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HaYaJIHHUK KJIHHHUKa 110 Hedposorus BB BMA-

MBAJL,Codus

o npoueaypa 3a npuIoOHBaHe Ha OOpa3oBaTeNHa M Hay4Ha CTEleH ,,JOKTOp
no Hay4yHa cnenuaigHocT ,Hedpomorms” ot n-p MHMpuna Ssoposa
3apaBKoBa, Bropa karegpa mo BbTpemIHH 0oJecTH, cexims ,,Hedponorus“ na
MY-IInoBauB, ChriacHoO 3aroBen] Ha  Pextopa Ha MY - IlnoBnus
Nel1612/04.07.2022 un ITpotokon ot ®C  Ne.6/15.06.2022 ¢ nucepraunroHeEH
TpyA  Ha TeMa :’CnenuuUyHH CepyMHH U OTJIOXKEHH aBTOaHTUTENa U
UMYHOITIOOYIHHM NpH MeMOpaHo3Ha HedpomaThs U TIXHOTO 3HAYEHHE 3a
TEPANeBTUYHUS TNOAX0A  C HAyyHH pbKoBoguTenu mgou. [O-p Enxyapa

Tunkusu,nM u npod. J-p Mnuan J{okikoB,aMm.

[IpeacraBeHUTE MaTepUaly MO MpoieaypaTa OTrOBapAT Ha H3HCKBaHUSTA
Ha 3aKOHa 3a Pa3BUTHETO Ha aKaJeMHMYHHA ChCTaB Ha Penybmuxa bbarapus u
ITpaBunHMKa 32 Pa3sBUTHETO Ha aKaJeMHUYHHA ChCTaB HA MY — rp. [TnoBauB 3a

NPUCHXKIaHe Ha Hay4yHa CTeleH , JOKTOp®.

I —p Wpuna SBopoBa 3mpaBKOBa 3aBBpIIBa CpPeAHO 0OpazoBaHHE Mpe3
2000r B Ilpupomo-mateMaTuuecka ruMHazus “Exzapx AHTHM [ ¢ ycuiIEHO
U3y4yaBaHe Ha aHITIMACKHU e3uK, rp.Buaun ¢ otnuden ycnex. Ot 2001r. go 2004r
cnensa Mmeauiyna B Pymeaus, rp. Knyx- Hanoka 8 MY Onuy XafuneraHy. Ilo
ceMeWHH npu4uHM, npe3 2004r ce mpexsbpis B MY IlioBaus, xbaeTo ce
auriomupa npes 2008( peructpaunonen Ne Ha guruioma 13105/ 20.10.2008).

ITpez 2008-2009r paboTu mocnemoBaTenHo B [ICMII-IInoBouB M  Karo



NOMOLIHHUK JHYeH jekap B AmOyrnaropus 3a HMupuBunyanna Ilpaktuka 3a
[MbpBuuna Menuuuncka ITomoni. Ot 10.2009 mo To3u MOMEHT paboTH B
Knunuka mo sedponorus Ha YMBAJI “Kacnena”. Ilpes 2018 npunobupsa
cneuranHoct  Hedposorus, (peructpammoneH  Ne  Ha  JOMIJIOMA

021597/26.02.201).

Ot 2015r. € Ha AUBKHOCT acHCTEHT KbM Kartenpa rmo Ilpomnenestrka Ha
Bwrpemnure Oonectu, KaTo B MOMEHTa 3aeMa JITBKHOCT [peIoJaBaTell.
ObyuaBa aHIJIOE3WMYHM CTYAEHTH OT YETHUPU TOOWUHH. AKTHBHO Yy4acTBa B

NPENnojaBaHeTo Ha CTyACHTHU 10 BpeMe Ha JIETHUTE UM CTaKOBe.
Ot nBe rogunHu Boau U amMOyaropua npaktuka BsB 11 JIKL] ITnoBaus.

J-p 3npaBkoBa uMma myGnHKalMM B OBATapcKH H3OaHHS H H3HECEHH
JOKNagy U MOCTepU Ha OBIrapckd HaydHH (QopyMu. Biajgee aHIVIMHCKH U
PYCKH €3HK, IpUTeXaBa JOOPH KOMYHHUKallUOHHHM M TPE3eHTAllMOHHU yMEHMs,
KaKTO M CIIOCOOHOCT 3a edeKTHBHa pabora B ekun. PaGotu cBoGoaHO C

pas3inyHU COPTYEpHU MPOAYKTH.

JucepralinoHHUAT prﬂ Ha I -p Mpuna 3apaBkoBa pasriexia akTyaleH
npobjeM ¢ rojsMO HAayYHO M MPAaKTHYECKO 3HAYECHHE B objacTra Ha
HedpOJIOrusATa - 3Ha4YEHHETO HAa HAKOH CHELH(PHYHH CEPYMHH M OTJIOXKEHH
aBTOAHTHTeNa H UMYHOTTIOOYJIHMHHU Npu MeMOpaHO3Ha He(pponmaTHs M TAXHOTO
3HA4YCHWe 3a TepaleBTUYHHUS 1noaxoa. MemOpaHo3Hata Hedpomatus e
IJIOMEPYJIOHE(PUT C HUMYyHOKOMIUIEKCHA MaTOreHe3a, IPH KOMTO JEMO3UTH OT
[gG u ppaxuny Ha KOMIIIEMeHTa Ce oTarar Cy6emuTeNHO 10 MOBBPXHOCTTA Ha
rmomepynHara 6asaina MemOpaHa W MMOCTENMEHHO BOAAT JO HEHHOTO AU(Y3HO
sanebenapane. IIbpudHaTa MeMGpaHo3Ha He(ponaTHs INpEACTaBisBa OKOJO
75- 80% ot cnyuamre .IloBeuero mMAIMEHTH C IbpBHYHA MeMOpaHO3HA
HedponaThs UMAT LUPKYJIHpAaIly aHTHTena KbM (ocpoiunaza A2 peLentop

/PLA2R/, a ocTananute ciydau Ha MbpBUYHA MeMGpPaHO3HA He(POIIATHS MOraT



na 6baar kinacubuUUpadyd Kato uamonatdydd. Ha BropuuHata MeMOpaHO3HA
Hedpomartus ce nagar 20-25% ot ciydauTe , KaTo NIpUYKHA 3a MosgBaTa M ca U
JpYrH aBTOMMYHHH 3a0OIISBaHHUS, 3710KAa4eCTBEHH TYMOPH H JIeKAapCTBEHHM
cpenctBa. IlpoTtnya ¢ meproad Ha Tnacklid W pemucud. Oxono 30% ot
ClIy4auTe He Ce NOBJIMSABAT OT JIEYeHHETO M [JOCTUraT A0 KpacH CTaiAMH Ha
6u6peyHoTO 3a60maBane . [Ipe3 2014r e OTKpUT HOB aHTUI'E€H- TPOMOOCIIOHIMH
Tuil-1 gomeiH cepawvpxkam 7A (THSD7A) ¢ nokanu3auus BbpXy HOAOUUTHUTE.
IlocnenBa OTKpUTHETO Ha MHOIO HOBM AHTUT€HH M aHTUTENAa KBM THX:
Exostosin 1(EXT1), Exostosin 2 (EXT2), NCAM1, NELL-1, Semaphorin 3B u
ap. HatpynBaT ce Bce moBeue JAaHHH 3a pOJisiTA Ha KOMIUIEMEHTa M HAKOU
uMyHornoOynuHu. YcrtaHopsiBa ce, ye aHtH- PLA2R1 IgG4 aBroanTuTena ca
CIIOCOOHHU Jja aKTHBUPAT JIEKTHHOBUS NBT U Aa NPUYMHAT TJMKO3UIALHOHHO-
3aBUcuMa yBpena Ha PLAZRI1- excnpecupaimnure mnomouwtd. Hamwupar ce
HapyuleHus B IHKo3unauuara Ha IgG4, kopenupam ¢ TexecTra Ha
3a00NABaHETO. XPOHUYHHUTE BB3NAIUTENHH NPOLIECH B OpraHu3Ma, Ha ¢oHa Ha
3axapeH auaber, crapeeHe, XpOHHYHA EKCIO3WIUA Ha BpeIHd (aKkTOpH OT
OKOJIHaTa Cpelia, XpPOHUYHO aBTOUMYHHO 3a00JisiBaHe, BOAST A0 HENpPeKbCHATO
obpasyBane Ha Ig(G4, B KOHTO HAacTBIBAT NPOMEHH B IVIMKO3WIALHUATA, ClEl
KOETO, HAcThIBa yBpeJa B 00JiacTTa KbM KOSTO € HAaCO4YeHO TOBa aHTHUTSIIO.
Korato nMyHHOMeAMUpaH#si OTTOBOP HE YCIABA Jla M3YMCTH LIeJITa, TOBA BOIH
JI0 TO-LIMPOK MMYHEH OTTOBOP, KOHTO Ce pa3lpoCTHpa U Cpellly €NUTONH Ha

rIOMepyJIHH aHTUreHH, kakTo € PLA2R.

IlucepTauHOHHHﬂT‘prz[ e HanucaH BepXy 163 crpanuuu. OHarneneH e ¢
31 gurypu , 20 Tabnuuy ¥ 10 MMKPOCKOIICKM CHUMKH KaTo ca U3Moi3BaHu 180

JUTEPATYPHH U3TOYHUKA - 5 Ha kupuauna v 175 Ha naTuHULA.

J-p 3npaBkoBa e HampaBuia 3ab100ueH 0030p C MPENCTABEHH OCHOBHH

U MHOTO aKTyaJ. ___. AaHHU OT ME€JIMIIMHCKaTa JIHTe€parypa , KOMTO MOKa3Ba 2106p0



INO3HaBaHE Ha npo6neMa, YMCHHUC Ja CC CUCTCMATH3HMpa I/IH(I)OpMaHI/IHTa H Ja cc

U3BEXKAAT Hal-BaXXHUTE MPOOJIEMH.

Ilenta Ha nncépTauHﬂTa e ¢GopMyndpaHa KpaTKO H fACHO- Ja C€
npoy4d yecrorata Ha Tpu BuAa orinaranusi- PLAZR, 1gG4, MBL Bwpxy
NOBBPXHOCTTa Ha Oa3asHara MemOpaHa W cepymHoTo HMBO Ha APLAZR
aHTUTeNa NIpY MaldeHTH C MeMOpaHo3Ha HedponaTus U TAXHOTO 3Ha4Y€HHUE 3a
NpeuMsyMpaHe Ha JMarHo3ara, KIMHUYHUSA XOJ U TePAlleBTUYHOTO IOBIIHABAHE.
JlokTopaHTKaTa CH MOCTaRs oceM A00pe MoadpaHy 3a4a4y 3a U3IIBIHEHUETO M.
Uscneasanu ca 79 naunuentu ¢ MemOpaHo3Ha HedponaTHs, Ha Bb3pacT MEXIy
24 v 86 ronuuM, 47 Mbke U 32 xenu, neKkyBand B Knunuka no Hedponorusa Ha
YMBAJI“Kacnena“ 3a nepuona anpuin 2010 — nexemBpu 2020r. [lpu BCHYKH
NalMeHTH JMarHozara € YTOYHeHa uYpe3 MyHKUWoHHa OBOpeyHa Oumoncus,
nabopaToOpHHU H3CJEeABaHHs, BKIIOYUTEIHO UMYHOJOTHYHH, XHUCTONATOJIOMMIHH
H  HMYHOXMCTOXMMHUYHHM  H3cienBaHus. [lpunoxeHu ca  ageKBaTHM

CTaTUCTUYCCKH METOOMU.

,H-p 3IlpaBKOBa YCTaHOBABBa, Y€ CpeIHara BB3PACT Ha MNaLiUCHTHTE C

MeMOpaHo3Ha HedponaTHsI OTroBapsA Ha JaHHUTE OMMCBAHH OT JIPYTH aBTOPH.

B neiiHoTO nmpoy4BaHe TpoiiHO nmonoxutenHy 3a PLA2R/ 1gG4/ MBL, npolino
nojoxurenHu 3a PLA2R/IgG4 u monoxurennud 3a PLA2R uma camo npu
NaUMEeHTH C II'bpBUYHA MeMOpaHo3Ha HedponaTus. /IBOHHO MOJOXHUTEIHHU 34
IgG4/MBL ce yctaHOBSBaT OCHOBHO NpY UIAMONMATHUHUTE Clyyad , KOETO € B
[OJKpena 3a akTUBUpPAHE Ha JEKTHHOBHS IIBT. ABTOpKaTa mpaBH H3BOJ,YE
JiMrncaTa Ha JBOMHO mojioxurendocT 3a PLA2R/MBL noka3Ba, 4ue € He00X0 UM
IgG4 3a akTUBHMpaHeTO Ha JIEKTHHOBHUA ITHT Ha KOMIUleMeHTa. Hamuuuero Ha
MBL camo B kombunanus ¢ IgG4 /6e3 unu cee PLA2R/ noakpens unesra, 4de 3a
aKTUBHpaHETO Ha JIEKTHHOBHUsA IMBT € HeoOxomuM [gG4 u € B ChOTBETCTBUE C
aokazaHoto ot Haddad u cwrp., kakto M oT Paolo Cravedi 3a ponsdra Ha

abHopmHO riko3unupanus IgG4 B maToreHeszara Ha 6onectra. HoBoTO, KOETO



Ce YCTaHOBsIBa €, 4e aKTHBalUs Ha JCKTHHOBHA INBT UMa HE CaMO IIPH aHTHUI'CH-
acouHHpaHaTta MCM6paH03Ha HC(prl’IaTI/IH, HO H Opd HAHollaTH4YHAaTa

MeMOpaHO3Ha HehponaTus.

BaxxHO mpakTHYecko 3HaUeHHE HMa HaIpaBeHHST OT I-p 3IpaBKOBa
U3BOJ, e Hajmuyueto camo Ha Ig(G4, He MoXe Ja ce U3MosI3Ba KaTo cnrypéH
MapKep 3a H3KJIIOYBaHe Ha BTOpUYHAa MeMOpaHo3Ha Hedpomatusa. [lpu
NalMeHTHTe ¢ BTOpUYHAa MeMOGpaHO3Ha HedpomaTHs JHICBAT OTIAraHds Ha
MBL, npu TAX aKkTUBHUPAHETO Ha KOMILJIEMEHTA Hall-BEPOSATHO He € IO JIEKTUHOB

nbBT.

HucepranTtkata  ycTaHOBsIBa 87.60%  chOTBETCTBUE  MEXKAY
JMarHoCTULIMPAHETO Ha MOJIOKUTEJTHH M OTpHullaTesNHu cioydyad Ha PLA2R upes
UMYyHOXMCTOTUMHUS M B CepyM MOpH MHOTO BHCOKAa UYBCTBHHUTEJIHOCT H
crneuuMUYHOCT , KaKTO U BHCOKA AMArHocThyHata croiiHoct Ha APLAZ2R B
CepyM KaTo MapKep 3a HalduMe Ha NIbpBHYHA MeMmOpaHO3Ha HedpomaTHs(
qyBcTBUTENHOCT 90% 1 cnetuduunoct 100%). [Ipu 6uornicupane Ha 6OJIHU ChC
3axapeH JuabeT THUN 2 4eCTo ce YCTaHOBsBa MeMOpaHo3Ha HedponaTus, KOATO B

50% oT ciy4yauTe € HAHOMATHYHA.

MHoro BnevatssiBan] pe3ysiTaT € ycTaHOBeHaTa Bph3Ka MEXIy CTajus Ha
Oonectra U otnaranero Ha MBI (HamansiBa ¢ Bceku cieaBalll CTaaui ), KOWTO ce
ChOOIIaBa 3a MBPBU MbT. BB3 OCHOBA Ha HATpymaHHA OMMT A-p 3JIpaBKOBa
Joctdra o usBona, 4e HUBOTO Ha APLA2R B cepyM Imoka3Ba 3HauMMa
acouManys ¢ aKTUBHOCTTA Ha 3a00JsIBaHETO M MoOXKe Ja Obje M3MON3BaH KaTo
MapKep 3a akTMBHOCT Ha IIbpBHYHATa MeMOpaHO3Ha He()poMaTHs, KaKTo M 3a
OLIEHKa Ha pe3ylTaTUTe OT TepanusTa. B JucepauusTa ca Hajldle U LEHHU
JaHHH OTHOCHO JIEYEHHETO Ha TMpoy4BaHUs riomepynoHedput.Hak-BHCOK
OPOLUEHT MbJIHA DPEMHUCHSA HMaT MaUWeHTH Ha Tepanus ¢ KoMOHWHalMsTa
KOPTHKOCTEPOMIH, UUKIOGochaMUA M a3aTHOMPHH. aTo al  iTHBA CE

fnoCco4Ba 3aME€CTBAHETO Ha a3aTHUOIIPHHA C MO(beTI/IJ'I MHKO(beHOHaT,a Mpy JHIICa



Ha e(eKT - TpeMyUHaBaHe Ha KOPTHKOCTEPOUIN U TakponuMyc. ITonoxuTenHuTe
3a APLA2R u MBL wuMaT Mo-BHCOK MpOLEHT Ha JOCTHTaHe Ha IIbJIHA M
KIIMHUYHA PEMHUCHUSl B CpaBHEHHE C OTPHULATEIIHUTE, a IOJOXKUTEJIHOCTTa 3a
IgG4 He noxa3Ba BIMSHHE BBPXY IIPOLEHTHTE IIOCTUIHATA PEMMCHS IpH

[MOJIOXKHUTEJIHA U OTPULIATECTHH.

Hanuue ca 12  HaydHu npuHOca - 7 C OpUIMHalleH XapakTep U S5 ¢

[IOTBBPAUTEIIEH XapaKTED.

JlucepranTkata Ipuiara CHOHCBK ¢ 5  myOmdKkamd — CBbp3aHH C
OUCEPTAMOHHUS TPYA. IIpUIOKEHHUAT CIUCHK OTroBaps Ha M3WCKBaHMSITA 3a
npupodusane Ha OHC , mokrop®.

ABTOpedeparbT € mobpe opopMEH K OHArJIeNeH , OTpa3siBa CBHILHOCTTA

Ha JUCepTaldOHHUS TPY/I.

B 3akuawyeHnue , ﬂHCepTaHHHTa Ha 01— p Hpwuna SABopoBa 3apaBkoBa €
aKkTyaJleH HayyeH Tpyd C IOJsIMO TEOPETHUYHO M MpaKTHU4ecKo 3HaueHHe. Bb3
OCHOBA Ha HaIPaBEHOTO U3JIOKEHUE CUYUTAM ,4€ NMPEJACTAaBCHUAT TPy OTIOBaps
Ha H3MCKBaHUATA Ha 3aKOHa 3a pa3BATHE Ha aKaJleMMUYHUS ChCTaB U Ha JI-P
Hpuna SBopoBa 3apaBkoBa MoOXe f1a ObJie IpUChAeHa obpa3oBaTesiHaTa U

Hay4Ha CTENneH  JOKTOp” .

20.07.2022r. IIpod. P. Po6eBa



