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A0
NPEJACEJATEJISAI HA HAYYHO KYPHU
110 INPOLIEAYPA 3A IPUJOBUBAHE HA OHC ,, JOKTOP*

PEINEH3 U

ot nmpod. n-p Apa 'apaben Kanpensn, 1.M.H.
Hayanuuk Ha [TspBa kiunuka o Hepsau 6onectu, YMBAJL ,,Ceeta Mapuna® EAJ] — Bapua
Karenpa o Hepuu 6onectu U HeBpoHayku, MY — Bapna

O6sacT Ha BHcHIe 00pa3oBaHue: 7. 31paBeona3BaHe U CIopT

IIpodecnonanno HanpasJjenue: 7.1. Meaununa

JlokTopcka nporpama: Hespostorus

dopma Ha JOKTOpaHTypaTa: cBoOOHA opMa Ha 0OydEHHE

Tema Ha QucepTaNMOHHUSA TPYA: ,,OlCHKAa Ha BIMSHMETO HA HaYyMHA HA XPaHEHE BBPXY
KJIHHUKO-JIA00pAaTOPHH MOKa3aTelH MPH HalMeHTH ¢ MHO)KECTBEHA CKIIepo3a‘

Hayuyen pbxoBoguTesn: npod. 1-p Mas Ilenkona JlaHoBcKa, .M.

Karenpa: ,,Hesponorus u HeBpoxupyprus, ®M, MY — Ilnesen

Coe 3anosea Ne 1993/01.07.2026 r. na Pexropa Ha MY — [Inesen, npod. a-p Jlo6pomup
JIUMHUTPOB, 1.M., CbM Ha3HaueH 3a wieH Ha Hayuno xypu (HXX) mo npouenypa 3a npunobusane
nHa OHC ,,noxtop* ot 1-p EMunus MiageHoBa OBuaposa-JlyxieHcka.

Ha I'BPBO HEIIPUCHCTBEHO 3aC€NaHUC HaA HX cpMm ONpEeaCICH Ja HU3TOTBA PEUCH3MS
OTHOCHO JMCEpTAUMOHHHUA TPy Ha KaHAuAaTa.

I. OBIIO IMPEACTABSIHE HA ITPOLEAYPATA

BcHYKH JOKYMEHTH ¥ MaTepPUaITH, IPEI0CTaBEHH MU Ha €JIEKTPOHEH M XapTHEH HOCHUTEI,
ca B ChOTBETCTBHE C M3UCKBAHMSATA, 3JI0)KEHH B 3aKOHA 3a Pa3BUTHE Ha aKaJIEMUYHUS ChCTaB
B Peny6nuka Buirapus (3PACPB), [IpaBunnuka 3a npunoxenue Ha 3PACPB u [1pasuinika
3a pa3sBUTHE HA aKaJeMHYHHS ChCTaB HAa MenuuuHCku yHuBepcuteT — IlneBeH. PenbsT u
ycJIoBMsATa Ha mpoueaypara 3a npunoousane Ha OHC ,,ioktop™ B MY — IlieBeH ca criaseHu U
ChOOpa3eHy ¢ IeHCTBAIUTE HOPMATHBHHU JIOKYMEHTH.

Jleknapupam, e HaMaM KOH(IUKT Ha MHTEPECH C IOKTOPaHTa.

II. KPATKU BUOT'PA®UYHU JAHHU U KAPUEPHO PAZBUTHUE

JI-p Emunus Mnagenosa OsuapoBa-/lyxieHcka e posiena Ha 12.04.1991 r. B rp. [1nesen.
CpenHoTo cu 00pasoBaHKe 3aBbplIBa B MaremMaTHyecka ruMHasus ,,'eo Muses®, rp. Ilnesen.
IIpez 2016 r. ce mumuiommpa ¢ OKC ,Maructhp® mo cnequansHoct ,MemuuuHa™ u
npodecuonaina KBamubuKaus ,,jiekap™ B Meauuucky ynuBepcuteT — [Inesen (aumioma Ne
044147/2016 r.). Tlonacrosiuem e jekap-crienuanucT no Hepsuu Gonectu B Kimnuka mo



Hesposiorust Ha YMBAIJI . JI-p 'eopru Crpancku™ EAJ] — [1neBeH u 4neH Ha akaJgeMUYHUs
ChCTaB Ha ceKTop ,,HeBponorua™ kem karenpa ,,HeBposnorus u HeBpoxupyprus™, ®M, MY —
[IneBen.

ITpe3 nexemspu 2016 r. n-p OBuapoBa 3anoysa paboTa KaTo JieKap-ClICIHATU3aHT T10
HeBposiorus, a npe3 2017 r. cnen cneyeneH KOHKYpC € Ha3HA4YeHa 3a aCHCTEHT B CEKTOP
..HeBponorus“ Ha kareznpa ,,HeBponorus u veBpoxupyprus™, ®M na MY — IlneBeH, kosaTo
aKaJIeMM4Ha JUTBXHOCT M3MbJIHABA 10 MOMeHTa. [Ipe3 tonu 2023 r. npunobusa cnenuaiHocT
~HepBHu Oonectu® (aunmmoma Ne026440/2023 r.) u npoawmkaBa paborata cH KaTo
CHELMATMCT-HEBPOJIOT KbM ChlIaTa KJIMHUKA C MPodeCHOHAIHA HACOUYEHOCT KbM KITMHUYHOTO
JMarHOCTULIMpaHe, NpOCie/siBaHe M KOMIUIEKCHO JICYEHHE Ha MAlMEHTH C MHOXKECTBEHA
CKJepo3a W JIpyI'M HEBpOJOrMuHM 3abonsBaHus. Kato Mmiuan Jekap-uscienoBatel, J-p
OBuapoBa aKTMBHO yuYacTBa B HAIlMOHAJTHH M MEXIYHAPOJAHH HayyHH GOpyMH U B
Hay4yHOMU3CJIEIOBATEICKaTa JeHHOCT Ha KaTe/paTa.

[Ipe3 snyapu 2020 r. n-p OBuapoBa € 3auuciieHa 3a JOKTOPaHT B cBoOOaHA (hopma Ha
oOyueHue mnoO JOKTOpcka mporpama ,Hespomorus™ keM karteapa ,Hesposmorus u
HEBPOXUPYPrus“, ¢ HaydeH pbKoBojautesn npod. aA-p Mas [laHoBcka, a.M. (3amoBen Ne
234/30.01.2020 r. Ha Pexropa Ha MY — ITneBen). Crnen kpaTko MpekbCBaHE HA 00y4EHUETO
nopajau OpeMEHHOCT U MaiuyMHCTBO, YCIEUIHO NPUKIIOYBA JEHHOCTUTE 110 JIOKTOPAHTypaTa U
€ OTYMCJICHa C NpaBo Ha 3awmTa cbe 3anosen Ne 440/10.02.2025 r. na Pexktopa nHa MY —
[TneBen. KanaunarsT AeMoHCTpHUpa yOeauTeNleH HayueH npodui, BUAUM OT IyOIHKalMuTe B
OBArapcKy ¥ MEXTyHapOJHH PELEH3UPAHU CIMCAHHUS, YYaCTHs B CIELHAIM3UPAHU HAy4HH
bopymu u pabora xato u3cienoBares BbB (uHaHCHpaH oT MY — IlneBeH HaydeH IPOEKT,
npsiko CBbp3aH ¢ TeMara Ha jauceptauusata ([Ipoext Ne 19/2020). [I-p OBuapoBa € wieH Ha
Bwirapcko apyxectBo no HeBposoruss u Bwirapcku nexapcku cbro3. Biagee cBoboano
aHrnuiicku e3uk Ha HUBO Cl 1 HeMckH e3uK Ha HUBO B1.

III. XAPAKTEPUCTUKA U OUEHKA HA JUCEPTALIMOHHUS TPY /]

[IpencraBeHata MU 3a pelieH3Ms JUCEpPTaLlUs € CTPYKTypHpaHa CBIJIaCHO 3aKoHa 3a
pa3BUTHE Ha akaJieMU4HUs cbeTaB B Penybnuka bwirapust (3PACPDB) u HanbiiHO oTroBaps Ha
HallMOHAJHUTE M WHCTUTYLMOHAJIHUTE W3UCKBaHUS 3a O(opMsHE Ha HayueH Tpya 3a
npunodusane Ha OHC ,Jloktop™. JluceprauvoHHUAT Tpyd € pa3paboreH B obem ot 163
CTaHJapTHU cTpaHHuLH, GopmaT A4, u e onareseH ¢ 18 durypu, 28 Tabnuuy 1 7 NpUIIOKEHHS.
Hayunata pa3zpaboTka chAbpka BCHYKH OCHOBHU pa3Jieiu: ChabpxaHue (2 cTp.), U3M0JI3BaHU
cbKpaueHus (2 crp.), BbBeaeHue (3 crp.), mureparypes 0630p (46 ctp.), uen u 3agauu (1 crp.),
Marepuanu U metoau (8 crp.), pesyararu (40 crp.), obcwxaane (15 crp.), usBomu (1 crp.),
3axmouenue (1 crp.), npunocu (2 crp.), npuioxenus (11 crp.), Oubnuorpadus (24 crp.),
CIIMCBK Ha HayyHMTE TpYyJOBEe, CBbp3aHH C JAuceprauusra (2 cTp.), AeKjIapauus 3a
opuruHanHocT (1 ¢Tp.) U pe3roMe Ha aHIJIMHCKH e3HuK (2 CcTp.).

bubnuorpadckara cnpaBka BitouBa 282 jJUTepaTypHH W3TOYHHKA, OT KOMTO 15 Ha
Kupuiauna ¥ 267 — Ha TaTuHKIA, KaTto 158 oT u3roununuTe ca nyonukyBanu npes 2022 — 2026
I., BKJIIOYUTENHO 96 OT mOC/IeAHUTE TPU TOJMHH, CPell KOUTO M OPUTHMHAIHU TPYAOBE Ha
M3SBEHHU OBIrapCKd y4YeHH B H3cie/BaHara oOnact. CTHIBT Ha JUCEPTALlMOHHUS TPYH €



HAy4YHO W3AbpXaH, HWH(popMmauusta e 100pe GopMyiupaHa H ACHO IIOJHECEHa, a
oubmorpadgckoTo 0hopMIIEHHE U IIUTHPAHE Ca CTaHAAPTHO yHU(PUIMPAHH.

AKTyaJlHOCT Ha TéMaTa

Temara Ha JUCEPTALIMOHHUS TPYA € H3KIIOYMUTEIHO aKTyajllHa ¥ Hay4yHO 3HAYMMa.
MHOXeCTBEHaTa CKJIEpo3a € XPOHMYHO aBTOMMYHHO IE€MHEIMHH3Mpallo 3a0oisBaHE Ha
IEHTpaJIHaTa HEpPBHA CHCTEMa C IMPOrpecHpall X0, BOAELIO IO TEXKa MHBATHAU3ALMS MNPH
MJIaJI¥ XOpa B aKTHBHA TPY/I0Ba U pEelIpOyKTHBHA BB3pacT. XpOHHUUYHATA yMOPa, KOATO 3acsAra
10 90% OT manMeHTHTe, € Cpell Haii-HHBATMIU3UPALIUTE CUMIITOMH, C BCE OLIE OTPaHUYEHH
(dapmakoTepaneBTHUYHH BB3MOXKHOCTH 3a OBJaAsBaHE WU KOHTpoj. HemenuxameHTO3HMTE
WHTEPBEHIIMH, ¥ B YAaCTHOCT JIUCTUYHUTE IOAXOAHU, IPUAOOMBAT HAPACTBAILO 3HAYEHHUE KATO
JIONbJIHEHHE KBM YTBBpACHUTE OonecT-moaubuuupamy Tepanuu. CpeauseMHOMOpCKATa
JMeTa Cce ouepraBa Karo Hai-1o0pe IpoydeH XpaHHWTENeH MOJEN ¢ JIOKa3aH
NPOTHBOBB3NATUTENCH, AHTHOKCUIAHTEH M HEBPOIPOTEKTUBEH MOTEHIMAT, HO 10 MOMEHTa
JIMINICBAT NMPOYYBAHKS, AJATHPATH MOJIENIa KbM YCIIOBHATA U Bb3MOXKHOCTHTE Ha OBJIrapCKUTe
nanueHTd. ToBa onpezens CBOEBPEMEHHOCTTA U 3HAUMMOCTTa Ha HACTOSIIUS JIUCEPTALIMOHEH

TpYyAa.

Ilo3naBaHe Ha mpo6./iemMa

W3cnensaHero e IIaHUpPaHo ¢ paspaboTeH HayyHoM3cenoBareacku npoekt Ne 19/2020,
TpsKO CBBP3aH ¢ TEMATa Ha JUCePTalUITa, ¥ € pealn3upaHo ¢ GuHaHCcoBaTa IojAKpena Ha MY
— Ilnesen. I-p OB4apoBa aKTHBHO € yYacTBaja BB BCHUYKHM €Talll Ha IPOYYBAHETO M 100pe
nmo3HaBa MpoOlieMaTHkata Ha XpOHMYHATa yMOpa W JHCTHYHMTE WHTEPBCHLUHMH IIpH
MHOXXECTBEHA CKJiepo3a. Pesynratute OT NWIOTHUTE M H3CIENBaHHMS II0 TeMara ca
TIpeICTABEH! C JIOKJIaJM M [OCTEPH Ha BOJCIIM HALMOHANHH M MEXIyHapoaHu (opymu mo
HEBPOJIOTHS] U MHOXECTBEHA CKJIEPO3a IPE3 MOCIEAHUTE TOAUHH.

CTpyKTypa Ha QHCEPTALMUATA

[To fu3aiid M3CIEABAHETO € MPOCIIEKTUBHO, HAJUTHKHO, HAOIIOAaTEeTHO, €HOIPYIIOBO U
€JHOLIEHTPOBO OTKPUTO KJIMHUYHO IPOYYBAHE C JByKpaTHA BPEMeBa OLEHKa (Mpeau u Ciel
12-ceIMUYHA JUETHYHA MHTEPBEHIIKS ), [IPU KOSTO BCEKHU ITALIUEHT CITy>KH 3a CAMOKOHTpoJIa. B
MPOyYBaHETO Ca BKJIOYEHHM 76 TOCIEIOBaTeNHO HaOMpaHW MAUMEHTH C MPUCTHIHO-
pemuTeHTHa MHOXecTBeHa ckiepo3a ([IPMC) 3a mepuoma 2020-2025 r. PasmepsT Ha
U3BaZIKaTa € MpPEJCTABUTENICH 3a PETHOHAIHATAa KIMHWYHA IIONyJalis W JOCTAaTBYCH 3a
CTaTHCTHUYECKa 00paboTKa U M3BeX/1aHe Ha 3HAYMMH PE3yJITaTH.

JluteparypeH 00630p

JIuTepaTypHHAT 0030p € W3rOTBEH 3abJIOOYCHO U aHANUTHYHO. CHCTeMaTH3UpaHu ca
ChBPEMEHHHMTE 3HAHHMS 3a CMHJEMHOJIOTHSTA, IaTOreHe3ara, KIMHMYHATAa KapTHHA |
JIMarHOCTHUKATa Ha MHOJXXECTBEHATA CKJIep03a, HOBUTE PEBU3UPaHM AMAarHOCTHYHU KPUTECPHU
o McDonald 2024 u npenopbkute Ha HanmonajaHus KOHCEHCYC 3a IMArHOCTHKA U JICUCHHUE
na MC B Bwarapus. Pasrieqana e posista Ha YpeBHUSI MUKPOOHOM, EMUT€HETHYHHUTE (HaKTOPH
¥ cepymMHUTe GroMapkepu. JleTallIHO € MpeJCTaBeHa PoJisATa Ha MOJMHECHACUTCHUTES MAaCTHH
kucenuau EPA u DHA u untepneBkun-17A u Thl7-menuupanoTo HeBpoBB3naieHue. JI-p
OsuyapoBa MoKa3Ba 3abJI00YEHO MO3HABAHE Ha MEXIyHapOJHUTE KOHLENIHMU 3a poJisita Ha



CpeumeMHOMopcxaTa JAUCTa U APYTHU IPOYUYBAHU XPAHUTECITHH MOICJIH, KaAKTO U Ha Hali-HOBUTE
Hy6JIPlK}’BaHPI JA0Ka3arcJICTBaA IIO0 TEMara. O630p'bT 3aBbpllIBa C KPUTHYCH aHAJIM3 Ha
(baKTopuTe, CBBpP3aHHU C NPUABPKAHETO KbM JUE€TATa, U JIOTUYHO 000CHOBaBa €CTECTBOTO Ha
aBTOPCKOTO ITPOYy4YBaHE.

Ien u 3axaun

IlenTa Ha qUcepTAalIMOHHMS TPY/ € SICHO, TOYHO M HAayYHO M3bpKkaHo (GopMyIMpaHa: j1a
ce MNpOy4Yyd M OLEHM BIMSHHUETO Ha CE30HHO aJanTHpaHa 3a yclIoBHATa B bwirapus
cpenusemHomopcka auera (ACMJI) BbpXy yMopaTa, TEJIECHHS CBbCTaB M KIMHHUKO-
naboparopHuTe nokasarenu npu nauueHtd ¢ [IPMC B ycnoBusita Ha peajiHara KIMHMYHA
npakThka. B choTBETCTBUE C mocTaBeHaTa 1eln ca Gpopmynupanu 11 KOHKPETHH, U3MEPHMH U
JIOTHYECKH CBBP3aHMU 3a/1a4M, 0OXBallally BCHUYKHM aClEeKTH Ha U3CJIEABAHETO — OT KJIMHHUKO-
nemorpadcekara XapakTepHUCTHKAa Ha TMAlMEHTUTE, Npe3 OLIEHKATa Ha NPUIABPXKAHETO KbM
ACM/I u 1uHaMMKaTa Ha ymMopara, TeJIECHUS CbCTaB U CEPYMHUTE OMOMapKepH, 10 aHaIu3a
Ha J10303aBUCUMHUSI €(EKT U HE3aBUCUMMUTE NPEJIUKTOPH Ha Npuabpxkanero. Llenrta u 3anaunre
Ca M3I'BJIHEHU B ITBJIEH 00EM.

MaTepnaJm H METOIH

IIpoyuBanero e nposeneHo B Knunuka mo HeBposoruss Ha YMBAJI JI-p ['eopru
Crpancku® EAJl - IlneBen B nepuona 2020-2025 r. Kputepuure 3a BKIIOYBAHE U U3KIIOYBAHE
ca JeTaiyiHo (OpMYJIMpaHM M OCUTYpSIBAT XOMOTEHHOCT Ha W3Clie/BaHaTa rpymna. Beuuku
NalUeHTH ca OuiM Ha cTabuiiHa OonecT-MoAu(UIMpalia Tepanusi MUHUMYM TPU MeceLia peiu
BKJIIOYBaHeTO. OuepTaHd ca ETHYHHUTE MPHHIMIIKA Ha OHOMEIMLMHCKUTE W3CJIECIBAHUS U
3alMTaTa Ha JUUHUTE AaHHu. Hamune e nosoxurenHo cranoBuie Ha KoMucusita no etuka Ha
Hay4yHou3cienoBaresickara aeiHoct npu MY — [Tneen (M3x. Ne 636-KEHW1/11.06.2020 r.),
¢burypupamo B NPUIOKEHUATA. METOJMUTE ca W3YEepIaTeJIHU U CHBPEMEHHHM M BKIJIIOYBAT
BaMAMpaHu oueHbyHu uHCTpyMeHTH (MEDAS-14, FSMC, MFIS, EDSS), 6uonmnenancHa
anTponiomerpust (Tanita InnerScan), cranmapTHu 1abOpaTOPHM METOAM M CHBPEMEHHHU
UMYHOCH3UMHHU aHanu3u 3a omnpenensHe Ha IL-17A, EPA u DHA. Craructuyeckara
00paboTka e ajieKkBaTHA Ha MPOYYBAHETO U BKIIFOUBA TECTOBE 3a HOpMayiHOCT (Shapiro-Wilk),
Wilcoxon Signed-Rank, Mann-Whitney U, Kruskal-Wallis ¢ post-hoc kopexuus Ha Bonferroni,
Y?-TecT, TOYeH TecT Ha Duuiep, kopenauus no Spearman, OMHApHA JIOTUCTHYHA PErpecus C
yHUBapuaHTHHU ¥ MyntuBapuanTHu Odds Ratios, ananu3 Ha BenuunHarta Ha edekra (Cohen’s
d), craTucTHyecka MOIHOCT ¥ enuaemuosornunu nokasarenud (NNT, ARR).

PesyaraTu

Paznenst ,Pesynratu™ e noruvecku crpykrypupadH B 14 mnonpasjena, MOKpHBallu
BCUYKM (GOpMyJIMpaHU 3a7a4yu, ¥ € oHarjieaeH ¢ uHbopmaTUBHU U 100pe odopmenu 28
tabnuuy u 18 Gurypu. YoenurenHo ca MOTBBPJACHH 3HAUUMOTO 10100pEeHUE Ha ymoparta I10
nsete HezaBucumu ckam FSMC (p < 0,001, ¢ mopo6penue npu 80,3% ot nauuenture) u MFIS
(p < 0,001, ¢ nogoSpenue npu 84,2% OT MALUEHTUTE), U3PA3ECHUSIT MPOTHBOBB3INAIUTEIICH
edpext Ha ACM/] ¢ 85% namanenue Ha cepymuus [L-17A (p <0,001), 3HauuM0OTO HapacTBaHe
Ha cepymHute HuBa Ha DHA (p = 0,003), no3o3aBucumust epext Ha ACMJ] Bbpxy ymopata
no MFIS ¢ nbyiHa TpUCTENEHHA rpajaliys MeX/1y IpyNUTe Ha NPUAbpPIKaHEe, POJIsiTa Ha BUCIIETO



00pa3oBaHKie KAaTO HE3aBUCHM NPEAMKTOP Ha BUCOKOTO Ipuabpxane 1 EDSS — xaro 3Haunm
o0paTeH MpeIUKTOp Ha MPUABPIKAHETO.

O0cnxIane

Paznenst ,,06cHxkaaHE” € 3aBI009€H, METOAOJIOTMYHO U3IBPXKAH U JIOTHYHO OPOPMEH,
C KPUTHYHO CBIIOCTaBSHE Ha COOCTBEHHMTE PpE3YINTaTH CbC CHhBPEMEHHHW JIaHHH OT
MEXIyHapOJHH U OBIrapcky aBTOpH. Beska ycTaHOBEHa HAaX0/IKa € CpaBHEHA C pe3yTaTH OT
CHCTEMATHUHHM TMpErjead, METa-aHAIW3d M PAHAOMHM3HPAHM KJIMHUYHHM IIPOYYBaHUS.
KanauaarsT TOKa3Ba 3psl HaydeH IOJXOJ B OCMMCISHETO Ha OrpaHHYCHHsSTa Ha
M3CJIEBAHETO ¥ B OYEPTABAHETO HA NEPCIEKTHBUTE 3a OBAELIM NPOYYBAHHUS.

HU3Boau ¥ 3aK/II0YeHHE

JlokTopanThT GopMysrpa 9 H3BoJa, KOUTO CHOTBETCTBAT HA IIOCTABEHHUTE 3a/1a4l U ca
JIOTMYHO W3BEJICHU OT TIOCTUIHATUTE PE3yJITaTh. 3aKIIOYCHHETO CHCTEMATU3HPaHo 060011aBa
Hay4YHOM3CJIEI0BATENICKATA [IO3UILIMsI Ha aBTOpa U NPAaKTHYecKaTa CTOMHOCT Ha pE3yJITaTUTe
OTHOCHO pOJIITA HA JUETUYHUTE HHTEPBEHLUHM B MYJITHIMCUMILUIMHADHHS IOAXOJ IpH
nanuentute ¢ [IPMC B bwirapus.

IIpunocu

Jedunupanu ca o610 9 MpUHOCA — 5 ¢ OPUTHHANIEH M 4 C IOTBBPIUTENICH ¥ MPHIIOKEH
xapaktep. KaTo mo-chlecTBEeHH ce OTKpOSBAT NPOBEXIAHETO Ha MBPBOTO 3a bbirapus
NPOCIIEKTHBHO MPOYYBaHE HA BIMSHHMETO HA CPEIM3EMHOMOPCKHS XPAHUTEIECH PEXHMM IPH
[IPMC, apganTepaHeTo Ha JUETaTa KbM CE30HHHMTE YCIIOBHsS M XpaHMTENHATa KyiaTypa B
CTpaHaTa, JOKa3aHUAT [J0303aBUCHM e(heKT BBPXy yMmMopara M OOEKTHBHU3MPAHETO My 4pe3
cepymuute HuBa Ha IL-17A u DHA, KakTo ¥ M3rOTBEHHTE OPHIMHAIHK OOpa3OBaTEIHHU
Marepuaiy (Opourypa U XpaHUTEJIEH IHEBHHUK).

Iy6auKauun, y9acTisi B HAyYHH (OPYMH H HayYHOH3C/IEI0BATEICKH NPOCKTH

[lo Temata Ha aucepTaiusra ca IyOJMKYBaHH TpH OpHIHHAIHM CTaTHH B
CIICLIMATM3UPAHH, PELIEH3UPAHK U WHAEKCHPaHH Hay4yHHU crucanus — ise B JOfIMAB u enna B
JBCR, U emHO pe3loMe OT ydacTHe B MEXIyHapoJeH HaydeH (opym, myOJMKyBaHO B
pedepupano usnanue. Pesynrarure ca npeicrasenn Ha MexayHapoanu (ECTRIMS 2024,
ESO-WSO 2020) 1 HaumoHannu Hayunu (opymu. L{utupaHeTo Ha aBTOpCKa IlyOuKauus B
aBTOPHUTETHHUS MeTa-aHau3 Ha Moravejolahkami et al. (2024) e 0OekTHBHA BBHIIHA OLICHKA 32
HAy4yHOTO ¥  3HadeHwe. Msciensaneto e  ¢unaHcupano ot MVY-Ilnesen ¢
nayuHou3scienosarencky npoekt (ITpoext Ne 19/2020), npsiko cBbp3aH ¢ TeMara.

ABTopedepar

ABTOpedepaThT € NpeiCcTaBeH Ha OBArapckd M Ha AHIJIMHCKM €3MK U Chabpxka 71
crpanuiy. M3roTBeH € B CHOTBETCTBHE C HOPMATHBHUTE H3HMCKBAaHHUS 3a CBHABPXKAHHE H
opopMmIIeHHE, IPUIBPXKA Ce U3LUI0 KbM CTPYKTypara Ha JuCepTalysITa i KOPEKTHO OTpa3sBa
OCHOBHHUTE PE3yJITATH, U3BOJH U IPHHOCH Ha aBTOPCKHS TPY 1.



IV. OBLIIA OIIEHKA 3A CbOTBETCTBUE HA 3AABJIKUTEJIHUTE YCJIOBUA

3abKUTEIIHA KOJTMUYECTBEHH HAyKOMETPUYHHM KPUTEPUM M aBTOPCKa OLEHKA 3a
npuao6usane Ha OHC ,,JIoktop™ BbB ®Daxynrer ,,Meauuuna“ Ha MY — [Tesen:

I'pyna noka3zaren Coabpxanue MunauMaaHH Onenka Ha
HA3HCKBaHHS KaHJHIaTa
A [lokazaren 1 (quceprauyoHeH 50T. 50T.
TPpY£)
r Cyma ot nokasarenure 5 — 9 30 T. 43,67 T.
OBIIO 80 T. 93,67 .

Basupaiiki ce Ha KOJIMYECTBEHUTE KPUTEPUUM M HAyKOMETPUYHHUTE [OKa3aTelH,
3QJJ0KEHM B 3aKOHA 3a pa3BUTHE HA aKaJeMH4HHs cbcraB B PemyOGiuka bbirapus u
[IpaBuiiHKKa 3a MPUIOKEHUETO My, KakTo M B IlpaBuiHuKa 3a pa3sBUTHE Ha aKaJCMUYHMS
cbeTaB Ha MY — IneBen, cuntam, ye a1-p EMunusg Mnanenosa OB4apoBa-/lyX/eHcka OKpHBa
U3LAI0 ¥ IOPH HaIXBBPJIsd H3UCKBaHUsTa 3a npuchxaane Ha OHC ,,JlokTop™.

3AKJIIOYEHHUE

Hpe,uCTaBeHaTa MH 3a pCUCH3HUpaHE aucepranus € 3aII'bH60‘I€H, AQHAJIMTHUYCH U aKTYyaJICH
aBTOPCKHU TPY A, MIOCBETECH HA COLMATHO3HAYUM U CbBPECMCHCH HpO6IICM, CBBpP3aH C BJIMAHUE HA
XpaHEHETO BHPXY KIIMHUYHHUTEC H na60paTopHn IOoKa3aTejy IpH NalMCHTH C MHOXXCECTBCHA
CKJICpO3a. Tp)’)l'bT Cc€ OTJin4yaBa C METOAOJIOTMYHA HU3ABPXKAHOCT, NPEUU3EH CTaTUCTHYCCKHU
aHaJIM3 U 3psia Hay4yHa UHTEPHpPETAlUUs, a YCTAHOBECHUTE OPUTHHAITHHK MPHUHOCH UMaT KakTo
Hay4Ha, TaKa U NpsKa KJIMHUYIHO-IIPUJIOKHA CTOMHOCT.

JIOKTOPaHTHT JEMOHCTPHpA 3aABJIOOUCHH II0O3HAHMs B 00JAaCTTa Ha HEBPOJIOTHATA,
KOMIIETEHTHOCT B M3II0JI3BaHETO HA CHBPEMEHHHM M3CIJIE/I0BATEIICKA METOJM U CIOCOOHOCT 3a
KPUTHYHO OCMUCJISIHE Ha PE3yJITATUTE B MEXKIYHAPOJAEH KOHTEKCT.

C orJie1 Ha TOPEU3IIOKEHOTO, JaBaM CBOSATA MOJIOKHTEIHA OLEHKA Ha [MCEPTAllMOHHUS
TpyZ ¥ yOeIeHO MpernopbyBaM Ha MOYMTaeMHUTE 4ieHOBE Ha Hay4HOTO XXypu Aa riacysaT
NOJIOKHTEJHO 3a NPUCHXKIaHe Ha oOpasoBaTenHaTa M Hay4Ha cTeneH ,.JIoKrop™ Ha I-p
Emumus Mianenosa OsuapoBa-JlyxieHcka B o0nacT Ha Buclie oOpasoBaHue 7.
,»31paBeonas3Bane ¥ Cropt, npodecHoHaTHO Hampasienue 7.1. ,MemunuHa™, NOKTOpCKa
nporpama ,,HeBponorus®.

Ha ocHoBaHme 4n.59 ot 33514

Jara: 23.07.2026 r. Perien3eHr:
rp. Bapna npod. a1-p Apa Kanpenss, 1.M.H.



TO
THE CHAIRMAN OF THE SCIENTIFIC JURY
FOR THE PROCEDURE FOR AWARDING THE ESD “DOCTOR”

REVIEW

by Prof. Ara Garabed Kaprelyan, MD, DS¢
Head of the First Clinic of Neurology, University Hospital “Sveta Marina” — Varna
Department of Neurology and Neurosciences, MU — Varna

Field of Higher Education: 7. Healthcare and Sports

Professional Direction: 7.1. Medicine

Doctoral Program: Neurology

Form of Doctoral Studies: independent (self-study)

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

Supervisor: Prof. Maya Penkova Danovska, MD, PhD

Department: “Neurology and Neurosurgery”, Faculty of Medicine, MU — Pleven

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 (SJ) in the procedure for the
acquisition of the educational and scientific degree “Doctor” by Emiliya Mladenova
Ovcharova-Duhlenska, MD.

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 and paper 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.

I1. BRIEF BIOGRAPHICAL DATA AND CAREER DEVELOPMENT

Emiliya Mladenova Ovcharova-Duhlenska, MD, was born on 12.04.1991 in the city of
Pleven. She completed her secondary education at the “Geo Milev” Mathematical High School,
Pleven. In 2016 she graduated with a Master’s degree in “Medicine” and the professional
qualification “Physician” from the Medical University — Pleven (diploma No. 044147/2016).
She is currently a specialist in Neurology at the Clinic of Neurology of University Hospital “Dr.
Georgi Stranski” — Pleven and a member of the academic staff of the Neurology sector at the
Department of Neurology and Neurosurgery, Faculty of Medicine, MU — Pleven.



In December 2016 Dr. Ovcharova began work as a resident in neurology, and in 2017,
after a successful competition, she was appointed as an assistant professor in the Neurology
sector of the Department of Neurology and Neurosurgery, Faculty of Medicine, MU — Pleven,
a position she currently holds. In June 2023 she acquired the specialty of Neurology (diploma
No. 026440/2023) and continues her work as a specialist neurologist at the same clinic, with a
professional focus on clinical diagnosis, follow-up, and comprehensive treatment of patients
with multiple sclerosis and other neurological diseases. As a young physician-researcher, Dr.
Ovcharova actively participates in national and international scientific forums and in the
research activity of the department.

In January 2020, Dr. Ovcharova was enrolled as a doctoral student in the independent
form of study in the doctoral program “Neurology” at the Department of Neurology and
Neurosurgery, with scientific supervisor Prof. Maya Danovska, MD, PhD (Order No.
234/30.01.2020 of the Rector of MU — Pleven). After a short interruption due to pregnancy and
maternity, she successfully completed the doctoral activities and was discharged with the right
to defend by Order No. 440/10.02.2025 of the Rector of MU — Pleven. The candidate
demonstrates a convincing scientific profile, evident from her publications in Bulgarian and
international peer-reviewed journals, participation in specialized scientific forums, and work as
a researcher in a project funded by MU — Pleven directly related to the topic of the dissertation
(Project No. 19/2020). Dr. Ovcharova is a member of the Bulgarian Society of Neurology and
the Bulgarian Medical Union. She is fluent in English (level C1) and German (level B1).

III. CHARACTERISTICS AND EVALUATION OF THE DISSERTATION THESIS

The dissertation submitted for my review is structured in accordance with the Law on the
Development of the Academic Staff in the Republic of Bulgaria (LDASRB) and fully complies
with the national and institutional requirements for the preparation of a scientific work for the
acquisition of the ESD “Doctor”. The dissertation is developed in a volume of 163 standard
pages, A4 format, and is illustrated with 18 figures, 28 tables, and 7 appendices. The work
includes all main sections: 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 (24 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; 158 of the sources were published in 2022-2026, including 96 from the last three years,
among them original works by prominent Bulgarian scientists in the field. The style of the
dissertation is scientifically sound, the information is well formulated and clearly presented,
and the bibliographic formatting and citation are consistently unified.

Relevance of the topic

The topic of the dissertation is highly relevant and scientifically significant. Multiple
sclerosis is a chronic autoimmune demyelinating disease of the central nervous system with a
progressive course, leading to severe disability in young people of active working and
reproductive age. Chronic fatigue, affecting up to 90% of patients, is among the most disabling



symptoms, with still limited pharmacotherapeutic options for management and control. Non-
pharmacological interventions, and dietary approaches in particular, are gaining increasing
importance as a complement to established disease-modifying therapies. The Mediterranean
diet emerges as the best-studied dietary model with proven anti-inflammatory, antioxidant, and
neuroprotective potential; however, to date there is a lack of studies adapting the model to the
conditions and capabilities of Bulgarian patients. This determines the timeliness and
significance of the present dissertation.

Familiarity with the problem

The study was planned with a developed research project No. 19/2020, directly related to
the topic of the dissertation, and implemented with the financial support of MU — Pleven. Dr.
Ovcharova actively participated in all stages of the study and is well acquainted with the
problems of chronic fatigue and dietary interventions in multiple sclerosis. The results of her
pilot studies on the topic have been presented with reports and posters at leading national and
international forums in neurology and multiple sclerosis in recent years.

Structure of the dissertation

By design, the study is a prospective, longitudinal, observational, single-arm, single-
center open clinical study with two time-point assessments (before and after a 12-week dietary
intervention), in which each patient serves as their own control. The study included 76
consecutively recruited patients with relapsing-remitting multiple sclerosis (RRMS) over the
period 2020-2025. The sample size is representative of the regional clinical population and
sufficient for statistical processing and for deriving significant results.

Literature review

The literature review is prepared thoroughly and analytically. The contemporary
knowledge of the epidemiology, pathogenesis, clinical presentation, and diagnosis of multiple
sclerosis is systematized, together with the revised McDonald 2024 diagnostic criteria and the
recommendations of the National Consensus for the Diagnosis and Treatment of MS in
Bulgaria. The role of the gut microbiome, epigenetic factors, and serum biomarkers is
discussed. The role of the polyunsaturated fatty acids EPA and DHA and of interleukin-17A
and Th17-mediated neuroinflammation is presented in detail. Dr. Ovcharova demonstrates in-
depth knowledge of the international concepts on the role of the Mediterranean diet and other
dietary models studied, as well as of the most recent evidence published on the topic. The
review concludes with a critical analysis of the factors associated with adherence to the diet and
logically substantiates the nature of the author’s own study.

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
stated aim, 11 specific, measurable, and logically connected objectives are formulated, covering
all aspects of the study — from the clinical-demographic characterization of the patients,
through the assessment of adherence to the AMD and the dynamics of fatigue, body



composition, and serum biomarkers, to the analysis of the dose-dependent effect and the
independent predictors of adherence. The aim and 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 described
in detail and ensure homogeneity of the study group. All patients had been on stable disease-
modifying therapy for at least three months prior to inclusion. The ethical principles of
biomedical research and the protection of personal data are outlined. A positive opinion of the
Ethics Committee of Research Activities at MU — Pleven is available (Ref. No. 636-
ECRA/11.06.2020), included in the appendices. The methods are comprehensive and modern
and include validated assessment instruments (MEDAS-14, FSMC, MFIS, EDSS),
bioimpedance anthropometry (Tanita InnerScan), standard laboratory methods, and modern
immunoenzyme assays for the determination of IL-17A, EPA, and DHA. The statistical
processing is adequate to the study and includes normality tests (Shapiro-Wilk), Wilcoxon
Signed-Rank, Mann-Whitney U, Kruskal-Wallis with post-hoc Bonferroni correction, y* test,
Fisher’s exact test, Spearman correlation, binary logistic regression with univariate and
multivariate Odds Ratios, effect size analysis (Cohen’s d), statistical power, and
epidemiological indicators (NNT, ARR).

Results

The “Results” section is logically structured into 14 subsections covering all formulated
objectives and is illustrated with informative and well-designed 28 tables and 18 figures. The
following are convincingly confirmed: the significant improvement in fatigue on both
independent scales — FSMC (p < 0.001, with improvement in 80.3% of patients) and MFIS (p
< 0.001, with improvement in 84.2% of patients); the pronounced anti-inflammatory effect of
the AMD with an 85% reduction in serum IL-17A (p < 0.001); the significant increase in serum
DHA levels (p = 0.003); the dose-dependent effect of the AMD on fatigue on the MFIS with a
full three-level gradation between the adherence groups; the role of higher education as an
independent predictor of high adherence, and of the EDSS as a significant inverse predictor of
adherence.

Discussion

The “Discussion” section is thorough, methodologically sound, and logically organized,
with a critical comparison of the author’s own results against contemporary data from
international and Bulgarian authors. Each established finding is compared with results from
systematic reviews, meta-analyses, and randomized clinical trials. The candidate demonstrates
a mature scientific approach in reflecting on the limitations of the study and in outlining the
prospects for future research.

Conclusions and concluding remarks

The doctoral candidate formulates 9 conclusions, which correspond to the stated
objectives and are logically derived from the obtained results. The concluding section
systematically summarizes the author’s research position and the practical value of the results



regarding the role of dietary interventions in the multidisciplinary approach to patients with
RRMS in Bulgaria.

Contributions

A total of 9 contributions is defined — 5 of an original character and 4 of a confirmatory
and applied character. Among the more significant stand out: the conduct of the first prospective
study in Bulgaria on the influence of the Mediterranean dietary regimen in RRMS; the
adaptation of the diet to the seasonal conditions and dietary culture in the country; 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 (a brochure and a nutrition diary).

Publications, participation in scientific forums, and research projects

On the topic of the dissertation, three original articles have been published in specialized,
peer-reviewed and indexed scientific journals — two in the Journal of IMAB and one in the
Journal of Biomedical and Clinical Research — and one abstract from participation in an
international scientific forum, published in a refereed edition. The results have been presented
at international (ECTRIMS 2024, ESO-WSO 2020) and national scientific forums. The citation
of an author’s publication in the authoritative meta-analysis by Moravejolahkami et al. (2024)
is an objective external assessment of its scientific significance. The study was funded by MU
— Pleven with a research project (Project No. 19/2020) directly related to the topic.

Author’s abstract

The author’s abstract is presented in Bulgarian and in English and comprises 71 pages. It
has been prepared in accordance with the normative requirements for content and formatting,
adheres fully to the structure of the dissertation, and correctly reflects the main results,
conclusions, and contributions of the author’s work.

IV. GENERAL ASSESSMENT OF COMPLIANCE WITH THE MANDATORY
REQUIREMENTS

Mandatory quantitative scientometric criteria and the candidate’s assessment for the
acquisition of the ESD “Doctor™ at the Faculty of Medicine, MU — Pleven:

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

Based on 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, I consider that Emiliya Mladenova Ovcharova-Duhlenska, MD, fully meets and even
exceeds the requirements for the award of the ESD “Doctor”.
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CONCLUSION

The dissertation submitted for my review is a profound, analytical, and up-to-date
author’s work, dedicated to a socially significant and contemporary problem related to the
influence of nutrition on the clinical and laboratory parameters in patients with multiple
sclerosis. The work is distinguished by methodological soundness, precise statistical analysis,
and mature scientific interpretation, and the established original contributions have both
scientific and direct clinical-applied value.

The doctoral candidate demonstrates profound knowledge in the field of neurology,
competence in the use of modern research methods, and the ability to critically reflect on the
results in an international context.

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

Ha ocHoBaHue un.59 ot 33/14
Date: 23.07.2026 Reviewer:

Varna Prof. Ara Kaprelyan, MD, DSc
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