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ITpod. I-p Mas bornanosa KpbscreBa-Bunmor, am
AI" Knunuka- Heonaronoruuno otaenenue, YMBAJI ,,Cs. I'eopru‘ EAJI I1noBaus
B cpotBercTBHE che 3amoBen Ne 1823/01.07.2025 na Pexropa Ha MY IlineBen

OtHocHo: [lucepranuonen Tpya Ha teMa “BbTpeOomHUYHM MHPEKIUU [P HOBOPOJEHU —
4YecToTa, PHUCKOBU (HaKTOpPH, €THUOJIOTHS, OUarHocTuka u wu3xon™“ Ha na-p IlpecnaBa
PanocnaBoBa ["anieBa — HOKTOpaHT B penoBHaA (popma Ha oOyueHue B JOKTOpCKa Imporpama
“Ilemuatpus kbM Katenapa Jlercku 6onectu, MY-Ilnesen, rp. [lnesen, B O6nact Ha BucIe
oOpa3oBanue 7. 3apaBeomna3Bane u cropT; lIpodecnonanno nanpasinenue 7.1. Menununa,
Hayuna cnenumannoct ,Ilequatpus® 3a mpuchkaaHe Ha oOpa3oBaTeliHa M Hay4dHa CTEICH

»LOKTOp*
Buorpadgpuynu 1anHu 3a qUcepTaHTa

JI-p IlpecnaBa I'aneBa 3aBbpIBa BHCIIEC MEIUIIMHCKO oOpazoBanue B MY-IlneBen
npe3 2016 roguHa u 3amouyBa paboTa Kato HeoHartojor B HeoHarosornyHa KiIMHUKa Ha
YMBAJI “T'eoprm Crpancku®, rp. IlneBen. 3aunciena e Ha cHenuaauzauus IO
Heonaronorust B ceuiara roguna. Ot 2018 ronuHa € peJoBEH aCUCTEHT U JAOKTOPAHT KbM
Karenpa ,,Jlercku 6omectu, MVY-Ilnesen. Ilpe3 2024 roguHa npumoOuBa CIIEUATHOCT 10
HeonaTonorus. YuactBa B pa3nUYHU KypCOBE 3a CIEIIMILIIOMHO oOy4deHue B buiarapus u
qy)xOuHa. Pa3paboTBa HaydeH NpPOEKT C MyONHMKaIMuW B OBITapCKU M UY>KIACCTPAHHU
crenMaau3upany usganusd. Binaaee anrimiicku e3uk — HuBo Cl.

Bwrpebonununure nHbpexuun /BBU/ npu HOBOpoJeHHMTE ca €AHa OT OCHOBHHTE
NPUYMHM 32 HEOHaTaJHa 3a00JIeBa€MOCT U CMBPTHOCT. TO3M THUI MH(EKIMH MPUTEKABAT
ocoOeHa crienuduKa Mpe3 HEOHATaTHHUs IEPHOA, KaTo KOPEHHO C€ pa3lindyaBaT OT Taszu
[IaTOJIOTUSI B JAPYTUTE BB3PACTOBU TIPYNH IMALMEHTU. B roisiMa cTeneH Te 3aBUCAT OT
KayecTBOTO Ha MEAMLMHCKOTO OOCIy)XBaHE Ha HOBOPOJEHHUTE IOPagM YYacTHETO Ha
MEIUIMHCKHUS NEPCOHAN B TSIXHOTO BBb3HUKBAHE M Pa3NpocTpaHeHue. ToBa € IMpUYMHA BCeE
no-4ecto MHQEKIuuTe Ja ce o003HauaBaT KaTO CBBbP3aHU C MEIUIMHCKOTO OOCTYyXXBaHE
/MCMOY/.

B boarapus kbpM HacTOSIIMS MOMEHT HsMa o0000meHu manHun 3a MCMO B
HalMoHaj e Mammad 3a neproza a0 287 meH cien paxkmaHeTo. EAMHWYHM U3CIeIBaHUSA Ha
pasnuunu acniektd Ha BBU npencraBsaT nokanHu gaHHu. Berpeku BakHOCTTA CU MPOOIEMBT
HE € JOCTaTbYHO IMpPOYYEH Yy Hac 3a pas3liuka OT HHTEepeca Ha YyXIAECTpaHHUTE
U3CIeI0BaTeN! B Ta3HU 00JIacCT.

JucepranmoHusaT Tpyn Ha A-p l'aneBa oOCHXk/1a HSKOM acleKTH HAa HEOHATAJTHHUTE
BBTPEOOIHUYHN MH(EKINH, KaTo CHCTeMaTh3upa 3HaHMUATA B TOBA HampasieHue. Temata e
aKkTyanHa M JuceprabunHa. HaydHuar Tpyn oTroBapsi Ha HM3MCKBAaHUSATA 3a CTPYKTYpa,
HanucaH e Ha 175 cTaHJapTHU CTPaHUIIM, PA3NPEIEIeHN KaKTO CIIe/Ba;

- ChIbpIKaHME U ChKpalleHus — 8 cTpaHuiy /ctp./
- BbBEJICHUE — 2 CTP.
- IuTeparypeH 063o0p — 42 crp.



- e 1 3aja4du — 1 cTp.

- Marepuain u metoau — 12 ctp.

- pe3yaTaTtu u oockxmaane — 81 crp.
- U3BOJHU — 3 CTP.

- MPUHOCHU — 2 CTP.

- IPUIIOKEHHS — 7 CTP.

- oubmmorpadus — 12 ctp.

JlutepaTypHusiT 0030p NpEACTaBIsBA OKOJIO Y4 OT oOeMa Ha JHcepTanusiTa U ce
6a3upa Ha chbBpeMeHHa Oubnuorpadus ot 159 3arnaBus no cnuchbK, KaTo mpeoliagaBar Te3u
Ha natuHuna. [lomoBrHaTa oT BCHMYKM MyOnMKanuu ca ot mociaenaure 10 rogunu, a okoio
25% OT TAX OT NOCIEAHUTE 5 TOJUHMU.

B®B BBBEIEHUETO JAUCCPTAaHTKaTa MOTUBHUPA H606XOI[I/IMOCTT3 oT pa3pa60TBaHeT0 Ha
AUCCPTAIUOHHUA TpyAa HOpeABUJ OIPaHUYCHUTEC IIPOYUBAHHA HA BB B CTpaHaTa 3a
HCOHaTaJIHaTa Bb3PacCT — €AIUH OT Haﬁ-pHCKOBHTe nepuoan OT pa3BUTUCTO HaA ACTCTO.

B tekcra na 0630pa n-p 'aneBa npencrasa nedpununuute Ha BBU cnopen Llentspa
3a KOHTpOJI U nipeBeHnus Ha 3abomnsBanusta /[CDC/ u te3u, Banuanu 3a beirapus /Crangapt
3a KOHTPOJI U npeBeHnus Ha BBU u aHTHOMOTHYHA PE3UCTEHTHOCT/, BUIOBETE HHUKATOPHU
MH(EKINY B HEOHATAIHA BB3PACT M KPUTEPHUTE MM 3a nuarHosa. [logpoOHo T ce cimpa Ha
KaTeThP-CBBP3aHUS CETICUC U BEHTHJIATOP-aCOLMMpAHaTa MTHEBMOHUS, KOUTO Ca Hal-4ecTh
cpell HEeOHaTajgHaTa IOIyJalus, ¢ Hal-TeXKO NpOoTHYaHe W mocienuuu. Kpurepuute 3a
IMarfo3a Ha MH(EKIUHTE HAa KPHBOOOPAILCHUETO Ca IMPEJCTAaBeHW HE caMO B ONHUCATENICH
BUJI, HO U TaOJIMYHO, KOETO CIIOPE] MEH € M3JIUIIHO MTOBTAPSHE Ha HHPOPMALIUTA.

OO0cTOIHO ca pa3BUTH Hal-ueCTHTE PUCKOBHU (haKTOPH M TAXHATA POJIS 32 BE3HUKBAHE
Ha UCMO. B ygacrTa oT Tekcra Ha 0030pa, MOCBETEHAa HA MUKPOOHOJIOTHYHUTE €THOJIOTMYHI
arentTu Ha BBUW n-p TaneBa mocouBa 3HAYEHMETO M MEXaHUM3Ma Ha HMH(EKTHUpaHE IpHU
HOBOPOJICHUTE C Mpe/ICTaBUTeNuTe Ha [ 'pam /-/ u /+/ GakTepuanHa Gpropa, BUPYCH U I'bOH.

B pazmena “Mertonu 3a muarnoctuka Ha BBU“ ce oOcbxkaar: HecnenuduyHata
KIMHUYHA CUMIITOMAaTHKa 0COOEHO MPH HEIOHOCEHUTE, MUKPOOHMOIOTUYHUTE U3CIICBAHUS,
XEMaTOJIOTHYHUTE OTKIOHEHHS] M CEepyMHHUTE OMOMapKepH 3a Bh3MajeHHe, 3HAUEHHUETO Ha
TSAXHaTa KOMIUJIEKCHA OIIEHKA B IMArHOCTUYHUS MPOLEC KaTO OCHOBA 3a MPEIUKIUSA U paHHA
nuarHo3a. B cuHTe3upaH BUJ ca MPEACTaBeHU W BB3MOKHOCTUTE Ha OOeIIaBalil METOIH C
BCE OIIE€ OrPaHUYEHO TMPHUIOKEHHE B JUATHOCTHKATAa HAa HO30KOMHAIHUTE WH(MEKIHH B
HEOHATATHATA TOIYJIAIHS.

B mera Touka Ha o0030pa aMcepTaHTKaTa W3HACsS JIMTEPATYpHUTE JAHHU OT
npoyuBaHus Ha mnpoOiema B bwarapus. To3m paszen 3aeqHO ChC 3aKIIOUYEHHUETO SICHO
WJIIOCTpUpAT MHTEpPECA M HEpelleHuTe acnekTd Ha BBU npum HOBOpoaeHHWTE M ompenensT
HE00X0AMMOCTTA OT pa3padOTBAHETO HA HACTOSILUS AUCEPTAL[IOHEH TPY/I.

Bb3npuero € B AMCEPTALMOHEH TPY MOAPEKIAHETO HA JUTEpATypHATa CIpaBKa Ha
aBTOpHTE Jia ObJIc HA KUPUIIHIIA ¥ CJIE]] TOBA Ha JaTHHUIA. M30pOsSBAHETO Ha IMTEPATYPHUTE
M3TOYHMIIM 110 PEJl HA IIUTUPAHE € U3UCKBAHE JIOPH HE BB BCUUKH CIEHUAIU3UPAHN HAYYHH
criucanus. [Ipy bpBUS BADUAHT HAJIEAHO 1€ TIPOJIUYM OTPAHMYEHHUST OPOii POYUBAHUS OT
OBArapcKu aBTOPH, C KOETO IIE ce JOMBJIHM pasaen 5™ Ha o63opa — ,[IpoyuBanus BbPXY
BbTpeCosHruyHuTe MH(EKIIUK TP HOBOPOJIEHH B Bhirapus ‘.



JlutepatypHusat o030p € 100pe CTPYKTYpUpPaH KaTo 110, MTOKa3Ba JOOPO MO3HABaHE
OT aBTOpKaTra Ha JOCTBIIHUTE JIMTEPAaTypHH ITaHHU IO pa3paboTBaHaTa TeMma, KaKTO H
YMEHHUETO i 3a THIKYBaHHs U 0000IIeHUSI.

Heara Ha aucepTaliMOHHUS TPYJA € SCHO OYEepTaHAa C U3KIIOYEHUE Ha ,,HACOKHU 3a
npeBeHnus . Ts He € 00EeKT Ha MpocieasiBaHe B TOBA U3CIICBAHE.

DopMyIHpaHUTE S OCHOBHHM 33Ja4l KOHKPETU3UPAT HACOKUTE HA IPOYUBAHETO.
MarepuaJj u MeTOau

B nu3zaiiHa Ha mpoydBaHETO ca MOCOYEHHM €TAamUTe My, KbM KOHMTO € Jo0pe Ja ce
oTOenexxu U OposAT Ha MAlLMEHTHTE B CHOTBETHHTE Ipynu. Taka ce ouepraBa 00eMbBT Ha
W3CIEBAHETO U OTMaja HeoOXOIMMOCTTa Te3U JaHHU Ja ce MpeAcTaBiT B “Pesynratu u
o0CHXKIaHe* KbM CHOTBETHHUTE 33/1a4H, Thil KATO MSCTOTO UM € B TO3H pa3nei. ToBa kacae u
MOAPA3JE/IIHETO Ha TMAalMeHTUTEe IO TPYyNd C Hajluuhe WIM JUICcCa HAa HWHJIUKATOpHA
BbTpeOOTHUYHA HHEKIH /CTp. 59/ 1 Te3u OT BTOPHS €Tal Ha M3cieaBaHeTo — cTp.61 u 63,
yuuTOo Opoil € oTbens3aH B ChOTBeTHHTE 3amaun /ctp. 127, ¢ur. 31/. IlpeacraBenu ca
BKJIIOUBAIUTE W W3KIIOUBAIM KPUTEPUH, MOAPOOHO ca OMHMCAHU H3CIEIOBATEIICKUTE
METOJIM, @ CTATUCTUYECKUTE, U3MOJI3BAHM 32 aHAJIW3 HA MOJIYYCHHUTE Pe3ylNTaTH rapaHTHpaT
TSAXHATA JIOCTOBEPHOCT.

[Ipu chCcTaBsIHETO HA TO3M pa3jie] HA OKOHYATCIIHUS BAapHAHT HA JUCEPTALUATA -
lameBa ce e choOpasmiia ¢ MO-TOJIsIMA YacT OT HAIPABCHHUTE B MPEABAPUTEITHATA PCIICH3US
3a0€JIEKKH.

Pe3yaraTu u o6chiknaHe

C oOenuHsBaHETO Ha Te3W JBa pasfena ce u30irBa HEHYKHOTO IOBTapsiHE Ha
pe3yaTaTuTe MpH TAXHOTO 00CHKIAHE.

B 3ayiaua 1™ ce ycranosssa 13.9% uectora Ha BBU cpet npoyyBaHuTE HOBOPOJIEHH.
[IpaBu BneuatieHHe rojasiMaTa pa3HOPOJHOCT Ha TPYIHUTE 10 OTHOIIEHUE Ha recTallMOHHATa
BB3pacT M TErjo, ¢ Hali-royIIMO MPUCHCTBHE Ha HOBOpojaeHuTe oT 33-37r.c. [IpencraBeHOTO
pasmpesieNieHHe 110 10J1 M TeCTAIMOHHA Bh3PAcT Kacae BCUUYKH U3CIeBaHU 519 HOBOPOAEHH.

PasrpannuaBanero mo mnpu3HALMTE IIOJ, POXAEHO TErJo, TI.B. M IPEecToll Ha
MH(pEKTUpaHUTE OT HEMH(EKTUPAHU HOBOPOJIEHU MOKa3Ba, Y€ OT BbTPEOOJHUYHN MHPEKIUN
CTpajiaT Hal-4ecTo Jela ChbC CpeJHa recTalluoHHa Bh3pacT 28r.c. u cpeaHo teryio 1257 rp.,
P KOUTO OOJHUYHHUS NPECTOM € CUTHU(PUKAHTHO TPUKPATHO MO-ABIBI. 3HAUEHHUE 3a
MPOIBJDKUTETHOCTTa Ha XOCHUTanu3auuara obade uma He camo (axtopa BBU, HO u
3HayMMaTa pa3iuKka B TErjJoTO M TecTallMOHHATa BB3pacT MEXKAYy ABETE TPYIH, KOUTO
CaMOCTOSITETHO BOJAT 10 yAbJKaBaHe Ha mpectos. VMHTepecHO OM OWIIO JOMBJIHUTEIHO
W3CJIeIBAHE HAa HOBOPOJeHW HWH(eKTHpaHu W 0e3 uHOEeKIus ¢ eaHaKBa WiIH OJu3Ka
recTallioOHHa Bb3pacT U POXKJIECHO TErJI0 — ToraBa JEHCTBUTENHO OM ce OTrpaHuYmIIa poJIsiTa
Ha BBU no oTHo1IeHre Ha OGOTHUYHMS TPECTON U ToJIa.

JlucepTanTkaTa uW3ClIeABa HO30JIOTUYHATa CTPYKTypa Ha MHUKPOOHOIOTHYHO
MOTBBPJCHUTE UH(MDEKIINK U Te3U 0e3 TOKa3aH MPUYUHUTEI, KaTo OO0IHUIT Opoil Ha IBPBUTE €
46 cpemy 26 Ha BTOopuTe. C HAW-TOJNIIM OTHOCUTENEH [ M B JABETE TPYIHU € CETCHCHT,
ciensan oT BAII. CinydanTe Ha KaTeThp CBBP3aH CENCHUC /IBIIEH KaTEThP C KPaThK MPECTOM/
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ca cpoTBeTHO 8.69% 1 3.8%. 3HaunTenna e obmara yecrora Ha HEK kaTo ycnoxxnenue Ha
Cerncuca — B JIBETE TPyNHU T ce paBHsABA Ha 12.5%, KOETO CBHJETENICTBA M 3a TEKECTTAa HA
3a00JIsIBaHETO.

C Hali-BHCOKa 4ecTOTa ca MUKpOoOMoIoruuHo uneHtuduuupanute I'pam /-/ 6akrepun
— okouo 80% c Bomenm, Klebsiella pneum. u E. coli u 3HaunTenHo mo-manko yyactue Ha
I'pam /+/ Gaktepuanau arentd. OT TAX mpeoOiagaBa KOaryjiazo HETaTUBEH CTA(DUIOKOK B
95.3% ot cirydauTe, KOWTO MpU JOHOCCHHUTE € HOpMallHA KOXHa (riopa, HO € MaTOTeHEH 3a
HelloHoceHuTe. Pesynrature ca momoOHM Ha Te3W OT JPYTd NMPOy4YBaHHS B CTpaHATa U
JTaHHHUTE B CPEIHO pa3BUTHTE CTpaHu. OTCHCTBUETO HA PETUCTPUPAHU Clydyad Ha WHBAa3HBHA
KaHJ#MI03a B HACTOANIETO Mpoy4yBaHe JA-p ['ameBa cBBp3Ba C KpaTKUs MPECTOM Ha
YMOMJIMKAITHA KaTeTPU ¥ HEM3IIOJI3BAHE HA JIPYTH LIEHTPAJTHU BEHO3HH KATETPH.

MUKpOOHOJIOTHYHHUAT NPodUS Ha NPUIMHUTSIUTE € OOOOIIeH 3a BCHYKH
BHTPEOOJIHUYHN UHPEKIINU C aKI[EHT HEOHATAIHUA cercuc. JIuncBaT JaHHHU 3a OCTaHAIIUTE C
Haii-Bucoka yectora uHAMKaTOopHU wuHpekumun — BAIl m HEK mno orHomenue Ha
OakTepuamHHUTE areHTH. Jlomyckam, 4e TOi He ce pa3iiyuaBa ChIIECTBEHO OT YCTAaHOBEHOTO,
MOpajfl KOETO HE € Pa3UCKBaH.

Bropa 3amaya pasuckBa 18 puckoBu (akTopa /KaTeropuilHM W KOJIMYECTBEHH/ C
BB3MOXKHO BiusHHE BbpXy BBU, 3a dacT OT KOMTO pe3ynratute UMaT MOTBBbPIAUTENICH
Xapaxrep.

Ot Taka mpexacraBenure manHd B Tabm. 9/ crp. 81-82 ce okasea, ye 45.6% or
HeMH(EKTUPAHUTE JIeIa ca IMOTYIHIIN JICUSHUE C JIBAa U ITOBEYC aHTUOMOTUIHHN MEIUKAMCHTA,
KOETO Hajiara JOIbJIHUTEIHO MOSICHEHNE OTHOCHO IPHYUHHUTE 3a TeparusTa.

[Ipoy4yBaHeTo HE yCTaHOBSIBA BPOJEHUTE aHOMAJIWU KaTto puckoB (aktop. Tadm. 11
,,BUI 1 Opoil YCTAaHOBEHU aHOMAIMU' OTpassiBa TSIXHATa CTPYKTypa, HO HE BIDKIAM BpPb3Ka
MeXny ,,KpuBo xoauino” u BBU, a HeyTouHeHaTa nepcuctrpania nyJMOHaIHa XUIIEPTOHHUS €
KOMOPOUIHO CHhCTOSHUE, KOETO MOXE J1a yCcIoKHU mpotudanero Ha BBU. OtHocHO ponsra
Ha TNapeHTEepaJIHOTO XPaHEHE 3HAUYEHHE MMa HE CaMO HeroBaTa MPOABIKUTENHOCT, HO U
CbcTaBa Ha WH(QY3MOHHHUTE PA3TBOPH /MPOABIDKUTEIHOTO MPUIOKEHHE Ha JUMUAH Ce
MocoYBa KaTo He3aBUCUM pUCKOB (aktop/. [ucepraHTkara cama OTYMTa HEIOCTAaTHK Ha
W3CJIEIBAHETO B TO3M MYHKT.

B samaua 3™ e orpassBa NpOy4YBaHETO BBPXY KOpPENAHUATA MEXIY KIMHUIHHUTE
CUMIITOMU OT €JHa CTpaHa " MI/IKpO6I/IOHOFI/IqHI/ITe MPUYUHHUTECIIN, TCKECT HA 3360HﬂBaHeTO,
NPOIBIDKUTEIHOCT HA XOCHUTAIM3AIMATA U M3XOJA. YCTAHOBABA CE€ BOJENIATA POJSl HA
OTKJIOHEHHUSTA OT CTPAaHa Ha JMXATEHATA CUCTEMA CAMOCTOSTENHO WM B ChUETAHKE C JPyra
[aTOJOTMYHA CUMIITOMATHKA.

Touka 3.3 kacae “omeHKa Ha Haif-yecTHTe Ia0OPATOPHHUTE OTKIOHEHUS TIPH
muarHoctunupane Ha HBBU”.  I/T unpekcsT u C- peakTUBHHAT MPOTEUH CE JOKA3BaT KaTo
Haii-3HAUUMHUTE PYTUHHO W3IMON3BaHH JUArHOCTHMYHM MapKepH NpU IOJO3pEHHE 32
HO30KOoMHaleH cericuc. OrtoOens3Ba ce, ye “Haii-MaJIko ce CpelaT ManueHTH ¢ aOHOPMHHU
croitHOcTH Ha TpoMOoruTuTe /33.3%/“. B chIIoTO Bpeme e orpaseHo 4e, ,,Klebsiella pneum.
€ CBbp3aHa C HUCKH CTOWHOCTH Ha TpomOouuTuTe . Cropen 4eCTOTHOTO pa3lpe/ieiecHHe Ha
MPUYMHUTENNUTE T TpuchecTBa B 51% oT cioyuvaute /pur 6/. Hamuue e HemoctaThbuHO
000CHOBAHO TBBPJICHHE.



CrnenBamata dYacT OT W3J0KEHHETO ChIbpKAa JJaHHUTE OT H3CICIBAHETO Ha
OMOMapKepHuTe Ha BB3MAJCHHUETO, KOUTO Ca IIEHHA M HE3aMEHHMMa 4acT B JUArHOCTHYHUS

nporuec / 3agaga 4.

[ToTBBpKAaBa ce JOKazaHaTa poOJis Ha NPOKAIIUTOHMHA W HWHTEPJIEBKHH-6 B
II'bPBOHAYAIIHUS €Tall Ha Pa3BUTHE HAa MHQEKIMATA 32 pas3inKa OT eHIoKaHa. M3cnenBaneTo
Ha TParoBUTE CTOMHOCTH Ha TOKA3aTeJUTE OTIACTHO M B KOMOWHAIMM, KaKTO W TSAXHATA
YYBCTBUTEIHOCT, CEH3UTUBHOCT, /+/ WIN /-/ TMPEAUKTHBHA CTOMHOCT MMAaT TEOPETHYHO H
MPaKTHYECKO 3HAYCHUE.

Omie or 80 rogMuyu Ha MMHAIUS BEK PeIULA U3CIE€N0BATENN HACOUYBAT BHUMAHUETO
CH KbM BB3MOKXHOCTUTE 3a mpeaukuuss Ha BBU c ornen panHa auarHo3a M HaBPEMEHHO
JIeYCHUE Ype3 pa3padOTBAaHETO Ha MPEAUMKTUBHHU CKOpoBe. [loBeueTo oT TsAX ce Oasupar Ha
OLICHKa Ha KJIMHUYHU MpHU3HAIM, J1a00paTOpHU pe3yiTaTd, PUCKOBU (PAKTOPU WU
KOMOHMHAIuH MoMex 1y M. OCHOBHHSIT IMTPOOJIEM OCTaBa BATUANPAHETO HA CKAJIHTE.

I-p TaueBa e wusroremiaa momo0eH Kalkyinarop, cbyerasamr 4" jpaGoparopHu
nokasareis 1 37" puckosu (akropa. Toil MoXKe 1a ObJIe MOJE3€H 32 HEOHATAIHATA [IPAKTHKA
[3amaua 5/.

IIpu oOchXkAaHeTO Ha pe3yaTaTUTe YMeEJIo ca M3MO0J3BaHU JIAaHHUTE OT
oubnuorpadekure urouHuuu. [I-p 'aneBa mogHacst U CBOETO BMIXKJAHE IO Pa3sUCKBAHUTE
BBIIPOCH.

OnarJie1siBaHeTO Ha AUCEPTAIMOHHUS TPYI C€ ChCTOM OT 22 Tabmuiy, 43 durypu u
3 IPUIIOKEHNUS, KOUTO ca I00pe MPeICTaBeHH U IOCTaThbuHO HH()OPMATUBHH.

Bb3 ocHOBa Ha cOOCTBEHUTE CH M3CIIEABaHUA JucepTaHTkara Gopmyaupa 10 usoaa.
W3Boau Ne 5 u 6 Morat 1a 6b1aT 00EIMHEHU, KaTO C€ MapKUpaT 3HAYMMUTE KaTETOPUIHU U
KOJIMYECTBEHU PUCKOBU (DaKTOPH.

[IpremMaM MPUHOCHTE HA JUCEPTAMOHHUS TPYI, M3Kiouast 3" u yact ot 47" OT Te3u
C opurHHaJIeH Xapakrep u 1™ oT Hay4uHO-TeopeThueH xapakrep. [Ipu hopMyIHpaHeTO UM ca
JIOTTYCHAaTH HEChOTBETCTBUS ChC ChIBPIKAHUETO HAa JucepTaluoHHUs Tpyl. [IspBU U BTOpH
MIPUIIOKHU IPUHOCH CHIIO Morar Aa ObJaT 00eJMHEHH.

JlucepranTKaTa NpeacTans 3 myGauKamuu B dyxaecTpannu cnucanus /1 ¢ IF/ u
6 yuyacrusi B Hayunu ¢opymu /3 MeKIYHAPOAHHU/, CBBP3aHU C IUCEPTALUOHHHUS TPYI,
KOETO € B CbOTBETCTBUE C U3UCKBAHUSATA.

Jucepramusita € HallMcaHa Ha TPaMaTUYECKH, CTUIIOBO U3bpKaAH U pa30upaeM e3uK.
ABTtopedepaTsT € 1ocTa 00eMeH u 1o0pe oHarIeAeH.

HaHpaBCHI/ITC 3a0CIeKKH U NpenopbKU B CHbOTBECTHUTC pa3ACiid LCIIAT HO)IO6pHBaHC
KauCeCTBOTO Ha HAYYHUS TPYA.

3aKJaoueHune:

[TpencraBenusT Hay4yeH Tpyn Ha a-p [IpecnaBa PagocnaBoBa "anieBa npoyuBa HIKOU
acriektd Ha BBU npu HoBoponenute. Temarta e akTyasnHa, AucepTabUiIHA M HEIOCTaThYHO
nobpe wu3cnenBaHa B bearapus 3a HeoHaTanHus MNepHoA. JIMCEPTAMOHHUAT TPYX



“BbTpeO0THNYHN MHPEKINA TIPH HOBOPOJCHH — YECTOTA, PUCKOBU (PAaKTOPH, ETHUOJIOTHS,
JIMAarHOCTHKAa W  M3XOA“ WMa HAyYHO-TEOPETHYHO H MPHIOKHO 3HAYCHHE 34
HeoHaToJormyHara oOmHocT. J[-p ['aneBa e nmepcrnekTuBeH mMilaa HaydeH Kaabp. LlsutocTHaTa
MU OIIEHKA € MOJIOKHUTETHA.

Ot aBTOpCKara CIipaBKa € BUJIHO CHOTBETCTBHE M M3IIBJIHEHUE HA MUHUMAIHUTE
HanmoHanHu usuckBanus 3a OHC ”Jloktop” cnopen 3PACPB u IIPAC na MVY-I1nesen.

[Ipennaram Ha YBaxkaemurte uneHoBe Ha Hayunoto xypu na npuchast OHC
“Iloxtop* Ha n-p IIpecnaBa PanocnaBoBa ["anieBa — penoBeH nokTopanT kbM Kartenpa JleTcku
6onect MV Ilnesen no Jlokropantcka mporpama ,,[leanatpus®.

Ha ocHoBaHue un. 59 or 33114
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student in the "Pediatrics” doctoral program at the Department of Pediatric Diseases, MU-
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Biographical information about the doctoral student

Preslava Gatseva MD graduated from the Medical University of Pleven in 2016 and
began working as a neonatologist at the Neonatology Clinic of UMHAT “Georgi Stranski”,
Pleven. She enrolled in a specialization program in Neonatology in the same year. Since 2018,
she has been a full-time assistant and doctoral student at the Department of Pediatric Diseases,
Medical University of Pleven. She participates in various postgraduate training courses both
in Bulgaria and internationally and is currently engaged in a scientific project, with research
findings published in Bulgarian and international specialized journals. She is fluent in English
— level C1.

Nosocomial infections (NI) in newborns represent one of the main causes of neonatal
morbidity and mortality. These types of infections are particularly specific to the neonatal
period, differing radically from this pathology in other age groups of patients. Their incidence
is closely dependent on the quality of medical care provided to newborns due to the
involvement of medical staff in their occurrence and spread. This is why infections are
increasingly referred to as healthcare-associated infections (HAIS).

At present, there is no generalized data on HAIs on a national scale for the period up
to the 28™ day after birth in Bulgaria. Individual studies on various aspects of NlIs present
local data. Despite its importance, the problem has not been sufficiently studied in Bulgaria,
unlike the interest of foreign researchers in this field.

Dr. Gatseva's dissertation discusses some aspects of neonatal nosocomial infections,
systematizing knowledge in this area. The topic is relevant and suitable for a dissertation. The
scientific work meets the requirements for structure. It is written on 175 standard pages,
distributed as follows:

- contents and abbreviations — 8 pages /p/
- 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 comprises approximately Y4 of the dissertation and is based on a
contemporary bibliography of 159 titles, predominantly in Latin script. Nearly half of the
references are from the last 10 years, and about 25% of them are from the last 5 years.

In the introduction, the author justifies the relevance for the study, giving the limited
research on HAI in the country for the neonatal period, one of the most vulnerable periods in
a child's development.

In the text of the review, Gatseva MD presents the definitions of HAIs according to the
Centers for Disease Control and Prevention (CDC) and those valid for Bulgaria (Standard for
Control and Prevention of HAIs and Antibiotic Resistance), the types of indicator infections
in the neonatal period and their diagnostic criteria. She focuses in detail on catheter-related
sepsis and ventilator-associated pneumonia, which are the most common among the neonatal
population, with the most severe course and consequences. The criteria for diagnosing
bloodstream infections are presented not only in descriptive form but also in tabular form,
which, in my opinion, is an unnecessary repetition of information.

The PhD thesis provides a detailed analysis of the most common risk factors and their
role in the development of HAIS. In the section of the review devoted to the microbiological
etiological agents of HAI, Dr. Gatseva highlights the significance and mechanism of infection
in newborns with representatives of Gram /-/ and /+/ bacterial flora, viruses, and fungi.

The section "Methods for Diagnosing NIs" discusses nonspecific clinical symptoms,
especially in premature infants; microbiological tests; hematological abnormalities and serum
biomarkers for inflammation, emphasizing their integrated evaluation as essential for
prediction and early detection. It also provides a concise overview of promising, though still
limited, diagnostic approaches applicable to the neonatal population.

In the fifth point of the review, the author presents the literature data from studies on
the problem in Bulgaria. This section, together with the conclusion, clearly illustrates the
interest and unresolved aspects of HAI in newborns and determines the need for the
development of this dissertation.

The dissertation follows the convention of listing the references first in Cyrillic and
then in Latin script, as ordering them by citation sequence is not a universal requirement
across specialized scientific journals. The first option will clearly show the limited number of
studies by Bulgarian authors, which will supplement section 5 of the review — "Studies on
nosocomial infections in newborns in Bulgaria.”

Overall, the literature review is well structured overall, demonstrating the author's
good knowledge of the available literature on the topic under study, as well as her ability to
interpret and summarize.



The aim of the dissertation is clearly defined, with the exception of "prevention
guidelines.” This is not the subject of this study.

The five main tasks formulated specify the guidelines for the study.
Materials and methods

The study design specifies its stages. It is advisable to note the number of patients in
the respective groups. This outlines the scope of the study and eliminates the need to present
this data in the "Results and discussion™ section for the respective tasks, as it belongs in this
section. This also applies to the division of patients into groups with or without indicative
nosocomial infection (p. 59) and those from the second stage of the study (pp. 61 and 63),
whose number is indicated in the respective tasks (p. 127, Fig. 31). The inclusion and
exclusion criteria are presented, the research methods are described in detail, and the
statistical methods used to analyze the results guarantee their reliability.

In preparing this section of the final version of the PhD thesis, Gatseva MD took into
account most of the comments made in the preliminary review.

Results and discussion

By combining these two sections, unnecessary repetition of the results in their
discussion is avoided.

Task 1 establishes a 13.9% incidence of HAI among the newborns studied. The large
heterogeneity of the groups in terms of gestational age and weight is striking, with the highest
presence of newborns aged 33-37 weeks. The presented distribution by sex and gestational
age concerns all 519 newborns studied.

The differentiation by sex, birth weight, gestational age, and length of stay of infected
and uninfected newborns shows that children with a mean gestational age of 28 weeks and a
mean weight of 1257 g suffer most often from nosocomial infections, with a significantly
three times longer hospital stay. However, it is not only the HAI factor that is significant for
the length of hospitalization, but also the significant difference in weight and gestational age
between the two groups, which independently lead to a longer stay. It would be interesting to
conduct an additional study of infected and uninfected newborns with the same or similar
gestational age and birth weight — this would truly distinguish the role of HAI in terms of
hospital stay and gender.

The doctoral student examines the nosological structure of microbiologically
confirmed infections and those without a proven causative agent, with the total number of the
former being 46 versus 26 of the latter. Sepsis has the largest relative share in both groups,
followed by VAP. Cases of catheter-related sepsis (short-stay urinary catheter) are 8.69% and
3.8%, respectively. The overall frequency of NEC as a complication of sepsis is significant —
in both groups it is 12.5%, which also indicates the severity of the disease.

The highest frequency is of microbiologically identified Gram-negative bacteria —
about 80% with leading, Klebsiella pneum. and E. coli, and significantly less involvement of
Gram + bacterial agents. Of these, coagulase-negative staphylococcus predominates in 95.3%
of cases, which is normal skin flora in full-term infants but is pathogenic in preterm infants.
The results are similar to those from other studies in the country and data from moderately
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developed countries. Dr. Gatseva attributes the absence of registered cases of invasive
candidiasis in the present study to the short stay of umbilical catheters and the non-use of
other central venous catheters.

The microbiological profile of the causative agents is summarized for all nosocomial
infections, with an emphasis on neonatal sepsis. There is no data available for the other most
common indicator infections — VAP and NEC — in terms of bacterial agents. | assume that it
does not differ significantly from what has been established, which is why it has not been
discussed.

The second task discusses 18 risk factors (categorical and quantitative) with a possible
impact on HAIs, some of which have been confirmed by the results.

The data presented in Table 9 (pp. 81-82) show that 45.6% of uninfected infants
received treatment with two or more antibiotic medications, which requires further
explanation regarding the reasons for the therapy.

The study does not identify congenital anomalies as a risk factor. Table 11 "Type and
number of anomalies identified,” reflects their structure, without clear association between
"clubfoot™” and HAI as unspecified persistent pulmonary hypertension is a comorbid condition
that can complicate the course of HAI. Regarding the role of parenteral nutrition, not only is
its duration important, but also the composition of the infusion solutions (prolonged use of
lipids is indicated as an independent risk factor). The author herself acknowledges the
shortcoming of the study in this regard.

Task 3 reflects the study on the correlation between clinical symptoms on the one hand
and microbiological causative agents, disease severity, length of hospitalization and outcome
on the other. The leading role of respiratory system abnormalities, either alone or in
combination with other pathological symptoms, is established.

Point 3.3 concerns "assessment of the most common laboratory abnormalities in the
diagnosis of nosocomial sepsis.” The I/T index and C-reactive protein have been proven to be
the most significant routinely used diagnostic markers in cases of suspected nosocomial
sepsis. It is noted that "patients with abnormal platelet counts are the least common (33.3%)".
At the same time, it is noted that "Klebsiella pneum. is associated with low platelet counts.".
According to the frequency distribution of the causative agents, it is present in 51% of cases
(Fig. 6). There is insufficient evidence to support this claim.

The next part of the presentation contains data from the study of inflammatory
biomarkers, which are a valuable and indispensable part of the diagnostic process (task 4).

The proven role of procalcitonin and interleukin-6 in the initial stage of infection
development, unlike endocan, is confirmed. The study of the threshold values of the
indicators separately and in combination, as well as their sensitivity, specificity, /+/ or /-/
predictive value, is of theoretical and practical importance.

Since the 1980s, a number of researchers have focused their attention on the
possibilities for predicting HAI with a view to early diagnosis and timely treatment through
the development of predictive scores. Most of them are based on the assessment of clinical



signs, laboratory results, risk factors, or combinations thereof. The main problem remains the
validation of the scales.

Gatseva MD has developed a similar calculator combining four laboratory indicators
and three risk factors. It can be useful for neonatal practice (Task 5).

When discussing the results, data from bibliographic sources has been skillfully used.
Dr. Gatseva also presents her views on the issues discussed.

The dissertation is illustrated with 22 tables, 43 figures, and 3 appendices, which are
well presented and sufficiently informative.

Based on her own research, the author formulates 10 conclusions. Conclusions 5 and 6
can be combined by highlighting the significant categorical and quantitative risk factors.

| accept the contributions of the dissertation, excluding the third and part of the
fourth, which are original in nature, and the first, which is scientific and theoretical in nature.
In their formulation, inconsistencies with the content of the dissertation have been allowed.
The first and second applied contributions can also be combined.

The doctoral student has presented three publications in foreign scientifical journals
(one with IF) and six participations in scientific forums (three international) related to
the dissertation, which is in accordance with the requirements.

The PhD thesis is written in grammatically correct, stylistically consistent, and
understandable language.

The abstract is quite voluminous and well-illustrated.

The comments and recommendations made in the relevant sections aim to improve the
quality of the scientific work.

Conclusion:

The scientific work presented by Preslava Radoslavova Gatseva MD examines certain
aspects of HAIs in newborns. The topic is relevant, suitable for doctoral research, and
insufficiently researched in Bulgaria for the neonatal period. The PhD thesis "Nosocomial
infections in newborns — frequency, risk factors, etiology, diagnosis, and outcome" has
scientific, theoretical, and practical significance for the neonatology community. Gatseva MD
IS a promising young scientist. My overall assessment is positive.

The author's report shows compliance with and fulfillment of the minimum national
requirements for the Doctoral Degree according to the ZRASRB and PRAS of MU-Pleven.

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