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He CbM OTKPV1na nponyc-KY1 B npv1T10h<eHaTa OT A-p repla CTOVIKOBa neTKOBa

AOKynneHTaUVIR. Cna3eHY1 ca V13VICKBaHVIRTa Ha 3PACP6, nn3PACP5 VI npaBhTlHYIKa 3a

ycnowma VI pega 3a npvw06VIBaHe Ha Hayt-lHVITe cTeneHL,1 VI 3aeMaHe Ha aKaaeMVIHHV1

ATIbh<HOCTV1 B MY nneBeH. HRMarv•1 KOH$JIVIKTHa YIHTepecY1 OT yqacTheT0 MYI B

Hayt-lHOTO xypm. I-ImnaM 0614MHayMHV1 TpyA0Be C AOKTOPaHTa.

3Ha"hMOCT Ha TeMaTa.

OCTPVITepecnmpaTopHh 3a60JIRBaHhR (OP3), B aeTCKa Bb3PaCT ca OCHOBHa

npl,1'-lYIHa 3a 3a60neBaeMocT, VI CMbPTHOCT B CBeTOBeH Matua6. B

nocneAHL,1Te roAVIHV1 pa3KpVIBaHeT0 Ha nneV10TponHv1Te e#KTV1 Ha BVITaMMH D

oqepTaxa pon9Ta MY B noBJIVIRBaHe Ha eCTeCTBeHV1fi VI npVIA06hT VIMYHVITeT KaTO

M0AynaTop Ha VII-14eK14VIMTeqpe3 06pa3YBaHe Ha eHaoreHHVl aHTVlMVlKP06HV1
nenTv1AL,1 VI VIHXV16VIPaHeHa nPOV13BOACTBOTO Ha Bb3naJ1hTeJIHV1 UVITOKVIHVI.
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CVICTeMHOTO YI qeneHacoqeHO 1,13cneABaHe Ha HVIBaTa Ha BVITaMhH D oqepTaBa
3HaMVlTeneH npoueHT OT HaceneHL,1eT0 c noAHOPMeHV1 HVIBa. A0Ka3aHa e BPb3KaTa
Meh<AY HVICKVITe Hb4Ba Ha BVlTaMVlH D peAV114a XPOHVIHHVI VI OCTPVI 3a60nRBaHVlfi,

BKTUO'-lVlTeTIHO VI TaKVIBa Ha AV-IXaTeTIHVITe nbTL4Lua, HO 3a aeTCKa Bb3pacT y Hac TOBa He
e AOCTaTbMHO npoyqeH0. TlnncBa YHVIBepcaneH KOHCeHCYC VI ca Hany-IL-le orpaHmqeHb•1
HaCOKV1 3a onpeaenm-le Ha cTaTyca Ha BVITaMVlH D, KaKTO npv-l aega, TaKa VI npL,1

Bb3paCTHV1.

CTpyKTypa. AVICePTaUVIOHHVlRTTpya, HanncaH Ha 114 CTPaHVIUV1, e A06pe
6anaHcv1paH VI BKJ1}OMBa BbBeaeHV1e (2 CTPaHV14V1), nv1TepaTypeH 0630P(29 CTpaHV14V1),
gen VI 3aaaqv1 (1 CTP.), rvtaTepnanv1 VI MeTOAV1 (9 CTP.), pe3ynTaTv1, 06Cbh<AaHe VI

3aK,moqeHne (49 CTP.), V13BOAV1 nphHOCV1 (2 CTP.), (8 CTP). OHarneaeH e
C 18 Ta6TIVIL4V1VI 16 $nrypvl. 6M6nnorpa$L,1RTa BKJ1}OMBa 06L140399 3arnaBL,1R, OT KOVITO
6 ca Ha KL,1PVIJIV11.4a 393 Ha naTVlHVlUa, KaTO 40 % OT I-WITV1paHVITe ny6nnxaL.4VIL.•1ca OT

nocneAHL,1Te 10 rOAVIHV1, VI 70 (18 %) OT nocneAHv1Te 5 rOAVIHV1.

B nmepaTypHb4R 0630p, 06XBal-gaUJl 29 CTPaHVIUV1, CVICTeMHO VI

nocneAOBaTeJIH0 ca pa3rneaaHY1 MeTa60nV13MbT, 6monorhRTa, MeTOAVITe 3a ogeHKa
Ha BVITaMVIH D, ae4)VIHV114VIVITe 3a cTaTyca Ha BVITaMVIH D — ae$VIUVIT, HeAOCTaTbMHOCT,
onTVlMaJIHV1 HVIBa; pa3npocTpaHeHneT0 Ha B rn06aneH Mau.1a6, Kay,TO VI B

6bnrapL4R, PVICKOBVITe $aKTOPV1 3a ae$VIL!VIT Ha BVITaMVIH D. Pa3rneaaHL,1 ca
B3aVIMoaeVICTBneT0 Ha BVITaMVIH D C KneTKVITe Ha VIMYHHaTa cncTerv1a VI TeXHVITe
MeTa60TlL,1Tv1, ponRTa MY B perynaumma Ha BPOaeHVIR VI nPVIA06VITVIMYHVITeT, KaKTO VI

BJIVlRHVleTO Ha BVITaMhH D Bbpxy Bb3naTlL4TeJIHYIR 0Tr0BOP VI UVITOKVlHVlTe IL-lß, IL-6,
TNF-a. IlpeacTaBeHa e ponma Ha BVITaMVIH D B npoTL,1qaHeT0 VI TexeCTTa Ha OCTPVITe

pecnnpaTopHb•1VIH$eKUVIV1B aeTCKaTa Bb3PaCT.

CneunaJIH0 BHVlMaHne e 0TAeneH0 Ha npoBeaeHk1Te B 6bnrapL,1R npoYHBaHYIR
3a CTaTyca Ha BVIT. D VI pecnnpaTopHhTe 3a60JIRBaHVIR. B ce 0T6eflR3Ba BVICOKa
qecTOTa Ha HeonTL,1ManeH BVIT. D CTaTYC KaKTO npn 60TlHVl, TaKa VI npvl 34paBV1

KOHTPOJIVI, HO cpaBHeHneT0 Ha pe3YJITaTYITe e 3aT13YAHeH0 nopaAL,1 V13nOJ13BaHVlTe
pa3JIL.4MHL,1 pe$epeHTHh CTOVIHOCTVI 3a CTaTYC, pa3J1hHHL,1Te MeTOAV1 3a onpeaeJIRHe Ha

cepYMHV1 KOHUeHTpa14VIV1 VI pa3nnqeH AV13aVlHHa npoYHBaHhRTa.

He3aBVlCVlM0 OT U-IVIPOKO pa3npocTpaHeHL,1R ae$V114VITHa BVlTaMVIH D B aeTCKa
Bb3PaCT, gay-IHVITe 3a e$eKTa Ha npo$VlnaKTVIKaTa B npoTL,1qaHeT0 Ha peanua
3a60JIRBaHVlR OCTaBaT npoTYIBopeHhBL,1, 6e3 npenopw«m 3a PYTHHHO
npv1naraHe Ha aonbJIHhTeJIH0 neqeHL,1e (nognorvtaral-qe) c l.gen npeana3BaHe OT

VIH$eKUVIV1. TOBa 3aAbJ160qaBaHeHanara V13cneABaHVlfiTa BbpxyHa
naT04)Y13nonorv1RTa Ha BPb3KaTa Me»qy BVITaMVIH D VI pecnnpaTopHV1 VIH$eKUVIV1 e
OCHOBa 3a (boprqynnpaHe Ha ueJITa Ha AVICePTaUVIOHHVlR Tpya Ha A-p reHa CTOiKOBa.
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UenTa Ha AVICePTaUVlOHHVIR TPYA e ga ce aHaJIM3npa ponRTa Ha BL,1TaMVlH D VI

HRKOVI Bb3naJIL,1TeJIHh Mapxepvl no OTHOLLleHV1e Ha KJIVIHVIMHOTO npoTnqaHe Ha OCTP1,1Te

pecnv1paTopHv1 L,1H$eK14V1h Ha AOTIHVI AYIxaTeJIHL,1 nbTVILua B aeTCKa Bb3PaCT.
3a nocuqray-le Ha genTa ca nocTaBeHL.4 qeTVIPV1 OCHOBHVI 3aaaYh, KOVITO ca A06pe
$opMynnpaHL,1 VI 0Tr0BapRT Ha nocTaBeHaTa gen.

nauneHTb•1 h MeTOAM. npoyqBaHeT0 e npocneKTL,1BH0, eAHoqeHTPOBO,

KJIYIHL4Ko-ennaeMmonorhMH0, aHaJIVITVIMHO-cpe30BO. Ha 6a3a cTporo onpeaeneHL,1
VI V13KTl}OHBa1.UV1 KpYITepYIY1 ca BKnyoqeHL,1 129 nauneHTL,1 VI 30 3ApaBh

KOHTPOJIVI Ha Bb3PaCT 0-17 roAVIHV1. OT naumeHThTe 42 aega ca C 6POHxonHeBMOHVIR,

32 C 6p0Hxv10JIL,1T VI 25 C ocnp 6POHXhT.

L'13n0J13BaHV1 ca KJIVIHVIHHVI VI MeTOAV1 3a Ha

nocTaBeH1,1Te AharH03V1, KaTO 3a 014+1Ka Ha Texecrra Ha ocnp 6POHXV10TIVIT, ocTpa

nHeBMOHV1fl VI OCTbP 6POHXVITca v-13non3BaHL4 CbBpeMeHHV1 CKaTlV1, npeacTaBeHh

MHOro A06pe. 1/13110J13BaHL,1 ca CbBpenneHHV1 na60paTopHL,1 MeTOAV1 3a ogeHKa Ha

HVIBaTa Ha BVITaMVIH D, napaTxopM0H, KaKTO VI HVIBaTa Ha 1.4VIPKynnpau.V1

Bb3nanv1TeJIHL4 L.AVITOKVIHVI.

V13n0T13BaHb,1 ca CTaHaaPTHV1 CTaTVICTV1qeCKV1 MeTOAVIKV1, KOVITO n03BOJIRBaT

AOCTOBePHO 0+OPMRHe Ha V13BOAV1.

Pe3yntaThTe 06CbxaaHL,1RTa ca npeacTaBeH1'1 3a BCRKa OTAeJIHa 3aaaqa Ha

AVICePTa14VlOHHVlR TPYA.

no 3aaaqa 1: Aa ce HanpaBL'1 KTIL,1Hnxo-ennaeMnonormqeH aHanv13 Ha aeuaTa c OCTPVI

pecnnpaTopHL,1 VIH$eK14VIV1Ha AOTIHVITe AVIxaTeJIHV1 nbTVlLUa 3a nepnoaa 01.07.2021-

30.12.2023r, A-p CTOVIKOBa AOKa3Ba, qe nv1ncBa CTaTVICTnqeCKV1 31-1+1VIMa pa3nnxa

Meh<AY 60111-1M VI 34paBv1 no Ha Bb3PaCT, VI Terno. B rpynaTa Ha

60JIHVlTe aega, npe06naaaBaT Te31,1 c YMepeH0 no TexeCT npoTvtqaHe nph

6POHxonHeBMOHVIR 6POHXhOJIVlTVI neK0 npvl OCTbP 6POHXVIT.

nonyqeHYITe OT A-p CTOiKOBa pe3YJITaTL,1 3a qeCTOTa VI TexeCT Ha npoTnqaHe Ha

VIH#KUVIVI Ha A0TlH1,1 AVIxaTeTlHV1 ribTYILua npv•l aega CbOTBeTCTBaT I-la Te3V1,

ny6JIVIKYBaHL,1 B nv1TepawpaTa n03BOJIRBaT V13BbPLUBaHe Ha cpaBHVITeneH aHanv13 C

Tax.

no 3aaaqa 2: Aa ce onpeaeJ11,1 BMTaMVIH D cTaTyca npvl aeqaTa c OCTPVI pecnmpaTopHL4

VIH$eKUVIV1qpe3 1,13cneABaHe cepYMHVlTe HVIBa Ha 25(OH) BVITaMVIH D VI napaTxopM0Ha
(PTH), A-p CTOLiKOBa Hamwtpa 31-1aML,1TeJlHa xeTeporeHHOCT no OTHOLLjeHV1e Ha HVIBaTa

Ha BVITaMMl-l D, 3a60TlRBaHV1fiTa VI BPb3KaTa C OCTPVITe pecnmpaTopHl,1 3a60JIRBaHV1fi B
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aeTCKa Bb3pacT. TR AOKa3Ba RCHO L,43pa3eHa ce30HHa Bapna6MJIHocT Ha cepYMHVITe
I-IVIBa Ha BMTaMVIH D C Hai-HVICKVI CTOVIHOCTVInpe3 3VIMHVITe MecelAV1. B 061.qaTa rpyna
nvtncaa CTaTVICTV1qeCKl,4 31-*aqvnna pa3JIVlKa B cpeAHL,1Te cepYMH1,1 HVIBa I-la BVlTaMVIH D VI

napaTxopM0H cnpRM0 34paBVITe KOHTPOTIVI, HO ay-taJIM3bT no KaTeropv1v1 noxa3Ba no-
BVICOKa qecTOTa Ha HeAOCTanqHOCT Ha BVITaMVIH D npvl 60JIHMTeaega. I-laV1-BmcoK
Ha HeAOCTanqHOCT Ha BVITaMVIH D e YCTaHOBeH npL,1 aeqaTa C 6POHxonHeBMOHV1flVI

ocnp 6POHXVIT.IIPVIaegaTa C ocTbp CTOVIHOCTVITeHa BVITaMVIH D He ce

pa3nnqaBaT OT 34paBL,1Te KOHTPOJIM, KoeTO e CBbP3aHO BePORTHO C Bb3paCTOBO

06YCJIOBel-lL4RTnpo+V1naKTV1qeH npL,1eM I-la BVIT. D B paHHa geTCKa Bb3pacT. TOBa ce
OTHaCR VI 3a cnyqa1,1Te C RSV 6p0Hxvtonv1T B Ta3V1 Bb3pacTOBa rpyna.

no 3aaaqa 3: Aa ce onpeaen',l cepyMHaTa KOI-IIAeHTpaL.!VIR Ha npohH$naMaTopHMTe
LAMTOKVIHVI IL-I, IL-6 VI TNF-an$a B xoaa Ha OCTPVITe pecnnpaTopHY1 VIH$eKUVIV1A-p
CTOVIKOBa YCTaHOBRBa Hannqne Ha pa3TlYIK1,1 B LAVITOKVIHOBMR npo$nn rvte»qay aeuaTa C

OCTPL,I pecnnpaTopHl,1 VIH$eKUVIV1VI KOHTponl-laTa rpyna. Hannqe e pa3nmqeH
npoMl-l$nannaTopeH I-IVITOKVIHOB npo$vtn npv•l OTAeTlHVITe d)oprvlkl Ha OCTPVI

pecnnpaTopHY1 VIH$eK14hV1B aeTCKaTa Bb3pacT. OC06eH MHTepec npeacTaBJ1flBa
Bpb3KaTa Meh<AY npoVIH$naMaTOPHL,1Te I-AVITOKVIHVI RSV 6POHXVIOJIVITnpl,l aeqa. A-p
CTOVIKOBa AOKa3Ba no-BVICOKVI HVIBa Ha IL-lß no-HVICKVI Ha TNF-a B cpaBHeHVle
34paBV1 KOHTPOTIM, a nnncaTa I-la CTaTVICTV1qeCKV1 3Haqv1Ma pa3nv1Ka B cepYMHVITe I-IVIBa

I-la IL- 6 npM aega c RSV BhpyceH 6POHX140JIVIT06RCHRBa c npe06naaaBauA0 ymepeHa
Text,eCT Ha KJIVIHVIMHO npoT1,1qaHe B Y13cneABaHaTa rpyna.

no 3aaaqa 4: Aa ce npoyqvl BPb3KaTa Meh<AY BVITaMVIH D cTaTyca, HVIBaTa Ha

npoVIH$naMaTopHL,1Te UVITOKVIHM VI KTIVIHMHHOTO npoTnqayqe Ha OCTPVITe VIH+eK14VIL,1 Ha

AhxaTeTIHL4Ter-lbTV1tua npvl aega, e V13cneABal-ta Kopenauv10HHaTa 3aBVICMMOCT Me>KAY
VIH+naMaTOPHl,1Te I-IVITOKVIHVI VI HVIBaTa Ha BVlTaMVIH D. YCTaHOBeHa e CTaTVICTnqeCKV1

3Haqv1Ma BPb3Ka Meh<AY 6POHxonHeBMOHVIRTa HI,4BaTa Ha TNF-a VI IL-lß. TOBa
03HaqaBa, qe npvl aegaTa C 6P01-1xonHeBMOHVIRce Ha6n10AaBaTno-BMCOKM HMBa Ha

Te3M npoBb3naT1hTeJ1}-1v1 UVITOKVIHVI, KoeTO MOh{e aa e CBbP3aHO C no-Teh<KOTO
npoTL,1qaHe Ha 3a60nfiBaHeT0. B AVICePTaUVIOHH1,1R TPYA ca VI Mogenv•l Ha

B3aVIMOBPb3Ka Me»qy VIH+naMaTOPHV11-VITOKVIHVI OTAenHVITe
AVIarHOCTL,1L-1HV1 rpynv•l (6p0HxnonMT, OCTbP 6POHXMT, 6POHxonHeBMOHVIR).
CpaBHVITeJIHO eAHOPOAHV1fiT cneKTbP no OTHOU-leHV1e Ha Texecrra Ha npoTvqqaHe Ha

6POHxonHeBMOHVIR, OCTbP 6POHXVITM He n03B0TIRBa V13BbPLLIBaHeTO Ha

cpaBHVITeneH aHaJIL,13 Te3V1 3a60nnaHL4R. B noarpynaTa Ha VIH#KLVIVI c RSV
Bb3naJIVITeJIHV1fiT 0Tr0BOP ce xapaKTepM3vtpa C KOOPAV11-lV1paHa aKTVIBaL4MR Ha

npovlH+naB.naTopHMTe UVITOKVIHVI, 6e3 Hanvtqne Ha npRKa 3aBhCVIMOCT OT cepYMHv1Te
HVIBa Ha BVITaMVIH D VITIVI OT Tey«ecna Ha KJIVIHVIHHOTO npoTL,1qaHe. BCVIMKO TOBa

HacoMBa KbM V13BOAa, ye Bb3naJIYITenHVIRT 0Tr0BOP e no-TRCHO CBbP3aH C

naTo$L,13monorv1MHYITe OC06eHOCTV1 Ha OTAeflHMTe 3a60nnaHMR, a He cepYMHYITe
I-IMBa Ha BEITaMVIH D. JlmncaTa Ha YCTOVIHMBVI3aBVICL,1MOCTV1 BMTaMVIH D VI
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OTAeJIHVITe UVITOKVIHVI B AVIarHOCTVIHHVITe noarpynv•l BePORTHO ce AbJ1h<V1, KaKTO I-la

orpaH1-4L-leH 6poV1 nauneHT1,4, Taxa VI Ha MYJITV1+aKTopeH xapaKTep Ha
Bb3naJIVITeJIHVIR 0Tr0Bop npl,l OCTPVITe pecnnpaTopHY1 BKTlFOMVITeTIHO

Bb3pacrra Ha na14V1eHTVITe, VI eTMonorL,1RTa Ha VIH$eKL4VIRTa, ce30HHOCTra,
cTeneHTa Ha BVITaML4H D HeAOCTaTbMHOCT VI OC06eHOCTVITe Ha L,1HAVIBVIAyaTlHVIR

VIMYHeH 0Tr0BOP.

143BOAhTe, 4 Ha 6poV1, norv1MH0 npaBL4JlH0 $opMynmpaHl,1, cneABaT aaHHVITe
OT pe3YTlTaTL4Te VI CTaTVICTnqeCKVlR aHaTlL,13 VI 0TrOBapRT Ha nocTaBeHVITe gen 3aaaHh.
CbrnacHa CEM c npeACTaBeHVITe 5 npv1Hoca, 3 1-4HOBaTL,1BHV1 3a 6bnrapL.1R VI 2 c Hayt-lH0-

TeopeTnqeH xapaKTep.

npeacTaBeHL,1 ca 8 - TPH peanHL,1 VI 5 nocTepn, npegcTaBeHL,1 Ha

K0HrpecY1 VI KOH$epeHUVIV1.

ABTope+epaTbT 0Tr0BapR Ha V13L,1CKBaHVIRTa Ha 3aKOHa 3a Ha
axaaeMVIL-lHVITe Kaapvl.

I-Imnann KPVITVIHHVI 6eneh<KV1. A-p reha CTOVIKOBa ce e cb06pa31.qna c BCL,IMKVI,

HanpaBeHY1 OT MeH B npeABapMTeJIHaTa 3aLUVITa.

B AVICePTaLVIOHHVIRT TPYA Ha A-p reHa CTOVIKOBa neTK0Ba
nOTBbPh<AaBa CTIOh<HVIR MHOrO$aKTOPeHxapaKTep Ha BPb3KaTa cTaTyca Ha

BVITaMVIH D, KJIVIHVIMHOTO npoTl,1qaHe I-la OCTPVITe pecnnpaTopHY1 VIH$eK14VIVlB aeTCKa
Bb3pacT VI npoViH$naMaTOPHVITe UVITOKVIHVI.

OCHOBHO npeAhMCTB0 Ha pa60TaTa e 1,1HTerPV1paHVlRT, npocneKTL4BeH AV13aVIH, KOVITO
KOM6VIHL4pa V13nnePBaHVIR Ha BVITaMVIH D, napaTxopM0H Ha60p OT Bb3naJIVITeJIHV1

LIVITOKVIHVI B paMKVITe Ha ABa npoeKTa, KaKTO n
CVICTeMaTL,1MHVIRT JIL4TepaTypeH 0630P VI aeTaiTIH0T0 onncay-lhe Ha KTIVIHVIMHVITe,

peHTreHonorhMHVl VI na60paTopHL,1 MeTOAV1, npeAOCTaBRLUV1 ycToV1t-lYIB +YHAaD.nel-1T3a
6bael-LIL,4 V13cneABaHVIR VI 3a npaKTV1qeCKVl npenopbKh.

AVICePTaLVIOHHVIRT TPYA Ha A-p reHa CTOVlKOBa neTK0Ba „VIMYHonorV1'-lHV1
acneKTY1 Ha ae4)VIUVITa Ha BVITaM1,1H D npvl aega c OCTPI,I pecnnpaTopHl,1 3a60JlRBaHVIR"

e BVlCOKOKaqeCTBeHO Hayt-lH0 Y13cneABaHe, KOeTO 0Tr0BapR Ha BCVIHKYI V13VICKBaHl,1R 3a

nPVICbh<AaHe Ha 06pa30BaTeJIHaTa Hayql-{a CTeneH „AOKTOP".A3 1-ge rnacyeaM
nonoh<VITeTlHO 1-4 npenopwoann Ha qneH0BeTe Ha Hayt4HOTO xyph ga ogeHRT
nonom,1TeJIH0 AVICePTaUVIOHHVIRT TPYA Ha A-p rev-la CTOVlKOBa IleTK0Ba

Co$VIR
10.09.2026

1/13r0TBhTl CTaHOBV11-qe-ro:

npo$. AHHa KbHeBa
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Importance of the topic

Acute respiratory infections (ARIS) in childhood are a leading cause of morbidity,

hospitalizations, and mortality worldwide. In recent years, the discovery of the

pleiotropic effects of vitamin D has highlighted its role in influencing innate and

adaptive immunity as a modulator of infections through the formation of
endogenous antimicrobial peptides and the inhibition of inflammatory cytokine
production.

Systematic and targeted testing of vitamin D levels reveals that a significant

percentage of the population has suboptimal levels. A link has been established

between low vitamin D levels and a number of chronic and acute diseases, including
respiratory tract diseases; however, this has not been sufficiently studied in

children in our country. There is no universal consensus, and guidelines for
determining vitamin D status are limited for both children and adults.

Structure. The dissertation, which is 114 pages long, is well-balanced and includes

an introduction (2 pages), a literature review (29 pages), objectives and tasks (1

page), materials and methods (9 pages), results, discussion, and conclusion (49

pages), conclusions and contributions (2 pages), and appendices (8 pages). It is

illustrated with 18 tables and 16 figures. The bibliography includes a total of 399
titles, of which 6 are in Cyrillic and 393 in Latin script; 40% of the cited publications

are from the last 10 years, and 70 (18%) are from the last 5 years.

In the literature review systematically and consistently examines the metabolism
and biology of vitamin D, methods for assessing vitamin D status, and definitions of
vitamin D status—deficiency, insufficiency, and optimal levels; the prevalence of
deficiency on a global scale as well as in Bulgaria, and the risk factors for vitamin D

deficiency. The interaction of vitamin D with immune system cells and their

metabolites is examined, as well as its role in the regulation of innate and adaptive
immunity, and the influence of vitamin D on the inflammatory response and the
cytokines IL-lß, IL-6, and TNF-a. The role of vitamin D in the course and severity of
acute respiratory infections in childhood is presented.

Special attention is given to studies conducted in Bulgaria on vitamin D status and
respiratory diseases. These studies report a high prevalence of suboptimal vitamin

D status in both patients and healthy controls; however, comparing the results is



challenging due to the use of different reference values for status, different

methods for determining serum concentrations, and varying study designs.

Despite the widespread prevalence of vitamin D deficiency in childhood, the
evidence regarding the effect of prevention on the course of a number of diseases

remains contradictory, with no definitive recommendations for the routine use of
supplemental therapy to prevent infections. This necessitates further research into
the pathophysiology of the relationship between vitamin D and respiratory

infections and forms the basis for the objective of Dr. Gena Stoykova's dissertation.

The aim of this dissertation is to analyze the role of vitamin D and certain
inflammatory markers in the clinical course of acute lower respiratory tract
infections in children.

To achieve this objective, four main research questions have been formulated;
they are clearly defined and align with the stated objective.

Patients and Methods. This was a prospective, single-center, clinical-
epidemiological, cross-sectional study. Based on strictly defined inclusion and
exclusion criteria, 129 patients and 30 healthy controls aged 0—17 years were
enrolled. Among the patients, 42 children had bronchopneumonia, 32 had

bronchiolitis, and 25 had acute bronchitis.

Clinical and radiological methods were used to verify the diagnoses, and modern,

well-documented scales were employed to assess the severity of acute
bronchiolitis, acute pneumonia, and acute bronchitis. Modern laboratory methods

were used to assess levels of vitamin D, parathyroid hormone, and circulating

inflammatory cytokines.

Standard statistical methods were employed, allowing for the reliable formulation

of conclusions.

The results and discussions are presented for each individual task of the

dissertation.

Task 1: Conduct a clinical-epidemiological analysis of children with acute lower

respiratory tract infections for the period July 1, 2021—December 30, 2023, Dr.

Stoykova demonstrates that there is no statistically significant difference between
sick and healthy children in terms of age, height, and weight. In the group of sick



children, those with moderate severity of bronchopneumonia and bronchiolitis

predominate, while those with mild severity predominate in cases of acute
bronchitis.

Dr. Stoykova's findings regarding the frequency and severity of lower respiratory

tract infections in children correspond to those published in the literature and allow
for a comparative analysiswith them.

Task 2: To determine vitamin D status in children with acute respiratory infections
by measuring serum levels of 25(OH) vitamin D and parathyroid hormone (PTH);

Dr. Stoykova found significant heterogeneity regarding vitamin D levels, diseases,

and the association with acute respiratory illnesses in childhood. She demonstrated
a clearly pronounced seasonal variability in serum vitamin D levels, with the lowest
values occurring during the winter months. In the overall group, there was no
statistically significant difference in the mean serum levels of vitamin D and

parathyroid hormone compared to healthy controls, but analysis by category
revealed a higher prevalence of vitamin D deficiency among sick children. The
highest prevalence of vitamin D deficiency was observed in children with

bronchopneumonia and acute bronchitis. In children with acute bronchiolitis,

vitamin D levels did not differ from those of healthy controls, which is likely related
to age-appropriate prophylactic supplementation with vitamin D in early
childhood. This also applies to cases of RSV bronchiolitis in this age group.

Task 3: "Determine the serum concentrations of the pro-inflammatory cytokines
IL-I, IL-6, and TNF-alpha during acute respiratory infections," Dr. Stoykova found
differences in the cytokine profile between children with acute respiratory

infections and the control group. There is a distinct pro-inflammatory cytokine
profile among the various forms of acute respiratory infections in children. Of

particular interest is the relationship between pro-inflammatory cytokines and RSV
bronchiolitis in children. Dr. Stoykova demonstrated higher levels of IL-lß and

lower levels of TNF-a compared to healthy controls, and she attributes the lack of
a statistically significant difference in serum IL-6 levels in children with RSV viral
bronchiolitis to the predominantly moderate severity of the clinical course in the
study group.

Task 4: To investigate the relationship between vitamin D status, levels of pro-
inflammatory cytokines, and the clinical course of acute respiratory tract infections



in children, the correlation between inflammatory cytokines and vitamin D levels

was examined. A statistically significant association was found between

bronchopneumonia and levels of TNF-a and IL-lß. This means that children with

bronchopneumonia exhibit higher levels of these pro-inflammatory cytokines,

which may be associatedwith a more severe course of the disease. The dissertation
also analyzes patterns of interrelationships between the various inflammatory
cytokines and the individual diagnostic groups (bronchiolitis, acute bronchitis,

bronchopneumonia). The relatively homogeneous spectrum in terms of the
severity of broncho-pneumonia, acute bronchitis, and bronchiolitis does not allow

for a comparative analysis between these diseases. In the subgroup of RSV

infections, the inflammatory response is characterized by coordinated activation of
pro-inflammatory cytokines, with no direct correlation to serum vitamin D levels or
the severity of the clinical course. All of this points to the conclusion that the

inflammatory response is more closely linked to the pathophysiological

characteristics of individual diseases than to serum vitamin D levels. The lack of

consistent associations between vitamin D and individual cytokines in the
diagnostic subgroups is likely due both to the limited number of patients and to the

complex, multifactorial nature of the inflammatory response in acute respiratory

infections, including patient age, the severity and etiology of the infection,

seasonality, the degree of vitamin D deficiency, and the characteristics of the

individual immune response.

The conclusions—four in total—are logically and correctly formulated, follow from

the data, results, and statistical analysis, and correspond to the stated objectives

and tasks. I agree with the five contributions presented: three are innovative for
Bulgaria, and two are of a scientific-theoretical nature.

Eight publications are presented—three full-length papers and five posters
presented at congresses and conferences

The abstract meets the requirements of the Academic Staff Development Act.

I have no critical comments. Dr. Gena Stoykova has addressed all the comments I

made during the preliminary defense.



In conclusion, the dissertation by Dr. Gena Stoykova Petkova confirms the complex,
multifactorial nature of the relationship between vitamin D status, the clinical
course of acute respiratory infections in childhood, and pro-inflammatory
cytokines.

A key strength of the study is its integrated, prospective design, which combines
measurements of vitamin D, parathyroid hormone, and a range of inflammatory
cytokines across two research projects, as well as the systematic literature review
and detailed description of clinical, radiological, and laboratory methods, providing

a solid foundation for future research and practical clinical recommendations.

Dr. Gena Stoykova Petkova's dissertation, "Immunological Aspects of Vitamin D
Deficiency in Children with Respiratory acqebReR," is a high-quality scientific study
that meets all the requirements for the award of the academic and scientific
degree of "Doctor." I will vote in favor and recommend that the members of the
academic jury give a positive evaluation of Dr. Gena Stoykova Petkova's
dissertation.

Sofia 10.09.2026 Prof. Anna Kaneva-Nencheva


