{ox. N2 104(25.08. 26

J0

ITPEACENATEJII HA HAYYHOTO XVYPU,
OIIPEJEJIEHO CBhC 3ATIOBE/]

Ne 1993/01.07.2026 r.

HA PEKTOPA HA MV - IIJVIEBEH

PEINEH3USA

oT
npod. a-p Kpacumup Posenos I'enoB, 1M, AMH
Havanuuk xnunuka ,,Hepuu 6onectu’ npu Bropa MBAJI, Codus

110 JUCEPTALHOHEH TPY ,OlleHKa Ha BJHUSHHETO HA HAYMHA HA XPaHeHe BbPXY KIHHHKO-
JIabopaTOpHH NMOKA3aTeIN NpH nanueHTH ¢ MHOXKeCTBEHA CKIepo3a®

3a MpUCHXKAaHe Ha oOpa3oBaTenHa U Hay4Ha creneH (OHC) ,,noxtop*

Ha a1-p Emumsa Managenoa OpuyapoBa-/lyxieHcka

ObsacT Ha BucIIe oOpa3oBaHue: 7. 3qpaBeona3BaHe U CIIOPT
IIpodecnonanno Hanpasienne: 7.1. Menuuuna

JoxTopeka nporpama: Hesposorus

®opma Ha JOKTOpPaHTypaTa: cBoOoHa hopMa Ha oOyueHue
Karenpa: ,,Hesposorus u HeBpoxupyprus, ®M, MY — Ilnesen
Hayuen ppxoBoauren: npod. n1-p Mas I[lenkosa JlaHoBcka, 1.M.

Cxsc 3amoBen Ne 1993/01.07.2026 r. Ha Pexropa Ha MV — IlneBeH, npod. n-p JoGpomup
JumMuTpoB, 1.M., CbM Ha3Ha4yeH 3a 4ieH Ha HayuHo xypu 1o npouenypa 3a npuaodbusane Ha OHC
»JokTop® ot n-p EMunus Mnanenoa OByapoBa-/lyxieHcKa.

Ha nbpBO HenpucwscTBeHO 3acenanue Ha HXX ¢cbpM onpenenen na u3rotss pelieH3uss OTHOCHO
JUCepTalMOHHHUS TPy Ha KaHIuaaTa.

I. ObIIO INTPEACTABSHE HA ITPOLIEAYPATA

Bceuuky IOKyMEHTH W MaTepHalld, NPeIOCTaBeHH MM Ha EJNeKTPOHEH HOCHTEN, ca B
CHOTBETCTBUE C M3UCKBAHUATA, 3aJ0XKEHH B 3aKOHA 3a pa3BUTHE HAa aKaJIEMHYHHS CHCTaB B
Peny6nuxa bwnrapus (3PACPB), IlpaBunnuka 3a npunoxenue Ha 3PACPB u [IpaBunnuka 3a
pa3BUTHE Ha aKaJeMHYHHUsS ChCTaB Ha MeauuuHcku yHuBepcurteT — [lneBeH. PeasT u ycnoBusta
Ha npoueaypara 3a npuaodusane Ha OHC ,,nokTop® B MY — [1neBeH ca cna3zeHd U Ch0Opa3eHu C
JeHCTBaIlMTE HOPMATUBHH JOKYMEHTH.

IlexnapnpaM, Y€ HiIMaM KOH(bJIPIKT Ha HHTEPECHU C IOKTOpPAHTA.

II. KPATKU BUOTPA®UYHU JTAHHU U KAPUEPHO PA3BUTUE

H-p Emunus Mnanesnoa OBuyapoBa-JlyxneHcka e pojaeHa Ha 12.04.1991 r. B rp. IIneses.
[Tpe3 2016 r. 3aBppuIBA C OTJIMYME BUCIIE MEAMUMHCKO oOpasoBanue B MY — IlneBeH ¢
npunodoura OKC ,maructep” u mnpodecuoHanHa KBanuduxanus ,Jiexap™ (aumioma Ne
044147/2016 r.). Cpiiara roguHa 3amnoysa crnenuanuzauus no Hepeuu 6onectu B Knunuka no
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Hesposiorust Ha YMBAJI ,, JI-p I'eopru Crpancku® EAJ] — [Inesen. Ot 2017 r. 1o MoMeHTa 1-p
OByapoBa 3aemMa aKaJeMH4HaTa UIBKHOCT ,,aCHCTEHT" B CEKTOp ,,HeBponorus™ Ha karteapa
»HeBponorus u HeBpoxupyprus” npu ®M na MY-IInesen. Ilpe3 romm 2023 r. mpugoGusa
cnienmansoct ,,HepBau 6onectu™ (mumaoma Ne026440/2023 r.) 1 npoasKaBa KIMHHYHATA CH
JEHHOCT KaTo JIeKap-CIEeHAIHUCT B ChlllaTa KIMHUKA.

JI-p OBuapoBa € 3auyHciIeHa 3a JOKTOPaHT B cBOOOAHA popma Ha 0OydYEeHHE MO JOKTOPCKa
nporpama ,,HeBposorus® npe3 2020 r. cbc 3amosen Ne 234/30.01.2020 r. va Pexropa Ha MY —
ITneBeH u HayuyeH ppKOBoaUTEN Npod. n-p Mas JlaHoBcka, a.M. OT4HCIeHa € ¢ TpaBo Ha 3alluTa
cbe 3anmoBen Ne 440/10.02.2025 r. Ha Pexkropa Ha MY — [1neBeH.

ITo Temata Ha gucepranusta A-p OB4apoBa € MyONMKyBajla TPU OPUTMHAIHU CTATHH,
oTpasuia e 1 yqactue B MexayHapoaeH ¢popym B KonenxareH 1 2 yyacTus B HallUOHATHU HAYYHH
NpOsIBH, C MyOJUKYBaHHM pe3toMeTa U mpo3padeH noctsi. Ilpe3 2023 r. e yaocroeHa ¢ BTopa
Harpasja 3a MocTepHo npezacrapsHe Ha XX MexayHapo/iHa MEIULMHCKA HayYHa KOH(DEpEeHLHs 3a
CTYAE€HTH ¥ MJIaM H3CJIe0BaTeNd. JJOMBIHUTENIHO MOTBBPXK/ACHHE 32 HAYYHOTO NMPH3HAHHE €
LUTHPAHETO Ha COOCTBEHA IMyOJIMKaIMs B aBTOPUTETHHS MeTa-aHaIu3 Ha Moravejolahkami et al.
(2024).

III. XAPAKTEPUCTUKA U OLIEHKA HA JTMCEPTAUIMOHHUSA TPY /]

JlucepTaiMOHHUAT TPYA € pa3paboTeH B 00eM oT 163 cTan apTHU MAlUMHONMCHY CTPAaHUIU
U clie/iBa YTBbPACHUTE HAlMOHATHY U MHCTUTYLIMOHAIHH M3UCKBaHUA 3a npuaodusane Ha OHC
»JlokTop®. UmocTpatuBHUAT MaTepuan BkaouyBa 18 purypu, 28 tabnuiu u 7 npuioxeHus, KOUTO
ca mperjaefHo ¥ cucteMaTHuHo odopmenu. CTpyKTypara OTroBapsi M3LSJIO Ha KIACHYECKHs
aKaJeMHYeH MOJEI: ChaAbpKaHue (2 cTp.), U3MO0I3BaHu chKpalieHus (2 cTp.), BbBeaeHue (3 crp.),
nuTepaTtypeH 0030p (46 ctp.), uen u 3aaayu (1 cTp.), Mmarepuanu u Metoau (8 ctp.), peyararu (40
cTp.), oocwxaane (15 crp.), u3Boau (1 crp.), 3axmovenue (1 cTp.), npuHOCH (2 CTp.), IPUIOKESHUS
(11 ctp.), bubnuorpadus (24 ctp.), CIUCHK Ha HAYYHUTE TPYIOBE, CBBP3aHU C qucepranusaTa (2
CTp.), A€KJIapalus 3a OpuruHaHOCT (1 CTp.) ¥ pe3roMe Ha aHIVIMHCKHU e3HK (2 cTp.).

Bubnuorpadckara cnpaska BKIo4YBa 282 3aryaBus, OT KOUTO 15 Ha xupuiuna u 267 Ha
natuHULa, KaTo 158 oT m3roynuumre ca ot nepuoja 2022-2026 r. u 96 — OT NOCIEAHUTE TPU
roaunu. IlpaBu Bneuyatnenue yHuduuupanoto oubnauorpapceko odopmienue B ctun Pensoft,
IIOCJIEZIOBATEIHOTO ClIa3BaHe Ha LWTATHHS CTAHJApT M [PELM3HOTO I[030BaBaHE Ha
MexayHapoaHute etuuHu HopMmu ([exnapanus ot Xemsunku 2013, Pernament EC 2016/679 —
GDPR).

AKTYya/IHOCT Ha TeMaTa

W3bpaHaTa Tema € ¢ BUCOKa Hay4yHa U COLIMATHA 3HAYUMOCT. MHOXXECTBEHaTa CKJepo3a
(MC) e Boxea mpuYMHA 32 HETpaBMaTHYHA MHBAJIMAU3AIMS [IPU MJIAIM XOpa B aKTHBHA TPYA10Ba
¥ penpoayKTHBHA BB3PACT, @ XpOHHUYHATA yMOpa, 3acsrauia 10 90% ot nauueHTuTe, ocTaBa euH
OT HaW-TPYJHO OBJIAJUMHTE CUMIITOMH C OTpaHMYECHH (apMaKOTEepaneBTHYHU BH3MOXKHOCTH. B
ChbBpEMEHHATa HEBPOJIOTUS HEMEIMKAMEHTO3HUTE CTPAaTerdH, BKIIOYUTEIHO IUETHYHHUTE
MHTEpPBEHLIMH, IPUI00UBAT HApacTBallla 3HAYUMOCT KaTO JOIIBIHEHHUE KbM YTBbPACHUTE O0IecT-
Moaupuupany tepanun. CpequzeMHOMOpCKaTa IMeTa € cpell Hai-3abI00YEeHO H3CIIC/IBAHUTE
XPaHUTEIHA MOJIETH C JI0Ka3aH NMPOTUBOBB3INAIUTENEH, AHTHOKCUIAHTEH U HEBPOIPOTEKTHBEH
IOTEHIHAT, HO JI0 MOMEHTA JIUIICBAT NIPOYYBaHUs, aJallTUPAIA TO3H MOJET KbM CIeLUDUIHUTE
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ycnous B beirapus. JlucepTallMOHHUAT TPy € bPBOTO 32 PErHOHA M CTpaHaTa H3CJIEBaHE C
no06Ha HacoueHocT. [IpoydyBaHETO € peanusupaHo ¢ ¢puHaHCcOBaTa nojakpena Ha MY-Ilnesen
1o ITpoext Ne 19/2020 u e npsiko CBBp3aH ¢ TeMara Ha aucepranusara. [I-p OB4apoBa aKTHBHO €
y4acTBasa B pa3paboTBAHETO ¥ BbB BCHYKY €TallM Ha IPOEKTA i 10Ope [03HaBa NpodIeMaTHKaTa,
CBBp3aHA C HYTPUTHBHUTE MHTEPBCHLMH M XpOHMYHaTa ymopa npu MC, koeto jgu4d U OT
TIOCJIEIOBATETHOTO MIPEICTABSIHE Ha ETAllHY PE3yITaTH Ha HALIHOHAIHK U MEeXYHApOAHH Hay4YHH

bopyMmH.

CtpyKTypa Ha JHCepPTAHOHHMSA TPY]

[To nu3aifH M3CIEIBAHETO € NMPOCIEKTHBHO, HA/UIBKHO, HAOIIOJATENHO, €IHOTPYIIOBO U
eIHOLIEHTPOBO OTKPUTO KJIWHMYHO IIpOydBaHE C JBYKpaTHa BpeMeBa OLEHKA IIpeau
MHTepBEHIMATa U cien 12-cenmuyno mpunarane Ha ACMJL. [lu3aifiHBT € METOXOJIOTHYHO
azeKBaTeH Ha (HOPMYIHpAaHHTE LETH U 3a7add. BKmoueHH ca 76 MOCIeNoBaTeNHO HaOHpaHHU
nanuenta ¢ [IPMC, KoeTo OCUIypsiBa IPEICTaBUTETHOCT Ha PErMOHAIHATa KJIMHNYHA H3BaJIKa.

JIurepaTrypeH 0630p

JIuTepaTypHUST 0030p € aHAIMTHYEH, J00pe CTPYKTypHUpaH H LSAJIOCTHO obxBarag
CHBPEMEHHMTE HAYYHH 3HAHUS 32 MHOXKECTBEHATa CKilepo3a. CHHTE3MpaHH Ca aKTyalHUTE JaHHHA
33 emMMIeMHOJIOTUATa, [IaTOoreHe3ara W KIMHMYHATa KapTHHa, KaTo € OTAEJICHO BHUMAaHHE Ha
IPMHOCHTE Ha OBJIrapckd aBTOPH U Ha JEHCTBALMTE HAIMOHAJIHM HACOKHM M PBKOBOACTBA.
M3KITIOYMTENHO MPELM3HO Ca MPEICTaBeHM NaTO(QU3MOJOTHYHUTE MEXaHHU3MH, 4YPE3 KOMTO
nonuHenacutenute MactHu kucenunu (EPA, DHA) u IL-17A yuactsat B Thl7-mexuupasoro
HespoBbananenue npu MC. Msrorsenusr ot a-p OuapoBa 0030p IOKasBa 3a1BJI00YEHO
[O3HAaBaHE HA OCHOBHHTE MMETHYHH Mojeiu, wuscnensaHu npy MC, KakTo U Hay4dHO
0GOCHOBAaHMTE [OKa3aTeNICTBa IO TeMara Ha ucepTalusaTa, OOCTOMHO NPEICTaBeHU 4Ype3
CHCTEMATHYHH MPErJIEAN U METa-aHaIHu3H.

Llen u 3a0auu:

IlenTa Ha AUCEPTANOHHUS TPy € ACHO, TOYHO U Hay4yHO 060CHOBaHO (GopMyIHpaHa — 1a
Ce NpOYYd M ONEHM BIMSHHETO HAa CE30HHO aJlaNTHpaHa 3a YCIOBMATa B bhbiarapus
cpenusemHoMopcka aueta (ACMJI) BbpXy yMopara, TEIECHUS ChCTaB U KJIMHHUKO-JIA0OpaTOPHHUTE
nmokasatenu mpu mampentd ¢ I[IPMC B ycnoBusTa Ha peanHaTa KIMHMYHA MpakThKa. B
CHOTBETCTBHE C LIEITa ca pa3spaborenu 11 KOHKPETHHM, IOCIEN0BATEHH U JOTHYECKH CBhp3aHH
3a71a4M, KOUTO OOXBAIAT BCHUKM €JIEMEHTH Ha H3CIEJBAHETO — OT KIMHMKO-IeMorpagckara
XapaKTEepUCTHKa Ha MONyNalkATa, Mpe3 OLEHKaTa Ha INPHABPKAHETO M JAWHAMHKATa Ha
M3CIIeIBAHUTE TI0KA3aTeNH, 10 aHaIu3a Ha J0303aBUCHMOCTTa U He3aBUCUMUTE NETEPMUHAHTH Ha
edexTa. BcHuky 3a1a4y ca U3IBIHEHU B IIBJIEH 00EM.

Mamepuanu u memoou:

[IpoyuBanero e mpoBefeHO B KivHMKa IO HEBPOJIOTHs IIPU YMBAJ ,J-p ['eopru
Crpancku® EAJ] — IlneBen B nepuona 2020-2025 r. Kputepuure 3a BKIKOYBAHE U H3KITIOUBAHC
ca pa3pabOTeHH ¢ BHCOKA MPENM3HOCT W OCHUTYPSBAT a/IeKBAaTHA 3 MPOYYBAHCTO KIMHMYHA H
METOI0JIOTMYHA XOMOT€HHOCT Ha rpymara. V3noa3BaHu ca BaIMIUpaHH ICHX0- ¥ HEBPOMETPUIHH
onenbunn ckanu (MEDAS-14, FSMC, MFIS, EDSS), 6rnoumiielaHCHa aHTPOIIOMETPHS € arapar
Tanita InnerScan, cTanIapTH3UpaHd GHOXUMHUYHU ¥ XEMATOJIOTHYHY H3CJIEIBAHNS U CHbBPEMCHHH
umyHoensumuu anamusu (ELISA, Abbexa, UK) 3a onpenensdne Ha CepyMHHUTE HUBA Ha IL-17A,
EPA u DHA. CraTucTadeckara 06paboTka e peanmusupasa upe3 IBM SPSS Statistics V21.0 u MS
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Excel, ¢ 6orat u agekBaTeH MHCTPYMEHTApUyM, BKJIIOYBALl TeCTOBe 3a HopMmayHocT (Shapiro-
Wilk), cpaBaurennu anamusu (Wilcoxon Signed-Rank, Mann-Whitney U, Kruskal-Wallis ¢ post-
hoc kopekuus Ha Bonferroni), kopenauus no Spearman, OuHapHa JOTUCTUYHA PETPECHS, OLIEHKA
Ha BeJIMYMHATA Ha e()eKTa, CTaTHCTHYECKA MOIITHOCT ¥ €IMIEMHUOJIOTHYHHM TIOKA3aTEITH.

PesyaraTn

Pazpenst ,,Pesynratu® cpaspixa 14 jgormuecku o60cobeHH Mmoppasziena, NPUAPYKEHH C
nperieay Tabnuuu U uaGopmatuBHY rpaduku. OCHOBHHTE HAYYHH HAXOAKH MOraT Ja ObaaTr
0000IIIEHH, KAKTO CJIEIBA:

— CurHuduxaHTHO NoOJOOpeHHe Ha XPOHHYHATA yMOpa, JOKYMEHTHpPAHO dYpe3 JBeE
He3zaBUcMMHU Banmuaupanu ckanu — FSMC (p < 0,001; momo6penue npu 80,3% or
nauuenture) 1 MFIS (p <0,001; noxobpenue npu 84,2% OT nauueHTUTE).

— Kareropuuen nporuBoBbs3nanuteseH epext Ha ACM/J] ¢ 85% HamaneHue Ha cepyMHHUS
IL-17A (p < 0,001) npu noarpyna ot 15 nmamueHTH, KOWTO 3a IbPBU NbT B Beirapus
00EKTUBH3UPA IPOTHBOBB3INAIUTETHUS IOTEHIHAT Ha CPeTU3eMHOMOPCKHS XpaHUTEJIEH
mozen npu [IPMC.

— 3HauuMO HapacTBaHe Ha cepyMHHTe HHBa Ha DHA (p = 0,003), xoeto oOexTHBH3Mpa
npuaspxaneTo kbM ACM/I kaTo OHOXMMHYEH MapKep, JONBbJIBAIl CaMOOLIEHKaTa ype3
MEDAS-14.

— YcraHoBsiBaHEe Ha ITbJIHA TPUCTENEHHa J10303aBUCHUMa rpananus Ha edexra Ha ACM/J]
BBpXY ymopara no MFIS mexny Tpute rpynu Ha NpuAbpKaHe.

— Wnentudunupane Ha BUCHIETO 00pa30BaHUE KaTO HalW-CHJIEH HE3aBUCUM IOJIOXKHUTEICH
NPEeUKTOp Ha BUCOKOTO npuabpxane kbM ACM/I, a Ha EDSS — karo 3nauum obpaten

IPeAUKTOP.

Oo0chxIaHe

Paznenst ,,O0cHKmane™ e mpeuuszHo oQopMeH U HamucaH B 3psul HaydeH cTuil. JI-p
OByapoBa JIOTHYHO Clle[IBa U KOPEKTHO UHTEPIpETHpa MOJYYCHUTE COOCTBEHU PE3yJITaTU U TU
CBIIOCTaBs U3IBPXKAHO C Hal-HOBaTa 4yXJIeCTpaHHa M Obarapcka aureparypa. Beska 3Hauuma
HaxoAkKa OT JMCEPTAllMOHHMS TPYH € CpaBHEHA C MHOMECTBO [OKa3aTeJICTBA OT CBHOTBETHHU
CHUCTEeMAaTHYHHU Tperjieqy, MeTa-aHaJM3M M paHJOMHU3MpaHU KOHTPOJHMpPAHU IPOYYBAHHUS,
0600menn wuzyepnarenHo B Tabnuuma 28. KanauaarsT HE caMO HHTEPIIPETHpPAa aBTOPCKUTE
pe3ynaTatd, HO OOSCHSIBA U TSIXHATa MEIUKO-OMOJIOTHYHA OCHOBA, KOETO MOKa3Ba 3a1bJI00YEHO
pa3zbupaHe Ha CbBPEMEHHHUTE MaTo(GU3nOIOruyHU Mexanu3mu Ha MC.

U3Boau U 3aK/II049eHHe

IIOKTOpaHT'bT (bopmynnpa 9 H3BOJa, CbOTBETCTBAIIM Ha INTOCTAaBCHHUTE 3aJa4yd U JIOTHYHO
NpOU3THYAIIX OT JAaHHHUTE Ha IIPOYYBaHETO. B 3akmoyenueTo CHCTEMATHU3HPAHO Ca 0060011eHH
Hal-3HaYMMHTE 10KA3aTeICTBA OT IIPOYYBAHETO U IIPpAaKTHYECKAaTa IIPUIIOXXHUMOCT Ha PE3YJIITATUTE
B KOMINJICKCHHA IMOAXO0J KbM INMAIIMCHTUTE C MHOXECTBEHATA CKJIEPO3a B BLnrappm.

IIpunocu

ABTOpPBT Ha OMCEPTALMOHHHUS TpyA GopMmyiaupa odmo 9 scHO obocobeHu mpuHOCa,
pa3eneHd Ha S5 C OpUTMHAJIECH XapakTep U 4 C NOTBBPAUTENEH M IPUIIOXKEH XapakTep.
OpuruHaJIHUTE TPUHOCH BKJIIOYBAT MPOBEXIAHETO Ha MBPBOTO 3a Bbarapus mpoCrneKTUBHO
Npoy4BaHe 1o TeMara, agantupaneTo Ha CMJ] kbM MECTHUTE YCIIOBUS, JOKA3aHHUAT 10303aBUCHUM



edexT BbpXY yMopaTa H 00€KTHBHU3MPAHETO My 4pe3 cepyMHUTe HuBaA Ha IL-17A u DHA, kxakto
¥ U3rOTBEHUTE OPUTHHAIHH 00pa30BaTEIHH MaTEPHAIH 3a AUEHTUTE.

Ily6auxanuu, ygacTusi B HAyYHH GOPYMH H HAYYHOHM3CJIEA0BATEICKH POEKTH

Pesyntature OT OucepTalMOHHUS TpPYA CHOTBETCTBAT HAa MHHHMAIHHWTE HALMOHAJIHH
u3uckBanusa 3a npugodouBane Ha OHC ,nmoxrtop™ B mnpodecuoHanHo Hampasinenue 7.1
~Memununa®“. JI-p OBuapoBa mnpeacTaBs TpU OpHUTHHAJIHH pPELEH3UPaHH MyOIHUKAUU B
pedepupaHy ¥ WHJICKCHPaHH HAy4YHHU CIIMCAHHMs, NPSKO CBbp3aHH ¢ Temara — Jase B JofIMAB
(2022), u enna B JBCR (2022), Ha ABE OT KOMTO € II'bPBU aBTOP, M €IHO PE3FOME OT yYacCTHE B
MexayHapoaeH (opym, myOaukyBaHO B pedepupaHo MexayHaponHo cmucanue (Multiple
Sclerosis Journal 2024). Co6cTBeHH pe3yTaTy ca IpeICTaBeHH C TPU y4acTHs BB GOpyMH y Hac
H B 4yxOuHa. [lutupaneTo Ha eHa OT MyOIMKaMUTE [10 TEMATa B MEXAYHAPOICH METa-aHAIH3H
Ha Moravejolahkami et al. (2024) ca o0exTHBeH BBHIIEH MHAMKATOpP 32 HAYYHO MPU3HAHKE.
Wscnensanusra no temara ca ¢punancupanu ot MY-ITnesen (IIpoext Ne 19/2020).

ABTopedepar

ABTOopedeparsT € mpeacTaBeH Ha OBJIrapCKH U aHTJIHHCKH €3UK U ChAbpka 71 CTpaHHMIIH.
Toii oTroBaps HambJIHO Ha M3UCKBAaHHUATA 3a ChAbpXKAHHE U O(OpMIIEHHE, MPUABPKA C€ KBM
CTpPyKTypaTa Ha JUCEepTaluATa U aJeKBaTHO M KOPEKTHO OTpa3siBa pe3yJTaTUTE, U3BOJUTE U
IIPUHOCUTE Ha aBTOPCKUS TPYI, BKJIIOUUTEIHO NIPE] MEXAYHapOIHa ay AUTOPHSI.

IV. OBIIIA OIIEHKA 3A CbOTBETCTBHUETO I10 OTHOILIEHHUE HA
SAABJOKUTEJIHUTE YCJIOBUS

Cp00pa3HO KOJMYECTBEHHUTE KPUTEPUH U HAYKOMETPHUUHHUTE ITOKA3aTeNH, 3aJI0KEHH B
3akoHa 3a pa3BUTHE Ha aKaJeMHYHHS ChcTaB B PenyOmmka Bwearapus u IlpaBuinuka 3a
NPUJIOKEHHETO My, KakTo U B [IpaBHiIHHMKa 3a pa3BUTHE Ha aKaJeMH4YHHUS ChcTaB Ha MY —
IIneBen, n-p Emunus MnanenoBa OBuapoBa-J/yXjeHCKa NMOKpHBa H3LSAIO0 H3UCKBAaHHUATA 3a
npuckxaane Ha OHC . JIoktop* ¢ onenka ot 93,67 T. npu uzuckyemu 80 T.

I'pyna nokazatenn Chabpxanue MuaBaEMaJHHA Onenka Ha
H3HCKBAHHSA KaHAHAATa
A [Tokazaren 1 (auceprauroHeH S0 50T.
TPpyR)
r Cyma ot nokazarenure 5 — 9 30T. 43,67 7.
OBLIO 80 T. 93,67 T.
3akmo4yeHue

[IpencraBenusrt ot a-p EMunus MnanenoBa OByapoBa-/lyxjeHcka QUCEPTAlMOHEH TPYA
NpeCTaBiIsgBa 3aAbJI00UYEHO, OPHUTHHAIHO M KIMHMUYHO 3HAYMMO HAY4YHO H3ClIe[BaHE, KOETO
JIOTIPHHACS CHINECTBEHO 3a pa3OMpaHeTO M NPUIOKEHHETO Ha HYTPUTHBHATa HEBpOHAyKa U
HEMEIMKaMEHTO3HHUTE TeparleBTUYHH IOAXO0IH IPH MHOXKECTBEHA CKJiepo3a. TpyasT ce oTIHyaBa
C METOJOJIOTHYHA H3ABPKAHOCT, IPELU3EH CTATUCTHYECKH aHAJIH3, 3psijla HayYHa HHTEPIpeTallusI
¥ JICHO M3pPa3eHH OPUTHHAIHH IPUHOCH C Hay4YHA U NpsiKa KIMHUYHO-IIPHIIOXKHA CTOMHOCT.

KangunateT JAEMOHCTpHUpPa BHCOKA Hay4YHa KYJITypa, OTJIMYHO BJIAJICCHE Ha CbBPEMCHHATA
CIICHaIM3UpaHa JIMTEparypa, CIOCOOHOCT 3a HU3I0JI3BaHE U ajalnTupaHe Ha CbBPEMEHHHU METO U
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Y OLIEHBYHH CKAJIM U KPUTHYHO OCMHUCIISTHE Ha IPEJUMCTBATa ¥ OTPAaHUYEHHATA Ha IPOBEACHOTO
m3cienBane. JlMCEpTAlMOHHMAT TpyJA HAMbBIHO OTroBaps Ha u3uckBanuaTa Ha 3PACPB,
[IpaBuIHKMKA 3a HETOBOTO MpHUIAraHe W BBTPENIHHTE HOPMATHBHM aKTOBE Ha MenuuMHCKH
yHuBepcuteT — [11eBeH.

BbB BpB3Ka C FOPEHU3IOKEHOTO, 3asABSIBaM CBOATA KaTErOpuyHa IOJIOXKUTENIHA OLCHKA 3a
[SUIOCTHATa JEHHOCT Ha JOKTOpaHTa M yOeIeHO INpernopbyBaM Ha IIOYMTAEMHUTE WICHOBE Ha
HayuHOTO XypH Ja IJlacyBaT NOJIOKHTENHO 3a NPHCHXIaHEe Ha oOpasoBaTe/HATa M HaydHa
crened ,.Jlokrop* Ha a-p Emummus MianeHoBa OpuapoBa-/lyxjieHcka B 0OJacT Ha BHCIIC
obpasosanue 7. ,,3ApaBeona3BaHe U CIOPT, MPOPECHOHATIHO HAMPABICHUE 7.1. ,Menunuxa®,
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THE CHAIRMAN OF THE SCIENTIFIC JURY,
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No. 1993/01.07.2026

OF THE RECTOR OF MU - PLEVEN

REVIEW

by
Prof. Krasimir Rozenov Genov, MD, PhD, DSc
Head of the Clinic of Neurology, Second MHAT — Sofia

on the dissertation thesis “Assessment of the Influence of Dietary Habits on Clinical and
Laboratory Parameters in Patients with Multiple Sclerosis”

for awarding the Educational and Scientific Degree (ESD) “Doctor”
to Emiliya Mladenova Ovcharova-Duhlenska, MD

Field of Higher Education: 7. Healthcare and Sports

Professional Direction: 7.1. Medicine

Doctoral Program: Neurology

Form of Doctoral Studies: independent (self-study)

Department: “Neurology and Neurosurgery”, Faculty of Medicine, MU — Pleven
Supervisor: Prof. Maya Penkova Danovska, MD, PhD

By Order No. 1993/01.07.2026 of the Rector of MU — Pleven, Prof. Dobromir Dimitrov,
MD, PhD, I was appointed as a member of the Scientific Jury in the procedure for the acquisition
of the ESD “Doctor” by Dr. Emiliya Mladenova Ovcharova-Duhlenska.

At the first remote meeting of the SJ, I was designated to prepare a review of the candidate’s
dissertation thesis.

I. GENERAL PRESENTATION OF THE PROCEDURE

All documents and materials provided to me in electronic form comply with the requirements
set forth in the Law on the Development of the Academic Staff in the Republic of Bulgaria
(LDASRB), the Regulations for its Implementation, and the Regulations for the Development of
the Academic Staff of the Medical University — Pleven. The order and conditions of the procedure
for acquiring the ESD “Doctor” at MU — Pleven have been observed and are in compliance with

the current normative documents.

I declare that I have no conflict of interest with the doctoral candidate.

II. BRIEF BIOGRAPHICAL DATA AND CAREER DEVELOPMENT

Dr. Emiliya Mladenova Ovcharova-Duhlenska was born on 12.04.1991 in the city of Pleven.
In 2016, she graduated with honors in higher medical education from MU — Pleven with a Master’s
degree and the professional qualification “Physician” (diploma No. 044147/2016). The same year
she began her residency in Neurology at the Clinic of Neurology of University Hospital “Dr.
Georgi Stranski” — Pleven. Since 2017 to the present, Dr. Ovcharova has held the academic



position of “assistant professor” in the Neurology sector of the Department of Neurology and
Neurosurgery at the Faculty of Medicine of MU — Pleven. In June 2023, she acquired the specialty
of Neurology (diploma No. 026440/2023) and continues her clinical activity as a specialist
physician at the same clinic.

Dr. Ovcharova was enrolled as a doctoral student in the independent form of study in the
doctoral program “Neurology” in 2020, by Order No. 234/30.01.2020 of the Rector of MU —
Pleven, with scientific supervisor Prof. Maya Danovska, MD, PhD. She was discharged with the
right to defend by Order No. 440/10.02.2025 of the Rector of MU — Pleven.

On the topic of the dissertation, Dr. Ovcharova has published three original articles, has
recorded 1 participation in an international forum in Copenhagen and 2 participations in national
scientific events, with published abstracts and transparent access. In 2023 she was awarded a
second prize for a poster presentation at the XX International Medical Scientific Conference for
Students and Young Researchers. Additional confirmation of her scientific recognition is the
citation of her own publication in the authoritative meta-analysis by Moravejolahkami et al.
(2024).

III. CHARACTERISTICS AND EVALUATION OF THE DISSERTATION THESIS

The dissertation is developed in a volume of 163 standard typewritten pages and follows the
established national and institutional requirements for the acquisition of the ESD “Doctor”. The
illustrative material includes 18 figures, 28 tables, and 7 appendices, which are clearly and
systematically arranged. The structure fully corresponds to the classical academic model: table of
contents (2 pp.), list of abbreviations (2 pp.), introduction (3 pp.), literature review (46 pp.), aim
and objectives (1 p.), materials and methods (8 pp.), results (40 pp.), discussion (15 pp.),
conclusions (1 p.), concluding remarks (1 p.), contributions (2 pp.), appendices (11 pp.),
bibliography (25 pp.), a list of the scientific works related to the dissertation (2 pp.), a declaration
of originality (1 p.), and an abstract in English (2 pp.).

The bibliography includes 282 references, of which 15 are in Cyrillic and 267 in Latin script,
with 158 of the sources dating from 2022-2026 and 96 from the last three years. Noteworthy are
the unified bibliographic formatting in Pensoft style, the consistent adherence to the citation
standard, and the precise referencing of international ethical norms (Declaration of Helsinki 2013,

EU Regulation 2016/679 — GDPR).

Relevance of the topic

The chosen topic is of high scientific and social significance. Multiple sclerosis (MS) is a
leading cause of non-traumatic disability in young people of active working and reproductive age,
and chronic fatigue, affecting up to 90% of patients, remains one of the most difficult symptoms
to control, with limited pharmacotherapeutic options. In contemporary neurology, non-
pharmacological strategies, including dietary interventions, are gaining increasing importance as
a complement to established disease-modifying therapies. The Mediterranean diet is among the
most thoroughly studied dietary models with proven anti-inflammatory, antioxidant, and
neuroprotective potential; however, to date there is a lack of studies adapting this model to the
specific conditions in Bulgaria. The dissertation is the first study of its kind for the region and the
country. The study was conducted with the financial support of MU — Pleven under Project No.
19/2020, directly related to the topic of the dissertation. Dr. Ovcharova actively participated in the



development and in all stages of the project and is well acquainted with the issues related to
nutritional interventions and chronic fatigue in MS, as also evidenced by the consistent
presentation of interim results at national and international scientific forums.

Structure of the dissertation thesis

By design, the study is a prospective, longitudinal, observational, single-arm, single-center
open clinical study with two time-point assessments — before the intervention and after 12 weeks
of applying the AMD. The design is methodologically adequate to the formulated aims and
objectives. A total of 76 consecutively recruited patients with RRMS were included, ensuring the
representativeness of the regional clinical sample.

Literature review

The literature review is analytical, well-structured, and comprehensively covers
contemporary scientific knowledge on multiple sclerosis. The current data on epidemiology,
pathogenesis, and clinical presentation are synthesized, with attention paid to the contributions of
Bulgarian authors and to the applicable national guidelines and manuals. The pathophysiological
mechanisms through which polyunsaturated fatty acids (EPA, DHA) and IL-17A participate in
Th17-mediated neuroinflammation in MS are presented with great precision. The review prepared
by Dr. Ovcharova demonstrates in-depth knowledge of the main dietary models studied in MS, as
well as of the scientifically substantiated evidence on the topic of the dissertation, extensively
presented through systematic reviews and meta-analyses.

Aim and objectives

The aim of the dissertation is clearly, precisely, and scientifically soundly formulated — to
investigate and evaluate the influence of a Mediterranean diet seasonally adapted to the conditions
in Bulgaria (AMD) on fatigue, body composition, and clinical-laboratory parameters in patients
with RRMS under real-world clinical practice conditions. In accordance with the aim, 11 specific,
sequential, and logically connected objectives have been developed, covering all elements of the
study — from the clinical-demographic characterization of the population, through the assessment
of adherence and the dynamics of the studied parameters, to the analysis of dose-dependence and
the independent determinants of the effect. All objectives are fully accomplished.

Materials and methods

The study was conducted at the Clinic of Neurology of University Hospital “Dr. Georgi
Stranski” — Pleven in the period 2020-2025. The inclusion and exclusion criteria are developed
with high precision and ensure clinical and methodological homogeneity of the group adequate to
the study. Validated psycho- and neurometric assessment scales were used (MEDAS-14, FSMC,
MFIS, EDSS), bioimpedance anthropometry with a Tanita InnerScan device, standardized
biochemical and hematological tests, and modern immunoenzyme assays (ELISA, Abbexa, UK)
for the determination of serum levels of IL-17A, EPA, and DHA. The statistical processing was
carried out using IBM SPSS Statistics V21.0 and MS Excel, with a rich and adequate toolkit
including normality tests (Shapiro-Wilk), comparative analyses (Wilcoxon Signed-Rank, Mann-
Whitney U, Kruskal-Wallis with post-hoc Bonferroni correction), Spearman correlation, binary
logistic regression, effect size assessment, statistical power, and epidemiological indicators.

Results



The “Results™ section comprises 14 logically distinguished subsections, accompanied by
clear tables and informative graphs. The main scientific findings can be summarized as follows:

— Significant improvement in chronic fatigue, documented through two independent validated
scales — FSMC (p < 0.001; improvement in 80.3% of patients) and MFIS (p < 0.001;
improvement in 84.2% of patients).

— A categorical anti-inflammatory effect of the AMD with an 85% reduction in serum IL-17A
(p <0.001) in a subgroup of 15 patients, which for the first time in Bulgaria objectifies the
anti-inflammatory potential of the Mediterranean dietary model in RRMS.

— A significant increase in serum DHA levels (p = 0.003), which objectifies adherence to the
AMD as a biochemical marker complementing the self-assessment via MEDAS-14.

— The establishment of a full three-level dose-dependent gradation of the effect of the AMD on
fatigue on the MFIS between the three adherence groups.

— The identification of higher education as the strongest independent positive predictor of high
adherence to the AMD, and of the EDSS as a significant inverse predictor.

Discussion

The “Discussion” section is precisely organized and written in a mature scientific style. Dr.
Ovcharova logically follows and correctly interprets her own results and soundly compares them
with the most recent international and Bulgarian literature. Each significant finding of the
dissertation is compared with numerous items of evidence from relevant systematic reviews, meta-
analyses, and randomized controlled trials, comprehensively summarized in Table 28. The
candidate not only interprets the author’s results but also explains their medico-biological basis,
which demonstrates an in-depth understanding of the contemporary pathophysiological
mechanisms of MS.

Conclusions and concluding remarks

The doctoral candidate formulates 9 conclusions, corresponding to the stated objectives and
following logically from the data of the study. The concluding section systematically summarizes
the most significant evidence from the study and the practical applicability of the results in the
comprehensive approach to patients with multiple sclerosis in Bulgaria.

Contributions

The author of the dissertation formulates a total of 9 clearly distinguished contributions,
divided into 5 of an original character and 4 of a confirmatory and applied character. The original
contributions include the conduct of the first prospective study in Bulgaria on the topic, the
adaptation of the MD to local conditions, the proven dose-dependent effect on fatigue and its
objectification through serum levels of IL-17A and DHA, as well as the original educational

materials produced for patients.

Publications, participation in scientific forums, and research projects

The results of the dissertation correspond to the minimum national requirements for the
acquisition of the ESD “Doctor” in Professional Direction 7.1 “Medicine”. Dr. Ovcharova presents
three original peer-reviewed publications in refereed and indexed scientific journals directly
related to the topic — two in the Journal of IMAB (2022) and one in the Journal of Biomedical
and Clinical Research (2022), being the first author of two of them — and one abstract from

10



participation in an international forum, published in a refereed international journal (Multiple
Sclerosis Journal 2024). Her own results have been presented through three participations in
forums at home and abroad. The citation of one of the publications on the topic in international
meta-analysis by Moravejolahkami et al. (2024) is an objective external indicator of scientific
recognition. The research on the topic is funded by MU — Pleven (Project No. 19/2020).

Author’s abstract

The author’s abstract is presented in Bulgarian and English and comprises 71 pages. It fully
meets the requirements for content and formatting, adheres to the structure of the dissertation, and
adequately and correctly reflects the results, conclusions, and contributions of the author’s work,
including before an international audience.

IV. GENERAL ASSESSMENT OF COMPLIANCE WITH THE MANDATORY
REQUIREMENTS

In accordance with the quantitative criteria and scientometric indicators set forth in the Law
on the Development of the Academic Staff in the Republic of Bulgaria and its Implementing
Regulations, as well as in the Regulations for the Development of the Academic Staff of MU —
Pleven, Emiliya Mladenova Ovcharova-Duhlenska, MD, fully meets the requirements for the
award of the ESD “Doctor”, with an evaluation of 93.67 points against the required 80 points.

Group of Indicators Content Minimum Candidate’s
Requirements Evaluation
A Indicator 1 (dissertation thesis) 50 points 50 points
r Sum of indicators 5 -9 30 points 43.67 points
TOTAL 80 points 93.67 points
CONCLUSION

The dissertation submitted by Emiliya Mladenova Ovcharova-Duhlenska, MD, represents a
profound, original, and clinically significant scientific study that contributes substantially to the
understanding and application of nutritional neuroscience and non-pharmacological therapeutic
approaches in multiple sclerosis. The work is distinguished by methodological soundness, precise
statistical analysis, mature scientific interpretation, and clearly expressed original contributions
with scientific and direct clinical-applied value.

The candidate demonstrates a high scientific culture, excellent command of the
contemporary specialized literature, the ability to use and adapt modern methods and assessment
scales, and critical reflection on the advantages and limitations of the conducted study. The
dissertation fully complies with the requirements of the LDASRB, the Regulations for its
Implementation, and the internal normative acts of the Medical University — Pleven.

In connection with the above, I state my categorical positive evaluation of the overall activity
of the doctoral candidate and confidently recommend that the esteemed members of the Scientific
Jury vote positively for awarding to Emiliya Mladenova Ovcharova-Duhlenska, MD, the
Educational and Scientific Degree “Doctor” in the Field of Higher Education 7. “Healthcare and
Sports”, Professional Direction 7.1. “Medicine”, Doctoral Program “Neurology”.
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