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I. O6mo npeacTaBsiHe HA NMPOLEAYPATa U IOKTOPAHTA

[-H Banentun J[MueB NpeacTaBs KOMIUIEKT OT JOKYMEHTH W MaTepHalkl Ha EJICKTPOHCH
HOCHTEJ, KOWTO € B CHOTBETCTBHE C M3MCKBaHUATA Ha [Ipasunnuka Ha MY -TTnosmus ot 2020 r. u
3PAC B P Buarapus. Hamam o6y my6IuKaruy ¢ JOKTOPaHTa ¥ KOH(IIMKT Ha MHTEPECH.

JIoKTOpaHTHT € poaeH mpe3 1990 r. [Ipes 2013 r. 3aBbpIIBa BUCIIETO CH 00PA3OBAHKUE KATO
GakanaBbp mo Gumonmorus B IlnoBauBcku yuusepcutet ,Jlamcuit Xunenmapeku®. Ilpes 2015 r.
npuobuBa 06pa3oBaTENHAaTa KBATA(HKAIMOHHA CTEIEH ,,MaTMCThp M0 OHOXUMHUS. Or 2017 1. e
3a4NCIICH KaTo PeIOBEH NOKTOPAHT B JOKTOPCKA Mporpama II0 MMYHOJIOTHS, 32 NpUAoOHBaHEe Ha
OHC ,,noxTop®, B KaTeapara 1mo MeaunuHcka 6uonorus Ha MY -IloBaus. OTuncleH € ¢ TPaBo Ha
3amuTa mpe3 M. ¢pepyapu 2021 r.

KapiepHOTO pa3BUTHE Ha JOKTOpaHTa JOKa3Ba CTPEMEX KbM MPOQECHOHAIHO
YCHBBPUIEHCTBAHE U pa3lIMpsABAHE Ha 3HAHUSATA CH B 0071aCTTa Ha GHOJIOTHSITA K UMYHOJIOTHATA.

I1. AKTYaJTHOCT HA TEMATHKATAa

TemaTa Ha IMCEPTAIMATA € MHOTO aKTyallHa — HAyYHHUTE U3CJIEBaHUS ca POKYCHpPaHH BBPXY
HOB Guomapkep - rimkonporenHa YKL-40 (xuTuHa3a-3 mMomoOeH MPOTENH), KOMTO ce BKIIOYBA B
CUTHANM3aIMs, aKTHBAIUS M MeIMalds Ha pas3jIiyHyi BB3MAIUTETHH Mpouecd. J[OKTOpaHTHT
U3cie/[Ba HAIHYMETO HAa MOJEKYJaTa B OMOJIOTMYHHM MaTepHaIN Ha MalMeHTH (CepyM, IuiasMma,
nmuksop). Ipencrasena e pabotHa xumotesa, 4e YKL-40 Moxe Ja ciyxu Kato Ouomapkep 3a
JTMHAMUKaTa Ha 3200 IIBaHMsI C OCTHP WM XPOHUYEH BB3IAIHUTENEH IIPOLEC ¥ MOXKE JIa Ce acoluupa
C TeXeCTTa W Pa3BUTHETO Ha marojorusTa. Ilpe3 mocneqHuTe rOAWHH KIMHHYHATA MEIMUUHA
AKTHBHO ThPCH TOIAXOISNIN OMOMapKepH 3a JHArHOCTHKA M MPOTHO3a Ha 3a00JsABaHUATA C IET HE
caMO TIpelU3HaTa WM JHarHo3a, HO ¥ BB3MOXXKHOCT 3a MepcoHaIM3upaHa Tepanus. I'-H J{nues
n3ydaBa 3HayeHnero Ha YKL-40 npu Tpu 3a0ongBaHMs, CBBP3aHM C PaA3IUYHM BB3MAIUTEITHU
IIPOIIECH — TPABMATHYHO BB3MAJICHUE TPU YEPETHO-MO3BYHU TPAaBMH, aBTOMMYHHO — IIPU CHCTEMHA
CKJIEPO3a, ¥ IPU OHKOJIOTUYHA 00JIECT — INIM00IACTOM.



III.  Ilo3naBane Ha mpobJema

B sureparyphus 00630p r-n [luueB IoKa3Ba yMeHHME fAa MpenCTaBs HUHYOPMATHBHO 1
‘AHAIIMTHYHO HM3BECTHUTE daxtu Bhpxy YKL-40 u pomdra My Npu pasiudHd NPOLECH.
Jlureparyprara cnpaBka e or 279 W3TOYHMKA Ha AHIVIMICKH, IO-TOJSIMA 9acT OT KOMTO IIpe3
IOCJICTHOTO JleceTriieThe. T € mocTaThyHa U peleBaHTHA Ha W30paHara TeMa ¥ JaBa BH3MOXKHOCT
H3YepraTe/Ho Ja Cce MmoAHece Heobxoaumara HHGOpMalHs 10 MpodieMa — BB3MNATCHHETO KATO
[1aTOJIOTMYEH NPOLIEC, YYAaCTBAIUTE B HEr0 MEAMATOPH, OCOOEHOCTH B KIMHMYHATA KAPTHHA HA
OTACIHUTE HO3O0JIOTUYHU COUHHMIM U TSAXHOTO JICYEHHE, IPYNH IATOJOTHYHH IIPOLECH: TEXKKH
YCPENHO-MO3PYHM TPAaBMM KaTo IIOCTPaBMAaTUYHO Bb3NaleHUe;  Ouomapkepa YKL-40 u
B3aUMOJEHCTBHETO My € APYTM MOJIEKYJIH Ha BB3IAJIEHUETO.

IV.  Meroauka Ha H3CJI€ABAHETO
Meroaukara Ha U3CIEBAHETO € PENEBAHTHA HA IOCTAaBEHATa LeN M 3a1add. 1IpuioxeH e
KOMIUIEKC OT CBHBPEMEHHHM METOMM. Pa3HOOOpasueTo OT KIMHHYHM U J1a0OpaTOpHH METOU
(umyHonornynd U resetuynu — ELISA, umyHommroxumus, RT-PCR) mpumasa GorarcTBo Ha
auceprauusra. Mscnensanust 6poi nanuentu (117, ot xouto 31 ¢ TUMT, 65 ¢ SSc u 21 ¢ 'BM) e
HAIIBJIHO JIOCTATHYCH 3a CTAaTUCTUYECKA 00paboTKa Ha JaHHUTE. BKIIIoueHa € i KOHTpOJIHA IpyNa OT
14 31paBu nuua U 29 BHE3aNHO NMOYMHAIM KIMHUYHO 3[paBH JIMIa, aytorcupanu B Karenpa
,.CbeOHa MeTMIMHA U JSOHTOHOTUS " KbM MY -ITnoBaus.
CraTHCTUYECKUAT aHAIU3 € U3BBPIIEH CHIIO C MOJCPHH METOAH, CHOTBETCTBALLY Ha 3a/[auuTe.

V. XapaKTepHCTHKA H OLIEHKA HA JHCePTALMOHHUS TPYH

JucepTallMOHHMAT TPy ChABPXKa 16 3 CTpaHMIU U € CTPYKTYpHpaH ChIVIACHO CTaHJAPTHUTE
M3MCKBaHUS: yBOJ, MHQOPMATUBEH U aHAIUTUYEH JIUTEpATypeH 0030p, 1o0pe GopMyIupany Lel 1
3a7a4d, SCHO IPEJCTaBEHH M Pa3sHOOOpasHH MaTepHald M METOAH, KOHKPETHH pE3YJTaTh U
00CBKIaHe, 3aKI0YEHHME U U3BOJIM, IUTEpaTypHa cipaBka. OHarieneH e ¢ 15 ¢urypu, 12 Tabuunu u
2 wmukpodororpadpuu. [loctaBenure 6 3amaun ca B IpsKa Bph3Ka C LEITa Ja CE H3CIEIBA
npoTenHoBaTa U regHa excnpecus Ha Y KL-40 npu Bb3nanuTeIHU NPOLECH C pa3IdyHa €THOJIOT .

Pesynrature OT u3cneABaHUsITA IPH KOMIIJIEKCHOTO ¥ YMEJIO M3I0JI3BaHEe Ha UMYHOJIOTHYHY
¥ FeHETUYHH MOAXOH Ca ChIAbPXKATETHH U TOYHH.

Ha ©Oa3zara Ha M3BBPIIEHUTE W3CJIEABAHUS U aHAJIU3U, JOKTOPAHTHT JIOTHYHO CTHUra JI0
u3Boaute, ye: 1) Husara Ha YKL-40 B nuiazma u nuxsop npu TYMT ca oTpakeHue Ha NpOTHYALIKS
BB3IAIUTEEH MPOIIEC, a MIIA3MEHUTE CTOMHOCTU Ha IJIMKOIPOTEHHA Ce CBBP3BaT C 0JIaronpHsiTHUS
xkauuauded xox; 2) ITopummenute cepymHu croiiHocty Ha YKL-40 npu nmanueHTUTE ChC CUCTEMHA
CKJIEPO3a, BpBb3KaTa UM C KIMHUYHUTE CKaJId M IPOBB3NAIUTEIHUTE LUTOKUHH, KOpEIUpaT C
XPOHMYHOTO AaBTOMMYHHO Bb3najeHue u ompenenar YKL-40 xato mapkep 3a cTpathduxaiys Ha
nauuedture; 3) Bucoxute cepymHu koHueHTpauuu Ha YKL-40, TNF-a, IL-6 u IL-12 u
YCTAHOBEHUAT MOJEN Ha IeHHa €KCIpecHs INpeAnosara HaIM4YMeTO Ha IOCTTPAHCKPUILKMOHHA
perynauus B OHMOCHHTe3aTa MM IIPU CHCTEMHA CKJIepo3a. JOKTOPaHTHT MPECTaBs CPaBHUTEIHH
nanan Mexay YKL-40 v akTHBHOCTTA Ha JPYTH MOJIEKYJIH, y4aCTBALIM BB B3IIAIUTEIHUS IIPOLIEC
- mutoxkunute TNF -a, IL-6, IL-12, IL-17, TGF-B1, xemoxura CXCL4 u agxe3noHHaTa MOJIEKYyJa
ICAM-1. YcraHoBenu ca curHuukaHTHO mo-Bucoku HuBa Ha IL-6, TNF-a m CXCL4 npu
W3CJIeIBAHUTE MALMEHTH ChC CHCTEMHA CKJIepOo3a CIpsAMO 3ApaBUTe UHAMBUIM. MMa pasnuuus u B
NOArPYIHTE - KOHLEHTpauusTa Ha IL-6 e MHOTOKpaTHO IOBMINEHA NPU nauueHTute ¢ deSSc B
cpaBHeHue ¢ Tesu ¢ lcSSc; 4) ITonmxenara excrpecus Ha miR-30a 1 miR-214 uma monoxuTe/IeH
e(eKT BbPXY IIOCTTPAHCKPHILIMOHHKA KOHTpol Ha YKL-40; 5) JluHamukara B CepyMHUTE HUBA HA



YKL-40, LAMP-1 u LAMP-2 nipu 'BM oTpa3siBa HacCTHIHJIATE IPOLECH Ha Bh3MAICHUE, THKaHHO
pemojienrpane 1 aBTodarus B IIOCTONIEPATHBHHUS CTaIl.

BCHYKO TOBA JIOTMYHO BOJM 10 npueMane poisita Ha YKL-40 BbB BB3NATUTETHUS MTPOLEC
npu TUMT, ycTaHoBeHaTa Bpb3Ka MEXKIY CEpPYMHMTE HUBA Ha YKL-40 u cTeneHTa Ha CTaBHO
yBpeX/IaHe Tpu GonmHu cbe SSc, MpeACTaBeHUTE 32 [IBPBH NBT JAaHHH 33 TCHHATA CKCTIPECHs Ha
YKL-40 B NEBKOIMTH TpH TAIMEHTH CbC SSC, aHAIM3MPAaHUAT 3a NPBB MHT MEXaHM3BM 34
perymanusaTa Ha YKL-40 upes noxmkeHa excrpecus Ha miPHK# B mma3mMara Ha MaleHTH ChC SSe,
KaKTo U mpoydenata quHamuka Ha YKL-40, LAMPs u NSE B npouecuTe Ha Bb3IaNCHHE, ThKaHHO
pEMOJIENIMpaHe W HEBPOHATHO YBpEXJaHE B IOCTONEPaTHBHHSA TIEPUOX MpH MAUUEHTH C
rJIM00aCTOMH.

VI . [Ipenenka Ha mMyOJUKANMHUTE U IMIHHS NPHHOC HA aBTOpa

[Tpuemam GOpMyIMPaHUTE OT JOKTOPAHTA 6 HAYyIHH IIPUHOCH.

-5 JludeB € M3BBPIIMI CaMOCTOSTENHO TOJisMa YacT OT H3CJIEIBaHMATA, 00eKT Ha
JMCEPTAIIMOHHUST TPyHA. TOH € JOrM4HO OTpakeHHE Ha CHUCTEMaTH3WpaHa HaydHa JIEHHOCT B
obracTTa Ha MMYHOJIOTHSATA, Ha YCIEUIHO peaJu3WpaHe Ha HAy4eH MPOCKT W IMOJ30TBOPHO
CHTPYJAHMYECTBO C PA3IMYHM CHENHUATUCTH MO mpodyieMa — OGHOJI03H, UMYHOJIO3H, HEBPOXHPYP3H,
PEBMATOJIO3H, ChAEOHHU JIEKapH.

[IpaBu BII€YaT/IeHHE, Y€ PE3yJITATUTE OT JAUCEPTALMOHHUS TPYH Ca CTaHaIHW AOCTOSHHE Ha
Hay4HaTa OOIIHOCT. BB BpB3Ka ¢ AucepTanusTa I-H Jludes e myOIuKyBan NeT cTaTiy. B 1Be oT 15X
¢ I'bPBH ABTOP, 4 B TPH € CHaBTOpP. BNeUaT/IsBaINo €, Ye YeTHPH OT IPEJICTABEHATE IIyOIHKALMHY Ca B
crivcanus ¢ obmy ummakt ¢aktop Hax 9. Banentun [luyes e yyacTBal B OCEM Hay4dHH dbopymMma ¢
JoKJIaBaHe Ha pe3yaratute cu. OT TsSX CeleM ca B HallMOHANHH (QOpyMH, a CIHUH - B qy>KOnHa.
[IprchcTBaNa CbM Ha €IHO OT MOCJIEIHHTE My ydacTus - B HaumonamHara KoH(epeHuHs 10
kiuarnada umynosorus npe3 2020 r. B Codust, KbAETO HETOBUAT AOKIAL NPEIU3BUKA MHTCPEC CPEL
MMYHOJIOTMYHATa OOIMHOCT. B nombIHeHHE Ha ToBa I-H J[M4eB € ydacTBall yCIEIIHO B S Hay4YHU
npoexTa, GpUHAHCHpaHH ciiell KOHKypc oT MY-IInmosmus.  EmuH OT TAX € CBBp3aH ¢ TeMara Ha
JCEPTALMOHHNSA TPYJ U B HETO NOKTOPAHTHT € BOZEI M3CIeN0BaTeN — ,,bHONOrHIHO-KINHUYCH
[OJIXOJI 32 U3SICHABAHE PONIATA M HAYMHA 3a reHHa perynanus Ha YKL-40 npu cucTeMHa CKJIepo3a‘“
(2018 r.). Ima yuactie u B mpoextd ma ®HU (2016 r.), MOH (IVHK, 2009 r.) n beirapcka
acolnuanus 3a MycKyyHo-ckesereH ynrpasByk (BAMCY).

JlokTopanTsT B. JluueB JEMOHCTpHpA HE CaMO 3aIbJ0OYEHH TCOPCTHYHM 3HAHWSA, HO M
NIPAKTHYECKH yMEHHMS, METOJWYHH M AHATMTAYHM BB3MOXHOCTH B XOfia Ha paspaborTkara Ha
JTUCEPTAIMOHHUS TPYI.

ABTOpedepaThT € MOATOTBEH N00pe U OTroBaps Ha M3UCKBAHUITA.

Ipenopwka: Jla uzgane MmoHorpagus Mo TeMara.

B 3akJ/i04ueHue, IpeIcTaBeHaTa JOKTopcKa qucepTanus Ha Banmentun Jlndes € 3aBbpIICH U
3a/IBJI00YCH HAYYeH TPy, MOArOTBEH 110l KOMIETEHTHOTO PHKOBOATBO HA HAYYHHA PHKOBOAUTE,
KOHCYJTaHTa W KaTelpara, CbhC CBHIIECTBEH IPHIOXKEH IIPHHOC 3a H3sCHABAaHE pOJIATa Ha
CPaBHHMTEIHO HOBa MOJIEKYJa TPH BB3MATUTETHH 3aboigBaHuMsA. T ChIbpKa HAaydyHH H
HAYYHO-TIPHIJIOKHH PE3yJITaTd, KOUTO UMAT IIPUHOCEH XapakKTep M OTroBapsT Ha U3UCKBAHUA Ha
3aKoHa 3a pa3BHTHE Ha aKaJeMUuyHWs cbctaB B PemyOmmka beirapus (3PACPB) m neroBus
[TpaBunnuk. [IpencraBeHuTe MaTepUald U JUCEPTALMOHHU PE3YNATATH HAMBJIHO CHOTBETCTBAT Ha
criennGpUIHUTE U3UCKBAHMUS, TIPHETH BBB BpBb3Ka ¢ [IpaBuinHnka Ha MY — [1noBaue 3a npusoxeHue
Ha 3PACPB.

[Topaau rOper3IoKeHOTO YOeIeHO JaBaM MOJIOKHUTEIHA OUEHKA 32 TUCEPTallMOHHUSA TPYI,
aBTopedepar, HOCTUTHATUTE PE3YJITATH U IPUHOCH, U NMPENJAramM Ha MoYHTAeMOTO HAYYHO KypH
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Aa NpPHCHAM 00pa30BATEIHATA M HAYYHA CTeNeH ,JOKTop* Ha Banentun [{uues B JOKTOpCKa
nporpama 1o VimyHosmorus.

27.05.2020 r. M3rorBui cTAHOBUIIETO: .
[Ipod n-p Mapuana Mypaxesa, am



