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1. 061140 npeac•raBßHe Ha npouenypaTa H A0KropaHTa

IlpeÅCTaBeHH*T KOMfl,qeKT iMaTepnaJIH Ha xapTHeH /eneKTPOHeH Hocwre,q e B C%OTBeTCTBHe C

qn.70 (l) OT I.PæneJ1. FIPHÄ06HBaHeHa 06pa30BaTeJIHa H Hayqa cteneH „ÅOKTOP" M Hayt1Ha

cTeneH „AOKTOP HA HAYKMTE" B MY-IIJ1eBeH H BKJUOHBa cneÅHn-re AOKYMeHTU:
3aABJ1eHHe no PeKTopa Ha MY-IIJ1eBeH 3a pa3KpHBaHe Ha npoueaypa•ra 3a 3a111HTa Ha

AHCePTaUHOHeH •rpyn
B eBponeMcKH (t)0PMaT c noannc Ha AOKTopat1Ta

Ho-rapua-rmo 3aBepeH0 Konne OT AH11JIOMa ga Bncure 06pa30BaHHe
3a110BeJIH 3a 3a11HcBaHe B Ä0K•ropawrypa, rrpeK%cBaHe Ha 06yqeHneT0 (nopaÅH
Maiit1HHCTBO) H 3a rlP0i1bJ1)KaBaHe Ha 06yqeHHeT0', ga OTHHC11*BaHe C npaB0 Ha gal-unera

'3ar10Be11 3a npoBeycnaHe Ha H3nHT OT nnaH M CBOTBeTeH IIPOTOKOJI 3a

Vd3AFbP)KaH M311UT AOKTOPaHTCKH MUHHMYM no cneuuaJIHocrra
npoT0K0J1 OT rcaTenpeH CbBeT 3a npeABapHTeJIH0 06Cb)KÅaHe Ha AOCePTa110HHHA -rpym H

B3eTHTe pemeHHA 3a pa3K1)HBaHe Ha npouexxypa H 3a C%CTaBHa Hayt1H0 xypn
AHCePTaUHOHeH Tpym
aBTope(bepaT

CllHCbK Ha HayqHHTe ny6J1mca11HH no •ret-dam Ha nnceptaunxra
KOKUR Ha Hayt1HHTe ny6JIHKaLIHH

CITHCbK Ha yqac-rmxra B HayqHH d)opyMH, BKJU-oqeE1 B

newmapa11HS1 3a opnrHHaJIHOCT H AOCTOBePHOCT Ha npqnoxeHHTe AOKYMeHTH
A-p fleTKOBa e TIPH110)KHJ1a 3 ny6JIHKaUHH.

He HaMepn,x cr1HCbK 3a6ennaBHTe LIHTnpaHU1 B Ä0KYMeHTnrre Ha A0KTopawra, HO Te He

ca 3ai1bJ1)KHTenHH.

2. 6Horpa(bHt1HV1 Aar-IHR 3a zorcropaHTa
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A-p IleTKOBa 3aBbp111Ba Memm.1HHa B MY-IIneBeH H BeAHara cnell 3aBbP111BaHeT0 ce OTAaBa
Ha neAHaTpøxra KaT0 OPAHHaTOP B KJIHHMKa no neaua-rpux, YMbAJI „Å-p reoprH CTPaHCKH"
EAÅ, rp. IlJ1eBeH, a H%KOJIKO Meceua cnem TOBa e Beqe cneUHaJIH3aHT ITO mercKa Kapana-uormg. OT
anpnn 2020 e Beqe acuc•reHT Ka•reApa Ae•rcKH60J1eCTH Ha MY-IInegeH, KaTO ripenoxcaBa
OCHOBHO Ha ar-1rJIOe3UHHH CTymeHTH 5-TH Kypc, a OT OKTOMBPH 2020 e H pemoBeH AORTOPaHT KbM
cb111aTa KaTempa. OCBeE1 npeKHTe CH 3aÅbJ1)iCHHH KaT0 neKap H npenonaBa•reJ1, 6J1ar0i1apeHne Ha
TOBa, ge A-p IleTKOBa HMa cpeJIH0 06pæ30BaHHe ce BKJIEOHBa H B pellHua

6narOTBOPHTeJIHHHHHUnaTHBH. e YJ1eH Ha BJIC, bfIA, mpyxeCTBOT0 Ha Ae•rcKwre KaPAHOJ103H,

AEPC, qneH Ha YC Ha ne«apme xoMeonaTH B BbnrapHH. Elpo#CHOHaJIHHTe KaqecTBa Ha L-p
IleTKOBa ca npHCIHHa TR aa 6%me H36paHa 3a qneH Ha eTHt11-•1aTa KOMHCH}I KBM PerH0HaJIHaTa

neKapcKa KOJIerHH — IIneBeH KBM bbnrapcKH51 neKapcKH Cb}03, KaKTO H 0TJIHqeHa npe3 2023 ron. c

Harpanara Ha opraHH3auuqrra „TM cn KameT0 "meme".
3. AKIYaJIHOCT Ha TeMaTHKaTa uenec%06pa3HocT Ha noc-raBenvrre qeJIH n 3ama'1H

IlpeJICTaBeHHAT 3a peueH3H% AHCep•raUHOHeH •rpym 3acxra H3KJUoqwreJIHO 3HaqHM CJ1eÅ

narmeMHxra OT COVID-19 np06neM, a HMeHO ponxra Ha ned)HAHera Ha BHT. B npo•rnqatqe-ro Ha
pecnnpa•ropHwre HH(beKUHH. Cera Bege e *CHO, qe rrpeKaneHaTa ynoTpe6a Ha Vitamin D He ana
nort%JIHHTeJIHa 3aLUHTa cpe111Y pecnnpaTopHH u MO)1€e aa CTaHe PHCKOBa, oc06eH0 axo
ce npneMa•r BHCOKH Å03H Abnro BpeMe 6e3 npocneÄABaHe. Åor1ÜIHHTeJIHaarryUIHOCT 111)HÅaBa
cbaKTbT, He maHHHTe 3a BHTaMHH D ctaTyca Ha 6bnrapcKa•ra nenua•rpvrqHa norrynaunq H no-
cnequa.rmo 3a BPb3KaTa MY C pecrmpaTopHH HH(beKUHH ca orpaHHqeHH. ABTOPbT
npaBHJIH0 HAeHTM4)HUHPa CbLUeCTBYBa1Uama Hayt1Ha npa3HHHa H ce CTpeMH Aa anpecnpa qpe3
enHOBPeMeHHO H3cneJIBaHe Ha 25(OH)D, PTH H UHTOKHHH IL-lß, IL-6 M

TNF-a. C ornem Ha TOBa, H3Ka3BaM )'110BneTBopeHocrra cn OT aKTYUIHoc•rra Ha pa3pa60TBOHHfl B

AHCePTaUHOHHX TPYA np06J1eM B Hayt1H0 H HayqHo-npHJ10>KH0 OTHOU1eHHe.
ACHO 3amaueHaTa Lien „Åace aHaJIH3Hpa pongTa Ha BHTaMHH HHKOH Bb3naJIHTeJIHH

MapKepH B KJIHHHHHOTO lipoermqaHe Ha ocrrpu HH(IEKUHH Ha LOJIHwre LIHxa•reJIHH 11bTHLUa B Ile-rc«a
Bb'3pac•r" H OTJIHHHO (l)OPMYJIHPaHHTe 4 3aaaHH /1. Aa ce HanpaBH KJIHHHKO-e11HaeMHOJ10røqeH
aHUIH'3 Ha ueua•ra C ocTpH pecnnpaT01)HH Ha AOJIHwre JIHxaTeJIHH 11bTHU.ra 3a rrepnoz OT
2rom. n 6 Mec., 2. Aa ce onpemem,i BHTaMHH D craTyca npH ÄeuaTa c OCTPH pecunpaTopHH
HH(beKUHH qpe3 H3cneABaHe cepyMHHTe HHBa Ha 25(OH) BHTaMUH D H napaTxopM0Ha (PTH), 3. La
ce onpejxenu cepyMHcra KOEtueHTpaLIH1 Ha npoHH(bnaMatopHHTe LIHTOKHHH IL-I, IL-6 H TNF-aJ1d)a
B xona Ha ocrpute pecnupatopwr MH(beK11HV1 H 4. La ce npoyqH BPb3KaTa MOKAY BHTaMHH D
cera•ryca, HHBaTa Ela npoHHcbnaxaaTopHHTe UHTOKHHM M KJIHHHt1HOTO rrp0THqaHe Ha OCTPHTe
HH(beKUHH Ha nwrurua Aeua/ naBa•r OCHOBa 3a nonyqaBaHe Ha aneKBaTHH
pe3YJITaTH.

4. 1103HaBa11e Ha np06J1eMa

BbBezeHHeT0 060CHOBaBa He06x0AHMocrra OT H3cneÄBaE-1eT0 H npeAcTaBR CbBPeMeHHHTe
npencraBH 3a norreHuuaJIHHTe HMYHOMozynupau.1H ecbeKTH Ha BWIUMHH D. IlpaBHJIHO e
arcueHTnpaH0 Bbpxy Ha-ÆHquero Ha BMTaMHH D peuen•ropH B KJ1erKH Ha HMYHHata CHCTeMa H Bbpxy
rlOTeHUHaJIHOTO yqac•rue Ha BHTaMHH D B perynaunma Ha aHTHMHKP06HaTa 3aLLIHTa H

0Trogop.

JIHTepaTypHHxr 0630P 3aeMa 1/3 OT 06111MA 06eM Ha AHCerpaLIHOHHH51 Tpym. Toä e H3rpageH
Ha 6a3aTa Ha 399 nwrepa•rypHM H3TOt1HHKa. 3a CT)KaneHHe 6bnrapcKHTe H3TOt4HHLlH ca caMO 5 H Te

He ca OTAeneHH B HaHUIOTO, a ce ry6xr B 061UHfl cnHCbK 11 14, 178,179, 337, 338/. HoaBHcHM0 OT
TOBa, B JIHTeparypHHH 0630P, awropvr noKa3Ba KOMne-reHTHOCT no np06J1eMa, KaTO 1103HaHHxra MY
Han-n06pe ca B Ha KOHKPeTHHTe 3anaHH. HaMHpaM H3MeCTBaHeTO Ha
KOHKpeTHH uaHHH OT pa.3JIHt4HK JIMTeparrypHH U3TOYHMUH OT 0630P ECbM
()6CMKmaHeTO 3a YMecH0 H ro IIPHeMaM H3115JIO. HHTeJIHreHTHO CllHcaHHRT JIHTepaTypeH 0630P H
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MH llaBaT OCHOBaHHe na npeqeHfl, tre AOK'ropaHTa oueHHBa aÅeKBaTH0 CbBpeMeEIHHTe
JIHTepaTYPHHTe11t1HHH no np06neMa.

cTpaHa e, ge arropvr He npenc•raB51 BHTaMHH D KaTO em-103HaqeH d)aKTop,
orrpenejlfltu H3XOJta OT HH(beKUHflTa, a nonqepTaBa CJIO)KHHA H xaparrep Ha
Tla6nromaBaHHTe 3aBHCHMOCTU.

5. Me-ronmca Ha 113cJ1eLIBaHe•ro

H36paHaTa MeTOÅHKa Ha H3CJ1eÅBaHe 1103BOJ1*Ba noc-ruraHeT0 Ha nocraBeHaTa ueJ1 n
nonyqaBaHe Ha ameKBa•reH 0Tr0BOP Ha 'jazxaqHTe, pel.uaBaHM B mncepraUHOHHHR Tpyn.

IlpoyqBaHeT0 e extHoneHTPOBO H BKJ1}OHBa 129 Åeua, OT KOHTO 99 ca c OCTPH pecnnpa•ropHH
H 30 ca '3npaBH ROHTPOZH. B0JIHHTe ca pænpeÅeneHH B TPH Kj1HHHt1HH rpynq

6POHxor1HeBMOHVIA(42), 6POHXHOJIHT(32) H OCTbP 6POHXUT (25). Pi'3cneÅBaHHRT rrepH0Å e
01.07.2021-30.12.2023 r.

CbLILeCTBeHO npei1MMCTB0 e HanuqmeTO Ha cpaBHn•reJIHa KOHTPOJIHa rpyna, Karao H

OTHOCMTeJIHO n06pe med)HHHpaHHTe BKJ1}Ot1BaUIU M H3KJ110t1Ba1UH Kpmepun. M3KJ110qBaHeT0 Ha
neua C XPOHHHHH 3a6011%BaH11R Ha auxa-reJIHa•ra M CbpaeHH0-cbÅ0BaTaCHCTeMa, HMYHoned)MUHTH,
6b6peMHH H eHAOKPHHHH 3a60J1fBaHH% HarvraJIHBa Bnummero Ha HSIKOH BOICHH IIOEHUHUIHH
CMymaBaL11H d)aKTopn.

MeT0ÄHLlHaTa qacT e nonp06Ha. OnncaHH ca KJIH1--1HYHUTeKPHTepHH 3a oueHKa Ha rrexecrra,
ReSVinet 3a 6POHXMOflHT, BSS-ped 3a 6POHXHT, KaKTO n KPHTepnwre '3a OLIeHKa Ha rmeBMOHnxra.
ld3flOJ13BaHeTO Ha BanumnpaHH HJIH 111MPOK0 H3110J13BaHH KJIHHHLIHH HHCTPYMeHTH e cram-ra CTpaE1a

Ha h3cneÄBaHeTO.

JIa60paTopHaTa qacT CMIIO e A06pe pa3pa60TeHa. 25(OH)D PTH ca onpemeneHH qpe3
ECLIA, a IL-lß, IL-6 H TNF-a — qpe3 ELISA. OrmcaHH ca H3110JBBaHUTe aria.JIH3aTopM,
aHaJIHTHHHH•re nnarra30HH H rpaHHuwre Ha 0TKPHBaHe. Toga 110BHLUaBa Bb311POH3BOAHMOCTra Ha
H3CJ1eABaHe-ro.

Oc06eH0 e HanuqneT0 Ha 0A06peqne OT KOMHCMflTa no eTHKa Ha
rronyqeH0 HHd)OPMnpaHO cnnacmeHayt1H0H3cneA0BaTencrcata meiiHOCT OT

POAHTeJUITe/HaCTOfiHHUWre.
CqnrraM, qe H3CJ1eABaHeTO 6M cneqeJIHJ10, axo H3cneABaHHTe rpY11H ca no-roneMH, BH3HpaM

T&3H C ÖPOHXMOIHT, KoeTO '3aKOHOMePHO orpaHHqaBa CTaTHCTHqecxa•ra MOLUHOCT. CaMHIT aBTOP
npaBHj1H0 0T6eM3Ba, qe MUIKHSI 6poMf naumeHTM B nonrpynme orpaHnqna Bepo*THocvra 3a

YCTaHOBRBaHe Ha CTaTHCTHqeCKH 3HaMUMH 3aBHCHMOCTH, KoeTO HaMHPaM 3a H3KJ11•oqwreJTHO

KOPeKTHO.

6. XapmcrepncTHKa n OUeHKa Ha aucepTaL(H0HHnq TPYA

Pe3YJITaTHTe ca 60raTH K 0TroBapxr Ha nocTaBeyrwre 3anayn. EAHH OT HHTepecHHTe
pe3YJITaTH e YCTaHOBeHOTO pa3JIHt1H0 punpeaeneHHe Ha BUTa-MHH D cTaTyca npn 60JIHHTe

3zpaBHTe meua. nmneHTHTe c OPVi Henoc•raTbqHocrrra e 28.3%, cnpHM0 10%
K0HTponme, 10Ka•ro noc•raTbMHHTe HHBa ca no-qeCTEd I-IPH 3mpaBHTe nena. MHTepeCHM ca H

3a UHTOKHHOBHR Me)KJIY ÅmarHOCTnqrrwre rpynn ca YCTaHOBeHH
CTaTUCTHqeCKH 3Haqn,MH pa3JIHt1HR 3a IL-lß, IL-6 H TNF-u.

Oc06eH0 BaxeH pe3yn•raT e yctaHOBeHaTa YMepeHa o•rpnuaTeJIHa Kopenaunn Mexny
25(OH)D TNF-c (rs=-0.360), KaKTO M cna6arra 110J10)KwreJIHa KOPenaUH* Me-,KÅY 25(OH)D IL-

I ß(rs=0.21 1). He e YCTaHOBeHa BPB3Ka 25(OH)D IL-6.

B HAKOH traCTH Ha Tpyza pe3YJITaTMTe ca rro HatlVIH, KOiiTO MOYC ma 61,ae

Bb311PHeT KaTO no-CMJ1eH OT TOBa, Koeto JIH3aiiHbT 1103BOJIABa. I-Ianpvnaep 3aKnroqeHHeTO, ge

YCTaHOBeHHTe 3aBHCHMOCTH yqacTHero Ha BH•raMØH D B perynauHRTa Ha
Bb3nanwreJTHHA HMYHeH 0Tr0BOP", e 6H01J01MHHO npamonom06H0, HO OT KOHKPeTHHTe naHH%
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MO)Ke na ce 3aKJUOHH no-cTporo caM0, qe ca ycraHOBeHH craTHc•rnqecKH aCOUHaL(HH MOKAY
cepYMHOTO HHBO Ha 25(OH)D H onpeneneun Bb311UIHTeJIHH MapKepH, KaTO He e oerqeRH0
[IOBJIHIBaHeTO OT peÅHua (l)aKTopu KaTO ce30HHOCT, xpaHeHe, npo(bunaycrnqeH npHeM, CJ1bHqeBa
eKC1103MLIMH, B'b3paCT H AP. IlocoqeHH%T (barr He rrp0MeHR 3HaqHMoc•rra Ha H3cneÅBaHe•ro.

06CbxmaHe•ro e ezu-la OT CKJIHHTe cerpaHH Ha -rpyma. ABTOPbT cbnocu•aBfl C06CTBeHHTe

pe3YJrraTH C naHHH OT JIHTepaTypaTa H OTLMTa xereporeHHocrrra Ha ny6JIHKYBaHHTe poymaern.
IlpaBHJIHO e nonqepTaH0, '-le BPb3KaTa MORAY BH-raMHH D H UHTOKHHH e
CJIO)KHa H BepoHTH0 ce MOÅH(bnuupa OT Bb3pacT, eTHOJ10rH*, TOKeCT, ce30HHOCT H

OC06eHOCTH Ha HMYHHH* OITOBOP. 110JIOXHTeJIHO Bileqa•rneHHe npaBH H (baKTbT, qe aBTOPbT He

rrpHKpHBa 0TpuuaTeJIHHTepe3YJITaTH ru noceranq B KOHTeKCTa Ha npezx0ÅHH H3CJ1eÄBaHHfl.

Cpen OCHOBHHTe AOCTOäHCTBa Ha 'lpyna MoraT na nocoqeHH:

1.

2.

3.

4.

5.

6.

7.

8.

9.

AKTyaJIHa H KJIMHHHHO 3HaqHMa TeMa.

ACHO (bopMYJIHpaHH Ilen H 3anaqH.

Hannqne Ha KOHTPOJIHa rpyna.

K0MnneKceH KJIHHHKO-J1a60paTOPeH noncom.

H3110J13BaHeHa 25(OH)D Kato OCHOBeH MapKep 3a BHTa,MHH D cTaTyca.
IlapaneJIH0 H3cneÄBEIHe Ha PTH H UHTOKHHH.

M3110J1'3BaHe Ha 06eKTHBHH KJIHHHHHH CKUIH 3a oueHKa Ha Texecma Ha 6enonp06Hwre

BKJIEOt1BaHe Ha Bupyconorwma MHKP06HOJ101'WIHaIlmarHOCTHKa.

110Ap06H0 onucaHHe Ha na60paTopHHTe MeTOÅH.

10. ElpqnaraHe Ha non,XOÄ111XH I-lenapaMeTpHt1HP1 CTaTUCTHqeCKH MeTOÄH.

11. ()Å06peHHe Ha npoeKTa H HH(bOPMHpaHOTO c-brnacne.0T KOMHcmxra no eTHKa

12. OnHT 3a Ha C06CTBeHHTe pe3YJITaTH C MOKAYHaPOÅHaTaJIHTeparypa.
13. I-lanuqueHa peaneH noTeHLtna.J1 3a 6bne111H no-Mama6HH npoyt-1BaHHA.
ElpneMaM M3ugno H3BOÅHTe, KOHTO ca 4 n CbOTBeTCTBær Ha noceraBeHHTe 3azxaqu H Ha

npemcTaBeHHTe pe3yn•raTH. B TAX, A-p rreTKOBa npaBHJIH0 110A1-repTaBa pænnquxra BBB BHTaMHH D
cTa•ryca 0TneJIHHTe KJIHHHHHM (I)OPMH H Harruqnero Ha npoMeHH B UHTOKHHOBHR
OCBeH TOBa, AOKUBa, qe He ce YCTaHOBna CTaTHCTHqeCKH 3Hat„1HMa BP%3Ka cepYMHH%
cTaryc Ha BHTaMHH D H Texecrra Ha KJIHHHHHOTO npoTHqaHe Ha pec11HpaTopH0T0 3a60nnaHe.

7. IIPHHOCHH 3HaHHMOCT Ha pa3pa60TKaTa 3a HayK•aTa H npmcrmca•ra

[IpeÅCTaBeHHHT AHCep•raLIHOHeH TP)'Å npeÅcTaBJTABa 3aBbpu.1eH0, aK1yaJIHO n KJIH11Ht1HO
opueHTøpaH0 H3caeABarae c Haymua H nparcrnqecKa CTOiHOCT. A-p IleTKOBa meMOHCTPHpa
1103HaBaHe Ha np06J1eMa, YMeHHe ga KJIUHHYHO xapaK-repH3HpaHe Ha nauueHTHTe, npnnaraHe Ela
na60paTOPHH MeTOÅH H 06pa60TKa Ha ÄaHHH.

Oc06eHa CTOäHOCT idMa KOMnneKCHHRT aHaJIH3 Ha BWIZMHH D ctaTyca, PTH H
IIPOHH(bnaMaTOPHHTeUHTOKHHH upn pa3JTHYHH KJIHHHHHH (I)OPMH Ha OCTPH Ha AOJIHHTe
AHxareJIHH 113TH111a. Pe3ynTaTHTe4011bJIBaT marlHHTe '3a 6bnrapcxaTa nenvraTpv-iHHa nonyna11HH H

oqep•raBaT Bb3MO)KHOCTH 3a rrocneABaL11H MHOroueHTPOBH H HHTePBeHUHOHHH H3cneABaHHR. B
caMHR TPYA, A-p IleTK0Ba onpe1teJ1fl pe3YJITaTHTe Karo OCHOBa 3a 6b)xe111H KJIHHHHHH,
ennmeMHOJ10rHHHH H HHTePBeHUHOHHH npoyt1BaHH$1, Koero ogeHRBa,M BHCOKa, Tbä Kato e
aneKBaTHO Ha xaparrepa Ha nonyqeHMTeAaHHH.
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IlpencTaBeHHTe ny6JIHKaUHH KBM AHCePTaUHOHHH* BKrrr-or-1Ba•r 3 CTaTHH B peueH3npaHH
CHHCaHHR, 5 yqacTHA B Hayt1HH cl)0PYMH H 2 yuacTue BBB BBTpeYHHBepcwre•rcKn npoeKTa.
TpYÅ0BeTe HaÄBM111aBaT orrpemeJ1eHHe•re OT 3aKOHa 3a pa3BHTHe I-la arcaneMHLIHH* C%CTan B

Peny6JIHKa BbJ1rapH1 (3PACPB)

9. Jlnqno yqacT11e na AOKTOPaHTKa•ra
qeTeiKH HHTennreHTHO€CTIMCaHHRT AHcepra11H0HeH TPYÅ ce OCTaBa C BileqaTJ1eHHe, ge

URJIOTO npo)'YBaHee JIHMHO Aeno Ha AOKTopaHTKa•ra.

10. ABToped)epaT
ABToped)epaTbT e HanpageH, cnopen U3HCKBaHnxra KaqeCTBeHO o•rpæna OCHOBHHTe

pe3YJlTaTH, U3BOAJ•1 H npHHocn Ha AHCePTaLUIOHHH% TPYA, KaT0 B C%IIIOTO BpeMe HMa BrreqaT11%Ba1.u

ecteTHqeCKH BBL.

11. KPHTWIHH 3a6eJR>KKH npenopbKH
A-p I-eHa CTOÜKOBa fleTKOBa ce cb06pa3H C KPUTHHHWre MH 6ene)KKH HanpaBeHH ITO BpeMe

Ha BbTpeLLlHaTa 3a111HTa Ha AHCePTaUHOHHH% H •rpyn.

3AKJ1fOLIEHUE

BG3 OCHOBa Ha npernena Ha npencTaBe1-1HTeMarpnaJIH, CHHTawr qe AHCePTaUHOHHHA TPYÄ Ha
n-p CTOeBa e Hayt1H0 060CHOBaH, aK-ryaJ1eE1 c peaneH npHHoc KbM H3cneÄBaHe•ro Ha BWIZMHH D
cTaTyca H Bb3rraJIHTeJIHH* 0Tr0BOP npn OCTPH Ha AOJIHwre mnxaTeÄHH 11bTH111a B nercKa
B%3pacT. Vi3cJ1e11BaHeT0 H npwrexcana He06XOÅHMHTexapawrepncTHKH ya caMOCToxreJIHa HayqHa
pa3pa60TKa — *CHO ned)HHHPaH HayqeH np06neM, (l)0PMYJIHpaHH qeJIH H 3a,aaHH,

MeeronnqeR HHCTPYMeHTaPHYM, OPHrHHaneH eMr1HPHqeH MaTepnaJ1 h aHaJIHTW4HO npemcTaB*He Ha
pe3YJITaTHTe.

flucepma%uonuumn mpyD uayqnu, nayquo-npw10D1cnu u npwtooænupe3ynmamu,
Roumo npeöcmawtneam opueuncuen npunoc 6 naycama u omeoeapnnt ua ecuwcu U3UCK6C1,'1UR na
3aK0Ht1 3a pauumue ua cucaöentuwnu cz,cmag 6 Peny6nwca Bwi?.apun (3PACPB), IlpaeunuuKa 3a

npu.'lazme na 3PACPB u cbomoemuun Ilpacunmuc na MY - Tlneeen. 17peöcmaaeuume uuamepuanu
u ()ucepmayuonnu peoumamu nat?b.quo cbom«emcmgam na cneuu+uquume u311CKeanun Ha MY
llneaen.

AHCePTaUHOHHH*T 110KUBa, ye a-p I-eHa CTOMKOBa IleTKOBa npurexcaBa 3aA%J160geHH
ereopeTHt1HM 3}1aHHR H npocbecH0HanHH YMeHH% 110 Hayt1Ha cneunaJIHOCT neÅuarrpH%, KaTO
nervf0HcTpupa KaqecTBa H YMeHH51 3a caMOCTOATenHO npoB0KÅaHe Ha Hayt-1H0 ngcneABaHe.

IlopaAM ropeH3noxeH0T0, y6emeH0 aaBaM CBOxra nonoxcumeuna oqemca 3a npoBCÅeH0T0
H3CJ1eÅBaHe, npeÅcrraBeH0 OT peueH3HpaHHTe no-rope ÄHcePTa1.1UOHeH erpya,
rlOCTWHaTH pe3YJITaTH M npHHocu, H npeÖnaza.+f na noqumae»tomo uayqH0 xypu Da npucbÖu
oöpa30gameJIHama u Hayqna cmeneu 'Downop' Ha A-p reHa CTOiiKOBa [IeTKOBa B AOKTOPCKa
nporpaMa 110 nelli1aTpP1%

14.09.2026 r. PeueH3eH•r•. ....... .

Flpoq). A-p MnpocnaBa bouueBa, AM
(aK. nn. , HMe H CbaMUJ1h*, H. CT.)
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REVIEW
by Prof. Dr. Miroslava Bosheva, MD, PhD
Faculty of Medicine, "Asen Zlatarov" University — Burgas

of a disseltation thesis submitted for the award of the educational and scientific degree PhD
Professional field: 7.1. Medicine, Doctoral Programme:

Author: Gena Stoykova Petkova, MD
Type ofdoctoral study: Full-time

. Pediatrics

Department: Department of Pediatrics, Medical University — Pleven

Title: Immunological Aspects of Vitamin D Deficiency in Children with Acute Respiratory
Diseases

Scientific supervisor: Assoc. Prof. Boyko Shentov, PO, PhD

1. General presentation of the procedure and the doctoral
candidate
The submitted set of materials, in hard copy/electronic for-nat, complies with Article 70 (l) of
Section I, Regulationsfor the Acquisition of the Educational and ScientificDegree "Doctor" and
lhe Scientific Degree "Doctor ofSciences "

at the Medical University — Pleven, and includes the
following documents:
— Application to the Rector of the Medical University — Pleven for initiation ofthe procedure for
the defense of the dissertation thesis;
— Curriculum vitae in European format, signed by the doctoral candidate;
— Notarized copy of the higher education diploma;
— Orders for enrollment in the doctoral programme, interruption of studies due to maternity leave,

continuation of studies, and dismissal with the right to defend the dissertation;
— Order for conducting an examination under the individual study plan and the corresponding
protocol certifying successful completion of the examination or doctoral minimum in the
respective specialty;
Minutes from a Department Council meeting conceming the preliminary discussion of the

dissertation thesis and the decisions taken regarding the initiation of the procedure and the
composition ofthe scientific jury;
— Dissertation thesis;
— Abstract;
— List of scientific publications related to the dissertation topic;
— Copies of the scientific publications;

List ofparticipation in scientific forums, included in the curriculum vitae;
Declaration of originality and authenticity of the submitted documents.

Dr. Petkova has submitted three publications.

I did not find a list of citations of the doctoral candidate's publications among the submitted
documents; however, such a list is not mandatory.



2. Brief biographical information about the doctoral
candidate
Dr. Petkova graduated inMedicine at theMedical University — Pleven and immediately
thereafter devoted herself to pediafrics as a resident in the Department of Pediatrics at University
Hospital "Dr.Georgi Stranski" EAD, Pleven. Several months later, she began her specialization
in pediatric cardiology.
Since April 2020, she has been a lecture in the Department of Pediatrics at the Medical

University — Pleven, where she primarily teaches fifth-year students enrolled in the English-
language programme. Since October 2020, she has also been a full-time doctoral student in the

same department.
In addition to her direct responsibilities as a physician and lecturer, Dr. Petkova, owing to her

secondary education in music, has participated in a number of charitable initiatives.
She is a member of the Bulgarian Medical Association (BMA), the Bulgarian Pediatric
Association (BPA), the Bulgarian Society of Pediatric Cardiologists, and the Association for
European Paediatric and Congenital Cardiology (AEPC), as well as a member of the Board of the
Association of Homeopathic Physicians in Bulgaria.

Dr. Petkova's professional qualities led to her being elected as a member of the Ethics Committee
of the Regional Medical Association — Pleven of the Bulgarian Medical Association. In 2023, she
was also honored with the organization's award "You Are Our Future."

3. Relevance of the topic and appropriateness of the aims
and objectives
The dissertation thesis submitted for review addresses an extremely significant problem in the
post-COVID- 19 pandemic period, namely the role of vitamin D deficiency in the course of
respiratory infections. It is now clear that excessive use of vitamin D does not provide additional
protection against respiratory infections and may become risky, particularly when high doses are
taken for prolonged periods without monitoring.
The relevance of the topic is further enhanced by the fact that data on vitamin D status in the

Bulgarian pediatric population, and specifically on its relationship with acute respiratory
infections, remain limited. The author correctly identifies this existing scientific gap and seeks to

address it through the simultaneous investigation of25(OH)D, PTH, and the pro-inflammatory
cytokines IL- lß, IL-6, and TNF-a. In view of the above, I express my appreciation of the
relevance ofthe problem developed in the dissertation, both from a scientific and a scientific-
practical perspective.

The clearly formulated aim, "To analyze the role of vitamin D and selected inflammatory
markers in the clinical course of acute lower respiratory tract infections in childhood,"
together with the four well-formulated objectives:

l. To perform a clinical and epidemiological analysis of children with acute lower
respiratory tract infections over a period of 2 years and 6 months;

2. To determine vitamin D status in children with acute respiratory infections by measuring
serum levels of25(OH) vitamin D and parathyroid hormone (PTH);



3. To determine serum concentrations of the pro-inflammatory cytokines IL-I ß, IL-6, and
TNF-a during the course of acute respiratory infections;

4. To investigate the relationship between vitamin D status, levels of pro-inflammatory
cytokines, and the clinical course ofacute respiratory infections in children;

provide a sound basis for obtaining adequate and meaningful results.

4. Knowledge of the problem
The Introduction substantiates the need for the study and presents current concepts regarding the
potential immunomodulatory effects of vitamin D. Appropriate emphasis is placed on the

presence ofvitamin D receptors in cells of the immune system and on the potential role of
vitamin D in regulating antimicrobial defense and the inflammatory response.
The literature review accounts for approximately one third of the total volume ofthe dissertation
thesis. It is based on 399 literature sources. Unfortunately, only five Bulgarian sources are
included, and they are not listed separately at the beginning but are dispersed throughout the
overall reference list (1 14, 178, 179, 337, 338). Nevertheless, in the literature review, the author
demonstrates competence in the field, with her knowledge of the subject being particularly well
reflected in the discussion of the specific objectives.
I consider the transfer of specific data from various literature sources from the literature review to

the discussion to be appropriate and fully acceptable. The intelligently structured literature review
and discussion provide grounds for concluding that the doctoral candidate adequately evaluates
the current literature concerning the problem under investigation. A positive aspect is that the
author does not present vitamin D as a single, determining factor for the outcome of infection, but
rather emphasizes the complex and multifactorial nature of the observed relationships.

5. Research methodology
The selected research methodology enables the achievement of the stated aim and provides an
adequate basis for addressing the objectives of the dissertation. The study is single-center and
includes 129 children, of whom 99 have acute respiratory infections and 30 are healthy controls.
The patients are divided into three clinical groups: bronchopneumonia (42), bronchiolitis (32),
and acute bronchitis (25). The study period is from 01 July 2021 to 30 December 2023.

A significant strength is the inclusion of a comparative control group, as well as the relatively
well-defined inclusion and exclusion criteria. Exclusion of children with chronic respiratory and
cardiovascular diseases, immunodeficiencies, renal and endocrine disorders reduces the influence
of several important potential confounding factors.

The methodological section is detailed. The clinical criteria used for assessment of disease

severity are described, including the ReSVinet scale for bronchiolitis, the BSS-ped for bronchitis,
and the criteria used for the assessment ofpneumonia. The use ofvalidated or widely accepted
clinical assessment tools is a strength of the study.

The laboratory component is also well developed. 25(OH)D and PTH were measured using

ECLIA, while IL- I ß, IL-6, and TNF-a were determined by ELISA. The analytical systems used,
analytical ranges, and detection limits are described. This enhances the reproducibility of the

study.



Of particular importance is the approval obtained from the Ethics Committee for Scientific
Research at Pleven Medical University, as well as the informed consent obtained from the
parents/guardians.
I believe that the study would benefit from larger study groups, particularly the bronchiolitis

group, which would increase its statistical power. The author herself correctly notes that the small
number ofpatients in the subgroups limits the probability of detecting statistically significant
associations, which I consider to be a particularly appropriate and scientifically accurate
observation.

6. Characteristics and evaluation of the dissertation thesis
The results are extensive and correspond to the stated objectives. One of the interesting findings
is the different distribution of vitamin D status between the patients and healthy children. Among
patients with acute respiratory infections, vitamin D insufficiency was observed in 28.3%,
compared with 10% among the controls, while sufficient vitamin D levels were more common
among healthy children. The findings concerning the cytokine profile are also of interest.
Statistically significant differences in IL-I B, IL-6, and TNF-a were identified between the
diagnostic groups. A particularly important finding is the moderate negative correlation between
25(OH)D and TNF-a (rs = -0.360), as well as the weak positive correlation between25(OH)D
and IL-IP (rs = 0.21 1). No association was found between 25(OH)D and IL-6.
In some sections of the thesis, the results are formulated in a manner that may be interpreted as
stronger than the study design allows. For example, the conclusion that the observed relationships
"confirm the involvement of vitamin D in the regulation of the inflammatory immune response"
is biologically plausible; however, based strictly on the presented data, it can only be concluded
that statistically significant associations were identified between serum 25(OH)D levels and
certain inflammatory markers, since the influence of a number of factors, such as seasonality,
nutrition, prophylactic vitamin D intake, sun exposure, age, and others, was not accounted for.
This observation does not diminish the significance of the study.
The discussion is one of the strengths ofthe thesis. The author compares her findings with data
from the literature and takes into account the heterogeneity of published results. It is correctly

emphasized that the relationship between vitamin D and pro-inflammatory cytokines is complex
and is likely modified by age, etiology, disease severity, seasonality, and individual
characteristics of the immune response.
It is also noteworthy that the author does not conceal the negative results but places them
appropriately within the context of previous studies. The principal strengths ofthe dissertation
include:

l.

2.

3.

4.

5.

6.

7.

A current and clinically significant topic.
Clearly formulated aim and objectives.

Inclusion of a control group.
A comprehensive clinical and laboratory approach.
Use of 25(OH)D as the principal marker ofvitamin D status.

Parallel assessment ofPTH and pro-inflammatory cytokines.
Use of objective clinical scales for assessment of the severity ofpulmonary infections.



8. Inclusion ofvirological and microbiological diagnostics.
9. Detailed description of the laboratory methods.

I O. Application ofappropriate non-parametric statistical methods.
I l. Approval of the study protocol and informed consent by the Ethics Committee.

12. An attempt to compare the study findings with international literature.

13. Genuine potential for future, larger-scale studies.
I fully accept the four conclusions, which correspond to the stated objectives and the presented
results. In them, Dr. Petkova correctly emphasizes the differences in vitamin D status among the
individual clinical forms and the presence of changes in the cytokine profile. Furthermore, she
demonstrates that no statistically significant association was found between serum vitamin D
status and the severity of the clinical course of the respiratory disease.

7. Contributions and significance of the study for science and
clinical practice
The dissenation thesis represents a completed, relevant, and clinically oriented study of

scientific and practical value.
Dr. Petkova demonstrates knowledge of the subject, competence in the clinical characterization
of patients, proficiency in the application of laboratory methods, and skills in statistical data
analysis.

Of particular value is the comprehensive analysis ofvitamin D status, PTH, and pro-
inflammatory cytokines in different clinical forms ofacute lower respiratory tract infections.

The results contribute to the available data concerning the Bulgarian pediatric population and
identify opportunities for subsequent multicenter and interventional studies.

In the dissertation itself, Dr. Petkova defines the findings as a basis for future clinical,
epidemiological, and interventional studies. I consider this statement appropriate and highly
commendable, as it corresponds well to the nature ofthe data obtained.

8. Evaluation of the publications related to the dissertation
The publications submitted in connection with the dissertation include three articles in peer-
reviewed journals, five panicipations in scientific forums, and two participations in intra-
university projects. The submitted scientific output exceeds the requirements established by the

Law on the Development of the Academic Staff in the Republic of Bulgaria (LDASRB).

9. Personal contribution of the doctoral candidate
Reading the intelligently written dissertation thesis leaves the impression that the entire study is
the personal work of the doctoral candidate.

IO. Abstract
The abstract has been prepared in accordance with the relevant requirements and accurately
reflects the main results, conclusions, and contributions of the dissertation thesis, while at the

same time having an impressive aesthetic presentation.



11. Critical comments and recommendations
Dr. Gena Stoykova Petkova has taken into consideration my critical commentsmade during the
internal defense of her dissertation thesis.

CONCLUSION
Based on my review of the submitted materials, I consider the dissertation thesis of Dr. Petkova
to be scientifically well-founded, relevant, and of genuine contribution to the study of vitamin D
status and the inflammatory response in acute lower respiratory tract infections in childhood. The
study possesses the necessary characteristics of an independent scientific investigation: a clearly
defined scientific problem, formulated aims and objectives, appropriate methodological tools,
original empirical material, and analytical presentation of the results.

The dissertation thesis contains scientific, scientific-applied, and applied results that
constitute an original contribution to science and meet all the requirements of the Law on
the Development of the Academic Staff in the Republic ofBulgaria (LDASRB), the
Regulations for its implementation, and the relevant Regulations of the Medical University
— Pleven. The submitted materials and dissertation results fully comply with the specific
requirements of the Medical University — Pleven.
The dissertation demonstrates that Dr. Gena Stoykova Petkova possesses in-depth theoretical
knowledge and professional skills in the scientific specialty ofpediatrics and demonstrates the
qualities and competencies necessary for independently conducting scientific research.

In view ofthe above, I confidently give my positive assessment of the research presented in the
dissertation thesis, abstract, results, and contributions reviewed above, and I recommend that
the esteemed Scientific Jury award the educational and scientific degree "Doctor (PhD)" to

Dr. Gena Stoykova Petkova in the Doctoral Programme in Pediatrics.

14 September 2026

Reviewer:
....................l.

Prof. Dr. Miroslava Bosheva, MD, PhD


