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ot IIpod. n-p 3axapu UBanos 3axapues, TMH

PwrxoBogutesn Ha Karenpa no Hesposorus, MY-Ilnosaus

OTHOCHO JUCEPTALMOHEH TPy 3a MPUCHKIaHEe Ha HAyYHA CTETNeH
'TOKTOP HA MeITMIIMHCKUTE HAYKH'

npodecuonanso Hanpasnenue 7.1 "Menuuna”
1o Hay4Hara cnenuansocT 03.01.19 ,,Hepsuu Gonectu™

AsTop: Jlou. n-p Anacracus ['eopruesa TpeHosa, am

Karenpa: Hespomorms xpM  Memuuuucka — dakynreT Ha  MeIUIMHCKH
Yuuepcutet-ILmoBauB

Tema: MHOXECTBEHA CKJIEPO3A- T'EHETUYHUW, MMVYHOJIOTUYHU WU
KJIMHUKO-HEBPOIICUXOJIOTMYHU KOPEJIALIMN

Cmanosuwemo e uzeomeeno cwvenacho 3anosed Ne P-2535/29.11.2017 2. na Pexmopa Ha

Meouyuncku ynusepcumem — Ilnosous, Y. kop. Ilpog. /[-p Cm. Kocmsnes, OmH

1. Odmo npeacTraBsiHe Ha MPoIeTypaTa U JOKTOPAHTA

Hou. JI-p Anacracus ['eoprueBa TpenoBa e pomena mpe3 1972 r. IlpunoOusa
MarucTbpeka crenes no mMeaunuaa B MY-ITnosaus npe3 1996r. u cnenunansoct no HepeHu
6onectu npe3 2001r. Ot 2006r. e acucrent B Karenpara mo Hesposorus va MY-IInoBaus.
KaTto cBoGoneH mokTOopaHT paspaboTBa mucepranuss Ha TeMma ,,KIMHHKO-1a60paToOpHO
IpOy4YBaHE HAa XOPMOHAJHA M LIUTOKHMHHA CEKpelHus IpU >KEHH C IPUCTHIIHO-PEMUTEHTHA
MHOXXECTBEHA CKJIepo3a” M clel ycnemHara My 3ammTa npe3 2011r. u e mnpuchaeHa
obpa3oBarenHaTa ¥ Hay4Ha cremneH ,,Jlokrop”. Ilpe3 2016 r. e u3bpana 3a J[omEHT KbM
Karenpata no Hesponorus Ha MVY-IInoBaus. Unen e Ha Bbarapckus JeKapcKd ChIO3,
Capyxenue ,,bpirapcko apyxectBo mo HeBposorus ™ u Chro3a Ha y4eHUTe B bharapus - KJIoH
[Tnosnus. ma Han 40 myOaukanuy B ObITapCKy M YUyXKIECTPAHHU CITUCAHUS B TOBA YMCIIO TIET
¢ IF, mMoHorpagus u riaBa B MoHorpapus Ha Tema MHOXecTBeHa ckjepo3a. Helina
nybnukanus e oTaudeHa ¢ Harpanara Ha Pextopa B koHKYpca ,,Hayka u mmamoct” mpe3 2009r.,
HAy4YHO CBHOOLIEHME, INPEJCTaBAIIO PE3yATaTH OT HACTOSINMS AUCEPTALMOHEH TpPyHd €
noJy4uiio Harpazaa 3a mocrep Ha XV Hanwmonanen Konrpec mo Hespomorus mpes 2016r.
HayuynuTe 1 TpyioBe ca IUTHpaHU 49 IBTH IPEAUMHO B YYXIECTPAHHHU CIIUCAHHUS TI0JIOBUHATA
ot kxouro c IF.

2. AKTyaJIHOCT HAa TeMaTHKATAa

JlMcepTallMOHHUAT TPy M3CiIeBa HOB acleKT OT IaToreHe3aTa Ha COLMATHO3HAYHMO
3ab0JsiBaHe ¢ MHOTO(AKTOPHA M HEHAIBIHO M3ACHEHA €THOJIOTHS M JICYEHHE C OrpaHHdeHa
eextuBHOCT. IIpoyuBa ce poiisita Ha (YHKIMOHAIHM NOITMMOPGH3MH B IUTOKMHOBH I'€HU H
Ha IIMTOKMHHUSA JUCOaNaHC 3a TeXECTTa Ha WHBAJIUAW3AIMS U HAPYIICHUS B KOTHUTUBHHUTE
GyHKIME IpH HIa ¢ npucThiIHO-pemuTenTHa MC. Hapen ¢ ¢u3uyeckata WHBaIMAM3ANNS,
npu nampentate ¢ MC dbecto ce pa3BuBa W KOTHHTHBEH Ae(HUIMT, KOHTO AOMpUHACS
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CBhIECTBCHO 3a HAapyll€Hara coOouallHa anantanusg W BJIOHICHO Ka4yeCTBO Ha KHBOT.
®akTopuTe, KOUTO 00YCIaBAT MosBaTa Ha KOTHUTHBHM Hapymenus npu MC He ca u3nsiio
u3sicHeHd. ExcrieprMeHTaTHH W KIMHUYHM NPOYYBAHUSA OT IIOCIENHHMTE JIBE ICCETUIICTHS
[OKa3BaT PoJjisd Ha UMYHHU MEXAHU3MHU U Ha eIUHUYHY HYKJICOTHIHHU oaumMopdusmu (SNPs) B
[IMTOKMHOBHU T'€HH 32 KOTHUTUBHOTO (pyHKIHOHHMpaHe. TsaxHOTO 3HaueHue nmpu MC obaue Bce
omie He € moapoOHO m3cienBaHo. OT TakbB acNeKT IMPOYYBAaHHs M3ACHABALIM IETAHIU OT
MexXaHH3Ma Ha MaTOJIOTHYHHUS IIPOIIeC, pOJIsiTa Ha TeHETUYHU (aKTOpH 3a NPEAMCIIO3ULIUATA
KbM 3a00JIIBaHETO U BPh3KaTa UM C KOTHUTUBHH HapyIIeHUs ca 0O0CHOBAHU H HEOOXOIUMH.
VneHTndunupaneTo Ha MaldeHTH C IMOBUIIEH PUCK 3a PAa3BUTHE HA KOTHUTHBEH YINAIbK IIE
Jlazie BE3MOXKHOCT 32 PaHHO U aJIeKBaTHO ajalTHpaHe Ha TePaleBTUYHUTE MOIXOIH.

3. Ilo3HaBaHe Ha npobdJemMa

JluteparypuusaT 0630p € u3noxeH Ha 61 crpanuiy. M3non3sana e uHpopmanus ot 410
uztoynuka (10 ma kupumuna u 400 Ha JTaTHHUIA), €IHA [TeTa OT KOUTO ca OT IOCIEIHUTE 5
rOJUHU. AHATM3UPaHH ca HayYHU JaHHH OTHOCHO CHbBPEMEHHOTO CXBAlllaHE 3a ITaToreHe3ara
Ha 3a00JIIBaHETO; YeCcTOTa, CHeMU(UYHHM OCOOEHOCTH M METOAM 3a OTKpPMBaHE Ha
KOTHUTUBHUTE HaApYIICHUS TpU MAaLUEHTUTE, KAKTO M pOJIsTa Ha HAKOW KIMHUYIHU
XapaKTEPHCTUKHU H €BOJIOLHMSA Ha 60JIECTTa 3a Pa3BUTUETO HA KOTHUTHBEH JeQHIMT; yIaCTHETO
Ha MMYHHM MEXaHM3MH B KOIHHTHBHOTO (QYHKIMOHHMpaHe M 3HadeHmero Ha SNPs 3a
CHCTOSHMETO HA KOTHHIMATA IPH (HU3HOJIOTHYHH U OONECTHH chcTosfHMA. OdepraHu ca
JTUCKYCUOHHHTE BBIIPOCH B IIpOy4BaHaTa 00JIacT

[IpencraBenara uHpOpMAIHs € H3UeplIaTeTHA W MOKa3Ba 3aJbJI00YEHO NO3HABaHE Ha
npobnema. B aHanmmza Ha JMTepaTypHUsS MaTepual IIPOJIMYaBa TBOPYECKHS MOAXOA H
KPUTHYHO OTHOIIEHHE Ha JUCEPTAHTKATa, KOETO € IPeANOoCTaBKa 3a IPaBUJIHA UHTEPIIpETalHs
Ha COOCTBEHUTE pe3yJTaTH.

4. Meroauka Ha H3cjIeIBaHETO

Ilenta Ha mpoyuBaHeTo € mo0Ope neduHHUpaHA — Ja Ce H3CIENBAa BpPb3KaTa MEXIY
KOTHUTHUBHUTE (QYHKIUH, TEXECTTa Ha HHBAIWIM3AIMS, CEPyMHHUTE KOHILIEHTPAlUH Ha
[IUTOKMHUTE U HOCUTEJICTBOTO Ha OIpeieieH BapHaHT Ha reHHuTe monuMopdu3mu: - 308G/A B
TNF-alpha, -1082A/G B IL-10 u -607A/C B IL-18 npu nanueHTH ¢ NIPUCTHIIHO-PEMUTEHTHA
MHosxecTBeHa ckiiepo3a. ChOTBETHH Ha IeNITa ca IOCTaBEeHUTE 6 3a1ayu.

3a peliaBade Ha Te€3HM 3aIayM ca IPHIOKEHH YeTrpu rpynu Metonu: I'enerrnunu — PCR
3a amUuduKanys Ha GparMeHTHTE, ChABPIKAIIY HOTUMOP(GHHS YUacThK B CbOTBETHUTE TEHH;
HNmynonornynu-ELISA 3a omnpenensHe Ha cepyMHHMTE KOHUEHTpAaLMHd Ha LHUTOKWHUTE;
Knuanyau — EDSS ¥ Tpu HEBPOIICHXOJIIOTHYHH TE€CTa ChC CIEIU(pHYHA YyBCTBUTEIHOCT KbM
MC-o6ycnoBenute pa3cTpoiicTBa; CBBpeMEHHHM CTaTHUCTUYECKM METOAM 3a aHalli3 Ha
NOJMy4eHUTe JaHHU. Taka u30paHUTE METOAM ca HambJIHO aIeKBaTHH M OCHUIypsBaT
IIOCTUTaHETO Ha II0CTaBeHaTa Lell.

B npoy4dBaHeTo ca BKIIIOYEHHU 2 Ipynd juua: 159 nanueHTu ¢ IpUCcThIHO-PEMUTEHTHA
MC (ITPMC), HapedeHu ,.ciay4dam” ¥ obmo 188 ximHWYHO 31paBH JuIa — ,,KOHTPOJH .
3aJI0KEHU ca SICHU U IPELU3HU KPUTEPUH 3a CENEKITHS Ha YYaCTHUIIUTE U B IBETE IPYITH, KOETO
€ IIPEANOCTaBKa 3a I0Iy4aBaHe Ha JOCTOBEpPHH pe3ynTaTd. OOeMbT Ha U3BaJAKHTE € HaIlbJIHO
JOCTAaThY€H 3a CTAaTUCTHYECKU aHAIM3, XapaKTEPUCTHKUTE HAa KOHTHHIEHTa I03BOJISABAT
IIOCTUTAaHETO HAa OCHOBHATA IIEJI.



5. XapakTepuCcTHKA ¥ OLleHKA HA JHCEPTAIHOHHHUSA TPY/] ¥ MPHHOCHTE

PesysiraTiute OT COOCTBEHHTE NpPOYYBAaHMS ca IpPEACTaBeHM B Tpu moxapaszena: (1)
XapakTepucTUKa Ha MPOYYeHHs KOHTHHIEHT; (2) CpaBHHUTENHA OICHKa Ha H3CIICIBAHUTE
NoKa3aTelnyd MeXIy MAlMeHTH M 3JpaBH Juna; (3) OoLEeHKa Ha BIUSHUACTO HA MPOYYECHHUTE
(akTopu BpXy KoruuTuBHUTE QyHKIHH pH [IPMC.

VcraHOBeHa € BPB3Ka MEXAY HOCHTEICTBOTO Ha AA TEHOTHI Ha MPOMOTOPHHUSAT
nomumopduzsM -1082 A/G B IL-10 u moBuurer puck 3a pasputue Ha MC B Obirapckara
TIOITyNaIysi, KakTo ¥ Bpb3Ka MEXIy cepyMHa KoHIeHTparus Ha TNF-alpha u AG BapuanTa Ha
-308G/A B TNF-alpha. IloTBbpkiaBa ce HAIMYHETO HA LUTOKMHEH JucOalaHC C
IepcucTUpama MpouH(pIaMaTopHa aKTHBHOCT BBB (pazara Ha KJIHHHYHA PEMUCHS U
3HAYMTEIHATA YeCTOTa Ha KOTHHTHBHM Hapymenus npu manueHtute ¢ MC. YeraHoBeH e
HeraTuBeH e(eKT Ha IOBHIIEHHTE KOHICHTPALHH Ha NPOHH(pIaMaTOPHATE IUTOKUHH IL-17n
TNF-alpha Bepxy KorautusHuTe (yHKuHH mpu 601HUTE ¢ [[PMC. Opurunansu U ¢ roiima
Hay4YHa CTOMHOCT ca HAMEPEHHUTE 3aBUCHMOCTH MEXKYy HOCHTEIICTBOTO Ha ONPEIEIICH TCHOTHII
Ha J[Ba OT U3CJIEJBAHMUTE IMOTMMOp(dH3Ma U YCIIEBAEMOCTTa Ha IAIIMCHTUTE IPY KOTHUTUBHUTE
TECTOBE.

B paszmen ,,O0cwkxmaHe” cOOCTBEHHMTE pE3ylNTaTd ca pasrjelaHd B KOHTEKCTa Ha
nyOIMKyBaHUTE JaHHU B CBETOBHATA Hay4Ha JUTepaTypa U € HalpaBeH KPUTUYCH aHAIMU3 Ha
JIMCKYTaOMIIHATE U HEPEIIEHU BBIIPOCH. B3 OCHOBa Ha TOBa JIOTHYHO ca u3BeIeHU 11 u3Boa,
oTpassBall¥ OOEKTHBHO IaHHHTE OT W3BBPIIEHOTO IpoyuBaHe. I[IpmHOocHTE ca oceM.
OpuruHanuu 3a Bbiarapus u cBEeTOBHATa JHUTEpaTypa NPHHOCH C HAYYHO-TECOPETHUYEH H
IPUJIOKEH XapakKTep ca IIPeJCTAaBEHHTE JoKasarelcTBa 3a e(ekT Ha (QYHKIHMOHATHH
HOMUMOP(U3MH B IMTOKMHOBH T'€HH M HAa IUTOKHMHHHA JUCOalaHC BbPXY KOTHUTHBHHTE
byaxinun npu mameHtd ¢ [IPMC. B teopeTnyHO OTHOIIEHHME OHCEPTAIMOHHHUSA TPYA
YTBBPIKIaBa XHUIIOTE3aTa 3a pPOJITa Ha T€HETUYHU IETEPMUHAHTH B HapyIIeHHs HMYHEH
tonepanc npu MC. IleHeH mpuHOC 3a KIMHHYHATA IIPaKTHKa € OOOCHOBAaBAHETO Ha
HEe0OXOIMMOCTTa OT MOHUTOPUPAHE Ha KOTHUTHBHHUS cTaTyc Ha narnuenTute ¢ [IPMC u panHo
CTapTHpaHe Ha KOMIUIEKCHH TEpaleBTHYHH IMOIXOMM, 3a Ja ce peaylupa uHpiamaTtopHara
AKTHBHOCT, NIPUCTHIIHATA YECTOTA W PHCKA OT Pa3BUTHE HA KOTHUTHUBEH NE(HULNT, KaKTO U
BB3MOXKHOCTTA 3a CeJICKTHpaHe Ha rpyra NalMeHTH ¢ IIOBUIIEH PHCK 3a KOTHUTHBEH YNIaJbK Ha
6a3a HOCHTEJICTBO Ha OmpeeicH BapruanT Ha SNPs.

6. [Ipeuenka Ha MyOJHMKANUHUTE H JTHYHHSA NPUHOC HA JOKTOPAHTA

IpencraBenn ca 15 myOmukanuud ¥ 5 HaydHU CHOOILIEHHMsS, CBBp3aHH C TeMaTa Ha
nucepranuonnus Tpyd. Jou. Tpenosa e mbpsu aBrop B 11 oT mybnukaiuure (73%) u B 5-Te
CHOOIIEHHSITa, U KMa OTIPEEIISI IIPUHOC 332 HaydHaTa IPOLYKIHU.

JleBeT OT MyOIUKALMKUTE Ca B MEXKYHAPOIHH CIIHCAHUS, YETUPH OT KOHTO ¢ IF.

Ot npeicTaBeHnTE 5 yyacTusi BbB HOPYMH C HAYyUHH CHOOIIEHHS, 3 ca B Uy KOWHa, €HO
OT KOUTO € YCTEH JOKJAJ M3HECEH M0 CIEelHalHa nepcoHaiHa nokana keM Jlon. Tpenosa ot
opranuszaropute Ha Neurological Disorders Summit 2015 San Francisco, CA, USA. Enuo
chOOILEHNE € TIONy4YHIIo Harpaaa 3a nocrep ot XV Hanumonanen Korrpec no Hesposorusi.

OT mpencTaBeHuTe 0010 49 IUTHpPaHHs, 3 ca Ha CTAaTHH, CBBP3aHH C JucepranusTa — 1
B criucanue c IF.

(98]



IMoxazaren N3uckBanusa Pe3yaraTu Ha KaHAMAATA

My6aukauuu, cBbp3aHn ¢ | 15 15
TeMaTa Ha JucepTanusaTa

B mexxayHapoaHu ciucaHus 6 9

Ilox meyat 2 2

Ty6aukauuu c IF 3 -

Boaen uiau mbpBU aBTOpP Ha | S 11

nyoInKanunTe

Hayunu cpo0meHus Hsma n3nckBanus 5, or xouto 3 ca

qyXXecTpaHHU HOopyMH

Impact Factor Hsma nzucksanus O6w IF or my6iukanuu
nuTHpanus: 7.485

7. Astopedepar
ABTOpedepaTbT € CTPYKTypHpaH CBhOOpasHO H3MCKBaHUATA. CBHABPKAHHETO MY
OTpa3siBa OCHOBHHUTE pe3yJITaTH OT AUCEPTALMOHHHS TPYI.

3AK/IIOYEHUE

[IpencraBeHUAT QUCEPTALIOHEH TPYH € aKTyaleH, OpUTHHAICH U € JMYHO AEJ0 Ha
JMCEpPTaHTKaTa, PE3YJITAT OT ETTOUIIHY 3abI00YEHH) IpoyIBanus. JlucepTalHOHHHUAT TPYI
ChIbPKAa HAYYHH M HAYYHO-TIPHUJIOKHH Pe3yJITaTH, KOUTO MPeJCTaB/IABAT OPUTHHAJICH
NpUHOC B HAYKATa M OTrOBAPAT HAa BCHYKH M3MCKBaHHsS Ha 3aKkOHA 32 Pa3BUTHE HA
akazeMU4Hus cbcTaB B Peny6nuka bwirapus (3PACPD), IlpaBunnuka 3a mpuiaraHe Ha
3PACPE u IlpaBunanka Ha MY - IInosaus. IIpencTaBeHuTe MaTepUald M JUCCPTaMOHHH
pEe3yNTaTH HAIlBIIHO CHOTBETCTBAT HAa CIELU(DUIHHTE U3UCKBAHWS, NMPUCTU BBB BPB3Ka C
[paBunauka Ha MY — Ilnosaus 3a mnpuioxenue Ha 3PACPDB. [lucepTanlnOHHUST TPYX
IOKa3Ba, 4e IOoL. A-p AHacTtacust TpeHOBa NpHTEXaBa 3aqbI00YEHH TEOPETHYHU 3HAHUS H
mpodeCHOHATHA YMEHHUS 110 Hay4Ha cIieliagHocT HeBpoorus, Karo 1eMOHCTpHpa KadecTBa
¥ YMEHHS 32 CAMOCTOSITENIHO MPOBEXIaHEe Ha HAYYHO U3CIIEABaHE.

[Topagy Tropeu3IOkKeHOTO, YOEOEHO MdaBaM CBOATA HONONCUMENIHA OUEHKAa 3a
IIPOBEICHOTO H3CJIEBaHe, MPEICTaBeHO OT PEIEH3UPAHUTE IO-TOpe JUCEPTALUOHEH TPYI,
aBTOpedepaT, MOCTUTHATH PE3YJITaTH U IPUHOCH, U NPedazam Ha NOYUMAEMOMO HAYHHO
Jcypu 0a npuUcvOU 06paA306aAMENHAMA U HAYYHA CHENneH ‘00Kmop Ha MeOUUUHCKUume
nayku’ Ha Jlou. 1-p Anacracus ['eopruesa TpeHoBa B 001aCT Ha BUCIIETO 0Opa3oBaHHE 7.
31paBeona3BaHe U CropT, NpodecHoHanHo Harpasienue 7.1 Meauuuna, HayyHa ClIeIIHaTHOCT
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