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KnvHuka no HeoHatonorms, CBANAB-EAL , Mpod. UeBaH Mutes ,, MY — Codus,
onpeneneHa 3a PeueH3eHT Ha AucepTaumoHHMA Tpya Ha A-p MpecnaBa layeBa cbe
3anoseg Ne 1823/01.07. 2025 Ha Pektopa Ha MY- MNneseH

MpepctaBeHaTa peueHsnA e Ha AMCepTauMOHHMA Tpyh C  Tema: BbTpebonHu4yHM
NHOEKLMN NPU HOBOPOAEHN — YeCTOTa, PUCKOBM GaAKTOPU, €TUONOIUA, AUATHOCTUKA U
nsxon“, Ha a-p Mpecnasa laueBa — AOKTOPAHT B peAoBHa ¢opma Ha obyyeHue B
AOKTOpCKa nporpama ,, Meguatpma“ Kbm Kateapa [Aetcku 6onectu, MY-MneseH, rp.
MneseH, B 06nacT Ha Bucle obpa3oBaHue 7. 3apaBeonasBaHe n cnopt; MNpodecnoHanHo
HanpasneHue 7.1. MeanumHa, Hay4Ha cneumanHoct , MeaunaTpma“ 3a NpucbKAaHe Ha
obpa3oBaTenHaTa M Hay4yHa cTteneH ,, Jloktop”

BuorpaduyHm gaHHM 3a AncepTaHTa

O-p Mpecnasa MaueBa e 3aBbpluMIa BUCWETO CM MeAUUMHCKO obpasoBaHne B MY-
MneseH npe3 2016 roa, KaTo c/nen, ToBa e 3anoyHana paborta B HeoHaTosnornyHa
KnnHmka Ha YMBAN  “ [O-p Teoprn CrpaHcku “, rp. lneBeH, 3auucneHa e 3a
cneumanmsauma no HeoHaTtonorMa npes cbwata rogmHa. Ot 2018 ron e penoseH
ACUCTEHT N AOKTOpPaHT Kbm Kateapa “ [leTckm 6onectn “ MY — MNneseH. MNpe3 2024 rop,
npuaobusa cneumanHOCT NO HeoHaTo/NorMA. YYyacTByBana € B Pas/IMYHM KypcoBe 3a
cnepannnaomMmHo obyyeHune B bbarapma mn yyKbuHa. ABTOpP e Ha HayyYHu nybankauuu B
HBATAPCKM U YYKAECTPAHHU M34aHMA, UMa ydacTMe Ha OBArapcKM U MeXAYHapOLHM
Hay4yHU popymu.

AKTyaﬂHOCT Ha npo6nema n AMcepTa6MﬂHOCT Ha TeémMaTta

[VCepTaUMOHHUAT TPpya, € MOCBETEH Ha M3K/IIOYUTENHO aKTyaseH 33 CbBpeMeHHaTa
HEOHaTONOrM4YHa NPaKTUKa Npobaem — BbTPeboHUYHMTE UHPEKLUM B HEOHATONOTUUYHM
WHTEH3UBHM OTAEeNeHUA. 3HAaYMMOCTTa Ha npobsiema ce onpegens OT MO-BMCOKaTa
4yecToTa Ha Te3n UHPEKLMM NPU HeJOHOCEHM AeLa, KOETO e CBbP3aHO ¢ HeobxoaMmocT
OT yAb/KaBaHe Ha 6O/NHMYHMA MPECcToi, NOABATa HA YC/IOMKHEHWA B KAMHWYHATA
€BO/IOLUMA M MOBULLIEH PUCK OT CMbPTEH M3xoh. B cBeToBeH mawab e ycTaHoBeHa
TpallHa TeHAEeHUMA 3a MNOBULIEHA 4YecToTa Ha BbTPebONHUYHUTE BakTepuanHu
MPUYUHUTENN C MHOMKECTBEHA PEe3UCTEHTHOCT KbM aHTUOMOTUMLM U aHTUMMKOTUYHM
CPeACTBa, KOETO CbLLEeCTBEHO 3aTPyAHABA yCreLwHaTa Tepanus.

B Bbsrapmva Mma MHOro MajsKo Hay4yHU mscnenBaHuA U I'Iy6J'IMI'(aLI,VIVI, NnOCBETEHUN Ha
npo6nema 3a HO3OKOMMHATHUTE MHd)eKLI,VIVI B UHTEH3UBHWUN HEOHATO/IOTMYHUN OTAENEHNA.



Temara Ha AMCEPTaLMOHHMA TPyh € aKTyalHa 3a K/AMHUMYHATA MNpaKTMKa W
ancepTabunHa. HayyHaTa pa3paboTKa OTroBapsi Ha M3MCKBAHMATA 3a CTPYKTypa Ha
AVNCEePTaLMOHHUA TPpya, HanucaHa e Ha 175 CTaHAApTHM CTPaHULM CbC CNefHOTO
pasnpegeneHue: CbAbP)KAHWE U CbKpaleHua — 8 CTpaHuLM; BbBeaeHWe — 2 CTp.;
nuTepatypeH o630p — 42 cTp.; uen v 3agaum — 1 cTp; matepuan u metogu — 12 ctp,
pe3ynTatM u obcbaaHe — 81 cTp.; M3BOAM — 3 CTP; NPUHOCU — 2 CTP;NPUNONKEHUS — 7
cTp; 6ubnnorpadua — 12 ctp.

NntepatypHUaT 0630p 3aema okono 25% ot obema Ha gucepTaumaTa U e paspaboTeH
Bb3 OCHOBA Ha 159 6ubnnorpadcku 3arnasus, npeobnagasat Te3n Ha NaTuHKULA. OKono
nonosuHaTa OT nybaukauuute B 6ubAmMorpadckata cnpaBka ca oT nocnegHute 10
roguMHn, a okono 25% ot TaAx oT nocnegHuTe 5 rognHu.

BbB BbBEAEHMETO aBTOPKATa NOCTaBsA aKUEHT BbPXY aKTya/IHOCTTA Ha npobinema 3a
CTpaHaTa, npeasua MaskKuaT 6poi Ha NpPoy4yBaHMATA B CTpaHaTa 3a BbTPEOOSHUYHM
HeOoHaTa/IHN UHPEKLMN.

MbpBaTa YacT Ha IMTepaTypHMA 0630p e NocBeTeHa Ha onpeaeneHneTo U YyectoTaTa Ha
BbTPEOONHMYHUTE MHOEKUUM NPU HOBOPOAEHMU Aela, NPeacTaBeHM M aHaNM3MpPaHU Cca
AeduHMUMnTE Ha BbTPEOONHMYHN MHPeKUMM cnopes LleHTbp 3a KOHTPOA M npeseuus
Ha 3abonssaHuATa B CALL 1M B bbarapua.llogyeptaBa ce BOAELWOTO 3HAYEHME Ha
MHEKUMNTE HA KPbBOOOpPALLEHMETO B HEOHATONIOTMYHUTE WMHTEH3MBHWU OTAENEHUS.,
KOWUTO Ca KaTeropmsmpaHu KaTo MbpBMYHA MHPEKUMA Ha KPbBHUA MOTOK, MHEKUMA,
CBbp3aHa C UEHTPaNeH KaTeTbp W BTOPUYHA MHEKUMA Ha KpbBTa. [ogpobHo ca
npeacTaBeHn AaHHWUTE 3a YecToTaTa M AePUHMLMATA HA HEOHATA/IHWUA cencuc. BaxkHu ca
YTOYHEHMATA 3@ HaA/IM4Me Ha KAMHWMYEH Cencuc npu  HOBOPOAEHW pJeua, 3a
AedUHMpPaHeTo M AMarHo3aTa Ha KOMTO He Ce M3UCKBA NONOXMUTE/NHA KPbBHA KyATypa.
MpepcTaBeHn ca AeTal/IHU MOSICHEHMA 33 AMATHOCTUYHUTE KPUTEPUM NpPU KaTeTbp —
CBbp3aHa WMHOEKUMA M MHOEKUMA Ha KpbBTa, CBbp3aHa C UEHTPaseH W3TOYHUK.
[eTalinHO ca npeacTaBeHW M AMATHOCTUMHUTE KPUTEPUM 33 BEHTUNATOP-acouumpaHa
NMHEBMOHMA, MEHMHIUT C KbCHa MNOsBa, YPOUHPEKLUN, MHTECTMHANHA Nepdopaums m
NEPUTOHUT, KAKTO U MUHOEKUMM Ha XUPYPrMYHOTO MmAcTo. MHoro noapobHo e
npeacrtaBeHa CbBpeMeHHaTa MHPopMaLMa 3a PUCKOBUTE GaKTOPM 3a Bb3HWKBAHE Ha
HeoHaTaNHW BbTPEOONHUYHU WMHOEKUMM , KoeTo pas3bupa ce onpenens uenute wm
MeTOAMKATa Ha AUCEPTALMOHHMA Tpya. MHOro BaXeH pasgen oT AntepatypHUAT ob3op
€ TOo3M, MOCBETEH Ha MUKpobuosornyHaTa eTMOoNorMA Ha HeoHaTa/HUTe
BbTPebONHMYHM MHbeKuun. [Jobpe ca npeacTaBeHUM TPYAHOCTUTE, KOUTO MOHAKOra
Bb3HMKBAT NPWU afeKBaTHATa WMHTepnpeTaums Ha M30AMPaHUTE OT KPbB Koarynasa-
HeraTMBHMU CTaPUNOKOKU, KAaKTO U FONAMOTO K/IMHMYHO 3HA4YeHWe, o0cobeHo B HAKOM
reorpadCckM permoHn Ha UHdekummte ¢ pam HeraTMBHM OHaKTepuM OT  CEMEeiCcTBO
Enterobacteriaceae, Ha nbpBo maAcTo oT KouTo Klebsiella pneumoniae.



MoapobHo ca pasrnegaHn mMeToauTe 3a AMarHosa Ha BbTPebonHMYHUTE MHPEeKUUn —
KAMHUYHKU NpU3HaUu, nabopaTopHu mapKepmn — C-peakTUBEH NPOTENH, MPOKANLUTOHUH,
WMHTEPNEBKMHM 6 MU 8 U eHOO0KaH, KAaKTO M XemMaTo/NIorMYyHMUTe Mokasatenn. Makap wm
HaKpaTKoO e npeacTaBeH M NpobnembT 3a pa3paboTBaHe Ha NPEAUKTUBHM CKaau 3a
HeoHaTaneH cencuc. HanpaBeH e aHa/AM3 Ha NPOy4YBaHMATA BbPXY BbTPEOONHUYHUTE
MHbEKLMN NPU HOBOPOAEHWN B Bbarapus.

Lenta n 3agaunte ca aobpe dopmynvpanu. B pasgen , MaymeHTM n metoam” ca
AedUHUPAHU BKIKOYBALLMTE U U3KIOUYBALLM KpUTEPUN. BPOoAT Ha NauMeHTUTe, BKAKOYEH
B npoyysBaHeTo Mo 3agaya 1,2,3 u no 3agaya 4,5 e pocTtaTbyeH 3a uUenuTe Ha
cTaTUCTMYecKkaTa 06paboTKa M AOCTOBEPHOCTTA Ha MOJIYYEHUTE PE3YyNTaTH .

B pa3sgena ,, [lM3aiiH Ha Npoy4BaHeTO ,, Ca NpeAcTaBeHn fobpe mM3cnesBaHUTE PUCKOBU
baKTOpK, aAHANM3UPAHUTE KAWHUYHW CMMNTOMW Ha UMHPeKumna, nabopaTopHuTe
NPOMEHW, Pe3ynTaTm OT MUKPOOMONOrMYHUTE M3CNenBaHMA, MPOTMYAHE U U3XO04 Ha
3abonsaBaHeTo.

OCHOBHUTE TpynNM MAUMEHTUM Cca WHOPEKTUPAHM HOBOPOAEHM C [OOKasaHa WAM He
WHOMKATOpHA BbTPEbO/SHMYHA WMHPEKUMA M KOHTPOJIHA rpyna Ha HeuHOEeKTUpaHu
HOBOPOAEHU. AHanusupaHuM ca puckoBuTe akTopu, NabopaTopHUTE MOKasaTenn M
KAMHUYHUTE CMMNTOMU. MapkepuTe 3a Bb3NanuTesIHa aKTUBHOCT — WHTEPNEBKUHMU,
NPOKA/NLMTOHMH, EHA0KAH Ca U3cneaBaHM NPU NALMEHTU C KNMHMYEH cencuc / cbe u bes
NONOXKUTENEH MWUKpoBMONormyeH pesyntat /, Taka M NpU CUMNTOMATMYHM, HO
HEeMHPEKTUPAHU NALMEHTM U KOHTPOJIHA rpyna 34paBu HOBOPOAEHU. JlTabopaTopHUTe M
CTAaTUCTUYECKUTE METOAM Ca aZleKBaTHU 3a LeNNTe U 3aa4MTe Ha NPOoyYBaHETo

Pe3yntatn n o6CcbKaaHe
1. MNo3sapgaval

YectoTaTa Ha BbTPEOONHMUYHUTE MHOEKUMM e onpegeneHa Kato 6pon naumeHTn ¢
nHdekuma Ha 100 npemmnHann geua B UHTEH3UBEH cekTop. JJobpe 61 6bmuno yectoTata aa
6bae npepctaBeHa M Kato 6pont MHPeKumm Ha 1000 AHM NpecTon B WMHTEH3MBHO
otaeneHne, pecn. 1000 BeHTMAAUMOHHM AHWM M 1000 gHWM NpecToir Ha UEHTpaneH
BEHO3eH KaTeTbp. Pe3yntatute noTBbprKAaBaT xunoTesaTa, 4Ye BbTpeboNHUYHUTE
MHbEKLMN ca No-4ecTM NpU HOBOPOLEHMUTEe Aeua C MO-BMCOKA CTENeH Ha He3pAnocT,
MHOFO HUCKO Ters0 Npu paxAaHeTo M Nno-Ababr 60AHMYEeH npecToi. B rpynata Ha
NHbEKTUPaHUTe Aeua pe3ynTaTtuTe NOTBbPKAABAT ANTEPaATYPHUTE AAHHU 33 HAN-ronam
OTHOCUTENEH AAN Ha HO30KOMMANHUA cencuc. MoTBbpKAaBaT ce U JAHHUTE OT Apyru
NPOY4YBaHMA 33 3HAYMMOCTTA HA MHEBMOHMATA KaTO KJANMHMYHA M3ABa HA BbTPebOHNYHA
nHdekuma.OTHOCHO MexaHM3Ma Ha pa3sBUTUE HA KbCHUA HeoHaTaneH cencuc gobpe 6u
6110 Aa ce aHaAU3MpPaT U1 MUKPOBMONOTMYHUTE Pe3yaTaTh OT PpeKaNHU NPobun, maliku
npeasua Bb3MOXKHOCTTA 32 pa3BUTME Ha KPpbBHa MHEKUMA, nocneaBalla MHTECTUHANHA
H6aKkTepnanHa TpaHcAoKauua. MuKpobuonormyHata  XapakKTepucTUKa NOTBbPXKAABA



OAaHHUTE 33 HaM-BMCOKA YecToTa Ha MHbeKuumnTe, npudnHenmn ot Klebsiella pneumoniae,
Ha BTOPO M TpeTo mAcTo cboTB. Staphylococcus species n E. coli. NMoTebpxKAaBaT ce
[aHHUTe 3a npeobnagaBaHe Ha Koarynasa HeraTusHuTe ctadpunokokm / 95,3% ot
N30/1IMpaHnTe cTadUNOKOKM /.

2. Mo 3agava 2

[Jobpe e npepctaBeH CPaBHUTENHUAT aHANM3 Ha ABeTe rpynu Mno BK/AKOYEHUTE B
n3cneABaHeTo PUCKOBM pakTopu. N3BeseHWUTe KauyecTBEHU M KOJIMYECTBEHU PUCKOBU
bakTOopU nNpu UHOEKTUpaHUTE feua ca OYaKBAHM WM cCa B Cbraacue C AnTepaTypHUTe
AaHHW. [JOKa3aHO e 3HayeHMeTO Ha aHemMMATa KaTo PUCKOB (aKTop 3a MHPeKuuu B
HEOHATONOMMYHO UHTEH3UBHO OTAENEHUE, KaTo NoA0OHU Kopenauumn He ca NpoyyYBaHU
M He ce CMOMEHABAT KaTo pMCKOB GaKTOp B NpeAcTaBeHUTe ANTepPaTypHU AaHHU. Mpasu
BMNeYaT/IeHMe CTaTUCTUYEeCKaTa 3HAYMMOCT Ha TO3M PUCKOB PaKTop — Hanu4yeH npu 61,1%
OT WHpEKTUpaHUTe HOoBOpOAeHM M camo 13,1 oT cayyauTe Ha HeuHO EKTMpaHuTe.
MoapobHO ca Npoy4eHn u puckosuTe GaKToOpPU, CBbP3aHU C MHBA3UBHU MaHUNynauum —
LUBK, ractpanHa coHaa, MHBAa3WBHA U HEMHBA3MBHA BEHTUAAUMA, KaKTO U NapeHTepanHo
XpaHeHe. Mankumat 6poi Ha NauMeHTUTe C LLeHTPA/SIHU BEeHO3HUM / ymbunaunkanuu /
KaTeTpu He AaBa Bb3MOMKHOCT MbJHOUEHHO Aa 6bAe aHanM3MpaH To3n GakTop, KaTo
AONBAHUTENHO KPATKOTO BPeEMe Ha MPecTod Ha YMOUAMKANHWUTE KATeTpM He Aasa
CUTYpHa [0CTOBEPHOCT Ha pe3yntatuTe, UMaWKM nNpensua CPaBHUTENHO MO-KbCHOTO
Bb3HMKBAHEe Ha BbTpeboNHUYHUTE WHPeKkuMn. Bce nak wu 10-Te NONOKUTENHM
MUKPOBMONOTrMYHM NPOOBK Ca YCTAaHOBEHM MPU NO-AbAbI NPECTOM HA KaTeTbpa — 6,2 AHW.
NHTepecHM ca JaHHUTE 33 KOpenauusa MexKay YectoTtaTa Ha BbTPeboNHUYHU MHPEeKUMM
N HeobxoAMMOCTTa OT MNOCTaBAHE HA racTpasHa COHAA, KAKTO M pe3yntatuTe 3a
3HaYeHMeTo Ha PAHHOTO eHTepasiHO XpaHeHe, He3aBUCUMO, Ye JIMMCBA Bb3MOXKHOCT Aa
ce aHanM3mpa paHHOTO 3axpaHBaHe C Kbpma. CblLLO TaKa MHTEPECHM ca pe3yaTaTuTe 3a
cnabo npoyyBaH GaKTOp KaTo HEMHBA3MBHATA MEXaHWYHA BEHTMUIALMA.

lpynata Ha Aeuata C BPOAEHM aHOManUM € TBbPAE Pa3HOPOLHA, KATO HAKOW OT
YCTaHOBEHUTE aHOMA/IMM He B1Xa MOTM MO HUKAKbB HauMH Aa 6baaT pUCKOB GaKTop 3a
BbTpebonHMYHA nHbeKUMA.

3. MNo3agauva 3

MHOro MHTEpPeCHa e uaeAaTa Aa Ce aHa/AM3MpPaT HAYa/IHUTE KAMHUYHM CMMMTOMM Ha
BbTPebONHMYHA MHDEKUMA, KaKTO M KOopenaumata MM C BUAa Ha MUKPOOMONOrMYHMA
NPUYMHUTEN.3a LENNTE HA KAMHUYHATA NPAKTMKA MHOrO MONE3HO € MNPOYyYBaHETO Ha
Kopenaums mexay OonpeaeneHn KAWMHUYHUM CMMNTOMM, TEKECTTa Ha MPOTMYaHE Ha
3abonaBaHeTo M u3xoaa. WHTepecHM ca AaHHUTE 33 KOpenauma Mexay KANHUYHUTE
cMMnToMM U nabopaTopHM [AaHHM C  MUKPOOMONIOrMYHATa XapaKTepuUCTMKa Ha
BbTpebonHMYHaTa nHbekumA. OCHOBHUTE KOpenaunn, KOUTO ce YCTaHOBABAT Ca MeXay
CMMNTOMa anHea, aucnHea N MHbeKuma ¢ npuumHuten E.coli u TpombounToneHua, npm



nHdekumnte, npuunHeHn ot Klebsiella pneumonia. JeduHupaHn ca 1M Han-yecTute
CMMMATOMU NPU BBTPEDOONHMYHA MHOEKLUUS — HEBUpPEEHE U TEerfoBeH crnaf, HyXaa oT
pecnMpaTopHa NOAAPBKKA UAN NOBULLIEHM KUCNOPOAHU HYXKAM, anHea U gucnHesa. Kbm
TO3M pa3fen Ha aHanM3 Ha AaHHWUTe B M3NbJ/IHEHME Ha 3aga4a 3 61 6uno MHTepecHo aa
Ceé HanpaBM aHa/M3 Ha K/AMHMYHATA CUMMNTOMATMKA NPM NAUMEHTU C M30/IMPaHU
Koarynasa — HeraTMBHM CTAaPUIOKOKW, TbA KATO MO HAKOW /UTEPATYPHU [aHHU
KNAMHUYHUTE NPOSABM B TE3M C/ly4au Ca NO-AUCKPETHU U NO-TPYAHO CEe ANarHoCTULMpaT.

C ronAmo KAMHWYHO 3HAYeHWe e pPa3fendbT, MOCBETEH Ha OUEHKaTa Ha Han-yecTute
nabopaTopHM NoKasaTenu Npu UarHOCTUUMPAHE Ha BbTPebONHUYHM MHbeKLMnU. MHoro
BA’KHW OT NPAKTUYECKA r1efHa TOYKA Ca pe3ynTaTuTe 33 Hal-ronAm OTHOCUTENEH AN Ha
abHopmHuA | : T uHAEKC, cneaBaH oT C- peakTMBHUA MPOTEUH, KaTo Te ce oyepTaBaT
KaTo MOKas3aTe/n C Hal-ronsima AMarHoCTMYHa CTOMHOCT. M3HeHaaBaly, pe3ynTtaTt e no-
HUCKMAT OTHOCUTENEH 6poit Ha MHOPEeKTUpaHMTe Jeua C TPOMOOUMTOMEHUs, npwu
nonoxeHwue, ye Klebsiella pneumonia e usonuparHa B8 51% ot cnyyauTe.

4. Mo 3apava4d

3HauMTeNHA CTOMHOCT Ha AMCEPTALMOHHMA TPy4 € M3CNeABaHeTO Ha AMarHoCTUYHaTa
CTOMHOCT Ha HAKOM [ONbJAHUTENHU OMONOTMYHM MAPKEPM HA Bb3NaNEHUETO —
NPOKANLMUTOHUH, UHTEPNEBKUH — 6, MHTEPNIEBKMH 8 N €HA0KAH, KaTo AaHHUTE OT TO3M
aHanu3 6uxa 6MAN MHOTO NONE3HN B PamMKUTe Ha AedUHMpPaHe Ha Hal- MHPOPMATUBHUSA
nabopatopeH nogxos. OT AONBbAHUTENHUTE MapKepW Hal-HaZeXAHW 3a paHHaTa
AMArHOCTUKA Ha BbTpeboNHYHMTE UHbEKUUK Ceé OKa3BaT MWHTEP/IeBKUH-6 W
NPOKANUUTOHWH.

5. No3agava 5

CbC 3Ha4YMma NPaKTU4EeCKa HACOYEHOCT € npeacrtaBeHUAT NpPOrHoCcTtuvyeH moaen 3a
VI,CLeHTMd)VlKaLI'VIH Ha PUCKOBU NauMeHTU WM nognomaraHe Ha paHHaTa AWMAarHOCTUKa.
Onpe,u,enﬂHeTo Ha MPOrHO3HMA PUCK Ce OCHLUECTBABA Ha 6a3aTa Ha onpegeneHnTe Kato
HaVI-MHd)OpMaTMBHM KPBbBHU NMOKa3aTen n KNIMHNYHUN PUCKOBUA d)aKTOpM.

[O-p TaueBa aHanM3Mpa NosyYeHUTe PesynTaTv YyMeno M3NoA3BalKu TEeOPeTUYHUTE CU
No3HaHUA U 40BPOTO NO3HABAHE Ha IMTEPATYPHUTE AAHHM.

OHarnegaBaHeToO Ha AMCEPTALMOHHMA Tpyn ce CbCTou OT 22 Tabauuu, 43 durypm u 3
NPUIOXKEHUA.

MpeactaBeHUTe M3BOAWM AO rONAMA CTeneH NOBTapAT NPeACTaBEHUTE B U3/IOKEHUETO
pe3yntatu. buxa moram ga 6vaaT 06eAMHEHM N CUHTE3UPAHM, KaTO Ce HaManu TEXHUAT
6pown.

OT n3bpoeHnTe NnpuHocK TpAabea Aa otnagHe No 3 3a NpuaoKeHMETO Ha NPOBNOTUYHUTE
npenapaTty, Tbil KaTo TasW YacT € oTnagHana oT npoyyBaHeTo. MpuHoc N2 1 cbuwo 6K



MOrbAa ga oTnagHe, Kakto n N2 1 oT npMHOCUTE C Hay4dHO-TeopeTUdeH XapakTep. Mbpsu
1 BTOPU MPUIONKHU NPUHOCK 61 TpabBano aa ca obeanHeHu.

ABTopedepatsbT € nogpobeH M oTpasABa MbAHO CbAbPKAHMETO Ha AUCEPTaLNOHHUA
TPyA.

OuncepTaHTKaTa npeactasa 3 nybavMKauum B yykgectpaHHu cnucanma (1 ¢ IF ) u wect
yyactua B HayuyHu dopymu / 3 mMexayHapoaHM /, CBbpP3aHM C AUCEPTALMOHHMA TPYA,
KOeTO OTroBapA Ha U3UCKBAHMUATA.

[ncepTtaHTKaTa ce e cbobpasnaa C MHOrO rofiAMa 4acT OT HanpaBeHUTE MPENOPBKM.
Hay4yHuAT Tpya € HanucaH rpamaTUYecKmn NPaBUAHO C A06PO CTUIOBO U3PAXKEHME.

3aKkno4yeHune

MpeActaBeHUAT HaydeH Tpya Ha 4-p MpecnaBa PagoctMHoBa laueBa NpoyyBa BaKHU
KAWHUYHM Npobaemu OTHOCHO BbTPEOONHMYHUTE MHPEKLMM NPU HOBOPOAEHWU Aeua.
Kakto bele Beye noayepTaHO M B HAYa/NOTO TemaTa € aKTyasHa, AucepTabunHa u
HeJOCTaTbyHO M3cnefdBaHa B bbarapua. [AWCepPTaUMOHHUAT TPy, € W3KAUYUTENHO
nosieseH 3a HEOHATO/NIOrMYHaTa OBLHOCT B TEOPETUYEH U HAy4YHO MPWJIOXKEH aCMekKT.
Hali-BepoATHO npeacTaBeHUTe pe3ynTaty uWe 6baaT ocHoBa 3a pa3paboTBaHe Ha
HaLMOHANHW anropuTMM 3a paHHA AMArHOCTUKA Ha BbTPebONHWYHUTE MHObEeKuMK B
HEOHATONOIMMYHU UHTEH3UBHU OTAENEHUA.

[-p Fauesa e mnag HeoHaTosor ¢ baecTAwo 6baelle B HayYHaTa U KAMHUYHA AeMHOCT.

LanocTHaTa OueHKa Ha AMcepTauMoOHHUA TPyA e nonoxutenHa. OT aBTopcKaTa cnpaBKa
€ BUAHO CbOTBETCTBME C MMHUMANHUTE HAUMOHANHW M3MCcKBaHMA 3a OHC , Odoktop“
cnopeg 3PACPB v MPAC Ha MY-lneseH.

Mpeanaram Ha yBaxkaeMuTe YneHoBe Ha HayyHoTo Xypu ga npucbasat OHC , Joktop”
Ha a-p MNpecnasa Pagocnasosa lNauesa — penoseH AOKTOpaHT Kbm KaTtegpa [deTcku
6onectn MY MNneseH no [lokTopaHTCcKa nporpama,, Neanatpma“

Ha ocHoBaHume un. 59 or 33N
1.09.2025 [ou. Pannua leoprmesa, gm
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Relevance of the problem and dissertability of the topic

The dissertation is devoted to a problem that is extremely relevant to contemporary
neonatal practice — nosocomial infections in neonatal intensive care units. The significance
of the problem is determined by the higher frequency of these infections in premature
infants, which is associated with the need for prolonged hospital stay, the occurrence of
complications in clinical evolution, and an increased risk of mortality. Globally, there is a
sustained trend toward an increased incidence of nosocomial bacterial pathogens with
multiple resistance to antibiotics and antifungal agents, which significantly hinders
successful treatment.

In Bulgaria, there are very few scientific studies and publications devoted to the problem of
nosocomial infections in intensive neonatal units.

The topic of the dissertation is relevant to clinical practice and suitable for a dissertation.
The scientific work meets the requirements for the structure of a dissertation and is written
on 175 standard pages with the following distribution: contents and abbreviations — 8
pages; introduction — 2 pages; literature review — 42 pages; aim and objectives — 1 page;



materials and methods — 12 pages, results and discussion — 81 pages; conclusions — 3
pages; contributions — 2 pages; appendices — 7 pages; bibliography — 12 pages.

The literature review accounts for about 25% of the dissertation and is based on 159
bibliographic titles, predominantly in Latin script. About half of the publications in the
bibliography are from the last 10 years, and about 25% of them are from the last 5 years.

In the introduction, the author emphasizes the relevance of the problem for the country,
given the small number of studies in the country on nosocomial neonatal infections.

The first part of the literature review is devoted to the definition and frequency of
nosocomial infections in newborns, presenting and analyzing the definitions of nosocomial
infections according to the Centers for Disease Control and Prevention in the US and
Bulgaria. The leading role of bloodstream infections in neonatal intensive care units is
emphasized. These are categorized as primary bloodstream infections, central line-
associated infections, and secondary bloodstream infections. Detailed data on the
frequency and definition of neonatal sepsis are presented. Important clarifications are
provided on the presence of clinical sepsis in newborns, for which a positive blood culture
is not required for definition and diagnosis. Detailed explanations are provided for the
diagnostic criteria for catheter-related infection and bloodstream infection associated with
a central source. The diagnostic criteria for ventilator-associated pneumonia, late-onset
meningitis, urinary tract infections, intestinal perforation and peritonitis, as well as surgical
site infections, are also presented in detail. Contemporary information on risk factors for
neonatal nosocomial infections is presented in great detail, which of course determines the
objectives and methodology of the dissertation. A very important section of the literature
review is the one devoted to the microbiological etiology of neonatal nosocomial
infections. The difficulties that sometimes arise in the adequate interpretation of coagulase-
negative staphylococci isolated from blood are well presented, as is the great clinical
significance, especially in certain geographical regions, of infections with Gram-negative
bacteria from the Enterobacteriaceae family, primarily Klebsiella pneumoniae.

The methods for diagnosing nosocomial infections are discussed in detail — clinical signs,
laboratory markers — C-reactive protein, procalcitonin, interleukins 6 and 8, and endocan,
as well as hematological indicators. Although briefly, the problem of developing predictive
scales for neonatal sepsis is also presented. An analysis of studies on nosocomial infections
in newborns in Bulgaria is provided.

The aim and objectives are well formulated. The inclusion and exclusion criteria are
defined in the "Patients and Methods™ section. The number of patients included in the
study for tasks 1, 2, 3, and 4, 5 is sufficient for the purposes of statistical processing and
the reliability of the results obtained.

The section "Study Design" presents the well-studied risk factors, the analyzed clinical
symptoms of infection, laboratory changes, microbiological test results, course, and
outcome of the disease.



The main patient groups are infected newborns with proven or non-indicative nosocomial
infection and a control group of uninfected newborns. Risk factors, laboratory parameters,
and clinical symptoms are analyzed. Markers of inflammatory activity—interleukins,
procalcitonin, endocan—were studied in patients with clinical sepsis (with and without
positive microbiological results), as well as in symptomatic but uninfected patients and a
control group of healthy newborns. The laboratory and statistical methods are adequate for
the purposes and objectives of the study.

Results and discussion

1. Task1l

The frequency of nosocomial infections is defined as the number of patients with infection
per 100 children treated in the intensive care unit. It would be good if the frequency were
also presented as the number of infections per 1,000 days of stay in the intensive care unit,
or 1,000 ventilation days and 1,000 days of central venous catheter stay. The results
confirm the hypothesis that nosocomial infections are more common in newborns with a
higher degree of immaturity, very low birth weight, and longer hospital stays. In the group
of infected children, the results confirm the literature data on the highest relative share of
nosocomial sepsis. The data from other studies on the significance of pneumonia as a
clinical manifestation of nosocomial infection are also confirmed. Regarding the
mechanism of development of late neonatal sepsis, it would be useful to analyze the
microbiological results from fecal samples, given the possibility of developing a blood
infection following intestinal bacterial translocation. The microbiological characteristics
confirm the data on the highest frequency of infections caused by Klebsiella pneumoniae,
followed by Staphylococcus species and E. coli, respectively. The data on the
predominance of coagulase-negative staphylococci (95.3% of isolated staphylococci) are
confirmed. The data on the predominance of coagulase-negative staphylococci (95.3% of
isolated staphylococci) is confirmed.

The data on the prevalence of coagulase-negative staphylococci is also confirmed.

2. Task 2

The comparative analysis of the two groups in terms of the risk factors included in the
study is well presented. The qualitative and quantitative risk factors identified in infected
children are expected and consistent with the literature data. The significance of anemia as
a risk factor for infections in the neonatal intensive care unit has been proven, as similar
correlations have not been studied and are not mentioned as a risk factor in the presented
literature data. The statistical significance of this risk factor is striking — it is present in
61.1% of infected newborns and only 13.1% of uninfected cases. The risk factors
associated with invasive procedures — CVC, gastric tube, invasive and non-invasive
ventilation, as well as parenteral nutrition — have also been studied in detail. The small
number of patients with central venous / umbilical catheters does not allow for a complete
analysis of this factor, and the short duration of umbilical catheter use does not provide
reliable results, given the relatively late onset of nosocomial infections. However, all 10



positive microbiological samples were found during a longer catheter stay — 6.2 days. The
data on the correlation between the frequency of nosocomial infections and the need for
gastric tube placement are interesting, as are the results on the importance of early enteral
feeding, despite the lack of opportunity to analyze early breastfeeding. Also interesting are
the results for a poorly studied factor such as non-invasive mechanical ventilation.

The group of children with congenital anomalies is very heterogeneous, and some of the
identified anomalies could in no way be a risk factor for nosocomial infection.

3. Task 3

The idea of analyzing the initial clinical symptoms of nosocomial infection and their
correlation with the type of microbiological causative agent is very interesting. For the
purposes of clinical practice, it is very useful to study the correlation between certain
clinical symptoms, the severity of the disease, and the outcome.  The data on the
correlation between clinical symptoms and laboratory data with the microbiological
characteristics of nosocomial infection are interesting. The main correlations found are
between the symptoms of apnea, dyspnea, and infection with E. coli and thrombocytopenia
in infections caused by Klebsiella pneumonia. The most common symptoms of nosocomial
infection are also defined — fever and weight loss, need for respiratory support or increased
oxygen requirements, apnea, and dyspnea. In this section of the data analysis in task 3, it
would be interesting to analyze the clinical symptoms in patients with isolated coagulase-
negative staphylococci, as according to some literature data, the clinical manifestations in
these cases are more discreet and more difficult to diagnose.

The section devoted to the assessment of the most common laboratory indicators in the
diagnosis of nosocomial infections is of great clinical importance. From a practical point of
view, the results for the highest relative share of abnormal 1 : T index, followed by C-
reactive protein, are very important, as they emerge as indicators with the highest
diagnostic value. A surprising result is the lower relative number of infected children with
thrombocytopenia, given that Klebsiella pneumonia was isolated in 51% of cases.

4. Task 4

A significant contribution of the dissertation is the study of the diagnostic value of certain
additional biological markers of inflammation — procalcitonin, interleukin-6, interleukin-8,
and endocan. The data from this analysis would be very useful in defining the most
informative laboratory approach. Of the additional markers, interleukin-6 and procalcitonin
proved to be the most reliable for the early diagnosis of nosocomial infections.

5. Task 5

The presented prognostic model for identifying high-risk patients and supporting early
diagnosis has significant practical relevance. The prognostic risk is determined on the basis
of the most informative blood indicators and clinical risk factors.



Dr. Gatsova skillfully analyzes the results, drawing on her theoretical knowledge and
thorough familiarity with the literature.

The dissertation is illustrated with 22 tables, 43 figures, and 3 appendices.

The conclusions presented largely repeat the results presented in the exposition. They
could be combined and synthesized, reducing their number.

Contribution No. 3 on the application of probiotic preparations should be removed from
the list, as this part has been omitted from the study. Contribution No. 1 could also be
removed, as could No. 1 from the scientific-theoretical contributions. The first and second
applied contributions should be combined.

The abstract is detailed and fully reflects the content of the dissertation.

The doctoral candidate presents three publications in foreign journals (one with IF) and six
participations in scientific forums (three international) related to the dissertation, which
meets the requirements.

The doctoral candidate has complied with most of the recommendations made. The
scientific work is grammatically correct and well written.

Conclusion

The scientific work presented by Dr. Preslava Radoslavova Gatseva examines important
clinical issues concerning nosocomial infections in newborns. As already emphasized at
the beginning, the topic is relevant, debatable, and insufficiently researched in Bulgaria.
The dissertation is extremely useful for the neonatology community in terms of its
theoretical and scientific application. The results presented will most likely serve as a basis
for the development of national algorithms for the early diagnosis of nosocomial infections
in neonatal intensive care units.

Dr. Gatseva is a young neonatologist with a bright future in scientific and clinical practice.

The overall assessment of the dissertation is positive. The author's report shows
compliance with the minimum national requirements for the Doctoral Degree Program
according to the Higher Education Act and the Regulations of MU-Pleven.

| propose that the distinguished members of the Scientific Jury award the Doctoral Degree
to Dr. Preslava Radoslavova Gatseva, a regular doctoral student at the Department of
Pediatric Diseases, MU-Pleven, in the Doctoral Program in Pediatrics.
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