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PELLEH3USI
ot npod. a-p BAHSI MUWJIOLIEBA FOPYKOBA, a. m.

KATEAPA 1O BEJIOAPOBHU BOJIECTHU, MEJUIIMHCKHU YHUBEPCUTET- CO®US
YMBAJI*“Cs. UB. Puiickn ,, EAJI, BbHiuen unen 3a MeauuMHCKH Yuusepcuret [1neBeH, HayuyHO Xypu
Ha ocHoBaHue Ha 3anosen 1309 /28.04.2026 r. na pektopa Ha MY Ilnesen, npod. a-p lo6pomup JJumMUTPOBE,

.M.

Ornocno: auceprauroneH Tpya Ha tema: “ IIPEJUKTOPHU 3A TEXKO ITPOTHYAHE U
CMBPTHOCT IIPU  XOCIIUTAJIUBUPAHU TIALUUEHTU C KOBU/I-19 UH®EKIHUA“ 3a
NpUCHkK/1aHe Ha oOpa3oBaTesiHa U Hay4Ha creneH ,a0kTop* Ha JI-P BECEJIA CJIABYEBA BJIAI'OEBA
JAOKTOPAHT Ha CAMOCTOSATE/IHA MOAroTOBKA B 00J1aCT Ha BUcLIe oOpa3oBaHue 7. 3apaBeonas3BaHe U CHOPT, M0
npogecronanHo Hanpasienue 7.1. MeauuuHa no gokropcka nporpama ,.[IHeBMOIOrHs U PTHU3HATPHS ** KbM
Kareapa "Kapanonorus, nysimMonorust 1 eHA0KPHHONOTHS* MeauUMHCKH yHuBepeuTeT — [Lnesen, Makynrer

MeauumHa

HAYYHU PBKOBOJUTEJIN: JOIL1. A-P SIBOP UBAHOB, .M.
MMPOD. I-P BIAJUMUP XOIKEB, .M.
BbB Bpb3Ka ¢ yHacTHETO MM KaTo 4eH Ha HAYYHOTO JKYPH B HACTOSLUMS KOHKYPC, AeKIapHpaMm ye:

- Hsamam koH(MKT Ha uHTepecH;

- He ycraHoBsiBaM ryiarMaTcTBO B MPEOCTAaBEHUTE MU 3a pasriiek1aHe HayYHU MaTepHalIu.

IlpeacTaBeHUsT KOMIUIEKT MaTepuaiu e B cboTBeTcTBHE ¢ Un.4 oT 3akoHa 3a pa3BUTHE Ha
akaaemMu4Hus cheras B Peny6inka Buarapus, ui. 2 an.2 or [IpaBaHuka 3a npunaraHe Ha 3aKkoHa 3a
pa3BUTHE Ha akaJeMHUHUs cbeTaB B PenyOnuka bbarapus, [IpaBuiHHK 3a pa3BUTHE HA aKaJeMHYHUA

cberas B MY — [nesen, 26.09.2022 r. v BK/IIOYBA CJIEHUTE JOKYMEHTH!
- aBroOuorpadus B eBporneicku popmar ¢ NnoArnMe Ha JOKTopaHTa

- Zanoses Ne1309 /28.04.2026 r. Ha pektopa Ha MY [lnesen, npod. a-p lo6pomup JuMUTPOB,

JI.M. 32 ONpe/iesiiHe Ha Hay4HO JKYypH
- JlicepTauHoHeH TPy

- AsTopedepar

1. Kparku 6Horpaguunu 1aHHu

JI-p Becena bnaroesa npuaoduBa 06pazoBaTeHO-KBAIM(UKALMOHHA CTEMeH ,,MarucTbp™ Mo

Meauumta npe3 1995 r. sbs BMU [lnosaus. Ot centemspu 2016 r. 1 B MOMEHTA T5 € PEIOBCH aCHCTCHT B
Menuumnekn Yuusepeuter, [liosaus, kbm 1-Ba Karenpa no BbTpeiunu fonectu, cekuus ITnesmosorus u
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JI-p BnaroeBa umMa 1 npu3HaTa CreLMaTHOCT M0 MEAMLIMHCKA Mapa3uTOJI0rHs H TPONMYECKA MEIMLIMHA
ot 2001 r. 3a neproaa 1999 r. 1o 2009 r. e xoHopysaH acucteHT kbM KaTteapa no Mudekurosnn 6onectu,

MapasuToNOrus M TPONUUYecka MeIMLIMHa Ha MeauuuHeku YuuBepeutet, [lnosaus.

I-p bnaroesa npurexxaBa Cambridge Certificate, C1 3a BrageeHe Ha aHIVIMHCKKM €3UK M HUMa

MpPaKTHYECKH OMUT KaTto opauHatop B Otaenenue no Bwvrpewnu 6onectn, ['paacka boanuua B MuntbH

Kune, Ob6enuneno Kpanctso.

2.AKTYyaJIHOCT HA TeMATHKAaTa

Koponasupychara undekuus 2019 r. u pasputero Ha SARS-CoV2 nHeBMOHUS e rnodaneH npodiaem.
[TaToreHeTUUHUTE XapaKTEPUCTHKH, XETEPOreHHOCTTa Ha 3a00JsiBAHETO, pPa3IMuMATa B KIMHUYHOTO

MpOTHYaHE W BUCOKATa CMBbPTHOCT, 0OYCIIaBsT BUCOKHSI HAYyUYEH UHTepec.

Bbarapus e cpen Hal-TexKo 3acerHatv oT maHaemusrta. Ciel MbpBOHAYaHO HMCKHW HHMBA Ha
unpekunn cbec SARS-CoV-2 npe3 no-ronsmara uyact ot 2020, bwarapus npexus rojsma enuaeMHuHa
BbjHA B Kpast Ha 2020 r., KOATO MPUYMHU Hal-BUCOKATa perucTprpaHa cBpbXxeMbpTHOCT B EBpona, cpe Hai-
Bucokure B cBeta (KoeduumeHr nHa cepbxembptHocT ~0,25%). 3a paznuka ot 3anagHa EBpona, no-roisMara
4acT OT CBPBLXCMBPTHOCTTAa B bbjrapus € HacTbluia npes3 BTopaTta rogvHa OT MaHAEMHUATA, BEPOSTHO
CBbP3aHO C pa3/IMKMTE B HUBATa Ha BAKCMHALMOHHO nokpuTHe /Rangachev, et al. The Impact and Progression
of the COVID-19 Pandemic in Bulgaria in Its First Two Years. Vaccines (Basel).2022 Nov
10;10(11):1901.doi: 10.3390/vaccines10111901./.

Bucokara cBpbXCMBPTHOCT B bbiirapus kopenupa ¢ HeocTaTbuHa HHTEH3UBHOCT Ha TECTBAHETO, ChC
3a0aBeHO HajaraHe Ha MEpKM 3a ,JIOKJAAyH™ W C BHCOKAa pa3MpOCTPAHEHOCT HA CbPAEYHO-ChIAOBH
3a00/1BaHUs. 3HAUMTEIHU 3a0aBSHUS B HalaraHeTo Ha CTPOTM MEPKHM 3a HamalsBaHE Ha MOOWIHOCTTA,
CbYETAHW C JIMIICA Ha MENMLIMHCKM DPECYPCH, BEPOSATHO ca MPUUMHWIM 3HAYMTEHA 3aryda Ha >KUBOT,
BKJIIOUMTEJIHO CPE/l HACEIEHUETO B TpyaocnocoOHa Bb3pacT /Rangachev, A., Marinov, G.K. & Mladenov, M.
The demographic and geographic impact of the COVID pandemic in Bulgaria and Eastern Europe in 2020. Sci
Rep 12, 6333 (2022)./

[TbpBOTO OBArapcKO PETPOCMEKTHBHO MPOYUYBAHE 3a KIMHMYHM XapaKTEPUCTUKM W TEXKECT Ha
xocnutanusupanu nauveHtd ¢ COVIDI9 e ny6aukysano owe npes 2020 r.. M3cnenosatenckusT exui
HaMMpa, ue HarpejaHajla Bb3pacT, MBKKH IMOJ, KOMOPOUIHOCTH, AMCIHEs, rajieHe ca Mo-BUCOKH PHCKOBH
(axropu 3a Tesxku popmu. Tlpu Texxkute hopMu ce HabIIOJaBa CUTHU(PHUKAHTHO MOBUILIECHHE HA JIEBKOLIUTH,
C-peakTuBeH NpOTEHH, KPEaTHHHMH, acnaprar amuHotpancdepasa, JIJIX, Jl-aumep, KouTo ca acouupanu ¢
Jowa nporHosa Ha 3abonasaneto /Popov G, et al. Clinical Characteristics of Hospitalized Patients with
COVID-19 in Sofia, Bulgaria.Vector-borne and zoonotic diseases.Volume 20, Number 12, 2020/.

[o-kbeHo uscnenosarenu or MY Ilnosais nposeskaar na6oparopeH MOHHUTOPHHI Ha MPOrHOCTHUYHH

Gromapkepu npu 168 xocnuranuzupanu nauventu ¢ COVID-19 /Jlecucnasa Apabapkuiicka. Jlaboparopen
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MOHMTOPMHT Ha NPOrHOCTHYHK OHOMapKepH npu Xocnutanusupanu naunentd ¢ COVID-19. [lucepraumoHeH
Tpya, 2025 r. Ilnoaus/. Taumenture ¢ Texkka opma Ha HMH(DEKUHATA MMAT 3HAYMTESTHO [0-BUCOKM
croiiHocTh 3a CRP, LDH, depurun, IL-6, PCT, no-Hucbk cepymeH aibyMHUH B CPaBHEHME C PE3y.ITATHTE B
rpynata cbe cpejiHo Texbk COVID-19.Benuku naumenTu ¢ netaneH u3xo[ ca ¢ Texxka opma Ha Gosecrra,
MO-Bb3PACTHH, OT MBXKKH M10J1, C MO-NPOALKUTENEH OOTHUYEH NPECTOM.

Exunbt Ha npod. E. HaymoBa ananusupa Bupyc-crieupuuHUTE XyMOPAIHH UMyHHH OTTOBOPH TMPH
nauueHTd ¢ COVID-19 ¢ pa3nuuna Texect Ha 3abonsBaneto. Crneundpuunurte 3a SARS-CoV-2 anturena u
BMCOKHS KanalMTeT Ha Te3M aHTHTEa 3a HEYTpaJlu3upaHe Ha BUpYca ce MosiBBaT B paHHa (ha3a Ha 2 cell. OT
HayasoTo Ha cumnromute /Shikova E, et al. Virus-specific humoral immune response in Bulgarian COVID-
19 patients with varying disease severity. J Infect Dev Ctries2023 Dec 31;17(12):1674-1681adoi:
10.3855/jidc.18274./

ChbLUMAT eKun npoyyBa OCBEH XyMOpPaJiHUs W KjieTbueH uMyHHuTeT. [TonyueHuTe naHHM nokassar, ue
3a IbJIbI NEPHOJL - 6-9 Mecewa cie/l MbjieH Kype Ha MMyHH3alus ¢ mMRNA BakcuMHA, UMyHHATa PEaKTUBHOCT
€ HaJIULIE, HO KaKTO KJIEThYHUS, TaKa U XyMOPaIHHUS UMYHEH OTrOBOP IOCTENEHHO HaMaJlsiBaT, a NpUjlaraHeTo
Ha TpeTa /103a Bb3CTaHOBsBA J1aBHO crielM(pUUHKUs XyMopaJileH UMyHeH oTroBop cpeuly Bupyca SARS-CoV-
2 /Mihaylova A et al. Durability of humoral and cell-mediated immune response after SARS-CoV-2 mRNA
vaccine administration. ] Med Virol. 2023 Jan:95(1):¢28360.doi: 10.1002/jmv.28360/.

Bovarapcku u3cnenoBarenu oueHsBat Bpb3kata mexxay HLA u nporpecusra na COVID-19 B
HacesieHHeTo. Apropute Hamupart, ye asen HLA-DQBI1*05:03 (OR = 3.13, pc = 0.0008) e 3HauuTesiHO
cebp3aH ¢ Texxectra Ha COVID-19 /Tsvetelin Lukanov ct al. HLA-DQB1*05:03 is associated with an
increased risk  of
Jan:86(1):111228.doi: 10.1016/j.humimm.2024.111228. Epub 2025 Jan/.

Owe eann uscnenosaresicku exkun ot Copus uaeHTuduumpa 1abopaTOPHU U IEHETHYHH MapKepH,

COVID-19  progression in the Bulgarian population.Hum Immunol 2025

BakHH 3a TexkecTTa Ha COVID-19, 3a na ce noaoOpu OLeHKaTa U JIeYEHUETO Ha MalMEeHTHTE. AHAIU3UPaHH
ca KJIMHMYHM, Ja0opaTopHM (MbjHa KpbBHA KapTHUHA, MbAHW OHOXMMHYHM  MApamMeTpH -
nakraraexuaporenasza (LDH), cepymen deputun) u renernunn mapkepu (OAS1 rs4767027). Bonpeku ue
nosuweHute HuBa Ha OAS| TpaHCKpUNTHTE ca KOpeIMpaHW C HaAMAJeH PUCK OT MH(eKuus, Te mMorar ja
nornpuHecar 3a axktuBupaHe Ha NLRP3 undramazoma, cnex karo uHdekuusita e ycraHoBeHa /Tanya
Kadiyska, et al. Laboratory and genetic predictors for severe COVID-19 infection.Pharmacia 2024;71: 1-

8DOI 10.3897/.

Mnentuduumpane Ha HaJIe)K/IHU NMPOrHOCTUYHU MapKepH MPEAMKTOPH 3a NPOrpecUaTa B TEIKECTTA Ha
3abonspaneto npoyuBa v ®arma Mexmen Kapadaus B eIHOLEHTPOBO PETPOCNEKTOBHO TMPOYUBAHE,
nposeaeHo B YIIMBAJI“Ce.HMoan Kpberuren®™, B koeto ca Bimouer 200 XOCIHTATU3MPAHH NALMEHTH ChC
SARS-CoV2 nueBmoHus. PazpaboTeH € MHTErpupaH NPOrHOCTUYEH MOJIEN, KOWTO OLIEHSBA HHAUBHLYaJIHHS

PHMCK OT JIETaJleH W3XOJ1 W BEpOSTHOCTTA 3a npesexcaaHe B OAWJI owe B aeHs Ha nocTbNBaHe B JIeUeOHOTO



sasenenue / @. Kapapaus. [IpeaukTHBHU (HakTOPH 3a MO-TEKKO MPOTHYAHE MpPH nauueHTH cbe SARS COV-
2 nHeBMoHMHK. JluceprauuoneH Tpya, 2026, Codus /.

OnpenensHe npoduna Ha Gbarapekure nauuentd ¢ COVID-19 ¢ nemorpadcku XapakTepUCTHKH H
JeTali/M Ha KJIMHMYHATA KapTHHA Ha 3a00/1sIBAHETO, Ha MPOrHOCTUYHUTE MOKA3aTellM 32 BUCOK PUCK OT TEXKKO
¥ KPUTHYHO NPOTHYAHE U CMBPTHOCT 1€ MO3BOJIM HABPEMEHHOTO Pa3No3HaBaHE H  CBOEBPEMEHHO JieHEHHE.

3.CTpyKTypa Ha AHCEPTALHATA

JIMcepTalMOHHHMAT TPy € npeacTaBeH B 001y obem oT 149 ctpanuum.  CtpykTyparta € odopmena no
npuerute npasuna. OnarneneH ¢ 35 durypu, 1 rpaduka u 28 Tabanuu. bubnuorpadusra odxsawa 259
JIUTEpaTypHU U3TOUYHHKA..

C'bIlbp)KﬂHHCTO € CTPYKTYPHPAHO B CbOTBETCTBHE C YTBbPACHHUTE aKalCMWUYHH H3UCKBAHKS U BKITIOYBA

rocse10BaTeNHO:
. VYeon -1
o Jlutrepatypen 0630p - 41 cTp.
° Llen u 3apaum - 1 crp.
o Marepuan u meroau - 9 ctp.
o PesynraTu - 33 cTp.
o Obcwiucnane -2 3 cTp.
° H3Boau -2 cTp.
° OrpaHu4eHus Ha Mpoy4YBaHeTo — | cTp.
o [TpuHocu — 1 ctp.
° Jlurepatypa -26 cTp.
° [Tpunoxxenus- 45 ctp.

4. ITo3naBaHe Ha npodJiema

JlurepaTypHusaT 0030p CHHTE3Mpa CbCTOSHUETO HAa HAYYHOTO 3HAHWE KbM TO3M MOMEHT.
[TocnieoBaTesIHO Ce MpociesiBa €THOJIOrUATa, UCTOPUATa U nociaeauMuure Ha nangemusta or COVID-19.
Muoro nobpe ca mpeacTaBeHHW €MUASMHOJIONMYHHUTE JaHHH, MaTO(PU3MOIOTHUHMTE M TMATOr€HETHUYHHTE
mexanusmu. JI-p Bnaroesa oTiMuHO no3HaBa enuaeMuyHaTa obcraHoBka B buarapus. 3aaen6oueHo onucea
BbJHUTE Ha MH(pekuusaTa 2020-2024 r. Y npaBu aHaNKU3 U CPAaBHEHWE HA CMBPTHUTE CJlyyad y Hac C TE3H B
Espona u cBera. Hampasena e xapakrepuctuka Ha uHpekuuata or COVID-19 u na aemorpadekure
MPEAMKTOPUTE 32 BUCOK PUCK OT TEIKKO MpoTHuYaHe. 3a1ba004eHo ca pasrielaHd KIMHUUHUTE CUMIITOMH Ha
uHpekuuaTa W WMpokus npodun Ha npuapyxkasamu 3abonsBaHus. CbLIECTBEHO MACTO 3aemaT
nabopaTopHHUTEe MapkepH, peHtreHoBuTe npomenu U KI'A kaTo npenkTopy 3a nporuosara Ha 3a00J1BaHETO.

5. Hayuyna xumnore3a, neJi 4 3aJa4H Ha JHCEPTAIHATA

Ot HanpaBeHus: 0030p JOMMUYHO M 3aKOHOMEPHO € M3BEJeHa LieNTa Ha HayuHaTa pazpadoTtka. Ts e sicHo
(dopmynMpaHa M 3a MOCTUraHETO H ca MOCTABEHW YETHPH 3ajayu. 3aJauyuTe ca C KOHKPETEH XapakTep M

crnocoOCTBAT 32 OCBHUIECTBSIBAHE Ha LIENITA U AaBAaT Bb3MOXHOCT 3a coOcTBEH MPHHOC B HAYYHOTO IMO3HAHHUE.
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Te oOxBawaT BCUYKH KJIIOYOBH €IEMEHTH Ha W3CJIe/IBAHETO — JeMorpadcka XapakTepUCTHKA Ha KOXOopTaTa
npu 306 nauMeHTH, KOMOPOMIHOCTH, CBbpP3aHH C BHCOK PHUCK OT TEKKO M KPUTHYHO MPOTHYAHE Ha
3a00/19BaHETO M CMBPTHOCT, CHMNTOMHM, Ja0OPaTOpHH M OOpasHU NapaMeTpu, M TepaneBTHUHHTE
MHTEPBEHLMUK OMNpPEAC/IslM BHCOK PHUCK OT TEXKKO M KPUTHYHO NpOTHYaHe Ha 3abosisiBaHETO M
CMBbPTHOCT.Ype3 npunaraHe Ha JIOPMCTHUYHA perpecHs ce ONpeaessaT NPOrHOCTHYHU (PAKTOPH 3a BUCOK PUCK
OT T€KKO W KPUTHYHO NMPOTHYaHE Ha 3a00BAHETO U CMBPTHOCT.

6. MeToanka Ha H3C/IeIBAHETO

ToBa e eaHOLEHTPOBO PETPOCMEKTOBHO, OOCEpBALIMOHHO MpoyuBaHe nposeaeHo B YMBAJI“Cs.
['eopru®, B koero ca Bitouenu 306 xocnuranusupatnu naumeHtd cbe SARS-CoV2 nHeBMoHUs B nepuoaa
01.08.2021 r.- 31.04.2022 r. I'pynara e noadpaHa Ha cily4aeH MPUHLMI OT BCHYKH MALMEHTH, JIEKYBaHH B
COVID-19 otaenenunero Ha Knunuka no nueBmosnorus 3a cblius nepuos. [loapo6Ho e obocHosaH u3bopa
Ha aHaJM3MpaHus NepHo/L Ha NPOYUYBAHETO.

MeTO0/IOrMUHMAT MOAXO/J BKJIIOYBA CTAHAAPTU3MpaHa KIMHUYHO-AMArHOCTHYHA OLIEHKA Mpeau
3aroyBaHe Ha TepanusTa:

- KimnuuHa oueHka — aHamHesa, (hU3MKaNHO M3CieABaHe, MyJCOKCMMETpPHs, OLEHKa Ha
MEHTaJIeH CTaTyC

- JlaGoparopuu wuscnenBanus- [1KK, OMOXMMHUYHM H3crieqBaHMs, KOAryJalMOHEH CTaTyc,
BUPYCOJIOTMYHH M3CJIeABAHMS,

- KI'A

- O6pa3nu uzcnensanus - peurresorpadpus, KT, KT anrnorpadus

- TepaneBTHuHM uHTEepBeHUMHM, kuciopononeuenue, HUB, npunoxkenue Ha aHTUBHPYCHH
rnpenaparu

Craructnueckara oOpaboTka € onucaHa JOCTaThYHO M 3a1ba00yeHo. JlaHHUTE ca aHaIu3UpaHH Ype3
BapHalLMOHEH aHaiu3 3a 0000llaBaHEe Ha KOJMYECTBEHO W3MEPMMHM [aHHW M AJITEPHATHBEH aHaIW3 3a
o0o011aBaHe Ha KayeCTBEHO M3MEpUMHM JaHHW. [lapaMeTpuuHM aHajJM3M ca NPHIOKEHH TNPH HOPMAJIHO
pa3npe/ejeHd KOJIMYeCTBEHH! BEeIHYUHMU.

Jloructuuna perpecusi € MpWioKeHa 3a MPOrHO3MpPaHe BEPOSITHOCTTA OT HACTbIBaHE Ha (paTaneH
M3XO/1 M OMNpE/IE/ISIHE HAa CTATUCTHYECKHU 3HauuMuTe (hakTopu. M3nosi3BaHa € v 3a OUEHKA Ha OTHOCHTEJIHHS
PHCK Ha HE3aBUCUMMTE NPOMEHJIMBU BbPXY JABOMYHH 3aBUCUMH POMEHJIUBH.

7. CoGcTBEHH pe3y iTaTH

PesyntaTture B AMCEPTALMOHHUS TPy ca MPEACTABEHH CTPYKTYPHPAHO M MOC/IENA0BATEHO 4pe3
onMcare/iHa CTaTMCTHKA Ha KOXOpTAaTa, aHallu3 Ha pe3ysTaTuTe, CBbP3aHM C KOHKpeTHara 3ajaaya. Te ca

NnpeacTaBeHH U aHaJlM3upaHu B 3 noarnaBu. ﬂonyquMTe pe3yJitTaTui ca OpUrHHAJIHU, C MPAKO MPUITOIKEHHUE B

KJIMHWYHaTa MNnpaKTyuKa.

Hanpasena e nbaHa aemorpadcka XapakTepucTHKa Ha KOXOpTaTa, pasnpe/iesieHHe 1o rnoJj U Bb3pacT,

TCKECT HA MPOTHYAHE, OUCHEHO € BJIMSHHUETO Ha Bb3pacTTa BLPXY TEXKECTTAa U HU3XOJa OT 3a00J19BaHETO.
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AHanM3MpaHu ca TIOTIOHOMYIIEHETO, MECTOKMBEEHETO U npeduBaBaHe B MHCTUTYLMS 3a MPOrHo3arta Ha
3abongsaneTo. PasrienaHa e Bpb3Kkara Ha TEXKECTTa C U3X0Aa Ha 0oJiecTTa, KaKTO M BIMSHETO Ha Bb3pacTTa,
roJia ¥ TeXKEeCTTa Ha NMPOTHYAHETO.

ChbluecTBeHa YacT OT pe3y/ITaTUTe € MOCBETeHa Ha NMPUpy KaBalliuTe 3a00BaHUs MPU NMALMEHTUTE C
COVIDI19. TMoapoOHO ca onucaHW MOBEYETO KOMOPOMAHOCTH M € TMpoydyeHa Bpb3kara Ha Opost u
XapaKTepUCTHKAaTa Ha NpUApY KaBaLuTe 3a0011BaHHUS C TEKECTTa U CMBPTHOCTTA.

[IpeacTaBsiHETO € OHArJaeIeHO ¢ MHOXKECTBO Tab/IMLM M (PUrypH, KOETO YJIECHABA NPOC/IEASBAHETO HA
JIOTHKATa U OCHOBHUTE U3BOH.

Cnenpa knMHU4HA XapakTepucTrka Ha MHpekuusta ¢ COVID-19, kato cumnTomute Ha 3a00/19BaHETO
ca paszaeneHd Ha S kareropuu: cumnromu ot [JII1, cumnromu ot JJ/II1, ractpoMHTECTHHANHU, Ka4eCTBEHH
NMPOMEHH B Cb3HAHMETO M OOLUM CUMNTOMHU. ['pynuTe CUMNTOMM ca aHAJW3UPAHU, C OTJie] BIUSHUETO UM
BbpXY MOBULIEHHS! PUCK OT JIETajleH U3XO0/ NpH nauueHture ¢ uHdpekuus ¢ COVID-19.

Jl-p BrnaroeBa M3KIIOUMTENHO 3a1bOOUYEHO aHaIM3Mpa B3aMMO3aBMCMMOCTHTE MEXKIY KJIMHUYHMTE
XapaKTepUCTHKHU U TeXecTTa Ha 3abonsBaHeTo. Taka T4 ycTaHOBsiBa, ye DoaKaTa B IbpjioOTO. HAMYKETO Ha
cyXa WM NPOAYKTUBHA KALIMLA U JIUCTIHES Ce aCOLIMMPAT € NOBULIEH PUCK OT CMBPTEH M3XO0/. 3a pasinka
OT TE3H IPOMEHIIMBH, HAJIMUKETO Ha (PeOPUIUTET, CUMITOMM OT FAaCTPOMHTECTUHANHHS TPAKT U NPOMEHH B
CH3HAHWETO. HE OKA3BAT BJIMSHHE BbPXY M3X0/1a OT 3a005BaHETO.

[lpoyuenu ca 12 naGopaTopHM  MnokKaszaTead, Kato B MOArPYNOB aHaAM3 € aHalW3UMpaHo
CTaTUCTUYECKOTO BJIMSHUE BbPXY TEXKECTTA Ha NPOTHYAHE W JieTaleH u3xoa. Hanpasena e xapakrepucTuka
Ha MapKepuTe 3a Te)KKHU U KpuTHYHU (hopmu Ha COVID-19, a umenHo D-dimers, fibinogen, LDH, ferritin u
CRP.

AHanM3upaHu ca pesyaTature ot odpasuure uscneaBanus. [Ipomenure ca knacupuumupanu B 4 rpynu
B 3aBUCMMOCT OT CTOMHOCTTa Ha brixia score.

Pa3rnesnaHu ca TepaneBTUUHUTE MHTEPBEHLIMK KaTo kuciaopoaoneuenue, HUB | BakcuHaums.

JlucepraHTKaTa npuiara JOFMCTHUEH PErPECHOHEH aHaiu3 M pa3paboTBa MPOTHOCTHYEH MOJE 3a
OLIEHKAa HAa pUCKa MpU MaLMEHTH ¢ ymepeHa U Texko nporuyaina SARS-CoV2 nueBmonus. YUerupure
HEe3aBUCUMH MPOMEHJIUBU 3a4yX, TEKECT Ha MPOTHYAHE, HaJMuMe Ha MNpeaxoxaao 0enoapobHO Wiu
€HJI0KPHHHO 3a00J15BaHe, ca CTATUCTUYECKH 3HAUMMM Ha Ga3arta Ha kputepus Ha Wald (»p<0.000). [Mopaau
HEI0CTaTbYHOCT Ha HAKOW JaHHH, NPUJIAraHeTo Ha MYJITHHOMMWHAJIHA JIOPTMCTUYHA PErpecHsi € HEKOPEKTHO,
nopajau KOeTo ca Npe/ICTaBeHH pPe3yTaTH OT OMHapHATa JIOTMCTHYHA perpecHs, BKJIOUBalLA (haKTOPHUTE ChC
CTaTUCTUYECKHM 3HAYMMa BpPb3Ka C TEXKECTTA Ha NMPOTHUYaHE Ha 3a00J1sBaHETO.

JI-p bnaroepa npunara jorucTUUHaTa perpecus M HaMupa, Ye u3ciieaBaHuTe 1adopaTopHH U 00pa3HU
MoKasaTe/IM UMaT ChLIECTBEHO 3HAUYEHHE 3a ONpe/IeITHE Ha TeXKEeCTTa Ha MPOTHUYaHe Ha 3a00J1BaHETO.

[To-chbluecTBEHUTE PE3YTATH Ca CIEAHUTE:

[To-BHCOKHMTE CTOMHOCTH Ha (DEPUTHH, HAJl YCTAHOBEHATa rpaHuyHa ctoiHocT OT 150, ce cBbp3BaT ¢

ﬂpH6ﬂH3MTeﬂHO ABYKpAaTHO HapacTBaHE€ Ha BEPOATHOCTTA CbCTOAHHUETO [da MpOTH4Ya TEIKKO. [Tono6Ho



B/IMSIHHE OKa3Ba W (PHOPHHOTEHDBT, KATO CTOMHOCTH Hall 4.5 MOBMILABAT PUCKA OT TEXKKO MPOTHYAHE C OKOJIO
75.7% ( P=0.034). 3nauum daxrop ce oka3ssa 1 p0,, Npx KOWTO cTOMHOCTH noa 60 yBeTHUyaBaT BEPOATHOCTTA
3a TEKKO npoTuyane ¢ 2.224 (P=0.015). Haii-cunen npeaukTop 3a TexKo 3a60/1sBaHe ca 00pa3HUTE MPOMEHH.
[Ipy npemuHaBaHe OT NO-JEKM KbM MO-T€KKM KAaTeropud — OT HOpPMaiHa peHTreHorpadus npes
HHTEPCTHLIMATIHW W aJIBEOJIapHH M3MEHEHHMsS [0 M3JIMBM M KOHCOJIMAALUMH — BEpPOSTHOCTTA 3a TEKKO
nporuuyane Hapactsa ¢ 2.474 nbti (p=0.000).

Bcnuky BIHOUEHU (haKTOPU ca CTaTHCTHYECKH 3HAYMMM W M0Ka3BaT HE3aBUCHM NMPHHOC KbM MoJena,
KOETO Moj4epTaBa TAXHaTa KJIMHUYHA CTOWHOCT 3a PaHHO Pa3noO3HaBaHE HA MAaLMEHTH C MO-BMCOK PHUCK OT
YCIIOKHEHHS ¥ TEKKO KTHHUYHO pa3BUTHE.

8. luckycusi

[Iposesen e 3aabnboueH aHaiW3 Ha BCHYKW pe3ynTaTh. Pesynrtature ca 100pe MHTEprpeTHpaHH,
CbIOCTABEHU C TE3U HA APYI'M aBTOPU, U Ca J1aJIEHH JIOTHYHH obsicHeHus 3a pazauyusaTa.

9. ABTOpedepar Ha IHCEPTALHOHHHS TPYA

ATopedepaTbT Ha IMCEPTALIMOHHHS TPY/l € U3rOTBEH W CHHTE3WPaH B 100pe CTPYKTYpHpPaH BH], KaTo
B PaMKHUTE Ha 76 CTpaHWLM NMpeAcTaBs SICHO aKTyaJHOCTTa, LeJiTa U 3alayuTe, MaTepHaIUTe U METOIUTE,

OCHOBHHTE pe3yJITaTH, IUCKYCHS, UBBOAUTE, HAYYHUTE NPUHOCH W OrpaHHUYCHHATA Ha MMPOY4BAHETO.

10. U3Boau, HAYYHH NPHHOCH H NPEeNOPbKH

OTr HanpaBeHOTO npoyuBaHe ca W3BeneHH |2 W3BOAM, KOMTO OOOOLUEHO OTpa3fABaT MOJYYEHHTE
pesyatati. Te ca sicHo hopMyMpaHH W ca pe3y/iTaT OT TOYHO M3MTbJIHEHHE Ha MOCTaBeHHUTE 3anaqu. Llenta
Ha HayuyHMs TPYA € W3MbJHEHa, HanpaBeHa € XapakTepucTuka Ha Obarapckusi nauueHt ¢ COVID-19
HH(EKLMs W ca OrpeaesieHH NPOrHOCTHYHU MOKa3aTe/v 3a BUCOK PUCK OT TEXKO U KPUTHYHO NPOTHYAHE Ha
3a00/IIBAHETO U CMBPTHOCT NPH Te3H NALUEHTH.

CbrnacHa ¢bM HanbiaHO ¢ (hOPMYJIMPAHUTE HAYYHO-TEOPETHYHHW M HAYHHO-TIPUJIOKHH NMPUHOCH B
pabotata Ha A-p Becena bnaroeBa, kakto W ¢ M30pOEHMTE OT HEs OrpPaHUYEHMATA HA MPOYYBAHETO —
€IHOLIEHTPOBO MPOYUYBaHE C PETPOCTIEKTUBEH XapaKTep, HEAOCTATbYHOCT Ha MAUMEHTH C JIEKO MpOoTHYaHe
(n=12), KaKTO ¥ MaLMEHTH C KPHTHUYHO npoThyaHe (n=23). [[pyru orpaHuueHus Ha NMPOy4BaHETO € JIMIcaTa
Ha 'LJIFOCPOYHO MpocneasBane, aunca Ha napaien ¢ [1I10, orpanuyeHne Ha aHanu3a 10 XOCIIHTAIHW3HPaHH

NaLMEHTH W T.H., HO Te3U ujeu morar aa Obaat uenu Ha Obaely NpoyyuBaHusl.
11. 3abes1e’KKH KbM aBTOPA HA JHCEPTAHOHHHSA TPY]

HpaBn BI€YATJIEHHA LLIHWPOKOTO IMO3HAHUE HA CBETOBHATA JIMTEpPATypa, LUTHPAHH Ca 257 aBToOpa. 3a
CbhiKaJICHHE MHOI'O MajibK € AsJbT Ha 61>nrapCKuTe HU3CJICA0BATE/U, KOMUTO Ca UUTHUPAHH. Pasrnenanu ca
CTaTUCTUHYECKUTE JaHHH 3a 3IpaBHHA CTATYC Ha 6mrapme B HauuoHnanna nporpama 3a rnpeBeHUHs Ha
XPOHHYHHUTE, HE3apa3HH 3ab0s1sIBaHMS, HO LHTHPAHHUTE 6bnrapcxu HU3CJIEA0BATE/IH Ca CaMO TpUMa /PaHrayes,

2020 u 2022, I'ouesa, 2025 , dunes, 2022/.

12. [lybauKauuu



BbB Bpb3Ka ¢ qMCEpPTALMOHHMA TPyad ca HanpaBeHd 4 nyOsnukauuu: | nyGnukauus B crnucaHue
Impact factor, 3 nyGnukauuu B pedpepypany u MHAEKCMPaHH B CBETOBHOM3BECTHH 6a3un nanuu (Scopus 1 Web
of science) . /I-p bnaroesa e mbpBu aBTOp Ha ABe OT nybaukauuute. Otrosaps Ha [Tpunoxenue 2 UznckBanus
3a npuaoOMBaHe Ha HaydyHa CTEMEH M 3a 3a€MaHE Ha KaJeMMYHUTE AibkHOCTH B MY-Ilnesen cnopen
[TpaBunHuMK 3a pa3BUTHE Ha akajJeMH4HHUs cbeTaB B MY — [lnesen, 26.09.2022 2.

13. 3akaouenne
Jucepraimonnust tpya ” IIPEJUKTOPH 3A TEXKKO IMTPOTHYAHE U CMBPTHOCT IIPA

XOCIMUTAJIM3UPAHU TTAIHUEHTH C KOBUI-19 HH®EKIUSA ~ cwvovporca nayunu, nayuwo-
RPUIONHCHU U RPUNOMNCHU De3paimamu, KOUmo Npeocmagiaéam OpuUZUHANCH RPUHOC 6 HAyKama W
OTroBapsT Ha BCHYKH W3MCKBaHHUs Ha 3akoHa 3a pa3BuTHe Ha akagemMuuHus cbeTas (3PAC) u [MpaBunnuk 3a

pa3BUTHE Ha akaaeMHyHus cbeTaB B MY — [1neseH.
JluceprauMoOHHUAT Tpya nokassa, ue AoktopaHTa JI-p Becena CiaasuyeBa BaaroeBa nputexasa
3a1bA00OYEHH TEOPETHYHH 3HAHUS WM NpOo(ecHOHaNHM yYMeHHs Mo HayuHa cneuuanHoct 03. 01. 17

.. [THEBMOJIOT'HUs H CbTPIBHanHﬂ“, KaTo JAEMOHCTpHpaA KayecTBa U YMEHHUA 3a CAMOCTOATEIIHO MPOBEXK/IAaHE Ha

HAy4HO H3CJIC1BaHE.

[Topagn ropeusnokKeHoTo, yOeleHO naBaM CBOATA MOAOJNCHMENHA OUEHKA 3a TPOBEJIEHOTO
W3CJie/IBaHe, MNMpeICTaBeHO OT peleH3MpaHWTe MO-rope AMCEpPTaLMOHEH TpyA, aBTopedepar. MOCTHrHAaTH
pe3yJTaTH U NMPUHOCH, U NPEONazam HA NOYUMACMOMO HAYYHO JHCYpU Oa RPUCHOU 0OpazoeameHama u
Hayuna cmenen ‘0Ookmop’ Ha JI-p Becenna CiasueBa biiaroesa no J0KTopcka nporpama ,.lHEBMOJIOTHS W

dbrusuarpus™ 03.01.17.

Ha ocHoBanue 4n.59 ot 33/14
06.06.2026 . W3roTeuna peueHsusra:

npody. a-p Bans FOpykosa, 1.M.
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1. Brief biographical Data

Dr. Vessela Blagoeva obtained the educational and qualification degree "Master" in Medicine in 1995
at the MU Plovdiv. Since September 2016 and currently she is a full-time assistant at the Medical
University, Plovdiv, at the 1st Department of Internal Medicine, Section Pneumology and Phthisiology.
In 2020, she acquired a specialty in "Pneumology and Phthisiatry".

Dr. Blagoeva also has a recognized specialty in medical parasitology and tropical medicine since 2001.
For the period 1999 to 2009, she was a part-time assistant at the Department of Infectious Diseases,
Parasitology and Tropical Medicine of the Medical University, Plovdiv.

Dr. Blagoeva holds a Cambridge Certificate, C1 for English language proficiency and has practical
experience as a resident in the Department of Internal Medicine, Milton Keynes City Hospital, United

Kingdom.



2. Relevance of the topic

The 2019 coronavirus infection and the development of SARS-CoV2 pneumonia is a global problem.
The pathogenetic characteristics, the heterogeneity of the disease, the differences in the clinical course
and the high mortality rate determine the high scientific interest.

Bulgaria is among the countries most severely affected by the pandemic. After initially low levels of
SARS-CoV-2 infections for most of 2020, Bulgaria experienced a major epidemic wave in late 2020,
which caused the highest recorded excess mortality in Europe, among the highest in the world (Excess
mortality rate ~0.25%). Unlike Western Europe, most of the excess mortality in Bulgaria occurred in
the second year of the pandemic, likely related to differences in vaccination coverage levels /Rangachev,
et al. The Impact and Progression of the COVID-19 Pandemic in Bulgaria in Its First Two Years.
Vaccines (Basel).2022 Nov 10;10(11):1901.doi: 10.3390/vaccines10111901./.

The high excess mortality in Bulgaria correlates with insufficient testing intensity, delayed imposition
of lockdown measures and high prevalence of cardiovascular diseases. Significant delays in imposing
strict measures to reduce mobility, combined with a lack of medical resources, have likely caused
significant loss of life, including among the working-age population /Rangachev, A., Marinov, G.K. &
Mladenov, M. The demographic and geographic impact of the COVID pandemic in Bulgaria and
Eastern Europe in 2020. Sci Rep 12, 6333 (2022)./.

The first Bulgarian retrospective study on clinical characteristics and severity of hospitalized patients
with COVID19 was published in 2020. The research team found that advanced age, male gender,
comorbidities, dyspnea, nausea are higher risk factors for severe forms. In severe forms, a significant
increase in leukocytes, C-reactive protein, creatinine, aspartate aminotransferase, LDH, D-dimer is
observed, which are associated with a poor prognosis of the disease /Popov G, et al. Clinical
Characteristics of Hospitalized Patients with COVID-19 in Sofia, Bulgaria.Vector-borne and zoonotic
diseases.Volume 20, Number 12, 2020/.

Later, researchers from the Medical University of Plovdiv conducted laboratory monitoring of
prognostic biomarkers in 168 hospitalized patients with COVID-19 /Desislava Arabadzhiyska.
Laboratory monitoring of prognostic biomarkers in hospitalized patients with COVID-19. Monitoring
of prognostic biomarkers in hospitalized patients with COVID-19. Dissertation, 2025, Plovdiv/. Patients
with severe infection have significantly higher values for CRP, LDH, ferritin, IL-6, PCT, lower serum
albumin compared to the results in the group with moderate COVID-19. All patients with a fatal
outcome have a severe form of the disease, are older, male, with a longer hospital stay.

The team of Prof. E. Naumova analyzed the virus-specific humoral immune responses in patients with
COVID-19 with different severity of the disease. Specific SARS-CoV-2 antibodies and the high
capacity of these antibodies to neutralize the virus appear in an early phase of 2 weeks from the onset
of symptoms /Shikova E, et al. Virus-specific humoral immune response in Bulgarian COVID-19
patients with varying disease severity. J Infect Dev Ctries2023 Dec 31:17(12):1674-1681adoi:
10.3855/jidc.18274./



The same team studied humoral and cellular immunity in addition to the above. The data obtained show
that for a long period - 6-9 months after a full course of immunization with mRNA vaccine, immune
reactivity is present, but both cellular and humoral immune responses gradually decrease, and the
administration of a third dose restores mainly the specific humoral immune response against the SARS-
CoV-2 virus /Mihaylova A et al. Durability of humoral and cell-mediated immune response after SARS-
CoV-2 mRNA vaccine administration. ] Med Virol. 2023 Jan:95(1):¢28360.doi: 10.1002/jmv.28360/.
Bulgarian researchers assess the relationship between HLA and the progression of COVID-19 in the
population. The authors found that the HLA-DQBI1*05:03 allele (OR = 3.13, pc = 0.0008) is
significantly associated with the severity of COVID-19 /Tsvetelin Lukanov et al. HLA-DQB1%05:03 is
associated with an increased risk of COVID-19 progression in the Bulgarian population.Hum Immunol
2025 Jan:86(1):111228.doi: 10.1016/j.humimm.2024.111228. Epub 2025 Jan/.

Another research team from Medical University Sofia identified laboratory and genetic markers
important for the severity of COVID-19 in order to improve the assessment and treatment of patients.
Clinical, laboratory (complete blood count, complete biochemical parameters - lactate dehydrogenase
(LDH), serum ferritin) and genetic markers (OAS1 rs4767027) were analyzed. Although increased
levels of OASI transcripts are correlated with a reduced risk of infection, they may contribute to
activation of the NLRP3 inflammasome once infection is established /Tanya Kadiyska, et al. Laboratory
and genetic predictors for severe COVID-19 infection.Pharmacia 2024;71: 1-8DOI 10.3897/.
Identification of reliable prognostic markers predictors of progression in disease severity was also
investigated by Fatma Mehmed Karafaiz in a single-center retrospective study conducted at UPMBAL
“St. John the Baptist”, which included 200 hospitalized patients with SARS-CoV2 pneumonia. An
integrated prognostic model was developed that assesses the individual risk of fatal outcome and the
probability of transfer to OAI on the day of admission to the hospital / F. Karafaiz. Predictive factors
for more severe course in patients with SARS COV-2 pneumonia. Dissertation, 2026, Sofia /.
Determining the profile of Bulgarian patients with COVID-19 with demographic characteristics and
details of the clinical picture of the disease, prognostic indicators for high risk of severe and critical
course and mortality will allow for timely recognition and timely treatment.

3.Structure of the dissertation

The dissertation is presented in a total volume of 149 pages. The structure is formed according to the
accepted rules. Illustrated with 35 figures, 1 graph and 28 tables. The bibliography covers 259 literary
sources.

The content is structured in accordance with the established academic requirements and includes
sequentially:

* Introduction -1

* Literature review - 41 pages

* Aim and objectives - 1 page

* Material and methods - 9 pages



* Results - 33 pages

* Discussion -2 3 pages

* Conclusions -2 pages

« Limitations of the study - 1 page

* Contributions - 1 page

* Literature -26 pages

» Appendices - 45 pages

4. Knowledge of the problem

The literature review synthesizes the state of scientific knowledge at this time. The etiology. history and
consequences of the COVID-19 pandemic are consistently traced. Epidemiological data,
pathophysiological and pathogenetic mechanisms are very well presented. Dr. Blagoeva knows the
epidemic situation in Bulgaria very well. It describes in depth the waves of infection 2020-2024 and
makes an analysis and comparison of deaths in our country with those in Europe and the world. A
characterization of the COVID-19 infection and the demographic predictors for a high risk of severe
course have been made. The clinical symptoms of the infection and the broad profile of accompanying
diseases have been examined in depth. Laboratory markers, X-ray changes and CGA play a significant
role as predictors of the prognosis of the disease.

5. Scientific hypothesis, goal and tasks of the dissertation

The goal is logically and naturally deduced from the review madeof the scientific work. It is clearly
formulated and four tasks have been set to achieve it. The tasks are of a specific nature and contribute
to the implementation of the goal and provide an opportunity for one's own contribution to scientific
knowledge. They cover all key elements of the study - demographic characteristics of the cohort in 306
patients, comorbidities associated with a high risk of severe and critical course of the disease and
mortality, symptoms, laboratory and imaging parameters, and therapeutic interventions determining a
high risk of severe and critical course of the disease and mortality. By applying logistic regression,
prognostic factors for a high risk of severe and critical course of the disease and mortality are
determined.

6. Study methodology

This is a single-center retrospective, observational study conducted at the University Hospital "St.
George", which included 306 hospitalized patients with SARS-CoV2 pneumonia in the period
01.08.2021 - 31.04.2022. The group was randomly selected from all patients treated in the COVID-19
ward of the Clinic of Pneumology for the same period. The choice of the analyzed period of the study
is justified in detail.

The methodological approach includes a standardized clinical-diagnostic assessment before starting
therapy:

- Clinical assessment - history, physical examination, pulse oximetry, mental status assessment

- Laboratory tests - PBC, biochemical tests, coagulation status, virological tests,



- BGA

- Imaging tests - radiography, CT, CT angiography

- Therapeutic interventions, oxygen therapy, NIV, administration of antiviral drugs

The statistical processing is described sufficiently and thoroughly. The data were analyzed by variance
analysis to summarize quantitatively measurable data and alternative analysis to summarize
qualitatively measurable data. Parametric analyses were applied to normally distributed quantitative
values.

Logistic regression was applied to predict the probability of fatal outcome and determine statistically
significant factors. It was also used to assess the relative risk of independent variables on binary
dependent variables.

7. Own results

The results in the dissertation are presented in a structured and consistent manner through descriptive
statistics of the cohort, analysis of the results related to the specific task. They are presented and
analyzed in 3 subchapters. The results obtained are original, with direct application in clinical practice.
A complete demographic characterization of the cohort, distribution by gender and age, severity of the
course, and the influence of age on the severity and outcome of the disease were assessed.

Smoking, place of residence and stay in an institution were analyzed for the prognosis of the disease.
The relationship between the severity of the disease and the outcome was examined, as well as the
influence of age, gender and severity of the course.

A significant part of the results is devoted to the accompanying diseases in patients with COVIDI9.
Most comorbidities are described in detail and the relationship between the number and characteristics
of accompanying diseases with severity and mortality is studied.

The presentation is illustrated with numerous tables and figures, which makes it easier to follow the
logic and main conclusions.

The following is a clinical characteristic of COVID-19 infection, with the symptoms of the disease
divided into 5 categories: symptoms of GDP, symptoms of DDP, gastrointestinal, qualitative changes in
consciousness and general symptoms. The groups of symptoms were analyzed in view of their influence
on the increased risk of lethal outcome in patients with COVID-19 infection.

Dr. Blagoeva analyzed the interdependencies between clinical characteristics and the severity of the
disease in great detail. Thus, she found that sore throat, dry or productive cough and dyspnea are
associated with an increased risk of death. In contrast to these variables, the presence of fever,
gastrointestinal symptoms and changes in consciousness do not affect the outcome of the disease.

12 laboratory parameters were studied, and in a subgroup analysis the statistical influence on the
severity of the course and lethal outcome was analyzed. The markers for severe and critical forms of
COVID-19 were characterized, namely D-dimers, fibrinogen, LDH, ferritin and CRP.

The results of imaging studies were analyzed. The changes were classified into 4 groups depending on

the value of the brixia score.



Therapeutic interventions such as oxygen therapy, NIV, vaccination were considered.

The doctoral candidate applies logistic regression analysis and develops a prognostic model for risk
assessment in patients with moderate and severe SARS-CoV2 pneumonia. The four independent
variables dyspnea, severity of the course, presence of a previous pulmonary or endocrine disease, are
statistically significant based on the Wald criterion (p<0.000). Due to the insufficiency of some data,
the application of multinomial logistic regression is incorrect, therefore, results of the binary logistic
regression are presented, including the factors with a statistically significant relationship with the
severity of the course of the disease.

Dr. Blagoeva applied the logistic regression and found that the studied laboratory and imaging
indicators are of significant importance for determining the severity of the course of the disease.

The more significant results are the following:

Higher ferritin values, above the established cut-off value of 150, are associated with an approximately
twofold increase in the probability of the condition being severe. Fibrinogen also has a similar effect,
with values above 4.5 increasing the risk of severe course by about 75.7% ( p=0.034). A significant
factor is also p02, where values below 60 increase the probability of severe disease by 2.224 (p=0.015).
The strongest predictor of severe disease is imaging changes. When moving from milder to more severe
categories — from normal radiography through interstitial and alveolar changes to effusions and
consolidations — the probability of severe disease increases by 2.474 times (p=0.000).

All included factors are statistically significant and show independent contributions to the model, which
emphasizes their clinical value for early recognition of patients with a higher risk of complications and
severe clinical development.

8. Discussion

A thorough analysis of all results was conducted. The results are well interpreted, compared with those
of other authors, and logical explanations for the differences are given.

9. Abstract of the dissertation work

The abstract of the dissertation work has been prepared and synthesized in a well-structured form,
within 76 pages it clearly presents the relevance, purpose and tasks, materials and methods, main results,
discussion, conclusions, scientific contributions and limitations of the study.

10. Conclusions, scientific contributions and recommendations

12 conclusions have been drawn from the study, which summarize the results obtained. They are clearly
formulated and are the result of accurate implementation of the tasks set. The purpose of the scientific
work has been fulfilled, a characterization of the Bulgarian patient with COVID-19 infection has been
made and prognostic indicators for a high risk of severe and critical course of the disease and mortality
in these patients have been determined.

I fully agree with the formulated scientific-theoretical and scientific-applied contributions in the work
of Dr. Vessela Blagoeva, as well as with the limitations of the study listed by her - a single-center study

with a retrospective nature, a lack of patients with mild course (n=12), as well as patients with critical
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course (n=23). Other limitations of the study are the lack of long-term follow-up, lack of parallel with
PPO, limitation of the analysis to hospitalized patients, etc., but these ideas can be targets of future
studies.

11. Notes to the author of the dissertation

The broad knowledge of world literature is impressive, 257 authors are cited. Unfortunately, the share
of Bulgarian researchers who are cited is very small. Statistical data on the health status of Bulgarians
in the National Program for the Prevention of Chronic, Non- contagious Diseases were examined, but
only three Bulgarian researchers were cited /Rangachev, 2020 and 2022, Gocheva, 2025, Filev, 2022/.

12. Publications

In connection with the dissertation, 4 publications were made: 1 publication in a journal with Impact
factor. 3 publications in refereed and indexed in world-renowned databases (Scopus and Web of
science). Dr. Blagoeva is the first author of two of the publications. Meets Appendix 2 Requirements
for obtaining a scientific degree and for holding academic positions at MU-Pleven according to the
Regulations for the Development of Academic Staff at MU - Pleven, 26.09.2022.

13. Conclusion

The dissertation "PREDICTORS FOR SEVERE COURSE AND MORTALITY IN
HOSPITALIZED PATIENTS WITH COVID-19 INFECTION" contains scientific, scientifically
applied and applied results that represent an original contribution to science and meet all the
requirements of the Academic Staff Development Act (ASDA) and the Regulations for the
Development of Academic Staff at MU - Pleven.

The dissertation shows that the doctoral student Dr. Vessela Slavcheva Blagoeva possesses in-depth
theoretical knowledge and professional skills in the scientific specialty 03. 01.17 "Pneumology and
Phthisiatry", demonstrating qualities and skills for independent scientific research.

Due to the above, I confidently give my positive assessment of the conducted research, presented by
the above-reviewed dissertation, abstract, achieved results and contributions, and I propose to the
esteemed scientific jury to award the educational and scientific degree of 'doctor' to Dr. Vessela

Slavcheva Blagoeva in the doctoral program "Pneumology and Phthisiatry' 03.01.17.

06.06.2026 Prepared the scientific review:

Prof. Dr. Vania Youroukova, D.M.
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