen, ortpasenu B Ilpumoxenme Ne 2 na IIPAC.
JIOKTOpaHTHT € TPUIIOKIII JUCEPTAllMOHEH Tpya, aBTopedepar, 3 Opos
IBJIHOTEKCTOBU TyOnukamuu W 1 ydacThe B HAIMOHAIHU W MEXIyHapOIHU
dbopymu ¢ myOIMKyBaHM pe3lOMETa MO TeMara Ha JAUCEPTAllUOHUS TPy U €
YCYaCTHUK B 2 HAayYHOM3CIIEOBATENCKHU MpoekTa Ha MVY-IIneBen. Beuuku eranu
Ha JOKTOpaHTypaTa ca CHa3eHHM, HAMa MpPOMSHA Ha MbpPBOHAYaJlHATA TeMa U
HAy4YHUTE PHKOBOIUTEIH.

Kpamku ouozpagpuunu oannu 3a kanouoama

J-p Banepus PaueBa e pomena B I'pan Illymen, kpaero 3aBbpiiBa
[IMI™Hanuo ITonmoBuu“ npe3 1991r. Jlumomupa ce B MeIUIIMHCKH Y HUBEPCUTET



-IlneBern mpe3 1997r. ¢ MarucTbpcka CTEMEH MO CHEIHATHOCT ,,MeaurmHa®,
[IpunobuBa crHenuamTHOCT MO KIMHWYHA Jaboparopus mpe3 aekemBpu 2012r.
[Ipodecuonannoro cu pasputhe I-p PaueBa 3amouBa Karo Jiekap-mnieadarbp B
LHCMII, xpaero padotu go 2000r. 3a nepuaa 2000-2008ce neauarbp kM OI1JI-
npaktuka ,,JI-p I'. Tumesa®, a or 2008 go 2012r. e nekap-opaunarop B Knuanuna
nabopatopus kbpM YMBAJI“T'. Ctpancku‘- I[IneBen . Ot 2013 e mociemoBaTenHo
opauHaTOp W HavanHUK Ha Knunuuna naboparopus B YMBAJI“Ce.Mapuna“-
[Tnesen. Ot 2018 e acuctent kbM Kareapa“ dOusnka, Onopu3MKa, MPEIKINHUIHHA U
KIMHUYHU Hayku“ kpM @Dakynrer ,,Oapmanusa” na MVY-Ilnesen. Ot HoeMBpu
2019r. 14 e pEOOBEH MJOKTOpPAaHT B JIOKTOpCKa mnporpama ,KinuHuuHa
nabopaTopus’‘ KbM Kartenpa ,, ,,KnmuHuyHa JabopaTopus, KIMHUYHA UMYHOJIOTHS U
aneproJyiorusi‘. JlokTopaHTKaTa JeKiIapupa ydacTHe B 2 BBTPEYHUBEPCUTETCKU
HAyYHU MPOEKTa, aBTOPCTBO B 3 CTATHH M €IHO y4yacTHe ¢ mocrtep Ha Hanmonanna
koH(pepenuus no Knuanuna naboparopus. Bragee anrnuiicku u pycku e3uk. Uien
e Ha bbiarapckm nekapcku Ccb03 M bBArapcko JIpyKecTBO MO KIWHAYHA
nabopaTtopus.

AKmyafmocm Ha memama

TemaTukara Ha TpelIcTaBeHaTa aucepTalMoHHa pabota e mnoadpaHa
BHUMATEIITHO M HACOYEHO C OrJie]] KIMHUYHU WHTEpPeCH W  crenudukara Ha
MaToJoTusITa B KJIMHUYHATA 0a3a Ha gucepTanTta. Hayunust untepec Ha n-p PaueBa
1 U300pBT Ha MATOJIOTHS C IUPOKO Pa3NpOCTPaHEHUE U OE3CIOPHO MEAMIIMHCKO U
COLIMAJIHO 3HAYE€HHE OT Pecopa Ha OHKOTMHEKOJIOTHSTa, CYUTAM 32 OOOCHOBAaH U
no0pe apryMeHTHpaH OIle B HAYaJIOTO Ha JUTeparypHus o0030p. Pakbr Ha
sitununute € cpea 10-Te Haill-uecTo OTKpUBAHU 3JI0KAYECTBEHW HOBOOOpa3yBaHUS
IpU JKEHUTE B CBE€Ta W € IeTa I0-4eCTOTa MNpHUYMHA 332 CMBPT OT PAKOBU
3a0omsiBaHus B cBeToBeH maiiad. B bearapus no nannu Ha HanumoHnanHust pakoB
PETUCTBHP paKbT Ha SIMYHUKA MPU KEHUTE CE€ HAPEXkJa Ha 6-TO MSICTO, KaKTO IO
yectoTa (5.2%), Taka ¥ KaTo MPUYMHA 332 CMBPT OT OHKOJIOTMYHHM 3a00JIsBaHUs
(5.6%). MogaepHuTe AMATHOCTHYHH MEIAMIIMHCKH CICIHMATHOCTH, KBbM YHETO
OypHO pa3BUTHE MPUUKUCIISIBAME W KIMHUYHATa JiabopaTopus, ca HaCOYUIU
yCWIMSITAa CH OCBEH KbM BaJIMAUpPAaHE W PYTUHHpPAHE HAa HOBU JIAODOPATOPHH,
T€HETUYHU U MOJIEKYJISIPHU MAapKePH, U B ThPCEHE HA HOBU MPOEKIIMU HA U3BECTHU
MapaMeTpH.

B nocneguutre 20 rOIMHM CBETOBHATa Hayka WHTEH3WBHO NIPOYyYBa
BB3MOKHOCTUTE 3a ONTUMHM3MPAHE HA CKPUHUHTA M paHHATa JAWArHo3a Mpu Ta3u



JOKanu3auus ¢ HOBM Omomapkepu. KbpM MOMEHTa ce mpoydBaT B pas3IMyHU
U3NATBaHUA noBede oT 20 TyMOpHH Mapkepa B TEJIIECHH TEYHOCTU WIM B ThKAHHU
npoou. C 1en npeoosisiBaHe Ha OTPaHUYEHUATA B KIMHUYHATA MPUIOKUMOCT Ha
TYMOPHUTE MapKepd MOHOBAJICHTHO, TEHICHLUS IIpe3 IOCIEAHUTE JIECETHHA
TOJUHM € CBb3JaBaHETO Ha IIaHENIM OT OWOMapKepu, KOUTO C€ H3CiIenBar
€IHOBPEMEHHO U ce pa3paboTBaT MaTeMaTHUYECKH aJrOpPUTMHM 3a IpecKa3BaHE Ha
BEPOSTHOCTH U CTpaTU(UKAIIMS HA PHUCKA.

B namara ctpana Bce MMa OrpaHUYEHU MPOYYBAHUS, KOUTO ce (OKycHpaT
BBPXY KIMHUYHOJIA0OPATOPHUTE ACHEKTH IO BaJIMIMpaHE Ha MYJITUMapKEpHUTE
MOJIEIM ¥ aJTOPUTMHU 3a CTpaTu(UKalMs Ha PHUCKAa 3a OBapUaJeH KapIMHOM.
JlormueH pe3ynaTaT OT TO3W WMH(OPMALMOHEH BaKyyM Yy HAac KbM HaCTOSLIUS
MOMEHT ca OCKBJHHUTE JaHHW W HAay4YHH MyOJIMKAllUM, KOETO NPEeIU3BHKBA
M3CJIEN0BATEICKAS MHTEPEC HA JUCEPTAHTA U HAYYHUTE PHKOBOAUTEIN.

B TO3M KOHTEKCT cunMTaMm MACHHHUAT MPOEKT HA TO3H AUCEPTAUMOHEH TPYA,
IIPEACTABEH MU 3a OLICHKA, 3a AaKTyalleH KaTo 3aMHCBJ, NPOCHEKTUBEH KaTO
NyOIMKAIIMOHHU PE3yJITaTH U CHILIEBPEMEHHO KJIACUYECKH KATO METOJOJIOTUYHO
U3IbJIIHEHUE.

Xapaxkmepucmuka, o0oem, cmpykmypa — u CbOBPIICAHUE  Ha
oucepmayuoHHUA mpyo

JlucepranimoHHUAT Tpya € u3dokeH Ha 160 cTpanwmm, B TOBa YHCIO:
BoeBenenne- 2 ctp., Jlureparypern o0630p - 33 crp., llem m 3amaum — 2ctp.,
Marepuanu u metonu - 18 ctp. Pesynraru - 64 ctp., O6¢cwxaane-16 ctp., U3Boau-
3 ctp., [lpunocu - 2 ctp., [punoxenus, myonukanuu u 6udmuorpadus- 12 ctp,
OmnarnensBaneTo ce cbcrom oT 59 Tabmuuu u 79 durypu. bubmmorpadusra
ceappka 160 m3rounmka, oT komto 4 ca Ha kupwmna. [locienHara BKIIOYBa
ChBPEMEHHU U3TOYHMIIHN, 15 OT KOUTO ca OT MOCIETHUTE S TOJAUHH.

Crpykrypata Ha JUCEPTALMOHHHS TPYH OTIOBAps HA CHBPEMEHHHUTE
(GOpMYIHPOBKH 32 BHTPELIHO CHOTHOUIEHUE HA YACTUTE Ha JAUCEPTALMOHHUS TPYA
C AaKLUEHT KbM pE3yJTaTUTE M C KpaTka uHTepnpertauus. J(emMoHCTpupa ce siceH
CTHJI, ¢ JOOPO BIIaJieeHE Ha TSACHOCHEIMAIU3UPAHa TEPMUHOJIOTHSI.

JluteparypHusST 0030p € JIOTHUEH W J00pe CTPYKTypHpaH, KaTo
MOCJIeIOBATETHO JNeUHNpa KIMHUYHUST MPOOJIIEM U ENUACMHUOJIOTUYHUTE MY
XapaKTEPUCTUKU. TEKCTHT BKIIIOUBA (DU3MOJOTHUYHU W TIPOIEAEBTUYHU JIaHHH 32
EIUCMHUOJIOTHSI, JTUArHOCTHKA, BHJIOBE, CTaJMpaHe Ha OBApPHAHUS KapIIMHOM,



XapaKTEPUCTUKHU, CHHTE3 M TPWIOKCHHE HAa TapreTUPAHUTE OCITHYHU MapKepH U
XPOHOJIOTMYEH aHaJIM3 Ha T0sIBaTa HA PA3IMUYHUTE MYJITUMOAAIHA CKPUHUHTOBHU U
IuarHoctTuyHu  mojenu.  OOOOIIeHHeTOo Ha JuTepaTypHUss 0030p MOCTaBs
HaJM4HaTa HHGOpMAIUS B CbBPEMEHHUTE JTUTEPATYPHU U3TOUHULIM W JepuHUpa
HEpEUICHUTE MNPOOJEMU — HAJIMYME Ha TOJsIM Opod MPOBU3OPHO CBBP3AHU C
MATOJIOTUSITA OBApUAJICH KaplUMHOM OHWOMapkepu B JlabopaTopHaTa MpakTUKa C
HEJIOCTaThYHA YYBCTBUTEITHOCT M CHEMU(DUIHOCT 32 CAMOCTOATENHA yHoTpeoa;
JUIICa Ha 0J00PEH METO]T 32 paHHa IMarHOCTUKA U CKPUHUHT; ogo0penute oT FDA
- OVAI, OVERA, ROMA u CPH-l mynTtumonamHd MOACIH C€ HYXAAsAT OT
JOMBITHUTETHN U3MUTBAaHUS W AaHAIM3 HA JUArHOCTUYHATA WM HAJIeKIHOCT.
JlornyHo cnenBa aepuHUpaHe HAa HEOOXOAMMOCTTAa OT €(PEKTHBHA CTpaTerus 3a
nabopaToOpeH CKPUHUHI 3a OTKpHMBAaHE Ha paHEH CTaauid Ha 3a00JIABaHETO,
0a3upaHa KOMOMHAIUS OT MPOTEOMHHU MAPKEPHU.

Llenta e ¢opmynupaHa B SICHO U € JOTUYHO MOCIIEACTBAE OT 00OOIIEHUETO
Ha JIMTepaTypHHUs 0030p, ChOTBETCTBA HA 3arJlaBUETO U Ce JIOYTOYHsIBA OT TEKCTa
Ha 33J1a4YUTe HA JUCEPTAUOHHUS TPYA.

JucepranMoHHUAT TPy € dopmynupa miecT 3adaud. [IbpBUTE meT 3agauu
ca U3IBUIO MPAaTUYECKH CBBP3aHM C IEITa W HU3BOJUTE OT JHUTETYpPHUS 0030p.
3amaya meCT € HaArpaxaam@a IMOJIyYEeHUTE JaHHU C aMOMIIMO3€H MPOEKT
M3TpaKJaHe Ha JTUArHOCTUYEH anroputbMm (dopmysia) ¢ U3CIEIBaHUTE
OWMoMapkepd Tpd OBapUaTHM TYyMOpPH, KOWTO ga Obae TpuiaraH B
MPEIONIEPATUBHOTO JAMATHOCTUIIMPAHE W pasTpaHWYaBaHE Ha 3JI0KAYECTBEHHUTE OT
N00pOKAaYECTBEHUTE OBApPUAIIHU TYMOPH.

Marepuan u MmeToau

[IpoyuBaHeTo € [M3alHUPAHO KaTO MPOCHEKTHUBHO [0 OTHOUIEHUE Ha
U3ClIeIBaHUTEe OMOMAapKEepH, CPABHUTEIIHO C M3IIOJ3BAHETO HAa KOHTPOJIHA TpyIa,
JUAarHOCTUYHO M HEHWHTEPBEHIMOHAJTHO TIO OTHOIICHHWE Ha U3CJCABAHUTE
nanueHTy. ChIIoTo € Ha mpakTthka amnpoOanus HaOVAlunaekca. B Hero ca
BKJIIOUeHU 120 mauumeHTH , pa3fesieHd B ABe noarpynu: 60 maiueHTKd ¢ JoKa3aH
XUCTOJIOTUYHO OBapHajeH KapIMHOM, Ha cpeiaHa Bb3pacT 57.67 roauHu (0OXBat
29.0-83.0 romuuu), 60 KeHM C XUCTOJOTUYHO JOKa3aHa OBapuajHa KHCTa, Ha
cpenna Be3pact 40.23 roguau (o6xBar 21.0-70.0 rogunan), 60 31paBH, aCUMITOMHA
KeHH, 03 KIMHUYHO WM TMapakIdHUYHO H3IBEHU 3a00JsBaHUSA, HA CpEJIHA
BB3pacT 39.92 roaunu (ob6xBatr 22.0-68.0 roaunm), nocetuniu Y MBAJI ,,Csera
Mapuna® rp. [lneBen B mepuoma 01.2020- 11.2020r. OOpbluaM BHUMaHHUE HA



HETOYHOTO (hOopMyJupaHe Ha MOHATHETO MPEMEHOoNay3a B TEKCTa KbM rjaBara‘
Marepuanu®.

[IpoyuBanero e ogo6peno ot Komucusita mo eTuka Ha Hay4HO-
U3ClieloBaTesickaTa JACWHOCT Tnpu  MenuuuHcku  YHuBepcurer-  [lneBeH.
W3non3BanuTe J1abOpaTOpHM METOAM Ca ONUCAaHW O€3 aHAIMNTHYHU U
METOJOJIOTUYHN M3JIMIIECTBA, MPEABU KIMHUYHO-UHTEPIPETATUBHUTE 33Ja4d U
LenTa Ha JuceprauuMoHHus TpyA. B moapaznena ,,CTaTUCTUYECKH METOIH
burypupar NpoOmNeNeBTHYHH TEOPETUYHU TEKCTOBE 3a JCHUHUIIUA Ha IITHPOKO
W3MOJI3BAHU U AKCMOMHU TOHSTHS, CBbP3aHU C AUOTHOCTUYHATA HAJICKIHOCT Ha
7a00paTOPHUTE METOJIM, KOUTO MO MOE€ MHEHHE HE CJe/iBa Jla CE OIMHCBAT U
JeTalIn3upar.

B o6mo 64 crpanunm a-p PaueBa omumcBa moApoOHO M MOCIEIOBATEIIHO
M3MBJIIHCHUETO HAa IIOCTaBEHUTE 3a1adyd, 60dewyu 10 W3IIBIHEHUETO Ha
dbopmynupanara mmen Ha HaydHus ¥ Tpyd. CheTaBenu ca 59 tabmmmm u 79 durypw,
CBIIPOBOJZICHU OT pa30upacM TEKCT, a MPUJIIOKECHUTE CTATUCTUYCCKA METOJH 3a
aHaJIM3 ca TMPaBWIHO TOAOpaHM M KOPEKTHO uHTepnperupanu. [IpaBu
BIICUATJICHHE, Y€ Bb3pacToBaTa  XapaKTepUCTHMKa Ha KOHTpojHaTta rpyna(B) ce
pasnuyaBa CTATUCTHYECKH OT Ta3W Ha TapreTHa rpyrna->KeHU C JI0Ka3aH OBapUaJeH
kapuuHoM(Al), *eHu ¢ oBapuanHa kKucta(A2) W JKeHU ¢ oBapuayiieH TyMop(A).
PesynratuTe 1Mo merre MNOCTaBEHUTE 3ajayud ca OOCTOMHO, (UIypaTUBHO U
AHATMTHYHO Pa3MMCaHM, KaTO TPOYYBAHETO € PA3ACIICHO B TPH W3CIICTOBATEICKU
erana. CunTaM 3a HE3BJIHCHA 33J1ada MIECT B KJIACHYECKOTO KIMHUYIHO pa3OupaHe
3a u3pabOTBaHE HAa JUATHOCTUYEH AJITOPUTHM C W3CIICBAHUTE OMOMapKepu IpH
OBapHaJIHU TYMOpH, KOWTO Ja ObAe mpwiaraH B MPEJONEePaTUBHOTO
JTUATHOCTUIIMPAHE M pa3rpaHuYyaBaHe Ha 3JI0KAYECTBEHUTE OT JOOPOKAYECTBEHUTE
oBapHalIHA TyMOpH. PazsicHenre u yacTu4HO GOpMyIUpaHe HA PE3yaTaTH MO Ta3u
3a/a4a OTKpuBaMm B paznen’ OOchxkmaHe u B 4dacT oT pasaen ‘Us3Boau®, xoeto
CYHMTaM 3a HEChBBPIICHCTBO Ha padoraTta. @opMaliHO OMX OTYeNa KaTO HeJOCTAThK
pa3sMMCBAaHETO HA pE3YATATHTE II0 €TalM, BMECTO CJEABAIIM ITOPEIHOCTTA W
KOHKpETHKaTa Ha IMOocCTaBeHUTE 3amadu. CTpyKTYpHOTO OGOpMIICHHE IO pa3ieiiu
Ha JHCepTaluATa HE CHOTBETCTBA HA CHIBPKAHHETO Ha TMOCICIHUTE B
KJIACHYECKOTO pa30upaHe 3a u3rpakaaHe Ha aucepranmvoHeH Tpya. [lpassr
BIICUATJICHUE CEPHO3HUTE CTATUCTUYECKH JaHHU, TMOJAHECEHH CBhC 3aabI00UYEH
MaHUEp Ha HM3CJe[0BaTell, KOeTO ClIe/Ba Jla ce IMoadepTae Karo JOCTOHHCTBO, B
CITyJail 4e e JJMYCH NMPUHOC Ha TUCepTaHTa.



[IpuemaMm u3BeIEHUTE U3BOAM C BB3PAKEHUE KM CTHIIA HA (DOPMYITHUPAHETO
UM , KaTO IIpaBs MPErnopbKa 3a KPaTKOCT U KOHKPETHUKA.

JlucepTallMOHHUAT TPy 3aBbpiiBa ¢ jnedunupane Ha 10 mpuHOCa, OT KOUTO
4 ¢ OpUTrHHAJICH U 6- C TOTBBPIUTEIICH XapaKTep.

Ilyonuxkayuu u cvoduienus no memama

[IpeacTraBeH € cOUCBK ¢ 3 MBJIHOTEKCTOBU MyONHMKAalUUMKA B MEXIYHApPOJIHU
cnucanust M 1 ywacTe B HauuoHamHA KOH(pEpeHUHs, 2 HWHCTUTYIMOHAIHU
YHUBEPCUTETCKH ITpoekTa Ha MY -IlneBen. /I-p PaueBa € mepBH aBTOp BBB BCUUKHU
I'BJIHOTEKCTOBU MyOsiMkauuu. HaydyHata akTMBHOCT Ha JUCEpTaHTa € choOpa3eHa
CbC 3aKkOHa 3a pa3BUTHME HA aKaJeMH4YHHs cbcTaB Ha Pb w npaBwiHmka 3a
IpUIIOKEHUETO My HAa MY -11neBen.

JlcepTallMOHHUAT TPYJ Ha Tema ,, [[poMsiHa B HUBaTa Ha HIKOW OENTBIU
IIPY KEHHU C OBapHaJIHU Tymopu “ Ha A-p Banepus 3apaBkoBa PaueBa mokpuBa
m3uckBanusaTa Ha 3PACPD, [IpaBunHuka 3a HETrOBOTO NMpUJIAaraHe U ChOTBETHUS
IpaBWIHKK HA MenuuHcku YHuBepcurer- Ilnesen. [IpencraBenure marepuanu u
JIUCEPTALMOHHU PE3yJITaTH HAITbJHO ChOTBETCTBAT HA CIIEUU(UUYHUTE U3UCKBAHMS,
pUETU BbB Bpb3Ka C [IpaBunnuka Ha MY — [IneBen 3a nmpunoxenue Ha 3PACPB.

Bv3 ocnosa na nanpagenomo u3znodxcenue 0asam NON0HCUMETHA OUEHKA
Ha OoucepmayuoOHHUA U mMpPyo0 U NPEnopvY6AM HA NOYUMAEMOMO MHCYPpU 04
npucvou Ha 0-p Banepua 30pasexosea Pauesa oobpazosamennama u HayuHa
cmenen ,,/JOKTOP“ ¢ ookmopcka npozpama no Knunuuna naéopamopus.

Ha ocHoeaHme un. 59 or 3314

19.01.2024r. [Ipod. n-p Ana Jumutposa bouesa, 1.m.
I'p. Bapna



STATEMENT

By prof. Dr. Yana Dimitrova Bocheva, MD, PhD
Head of Department of Clinical Laboratory
to the Faculty of Medicine

at the Medical University "Prof. Dr. P. Stoyanov" — Varna

Regarding the dissertation of Dr. Valeria Zdravkova Racheva, full-time PhD
student in the doctoral program "Clinical Laboratory" at the Department of Clinical
Laboratory, Clinical Immunology and Allergology, Faculty of Health Care, Medical
University — Pleven, for acquiring educational and scientific degree "Doctor" in the field
of higher education 7. Health and sports, professional field 7.1. Medicine and Doctoral
Program "Clinical Laboratory", with supervisors prof. Dr. Adelaide Ruseva, MD, PhD
and Assoc. Dr. Pavlina Yordanova-Laleva, MD, PhD

On the basis of Order No. R-3628/28.11.2023 of the Rector of the Medical
University of Pleven and by the decision of the Scientific Jury, approved by the above
order, | have been assigned to prepare an opinion for a dissertation work on the topic
"Change in the levels of certain proteins in women with ovarian tumors" by Dr. Valeriya
Zdravkova Racheva. The opinion was prepared according to the requirements of the
Law on the Development of the Academic Staff in the Republic of Bulgaria (LASDRB).
The submitted documents are in accordance with the requirements set out in the
LASDRB on and the mandatory requirements in MU-Pleven, based on LASDRB and
reflected in Appendix No. 2 of the the same document. The doctoral student has
submitted a dissertation, an abstract, 3 full-text publications and 1 participation in
national and international forums with published summaries on the topic of the
dissertation and is a participant in 2 scientific research projects of MU-Pleven. All stages
of the doctoral studies have been observed, there is no change to the original topic and
supervisors.

Brief biographical details of the applicant

Dr. Valeriya Racheva was born in Shumen, where she graduated from "Nancho
Popovich" Secondary School in 1991. She graduated from Medical University - Pleven
in 1997. with a master's degree in Medicine. Acquired a specialty in clinical laboratory in
December 2012. Dr. Racheva began her professional development as a pediatrician at
Center for emergency healthcare- Pleven, where she worked until 2000. For the period
2000-2008, she was a pediatrician at the GP practice "Dr. G. Tisheva", and from 2008 to



2012 is a resident physician in the Clinical Laboratory at UMBAL. “Georgi Stranski" -
Pleven.

Since 2013, she has been a resident and later a head of the Clinical Laboratory at the
"St. Marina" UMBAL - Pleven. Since 2018, she has been an assistant at the Department
of "Physics, Biophysics, Preclinical and Clinical Sciences" at the Faculty of Pharmacy of
MU-Pleven. From November 2019 she is a full-time doctoral student in the "Clinical
Laboratory" doctoral program at the "Clinical Laboratory, Clinical Immunology and
Allergology" department. The doctoral student declared participation in 2 university
scientific projects, authorship in 3 articles and one participation with a poster at a
National Conference on Clinical Laboratory. She speaks English and Russian. She is a
member of the Bulgarian Medical Union and the Bulgarian Clinical Laboratory Society.

Relevance of the topic

The topic of the presented dissertation work has been selected carefully and
targeted in view of clinical interests and the specificity of the pathology in the clinical
base of the dissertation student. Dr. Racheva's scientific interest and the choice of
pathology with a wide spread and indisputable medical and social importance from the
department of oncogynecology, | consider to be well-founded and well-argued already
at the beginning of the literature review. Ovarian cancer is among the 10 most common
malignancies in women worldwide and is the fifth leading cause of cancer death
worldwide. In Bulgaria, according to data from the National Cancer Registry, ovarian
cancer in women ranks 6th, both in terms of frequency (5.2%) and as a cause of death
from oncological diseases (5.6%). Modern diagnostic medical specialties, to whose
rapid development we include the clinical laboratory, have directed their efforts, in
addition to the validation and routinization of new laboratory, genetic and molecular
markers, and in search of new projections of known parameters.

In the last 20 years, world science has intensively studied the possibilities of
optimizing screening and early diagnosis in this localization with new biomarkers. More
than 20 tumor markers in body fluids or tissue samples are currently being studied in
various trials. In order to overcome the limitations in the clinical applicability of
monovalent tumor markers, a trend in the last ten years has been the creation of panels
of biomarkers that are simultaneously investigated and the development of
mathematical algorithms for probabilistic prediction and risk stratification.

In our country, there are still limited studies that focus on the clinical laboratory
aspects of validation of multimarker models and algorithms for ovarian carcinoma risk
stratification. A logical result of this information vacuum in our country at the moment is
the scarce data and scientific publications, which arouses the research interest of the
dissertation student and scientific supervisors.



In this context, | consider the conceptual project of this dissertation presented to
me for evaluation to be current in conception, prospective in terms of publication results,
and at the same time classical in methodological implementation.

Characteristics, volume, structure, and content of the dissertation

The dissertation is presented on 160 pages, including: Introduction - 2 pages,
Literature review - 33 pages, Aim and tasks - 2 pages, Materials and methods - 18
pages, Results - 64 pages, Discussion - 16 pages. , Conclusions-3 pages, Contributions
- 2 pages, Appendices, publications and bibliography- 12 pages, The presentation
consists of 59 tables and 79 figures. The bibliography contains 160 sources, of which 4
are in Cyrillic. The latter includes contemporary sources, 15 of which are from the last 5
years.

The structure of the dissertation corresponds to the modern formulations for internal
ratio of the parts of the dissertation with an emphasis on the results and with a brief
interpretation. A clear style is demonstrated, with a good command of highly specialized
terminology.

The literature review is logical and well structured, consistently defining the
clinical problem and its epidemiological characteristics. The text includes physiological
and propaedeutic data on the epidemiology, diagnosis, types, staging of ovarian
carcinoma, characteristics, synthesis, and application of targeted protein markers, and a
chronological analysis of the emergence of the various multimodal screening and
diagnostic models. The summary of the literature review presents the available
information in the modern literature sources and defines the unresolved problems -
presence of a large number of provisionally related to the pathology ovarian carcinoma
biomarkers in the laboratory practice with insufficient sensitivity and specificity for
independent use; lack of an approved method for early diagnosis and screening; the
FDA-approved OVA1, OVERA, ROMA, and CPH-I multimodal models need further
testing and analysis of their diagnostic reliability. It logically follows to define the need
for an effective laboratory screening strategy for early stage disease detection based on
a combination of proteomic markers.

The aim is clearly formulated and is a logical consequence of the summary of
the literature review, corresponds to the title and is specified by the text of the tasks of
the dissertation work.

The dissertation formulated six tasks. The first five tasks are entirely practically
related to the purpose and conclusions of the literature review. Task six is building on
the obtained data with an ambitious project to build a diagnostic algorithm (formula) with
the studied biomarkers in ovarian tumors, to be applied in the preoperative diagnosis
and differentiation of malignant from benign ovarian tumors



Material and methods

The study was designed to be prospective in terms of the biomarkers studied,
comparative with the use of a control group, diagnostic and non-interventional in terms
of the patients studied. The same is in practice the approbation of the OVA1 index. It
included 120 patients, divided into two subgroups: 60 patients with histologically proven
ovarian carcinoma, average age 57.67 years (range 29.0-83.0 years), 60 women with
histologically proven ovarian cyst, average age 40.23 years (range 21.0- 70.0 years), 60
healthy, asymptomatic women, without clinically or paraclinically manifested diseases,
with an average age of 39.92 years (range 22.0-68.0 years), who visited the UMBAL
"Sveta Marina" in the city of Pleven in the period 01.2020-11.2020. | draw attention to
the inaccurate definition of the concept of premenopause in the text of the "Materials"
chapter.

The study was approved by the Committee on Research Ethics at the Medical
University of Pleven. The laboratory methods used are described without analytical and
methodological excesses, given the clinical-interpretive tasks and the purpose of the
dissertation work. In the subsection "Statistical methods" there are propaedeutic
theoretical texts for definitions of widely used and axiomatic concepts related to the
diagnostic reliability of laboratory methods, which, in my opinion, should not be
described and detailed.

Results

In a total of 64 pages, Dr. Racheva describes in detail and consistently the
implementation of the set tasks leading to the fulfillment of the formulated aim of her
scientific work. 59 tables and 79 figures have been compiled, accompanied by an
understandable text, and the applied statistical methods of analysis have been correctly
selected and correctly interpreted. It is noteworthy that the age characteristic of the
control group (B) is statistically different from that of the target group - women with
proven ovarian carcinoma (A1), women with ovarian cyst (A2) and women with ovarian
tumor (A). The results of the five set tasks are detailed, figuratively and analytically
described, and the study is divided into three research stages. | consider it an unfulfilled
task six in the classical clinical understanding of developing a diagnostic algorithm with
the investigated biomarkers in ovarian tumors, to be applied in the preoperative
diagnosis and differentiation of malignant from benign ovarian tumors. Clarification and
partial formulation of results for this task can be found in the "Discussion” section and in
part of the "Conclusions" section, which | consider an imperfection of the work. Formally,
| would consider as a disadvantage the listing of the results by stages, instead of
following the sequence and the specifics of the tasks. The structural arrangement by
sections of the dissertation does not correspond to the content of the latter in the
classical understanding of the construction of a dissertation work. The serious statistical



data, presented with the thorough manner of a researcher, are impressive, which should
be emphasized as a merit in case it is a personal contribution of the dissertation.

| accept the drawn conclusions with an objection to the style of their
formulation, making a recommendation for brevity and concreteness.

The dissertation ends with the definition of 10 contributions, of which 4 are
original and 6 are confirmatory.

Publications and announcements on the subject

A list of 3 full-text publications in international journals and 1 participation in a
national conference, 2 institutional university projects of MU-Pleven is presented. Dr.
Racheva is first author on all full-text publications. The scientific activity of the
dissertation student is in accordance with the Law on the Development of the Academic
Staff of the Republic of Bulgaria and the regulations for its application at MU-Pleven.

The dissertation work on the topic "Change in the levels of certain proteins in
women with ovarian tumors" of Dr. Valeriia Zdravkova Racheva covers the requirements
of the LASDRB, the Regulations for its implementation and the relevant regulations of
the Medical University of Pleven. The presented materials and dissertation results fully
correspond to the specific requirements adopted in connection with the Regulations of
the MU — Pleven for the application of the LASDRB.

Based on the presented presentation, | give a positive assessment of her
dissertation work and recommend to the honorable jury to award Dr. Valeriia
Zdravkova Racheva the educational and scientific degree "DOCTOR" in the
doctoral program in Clinical Laboratory.
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