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KJIHHHKO-na60paTOPHH 110Ka3aTeJIH naqueHTH C MHO)KeCTBeHa cKJ1ep03a"

HayqeH PbKOBoanrreJ1: IIP0(b. A-p Man IleHKOBa ÅaHOBCKa, A.M.
KaTeApa: „HeBp0J10rmq HeBpoxupyprmq", OM, MY — IlJ1eBeH

CbC 3aT10BeÅ NQ 1993/01.07.2026 r. Ha PeKTopaHa MY — IIneBeH, npod). A-p A06porvmp
AHMHTPOB, A.M., CBM Ha3HaqeH 3a qneH Ha Hayt1H0 (H)K) TIO npouenypa 3a rrpun06HBaHe

Ha OHC „ÅOKTOP"OT A-p EMHJTHSI MJ1aneH0BaOBqap0Ba-ÅyxJ1eHcKa.

Ha 11bpB0 HerlPHCbCTBeHO 3acenaHme Ha CBM onpeÅeneH Lla VBFOTB% peueH3HA

OTHOCHO AHcePTa1_1HOHHH51 erpyn Ha KaHnunaTa.

1. OblUO IIPEACTABSIHE I-IA IIPOUEAYPATA
BCMIIKH AOKYMeHTM MaTepnaJIH, npenocTaBeHH MH Ha ej1eKTPOHeH H xaprrneH HOCUTeJ1,

ca B CBOTBeTCTBHe C VBVICKBaHHflTa, 3C110)KeHH B 3aKOHa 3a pa3BHTue Ha mcaneMHLIHH% CbCTaB
B Perry6JIHKa bbJ1rapH% (3PACPb), IlpaBHJIHHKa 3a IIPHJIO)KeHHe Ha 3PACPB H IlpaBHJIHHKa

3a pa3BHTHe Ha aKaÅeMHLIHVIH CBCTaB Ha MenH1_1HHCKH YHHBePCHTeT — 11J1eBeH. Pem,T H

YCJIOBH51Ta Ha npouenypæra 3a npHÅ06HBaHe Ha OHC „AOKTOP"B MY — IlJ1eBeH ca cnæeHH H

Cb06pageHH C neiicTBa111HTeHOPMaTHBHH AOKYMeHTH.

AucnapupaM, qe HHMarv1 Ha HHTepecu C AOKTOPaHTa.

11. KPATKH AAHHH n KAPHEPHO PA3BHTHE
A-p EMHJIH% MJ1aÅeH0Ba OBqap0Ba-ÅyxJ1eHcycae poneHa Ha 12.04.1991 r. B rp. LIJIeBeH.

CpeÅHOT0 Cu 06pa30BaHue 3aBbP111Ba B MaTeMaTHqecKa 1'HMHa3H% „reoMHRB", rp. FIJIeBeH.
Elpe3 2016 r. ce AH11JIOMUPa c OKC „Marmcnp" no cneUHUIHOCT „MeÅHLIHHa"
npo(becH0HaJIHa „neycap" B MeÅHUHHCKV1YHHBepcwreT — IIJ1eBeH (AH11J10Ma Ng

044147/2016 r.). FIOHaCTO%LUeM e nelcap-cneuuærmcrr no HepBHH 60J1eCTH B KJIHHHKa 110



HeBponorH51 Ha YMBAJI „Å-p reopru CTPaHCKH"EAA — FIJIeBeH H HJ1eH Ha aKaneMHHHHfl
CbCTaB Ha ceKTop „HeBp0J101'HH" KbM Ka-reapa „HeBp0J101"HA H HeBpoxupyprHfl", 0M, MY —

I-IJIeBeH.

Ilpe3 neKeMBPH 2016 r. A-p OBqapoBa 3a110tåBa pa60Ta KaT0 JleKap-cneumaJIH3aHT 110

HeBPOJ10run, a npe3 2017 r. cneÅ cneqeneH KOHKYPC e Ha3HaqeHa 3a aCHCTeHT B ceKTOP
„HeBp0J10rH%" Ha KaTenpa „HeBp0J10ruq H HeBpoxupyprH51", 0M Ha MY — I-IneBeH, Koxro

ay«aneMHMHa AJIb)KHOCT H311bJIHSIBa MOMeHTa. Ilpe3 IOHH 2023 r. IIPHA06HBacnequaJIHOCT
„HepBHH 60J1eCTH" (AH11JIOMa N2026440/2023 r.) H npoÅbJ1)KaBa pa60TaTa CH KaT0

cneUHaJIHCT-HeBPOJIOr KBM Cb1.11aTa KJIHHHKa C HacoqeHOCT KBM KJIUHHHHOTO

nuarHOCTHUHPaHe, npocneJ1flBaHe H KOM11J1eKCHO neqeHue Ha nanueHTH C MHOhCCTBeHa

cKJ1ep03a H npyru HeBPOJ10rHHHH 3a60JISIBaHHS1. KaT0 MJ1aÅ JleKaP-H3CJ1eÅOBaTeJ1, A-p
OBqapoBa aKTHBHO yqacTBa B HaUHOHaJIHH H MOKÅYHaPOÅHH Hay11HH (I)OPYMH H B

Hayt1HOH3CJ1eJIOBaTeJICKaTaneiiHocT Ha Ka-rellpaTa.

Mpeg 51HyapH 2020 r. A-p OBqapoBa e gaqucner-la 3a AOKTOPaHT B CB060ÅHa (l)0PMa Ha

06yqeHHe 110 AOKTOPCKa nporpaMa „HeBp0J10rH51" KBM ycaTeÅpa „HeBp0J101*Mfl H

HeBpoxupyprH*", C HayqeH PbKOBOAH•reJ1 IIPO(I). A-p Maq AaHOBCKa, A.M. (3aT10BeÅ N!
234/30.01.2020 r. Ha PeKTopa Ha MY — IlneBeH). Cilen KPaTKO npeKbcBaHe Ha 06yqeHHeT0

nopanm 6peMeHHOCT MaiqHHCTBO, ycne111H0 IIPHKJ110HBa ÅeiiHocTHTe no A0KTopaHTyparraH
e OTt1HCJ1eHa c npaB0 Ha 3a111HTa 3ar10BeÅ N! 440/10.02.2025 r. Ha PeKTopa Ha MY
ILRBeH. Kaymvmarrwr AeM0Hc-rpupa y6eÅHTeneH HayqeH BHJIHM OT ny6JIHKaUHHTe B

6bJ1rapCKH H MOKAYHaPOAHH peueH3HpaHH CllHcaHH51, yqacTH51 B cne1-1HaJIH3HPaHH HayqHH
(bopyMH H pa60Ta KaTO V13cneÅOBaTeJ1 BBB (l)HHaHcnpaH OT MY — IIneBeH HayqeH npoeKT,
IIPAKO CBbP3aH C TeMaTa Ha AHCePTaUH%Ta (HpoeKT Ng 19/2020). A-p OBqapoBa e t-1J1eH Ha

bbJ1rapcK0 apyxecTB0 no HeBp0J10rH51 H bbJ1rapcKH JleKaPCKH CbY03. Bnanee CB060AHO
aH1"JIHiiCKM e3MK Ha HHBO Cl H HeMCKH e3HK Ha HHBO B 1.

111. XAPAKTEPHCTHKA H OUEHKA HA AHCEPTAUHOHHHSI TPYA
Ilpenc•raBeHaTa MH 3a peueH3H51 zu-rcePTa11H51 e cTpyKTypnpaHa CbrnaCHO 3aKOHa 3a

pa3BHTHe Ha aKaÅeMHLIHH% CbCTaB B Peny6JIHKa bbJ1rapH51 (3PACPb) H HallbJIHO 0Tr0Bap51 Ha

HaUHOHaJIHHTe H MHCTHTYUHOHa.JIHHTe H3HCKBaHH% 3a 0(bopMflHe Ha HayqeH 3a

IIPHA06HBaHeHa OHC „ÅOKTOP".AHCePTaUHOHHHHT e pa3pa60TeH B 06eM OT 163

CTaHAaPTHH CTPaHHLIH, (bopyraT A4, H e 0HarJ1eÅeH C 18 (burypu, 28 Ta6JIHUH H 7 IIPHJIO)KeHH51.

Hayt4HaTapa3pa60TKa cbA'bpxa BCHHKH OCHOBHH pa3neJIH: CBAbP)KaHue (2 CTP.), H3r10J13BaHH

cbKpa111eHH* (2 CTP.), BbBeJ1eHHe (3 CTP.), JIHTepærypeH 0630P(46 CTP.), I-len H 3anat1H (1 CTP.),

MaTePHaJIH H MeTOÄH (8 CTP.), pe3YJITaTH (40 CTP.), 06Cb)KÅaHe (15 CTP.), H3BOÅH (1 CTP.),

3aKnroqeHne (1 CTP.), IIPHHOCH (2 CTP.), IIPHJIO)KeHH51 (1 1 CTP.), (24 CTP.),

CllHCbK Ha Hayt1HHTe 'IQYA0Be, CBbP3aHH C ÅHcepTaumxra (2 CTP.), AeKnapa11H51 3a

OPHI'HHUIHOCT (1 CTP.) H pe3K)Me I-la aHrJIHiiCKH e3HK (2 CTP.).

cr1paBKa BKJ110t1Ba 282 JIHTepærypHH H3TOLIHUKa, OT KOHTO 15 Ha

KHPHJIH11a H 267 — Ha naTHHHUa, KaTO 158 OT H3TOHHHUHTeca ny6JIHKYBaHH npe3 2022 — 2026

r., BKJ11-oqnrreJIHO 96 OT rlOCJ1eAHHTe TPH I*OÅHHH, cpeÅ KOUTO H OPWHHUIHH TpYA0Be Ha
H3%BeHH 6bJ1raPCKHyqeHH B H3cneÅBaHæra 06naCT. CTHJ1bT Ha AHCePTa11HOHHHA e
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Hayr1H0 H3ÄbpxaH, HH(bOPMaUHWra e A06pe (bopMynvrpaHa u ACHO 110ÅHeceHa,

6H6nuorpad)CKOT0 H UHTHPaHe ca CTaHÅapTH0

AKTyaJIHOCT Ha TeMaTa

a

TeMaTa Ha AHcePTa11HOHHH51 erpyn e H3KJ1yoqwreJIHO aKTyaJIHa H Hayt1H0 3HaLIHMa.

MHO)KeCTBeHaTa cKJ1ep03a e XPOHHHHO aBTOHMYHHO nervmeJIHHH3HPaLUO 3a60JIHBaHe Ha

UeHTpaJIHaTa HepBHa CHCTeyra C nporpecupalll xon, Bonell_10 no Te,'KKa HHBaJIHAH3aUH%
MJ1aÅH xopa B aKTHBHa TpyÅ0Ba H penpoAYKTHBHa Bb3pacT. Xp0HHLIHaTa YMopa, KOATO 3acqra

AO 90% OT nauueHTwre, e cpen Haii-HHBaJIHÅH3uparuwreCHMIITOMH, c BCe ome orpaHuqeHH
(bapMaK0TepaneBTHt1HH Bb3MO)KHOCTH ga OBJ1aÅ%BaHe KOHTPOJI. HeMeÄHKaMeHT03HHTe
UHTePBeH1-1HH, H B qaCTHOCT AHeTHt1HHTe 110ÅXOAH, FIPHA06HBaTHapacTBa1110 3HaqeHue KaTO

norlbJIHeHue KbM YTBbpneHHTe 60neCT-MOÅH(lmqmpa1UH rrepamm. CpeÅH3eMHOMOPCKaTa

AHeTa ce oqepTaBa KaTO Haii-A06pe npoyqeH xpaHHTeJ1eH MOJIeJ1 c AOKa3aH

HPOTHBOBb3naJIHTeJ1eH, aHTHOKCHAaHTeH H HeBP011POTeKTUBeH 110TeHUHU1, HO MOMeHTa

JIHHCBaT npoYHBaHH%, azuamupaJIH Momena KbM YCJIOBHATaH Bb3MOXHOCTHTe Ha 6bJ1raPCKHTe

nanneHTH. TOBa onpenejl% cBoeBpeMeHHocvra H 3HaHHMOCTTa Ha AHcePTa11HOHeH

Tpyn.

11031--1aBa1--1e Ha np06J1eMa

M3CJ1eÅBaHeTO e 11JmaHupaH0 c pa3pa60TeH Hayt-1HOH3CJ1eÅOBaTeJICKH npoeKT Ng 19/2020,

upslK0 CBBP3aH c TeMa•ra Ha AHcepTa1AH51Ta,u e pea-IIH3prpaH0 c (l)HHaHCOBaTa r10ÅKpena Ha MY
IIJ1eBeH. A-p OBqapoBa aKTHBHO e yqacTBaJ1a BBB BCW--IKH errar1H Ha npoyqBaHe-ro H Å06pe

1103HaBa Ilp06J1eyraTHKama Ha XPOHHHHaTa YMopa m AVfeTHHHHTe HHTePBeH11HH
MHO)1CCTBeHa cKJ1ep03a. Pe3YJITaTHTeOT IIHJIOTHHTe id H3CJ1eÄBaHH51 no rreMaTa ca

npencrraBeHH C AOKJ1aÅH H nocTepu Ha BonelllH Hal-IHOH&IIHH MOKÅYHap0ÅHH (bopyMH 110

H MHO)KeCTBeHa cKJ1ep03a npe3 110CJ1eÅHHTe FOAHHH.

CTpYK1ypa Ha AHcepTaunwra

Ho ÅU3aÜH H3CJ1eÅBaHeTO e IIPocneKTVfBHO, HaÅJ1b',KHO, Ha6,monaTeJIHO, eÅHorpY110B0 H

enHoqeHTPOBO OTKPWro KJIHHHHHO npoyt1BaHe c ABYKpaTHa BpeMeBa oueHKa (npeAH H cnen
12-ceÅMHt1Ha nmeTHHHa HHTePBeHLIH%), IIPH KoeTO BCeKV1 nal-1HeHT CJIPKH 3a caMOKOHTPOJ1a. B
npoYHBaHeT0 ca BKJIK)qeHH 76 TIOCJ1eÅOBameJIHO Ha6mpaHH naumeHTH c npucTMIH0-

peMHTeHTHa MHOhCCTBeHa cwmepoga (IIPMC) 3a nepuma 2020—2025 r. Pa3MepbT Ha

H3BaÅKaTa e npencrraBHTeJ1eH 3a perH0HaJIHaTa KJIHHHHHa nonyna11HH u AOCTanqeH ga

CTaTHCTV-1qeCKa 06pa60TKa H H3Be)KÅaHe Ha 3HaMHMH pe3YJITaTH.

JIHTepmypeH 0630P

JIHTepaTypHH51T 0630P e U3rOTBeH 3aÅbJ160qeH0 H aHUIHTHLIH0. CHCTeMaTH3HPaHH ca
CbBPewreHHHTe 3HaHHH 3a ermneMH0J10ruma, næroreHe3aTa, KJIHHHt-1Harra KapTHHa

nnarHOCTHKaTa Ha MHOhCCTBeHaTa cKJ1ep03a, HOBHTe peBH3upaHH nuarHOCTHHHH KPHTepHH

110 McDonald 2024 H npenopbKHTe Ha 1--1aUHOHUIHHS1KOHCeHCYC 3a ÅHarHOCTHKa neqeyme

Ha MC B BbJ1rapHR. PurnenaHa e ponwra Ha qpeBHM51 MUKP06HOM, ermreHeTHHHHTe (baKTOPH

VI cepyMHHTe 6HOMapycepn. Leu-aiiJIH0 e npeAcrraBeHa POJMTa Ha rlOJIUHeHaCHTeHHTe MaCTHH

KHceJIHHH EPA H DHA H HHTepneBKHH-17A Thl 7-MeÅuupaHOT0 HeBPOBb3naJ1eHøe. A-p
OBqapoBa T10KUBa 3aÅbJ160qeHO 1103HaBaHe Ha MOKÅYHap0ÅHHTe KOHUe11UHU 3a ponxra Ha
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CpeÅH3eMHOMOPCKaTa JIHeTa H npyru npoyt1BaHH XPaHHTeJIHH MOAeJIH, KaKTO H Ha Haii-HOBHTe

ny6JIHKYBaHH AOKa3aTeJICTBa no TeMaTa. 0630PbT 3aBbP111Ba C KPHTHqeH aHaJIH3 Ha
(baKTOPHTe, CBbP3aHH C TIPHAbP)KaHeT0 KbM auerraTa, H JIOFWIHO 060CHOBaBa eCTeCTBOTO Ha

aBTOPCKOTO npoyt1BaHe.

Lien H 3aAaHH

I-lema Ha AHCePTaUHOHHHS1 e *CHO, TOHHO H Hayt-1H0 H3AbP)KaHO (bopMYJ1upaHa: aa
ce npoyqu H OlleHH BJIH51HHeTO Ha ce30HHO allar1TupaHa 3a ycJ10BHflTa B bbJ1raPH51
cpeÄH3eMHOMOPCKa nmeTa (ACMA) Bbpxy YMopaTa, TeneCHH% CbCTaB H KJIHHHKO-

Jla60paTopHHTe 110Ka3aTeJIH nal-1HeHTH C IIPMC B YCJIOBHflTa Ha pea-IIHaTa KJIHHHt1Ha

IIPaKTHKa. B CbOTBeTCTBV1e C rrocTaBeHaTanen ca (bopMYJTupaHH 1 1 KOHKPeTHH, H3MePHMH H

J101*HqeCKU CBbP3aHH 3aÅat-1H, 06XBama111H BCHHKH acneKTH Ha H3CJ1eABaHeTO — OT KJIHHHKO-

xapaKTepHCTHKa Ha nauneHTHTe, npe3 oueHKaera Ha IlpHAbpxaHeT0 KbM

ACMA AHHaMHKaTa Ha YMopaTa, TeneCHHS1 CbCTaB H cepyMHHTe 6HOMapKepH, no aHaJIH3a

Ha A0303aBHCHMHS1 H HegaBHCHMHTe IIPeÅHKTOPH Ha IIPHAbP)KaHeTO. Llema 3anat1HTe

ca H311bJIHeHH B rlbJ1eH 06eM.

MaTepnaJIH H MeTOAH

IlpoyHBaHeT0 e rrp0BeneH0 B KJIMHHKa no HeBPOJ10rH51 Ha YMbAJI ,A-p reopru
CTPaHCKH"EAA — FIJIeBeH B nepmona 2020—2025 r. KpHTepumrre 3a BKJ11-Ot1BaHe H H3KJIYOt1BaHe

ca nerraiiJIH0 (l)0PMYJ1upaHH H ocurypnaT XOMOreHHOCT Ha H3CJ1eÅBaHaTa rpyna. BCHLIKH
rraqneHTH ca 6HJIH Ha CTa6HJIHa Tepa11HH MHHHMYM TPH Meceua npeAH
BKJ110HBaHeTO. ()qepTaHH ca eTHt1Hwre TIPHHUHIIH I-la 6HOMeAHUHHCKHTe H3cneABaHHS1 H

3aL11HTaTa Ha JIHt1HHTe naHHH. Hanuue e rlOJIO)KMTeJIHO CTaHOBH111eHa KOMHCHflTa TIO eTHKa Ha

Hayt1HOH3CJ1eAOBa•reJICKaTaneiiHocT MY — IlJ1eBeH (VEX. Ng 636-KEHHÅ/11.06.2020 r.),

(burypnpamo B TIPHJ10)KeHHxra. MeT0AHTe ca H3qepnaTeJIHH H CBBPeMeHHH H BKJIYOt1BaT

BUIHÄHPaHH OLIeHbt1HH HHCTPYMeHTH (MEDAS-14, FSMC, MFIS, EDSS), 6HOHMnenaHCHa
awrpor10MeTpHfl (Tanita InnerScan), CTaHAaPTHH Jla60paTOPHH MeTOÅH H CbBPeMeHHH

HMYHoeH3HMHH al--raJIM3H 3a onpezxenme Ha IL-17A, EPA H DHA. CTaTHCTnqeCKaTa

06pa60TKa e aneKBaTHa Ha npoyt1BaHeT0H BKJ1}OHBa TecTOBe 3a HOPMaJIHOCT (Shapiro-Wilk),

Wilcoxon Signed-Rank,Mann-Whitney U, Kruskal-Wallis c post-hoc KOPeKUH51 Ha Bonferroni,
X2-TeCT, eroqeH TeCT Ha OHL11ep, Kopena1-1H51 no Spearman, 6HHapHa JIOrHCTHHHa perpecH51 C

YHHBapmaHTHH H MYJITHBaPHaHTHH Odds Ratios, aHaJIH3 Ha BejiHt-1HHaTa Ha ed)eKTa (Cohen's
d), cerarrncrrmqec}caMOLUHOCT H ermneMuonorHLIHH 110KuarreJIH (NNT, ARR).

Pe3YJITaTH

Pa3ÅeJ1bT „Pe3YJITaTH"e J101"HqeCKH cTpyK'rypupaH B 14 nmpa3Aena, 110KPHBa1UH

BCHHKH (bopMYJIHpaHH 3anat-1H, H e 0HarneAeH c H Ä06pe 28

Ta6JIHUH H 18 (l)Hrypu. Y6eÅHTeJIH0 ca 110TBbPJ1eHH '3HaqHMOTO non06peHHe Ha YMopaTa 110

JIBe•re He3aBHCHMH CKUIH FSMC (p < 0,001 , C r10Å06peHHe 80,3% OT naLIHeHTHTe) H MFIS
(p < 0,001, C 110Å06peHHe IIPH 84,2% OT nallHeHTHTe), H3pa3eHHSIT IIPOTHBOBb3naJIHTeneH
ed)eKT Ha ACMA c 85% HaMa-neHøe Ha cepYMHH51 IL-17A (p < 0,001), 3Hæ-1HMOTO HapacTBaHe

Ha cepyMHHTe HHBa Ha DHA (p = 0,003), A0303aBHCHMH51T Ha ACMA Bbpxy YMopaTa
110 MFIS C 11bJIHaTPHCTeneHHa rpanaLIHfl rpyr1HTe Ha ponxra Ha BHC111eTO
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06pa30BaHue KaTO He3aBucHM npeÅHKTop Ha BHCOKOTO npHÅbpxcaHe H EDSS — KaTO 3HaHHM

06paTeH npeAHKTop Ha npHÅbpxcaHeT0.

06Cb>KAaHe

PameJ1bT „06Cbxna1-1e" e 3aXbJ160qeH, MeTOÅOJ10rW-1HO M3Åbp)KaH H JIOIWIHO 0(bopMeH,

C KPHTHHHO Cbf10CTaBflHe Ha C06CTBeHHTe pe3YJITaTH CbBPeMeHHH naHHH OT

MOKÅYHaPOAHH H 6bJ1rapcKH aBTOPH. Bcmca YCTaHOBeHa HaxoAKa e cpaBHeHa C pe3YJITaTH OT

CHCTeMaTUHHH mperJ1eÅH, MeTa-aHUIH3H u paHAOMH3upaHH KJIHHWIHH npoyqBaHH51.
Kay-IAHnaTbT 110Ka3Ba 3PRJT HayqeH 110ÅXOÅ B OCMHCJIAHeTO Ha orpaHuqeHHATa Ha

H3cneÅBaHeTO H B oqepTaBaHeT0 Ha nepcneKTHBHTe 3a 6bne111H npoy-1BaHM51.

Id3BOAH H 3aKJ11-oqerme

AOKTopaHT%T (bopMYJmpa 9 H3BOÅa, KOHTO CbOTBeTCTBaT Ha rlOCTaBeHHTe 3anaqu H ca

JTOI'HLIHO U3BeneHH OT nocrrurHaTHTe pe3YJITaTH. 3awnoqeHmeTO cucTeMaTH3mpaH00606111aBa

Hayt1HOU3cneÄOBaTeJICKaTa 1103HUHH Ha aBTopa H IlpaKTuqecKaTa CTOMHOCT Ha pe3YJITa-rwre

OTHOCHO ponwra Ha JIHeTWIHHTe HHTePBeHUHU B MYJITHÅHCUH11JIHHaPHH% noncom
naumeHTHTe c IIPMC B bbJ1rapnq.

IIPHHocn
Aed)HHupaHH ca 061110 9 nppmoca — 5 c opurHHaJ1eH H 4 c TIOTBbPÄUTeJ1eH H npvrnoxeH

xapaKTep. KaT0 no-CbLUeCTBeHH ce OTKP051BaT TIPOBexnaHeT0 Ha m,pB0T0 3a BBJ1rapvfH

npocneKTMBH0 npoyt1BaHe Ha BJIHHHHeTO Ha cpeÅH3eMHOMOPCKH% xpaHHTeJ1eH pe)KHM IIPH

IIPMC, anallTupaHeT0 Ha nuerraTa KbM ce30HHHTe YCJIOBVI% u xpaHwreJIHarra KYJITypa B

cTpaHaTa, AOKa3aHHHT A0303aBHCHM ed)eKT Bbpxy YMopaTa H 06eKTHBH3HPaHeTOMY qpe3

cepyMHHTe HHBa Ha IL-17A DHA, KaKTO V13rOTBeHHTe OPHFHHUIHH 06pa30BaTeJIHH

MarrepuaJIH (6pomypa M xpaHHTeJ1eH AHeBHHK).

Ily6JIHKaUHH, yqacrrnq B I-laym-1H n Hay'1HOH3CJ1eAOBaTeJICKV1 npoeKTH

Flo TeMaTa Ha nucepTa11H%Ta ca ny6JIHKYBaHH TPH opurHHaJIHH CTaTHH B

cneuuaJIH3upaHH, peueH3upaHH H HHÅeKCHPaHH Hayt1HH CITHcaHPIH — ABe B Jof1MAB H eÅHa B

JBCR, H enH0 pe3Y0Me OT yqacTne B MOKAYHapozxeH HayqeH (bopyM, ny6JIHKYBaH0 B

pecbepupaH0 H3naHne. Pe3YJITaTHTeca npeÅCTaBeHH Ha MOKAYHaPOÄHH (ECTRIMS 2024,

ESO-WSO 2020) H Hal-IHOHUIHH Hayt1HH (bopyMH. I-IHTupaHeT0 Ha aBTOPCKa ny6JIHKa11H% B

aBTOPHTeTHU% MeTa-aHUIH3 Ha Moravejolahkami et al. (2024) e 06eKTHBHa BbHL11Ha oueHKa 3a

HayHHOT0 3HaqeHne. V13CJ1eÅBaHeTO e d)HHaHCHPaHO OT MY—IIJ1eBeH C

Hay-IHOH3CJ1eÅOBaTeJICKH npoeKT (IlpoeKT NQ 19/2020), npmco cm,p3aH c TeMaTa.

ABToped)epaT

ABTope(beparrwr e npencTaBeH Ha 6bJ1rapcKH H Ha aHrJIMiicKH e3HK H cbAbpxa 71

CTPaHHUH. VigroTBeH e B CbOTBeTCTBHe C HOPMaTHBHHTe U3HCKBaHHR 3a CbÅbP)KaHHe u

od)opMJ1eHue, npum,pxa ce H3UAJIO KbM cTpyKTypaTa Ha AHcePTa11HATaH KOPeKTHO 0Tpa351Ba

OCHOBHHTe pe3YJITaTH, U3BOAH H IIPVIHOCH Ha aBTOPCKH% Tpym.
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lv. ObUÅA OUEHKA 3A CBOTBETCTBHE HA 3AÅbJ1)KHTEJIHHTE YCJIOBVIA

3aAbJ1',KHTeJIHH KOJImqeCTBeHH HayKOMeTPHt1HU Kpmepmm H aBTOPCKa oueHKa 3a

npHÅ06HBaHe Ha OHC „ÅOKTOP"BBB OaKYJITeT„MeÅHUHHa" Ha MY — FIJIeBeH:

rpyna noKa3aTeJIH

omuo

CbAbPmanne

F10KæaTen I (AHCePTaLUdOE-1eH

TPYA)

CYMa OT 110KuaTeJIHTe 5 — 9

MHHHMaJIHH
H3ncKBannq

50 T.

30 T.

80 T.

Ouem«a Ha

KaHnnmaTa

50 T.

43,67 T.

93,67 T.

buupaViKH ce Ha KOJIMqeCTBeHHTe KPHTePHH H HayKOMeTPWIHHTe 110Ka3aTeJIH,

3C110HCHH B 3aKOHa 3a pa3BHTHe Ha aKaneMWIHHfl CbCTaB B Peny6JIHKa bbJ1rapH%

TIpaBHJIHHKa 3a npmnoxceHueT0 MY, KaKTO H B IlpaBHJIHHKa 3a pa3Burrue Ha aKaneMHt1HHfl

CbCTaB Ha MY — IIJ1eBeH, CHHTaM, qe A-p EMHJIH% MnaneH0Ba OBqap0Ba-ÅyxJ1eHcKa r10KpHBa

M3UWIO H AOPH H3HCKBaHH%Ta 3a npmcb)KAaHe Ha OHC „AOKTOP"

3AKJHOLIEHHE
ElpencTaBeHaera MH 3a peueH3vrpaHe AHcepTaLIH% e 3aAbJ160qeH, aHaJIHTuqeH M arceryaneH

aBTOPCKU erpyn, 110CBeTeHHa COIIHUIH03Hat-1UM H CbBpeMeHeH np06neM, cBbP3aH C BJIH%HHe Ha

xpaHeHeT0 Bbpxy KJIUHHMHHTe H na60pæropHH 110KæaTeJIH naUHeHTH C MHO)KeCTBeHa

cKJ1ep03a. Tpynwr ce OTAHqaBa c MeTononorHt1Ha H3ÅbPKaHOCT, npe11H3eH CTaTHCTmqeCKH

aHaJIH3 H 3pqna HayqHa HHTepnpeTauuq, a YCTaHOBeHHTe OPWHHUIHH IIPHHOCH HMaT KaKTO

Haytma, TaKa H npmca KJIMHHHHO-r1PHJIO)KHa CTOÜHOCT.

AORTOPaHTbT AeM0HcTpupa 3aAbJ160qeHH T103HaHHfl B 06nacrra I-la HeBp0J10rmwra,

KOM11eTeHTHOCT B H3r10J13BaHeTO Ha CbBPeMeHHH H3cneAOBarreJICKH MeTOÅH H CHOC06HOCT 3a

KPHTHHHO OCMHCJ1flHe Ha pe3YJITaTHTe B MOKAYHaponeH KOHTeKCT.

C ornen Ha ropeH3JIO)KeHOTO, naBaM CBOHTa nonomnejll-la oner-1Ka Ha AHCePTaUHOHHHS1

erpyn H y6eneH0 npenopbLIBarv1 Ha noqurraeMHrre qneHOBe Ha Hay11H0T0 xcypH na rnacyBaT

3a Ha 06pa30BaTeJIHaTa H Hayt1Ha CTeneH „ÅOKTOP" Ha A-p

EMHJIH% MJ1meH0Ba OBqap0Ba-Åy,xneHcyca B 06naCT Ha BHCL11e 06pa30BaHue 7.

„3npaBeona3BaHe H cr10pT", npo(becH0Ha.11H0 Hanpameyme 7.1. „MeÅH11HHa", ÅOKTOPCKa

rlporpaMa „HeBp0J10FH%".

23.07.2026 r.

rp. BapHa
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TO
THE CHAIRMAN OF THE SCIENTIFIC JURY
FOR THE PROCEDURE FOR AWARDING THE ESD "DOCTOR"

REVIEW
by Prof. Ara Garabed Kaprelyan, MD, DSc

Head ofthe First Clinic ofNeurology, University Hospital "Sveta Marina" — Varna

Department ofNeurology 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 withMultiple Sclerosis"
Supervisor: Prof. Maya Penkova Danovska, MD, PhD

Department: "Neurology and Neurosurgery", Faculty ofMedicine, MU — Pleven

By Order No. 1993/01.07.2026 of the Rector ofMU — 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.

1. 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 Staffin 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" atMU — 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.

11. 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 ofNeurology ofUniversity Hospital "Dr.

Georgi Stranski" — Pleven and a member of the academic staff of the Neurology sector at the

Department ofNeurology and Neurosurgery, Faculty ofMedicine, MU — Pleven.
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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 ofNeurology and Neurosurgery, Faculty ofMedicine, MU — Pleven,

a position she currently holds. In June 2023 she acquired the specialty ofNeurology (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 ofMU — 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 ofNeurology and
the Bulgarian Medical Union. She is fluent in English (level C 1) and German (level B 1).

111. CHARACTERISTICS AND EVALUATION OF THE DISSERTATIONTHESIS

The dissertation submitted formy review is structured in accordance with the Law on the

Development of the Academic Staff in the Republic ofBulgaria (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 (1 1 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% ofpatients, is among the most disabling
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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 ofMU — 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 Thl 7-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, 1 1 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
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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 ofNeurology 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, 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% ofpatients) 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
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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 themore significant stand out: the conductof 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.

lv. 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 ofMedicine, MU — Pleven:

Group of Indicators

TOTAL

Content

Indicator 1 (dissertation thesis)

Sum of indicators 5 — 9

Minimum
Requirements

50 points

30 points

80 points

Candidate's
Evaluation
50 points

43.67 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 ofMU —

Pleven, I consider that Emiliya Mladenova Ovcharova-Duhlenska, MD, fully meets and even
exceeds the requirements for the award ofthe 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.

Date: 23.07.2026

Varna

Reviewer:

Prof. Ara Kaprelyan, MD, DSc
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