Peunen3us I
Ot I[Ipod. n-p Mas Kpwcrea-Bunmor, am
Hauannuk Heonatomoruuno otaencuue Al' kinanka
YMBAJI* Cs. I'eopru‘ EAJ] [1moBnuB
MY IInoBous

Ha ocHoBanue 3anosen Ne 2911/ 26.09.2023 r. na Pextopa Ha MY IlieBen
OTHOCHO: 3amuTa Ha JUCEPTALIMOHEH TPyl Ha TeMa ,,)KbJITEeHHLIA IPU TOHOCEHU
HOBOPO/JICHU JIella — YECTOTa, €TUOJIOTHSA, TPO(DUIAKTHKA, TIPOCIIEAIBaHe  HA -
Tarsna JumutpoBa MToBa - TOKTOpaHT camocTosTeTHa opMa Ha 00ydeHrne KbM
Karenpa Jlercku 6onectu MV [liieBeH BBB Bpb3Ka ¢ TMpoIIeaypa 3a MpUI00nBaHe
Ha OHC ”JlokTop” npodecnoHanHo HanpasieHue 7 ,,31paBeora3BaHe u ClopT’

7.1 ,Menuuuna” o Jlokropanrcka nporpama ,,Ileguatpus™

Ha mepBoTO 3acenanue Ha Hayunoto xxypu Ha 04.10.2023r cpM onpeneneHa aa
U3TOTBSl PELICH3US

buorpaguuny 1aHHU 3a TOKTOpaHTa

J-p Tarana Urtosa 3aBbpmBa mequunua B MY Bapna npe3 1994 ronuna.
3anouBa pabota kato HeoHaTtosior B MBAJI rpan Pyce npe3 1995 roauna, a ot
2016 mo 2022 roguHa € jmekap opauHATOp B HEOHATOIOrMYHOTO OTHENIEHHE Ha
YMBAJI “Menuka* rp. Pyce. Ot 2022 roguna ¢ Hawanmauk HeonaTtosormaso
oTIeJeHue B chlara OonHuna. O0mmsT M TpynoB crax no Heonartosorus no
MOMEHTA € 28 TOJIMHH.

Nma mnpunmobutn cnemumanHocty mno Ilemmatpus ot 2004r. u 1o
Heonatonorus ot 2012 r. IIpe3 2010 r. npuno6usa OKC “Maructsp no 3apaBeH
MeHUHUKMBHT
Unen e Ha bwarapckarta Acoumanusa no Heonatonorus u Ilenuarpusa. Bnanee
AHTJIMACKA U PYCKH €3UK.

JKbiITeHunaTa B HEOHATAIHUS MEPUOJ € HAW-YECTO CPEIIAHOTO ChCTOSTHUE
npu HOBopoAcHUTe. DU3NOIOTMYHATA M TIPOSBA 3acsATa MOYTH BCUYKH IOHOCCHH
¥ HEJOHOCEHH JeIa, a KOHKPETHATa MPUYMHATA 3a MAaTOJIOTHYHOTO MOBUIIIABAHE
Ha OmMpyOWHA, KAKTO W HETOBOTO TEPCHUCTHPAHE B €HA YacT OT CIyYauTe B
Ta3W BB3PACTOBA Tpyma  MOXKE Ja ocTaHe HeaehuHupaHa. MHOXKECTBO
JTOMBIHUTETHN (AaKTOPU, CBBP3aHU C Maiikata /dpaMuIHH, TATOJOTHUS Ha
OpEeMEHHOCTTAa U PAXITAHETO W Jp., U HOBOPOJEHOTO /TeCTallMOHHA BH3PACT,
achuKcHus U JIp./ UTpasiT pojs 3a CTENEHHATa W35Ba HAa WKTepa. HemHBa3uBHOTO
oTpeieNisiHE Ype3 TPAaHCKYTaHHO M3MEpPBaHE HA OMIMPYOWHA € JIECEH U JOCTHIICH
METOJI, OPUEHTHUpAI 32 HEOOXOJUMOCTTa OT JUATHOCTHKA W TPOBEKIAHE HA
JICYCHHE C YTBBPJACHH METONu. Bce ole mpoyduBaHHsATa 32 BB3MOXXHOCTUTE 3a
npodriiakTIKaTa Ha HEOHATATHATA KBJITEHUIIA CA OTPAHUYCHH.



B TO03M cMHcBba TeMaTa HAa AMCEPTALMOHHHUS TPYd € AKTyaJHAa H
aucepTraduIHAa.

HacrosiumsaT HaydeH Tpya ce cbcTon OT 176 cTaHZapTHM CTpaHUIIH,
chabpka 2 mpuioxeHus. CTpyKTypaTra My OTroBapsi HA M3HMCKBAaHUSTA 3a
JUCEPTAIMOHEH TPY/ U C€ MPECTaBs KaKTO CleBa OT:

- BeBenenue - 2 c1p.

- Jluteparypen o0630p - 37cTp.

- llen u 3agaum - 2 cTp.

- Matepuan u metonu - 10 ctp.

- Pesynraru u oOcwxnane - 62 ctp.

- U3Boau - 2 cTp.

- 3akntoueHue - 1 cTp.

- IIpunocu - 1 ctp.

- Hayunu nyGnukanuu, CBbp3aHu ¢ JUCEPTALMOHHUS TPY — 2 CTP.

- [Ipunoxenus - 3 cTp.

- bubnuorpadus - 18 ctp.

- [Ipunoxenus- 4 ctp.

B aureparypHusi 0030p moapoOHO ce€ pa3uCKBAT HMCTOPUYECKU JIaHHH,
CBBP3aHU C OTKPUBAHETO Ha OuIMpyOuHa U MeTaboIu3Ma My, Ha XEeMOJIUTUYHATA
OonecT Ha HOBOPOJEHOTO, METOAWTE Ha JIeYeHHEe W NpodUIaKTHKATa H.
[IpencraBena e ¢usmnonoruara Ha OwnMpyOuHOBaTa OOMSIHA, HEHHUTE
0COOCHOCTH TIpU HOBOPOJCHOTO M U3IOJI3BAaHUTE HOMOTpamu. B moapasnemna
,2JKiacudukanus u pa3npocTpaHEHUE HAa HEOHATAJIHA JKBJITEHULA CE€ aKI[EHTUPA
BHPXY MAaTOTCHETHYHUTE MEXaHU3MU U KIMHUKO-T1a00paTOPHUTE MPOMEHH TIPH
pa3IMYHUTE BUIOBE KbJITEHUIM. M30poeHu ca v HAKOM COLMO-AeMorpadcku u
MEAMIMHCKH PUCKOBU (PAKTOpPH, CBBbpP3aHU C OPEMEHHOCTTa U HOBOPOAEHOTO,
MOCOYEHA € TSAXHATa POJs 3a MMaTOJIOTMYHA W3siBA HA HMKTEpP B HEOHATAIHUSA
nepuoA. TekcThT Ha 0030pa BKJIIOYBA MPUJIAraHUTE U HOBH METOJHU 3a JICUEHUE,
BB3MOKHOCTHUTE 32 MPOPIIAKTUKA HA KBJITCHUIIUTE C U3IOJI3BAHE HA Pa3TUYHU
NPOOMOTUYHHU LIAMOBE.

ABTOpKaTa pa3ucKBa MPOJOHTUPAHATA HEOHATAHA KBJITEHUIA, KOSTO €
YeCcTO CpelllaHa B MpaKTUKaTa MPH HAKOU Jella, HO MOXKe Ja Ob/ie U WHUINAJICH
CUMITOM Ha 3a0oisBaHUS, M3UCKBAIIM CBOCBPEMEHHA [MAarHo3a W JICYEHHE.
Oueprana e HEOOXOOUMOCTTA W HAUYMHHUTE 3a HEBPOJOTHYHO MPOCIEAsSBaHE Ha
TE3W Jella C OIJie] M3KII0YBAaHE Ha HEBPOJOTHYCH NIe(UIMT, MOCIeAWIa Ha
NaTOJIOTUYEH UKTEP.

B xpas Ha 0630pa e mpeactaBeHo 0000IIEHNE, MOTUBHUPAIIO TUCEpTaHTA
J1a pa3paboTH HACTOSIIMS JUCEPTALMOHEH TPYA.

JluteparypHusT 0030p € 1M00pe CTPYyKTypuUpaH, yMEJIO ca IOJHECEHHU
JaHHUTE OT OuOnmorpadustTa, KOETO IOKa3Ba TEOPUTHYHO M TPAKTUIECKO
No3HaBaHE Ha MpodiemMa, CHOCOOHOCTTa 3a CHUCTEMAaTH3UpaHE Ha 3HAHUS U
uH(popMaIus OT JUCEPTAHTKATA.



IleaTa Ha nmpoyuBaHeTo € sicHO (opMyJIMpaHa U 32 HEWHOTO M3ITBbJIHCHHE
ca ITOCOYCHHM S 3a1a4M, KOUTO JETaUIN3UpaT HACOKUTE Ha U3CJIEABAHETO.

M3nucBanero Ha 3amadya 4-Ta TyK HE € MJCHTHYHO C ToBa B Pazmen
”Pe3ynratu 1 00CHXKIaHE,,.

MartepuaJ 1 METOIM:

[IspBOHAUATHOTO TpoyuBaHe oOxBama 919 moOHOCEHM HOBOPOACHH, OT
KOWTO OTIIAJIAT MO Pa3IWYHM NMPUYUHU 353 /1e1a U B U3CIEIBAHETO Ca BKIIKOYCHU
566. ToBa € rojsiM KOHTHHIE€HT NpOy4YeHH MauueHTH. [IpomechT Ha TAXHaATa
celeKIus € mpeacTtaBeH Ha ¢ur. 1.1, KoSITO Hal-BEPOATHO MOpPaTU TEXHHUECKA
rpeuika He (Qurypupa B TO3M pasliei, a € MOMEeCTeHa B dJacTra ,,Pe3ynratu u
oOckxaaHe - 3amadya 1-Ba”. YMeCTHO € Au3allHBT Ha IMPOYYBAHETO Ja Oble
JIOITBJIHEH U C OpOsi HA HOBOPOJIEHUTE B CHOTBETHUTE IPYIU CIIOPE] 3aJaUUTe HA
npoyuBaHeTo.TOUHO ca ornpeneneH! KpUTEpUuTe 3a MoA0Op Ha yYaCTHUIUTE B
U3CJICIBAHETO, KAaKTO M TAXHOTO TPYNHMPAHE CIOpPEN BUIA HA KBJITCHHIATA,
MEXaHU3Ma Ha paKJaHe, HAYMHA Ha XpaHEHe, I0J1, TErJIO U reCTallMOHHA Bb3pacT
IIPU PAXIAAHETO.

Onucann ca H3MO0J3BAaHUTE METOAM - JIOKYMEHTAJHHW, KIWHHUKO-
7a00paTOpHU, HWHCTPYMEHTAIHU, NPOQUIAKTUYHU U Jp., HPWIOKEHU NpH
IPOBEXJIaHE Ha MpOoy4yBaHETo. BepuduuupaHa e MeToaukaTa Ha TPAHCKYTAHHO
omnpejensHe Ha OwiMpyOMHAa 4Ype3 YCHOPEOHO W3CIEIBAHE W HAa CEPYMHUS
OmMpyOuH Npeau u ciel, poToTepanusi.

N30poeHn ca  CTaTHCTHYECKUTE METO/HM, KOWUTO TapaHTUpaT
JIOCTOBEPHOCTTA Ha pe3yiTaTHUTE.

Pesyaratu u o0cbxkaane. C o0enuHSBAaHETO Ha pe3ylTaTUTEe U
00CHKTAHETO € N30erHaTo MOBTAPSHETO HA MFPBUTE MIPH TSIXHOTO THIKYBaHE.

JlucepTaHTKaTa yCTaHOBSIBA Hall-BHCOKA YE€CTOTA HA Pa3NpOCTPAHEHUE HA
ABO kpbpBHO TpymnoBa M30MMYHHU3AIlMs U HaMalsiBaHE Ha decTtoTaTa Ha Pesyc
U30MMYHHU3ALMSITA, KOETO € HAIbJIHO OOSICHUMO HE CaMO NpPEeaBUI PYTHHOTO
npoBexJ1aHe Ha aHTH Jl mpoduiakTrkarta rnpe v nocTHATaIHO NpU OPEMEHHUTE U
poawikuTe /3agadya 1-Ba/. B cTpykTypata Ha NOpoOJOHTHpaHaTa HEOHATajIHA
KBJITCHHUIA KbM 28-51 A€H JSAIbT HA W3KJIIOYUTEIHO KbPMEHUTE Jiella € Hail-
rojisiM - 57%. AHaU3bT B Ta3u rpyla MoKa3Ba HaJIM4YKME Ha IPOOJIEMU, CBbp3aHU
C XpaHEHETO - TNpexpaHBaHE, HEIOXpPaHBAaHE, MOBpPBIIAHE, OOCTHUMALMO MpU
Bcuuku Tax crnopesa ¢ur 1.4. Ha ¢dona na npenopwkute Ha C30 3a €KCKIIy3UBHO
KbpPMEHE 70 6-51 MECEeI] TO3M pe3yiTaT € CMyLIaBall.

N3cnenBanero /3amavya/ He J0Ka3Ba BIUSHUE Ha AemMorpadckute hakTopu
- CEeMEHHO MoioXeHue, o0pa3oBaHHE M MECTOKMBEEHE Ha OpeMEeHHAaTa BBbPXY
MaToJOTMYHATA U MPOJOHTHPAHA KBJITEHUI]A Ha HOBOpPOoAeHOTO. [lo oTHOIIEHNE
Ha TIOCJIeJTHATA 3HAYCHUE MMa TeCTallMOHHATa BB3PACT MPU pakllaHe, a TOBa €
CBBP3aHO OTYACTH C II0-BHCOK OpoM Jema, poaeHu B 37-38 recranmoHHA
cenmuna. M3BecTeH ¢akT e, ye Ta3u Ipyna ce XapakTepusupa C YIABIKEHO
NPOTUYAHE HA UKTEpa.



[IpocnensiBanero Ha puckoBUTE (HAKTOPH, CBBbpP3aHU C OpEeMEHHOCTTa
YCTaHOBSIBA POJIATa Ha 3aIlIalllBAIll0 MPEXKIEBPEMEHHO paKJaHE 3a M35BA Ha
KBJITCHUIIA HA 2-pu U 5-Tu JieH npu 5.1% ot HoBopoaeHnure. [Ipeexnamncusira e
peructpupana npu 8.5 % ot OpeMeHHUTE, KaTo OKoJI0 1/3 OT TeXHUTE Jela ca C
nposiBU Ha xumnepOunupyounemus. He e mokazana kopenamus MeX1y HUBaTa Ha
oOmmst OMnMpyOrH U Ta3u MaifluMHa MMAaTOJIOTHUS B paHHUS HEOHATAJICH TIEPUO/I.

[TpuOmusutenno 60% OT HOBOPOJEHUTE HAa MalWKU C BB3NAIUTEITHU
3a00JIsIBAaHUS HA JKEHCKaTa M0JIOBAa CHCTEMa ca C TI0-BUCOK 001 OminupyounH Ha 3-
TU JieH. M3BecTHO e, ye nH(peKuuuTe Ha Maifkata /001K U TeHUTAIHNU/ 0COOEHO B
MOCNEAHUS TPUMECTBP MoOraT Ja ca MpUYMHA 3a HH(EKTHpaHe Ha IUIona M
HOBOPOJCHOTO, a TOBA J1a 00YCIIOBY 1 MTOBUIIIaBaHE HA OMIMPYOWHA TIPH TSIX CIIE
paxmaanero. Jlumcata Ha XapaKTepUCTHKA HA HOBOPOJECHHUTE B Ta3W IIOCOKA
3aTpyIHSIBA THJIKYBAHETO Ha MOJIYYSHUS pe3yTarT.

HoBoponenute, pojeHu 1O MeXaHM3Ma Ha HOPMAJIHO paXJaHE B
CpPaBHEHHE C pOJICHUTE Ype3 CEKIHO lie3apea ce OKa3BaT ChC CTATUCTHUECKU
3HauMMa TI0-BHCOKAa YECTOTa Ha XUIepOmwinpyOunemus 10 5-s, Ha 14-u u 28-u
neH. JlucepraHTkaTa J0Ka3Ba YMEPEHO CHIIHA KOpeJalus MEXKIy MEXaHu3Ma Ha
pakIaHe TI0 BarMHAJICH BT C MPUJIOKEHNE Ha ToBede oT 5 E okcuTonmH 1 HUBA
Ha OnnnpyOuWHa B paHHUS HEOHATAJICH MEPHOJ], YCTAHOBEHO M OT JPYTH aBTOPH.
Ho 3a ga ce W3KIIOYM HAMBJIIHO pOJIATa HA MO-BHUCOKATa 7032 OKCHUTOLMHOBA
CTUMYJIAIIAS BBPXY CTOMHOCTUTE Ha OMIMPYOWHA MPY BarMHAIHO POJICHUTE Jelia
B CpaBHEHHE C T€3W, POJCHH Upe3 11€3apOBO CEeUCHHE OW CIIeBajO IBETE TPYyNU
na OpIaT CHIIOCTABEHU.

He e mpocneneno BiusHueTo Ha (PAKTOPU KaToO TECTAIMOHHA BBH3PACT,
pOJIOBM TpPaBMH, KOMTO MOTaT Ja JOMpPUHEcCAT 3a OOSCHEHHUETO Ha MO-TOpe
MOJIYYCHUS pe3yJITaT.

OyakBaHO HOBOPOJICHUTE C YMEpPEHA U TEeKKa ac(HUKCHUSI C€ TMPEJCTABIT C
MOBUIIIEHU CTOMHOCTU Ha OMIIMPYOHH, KOETO CE€ JBJDKM Ha HETAaTUBHOTO BIIUSIHUE
Ha TIOCTHATaJIHATa aC(hUKCHUS BHPXY OMIMPYOMHOBUS METa0O0IU3bM.

N3cnenBanero ycTtaHOBsIBa, Y€ KbPMEHHUTE Jela Ca ChC CUTHU(DUKAHTHO
MO-BUCOKM HHUBA Ha oOuuMs OWnupyOMH 3a LeNusl MEepuoJi Ha HaOJI0JICHHUE,
CTaTUCTUYECKN 3HAYMMHU Ha 5-TH, 14-TM U 28-W J€H B CpPaBHEHHE C TE3W,
XpaHEeHU ChC cTaHgapTHa (opmyna. B rpymara ¢ mpojoHrHMpaHa XBJITEHHUIA
npeBalMpar Jerara Ha ecTecTBeHO XpaHeHe-79%. HezaBucumo oT ToBa JuricBa
JIOCTOBEpHA pa3jivKa B MPOABDKUTETHOCTTA HAa M35ABaTa HAa OKBITCHUIIATA B
3aBHCHMOCT OT HauMHa Ha XpaHEHE.

B oOcbxmaneto KbM Ta3W 3aJada JIUCEPTAHTKATa CpaBHSBA CBOUTE
pe3yiTaTi C TE3W Ha JPYyrd aBTOPU M TPaBU OMUT Ja OOSICHU TOIYYCHUTE
pesynratu. Cropeny IUTHpaHuTe B Oubmuorpaduara wu3cCienoBaTeId Ha
€THOJIOTUYHATA CTPYKTypa Ha MPOJIOHTHUPAHATA XBITEHHUIIA /Ta0.2/ TPUUYUHUATE
ca pa3HOOOpa3HM, a JTAaHHHUTE 32 OTHOCUTEIHHUS WM POJisl BapupaT B IIMPOKU
rpanunid. ToBa TOTBBpXkKJaBa  MynTH(AKTOpHATA TE€HE3a Ha YIbJDKEHATa
XKBJITCHUIIA, B 9aCT OT CIIy4auTe C HESCEH MPOU3XOJ U 3aTPYJAHEHO YTOUHSBAHE
Ha IMarHo3ara B PpAMKUTE Ha HEOHATATHUS TIEPUO/I.



B 3amaua 3 ce mnpociensBa AMHAMHMKara Ha oOwMs OWIMPYOMH 10
JOCTUTaHE Ha PEPEPEHTHU TPaHULM C LENT ChCTaBIHE HA HOMOIpaMma, KOSITO €
[10JIE3HA 32 HEOHATOJIOTMYHATA MIPAKTUKA.

[IpoyuBanero 3a NpoUIAKTUYHOTO MPUIIOKEHUE HAa MPOOUMOTHLIUTE IPU
XUMEepOMIMpyOMHEMUUTE Ha HOBOPOJEHOTO /3afada 4-Ta/ € ¢ OpUTHHAJICH
xapaktep. M3mon3BaHeTo MM B pa3MYHM HaAMpaBJICHUS B METUIIMHCKATa
IPaKTHKa € IIUPOKO Pa3MpoCcTpaHeHO. B HeoHaTamHus Mepuoj T€ ChIIO HAMUPAT
NPUIIOKEHUE TPEAUMHO C 1en (opMmupaHe U MoAbpkKaHe OajaHCca HAa YpeBHATa
MUKpoOHnoTa. IlpenuMcTBO Ha WU3CIEABAHETO € CpaBHsABaHE €(PEKTHT H
IPOABIKUTETHOCTTA Ha MPUIIOKEHHUE HA TPU MPOOHMOTUYHH IIaMa.

B 5-ta 3amavya gucepranTkara mpociensBa  OTPAXKEHUETO  Ha
IPOJIOHTMpaHaTa XBJITEHUIA BbPXY HEPBHO-TICUXMYECKO PA3BUTHE, TErJIOBHATA
KpUBa M HUBaTa Ha XeMorjoOuWHa 10 6 MeceyHa Bb3pacT. YCTaHOBSBA C€
HOpMAaJIeH TEIJIOBHUAT NpHUpacT A0 6-s Mecell U OnaronpusiTHa NpPOrHO3a 3a
HEBPOJIOTHYHO pa3Butue 3a 96.7% ot npeuara. [[-p HrtoBa otOenszBa, ue e
HEOOXOJUMO  MO-MPOABIDKUTENIHO HAONIOJEHUEe, 3a Ja C€ perucTpupa
OBJITOTPAHOTO  BIMSHUE HA MPOJIOHTHpaHaTa OWIUPYOMHEMHUS  BBPXY
pa3BuTHETO Ha JjAereTo. YacT OT H3CIeABaHUATA B Ta3W 3a/Jaya, Kacaellu
HEBPOJOTUYHOTO MPOCIEIIBaHE Ha JIellaTa HMMAT ChIO OPUTUHAICH XapaKTep.

Bb3 ocHOBa Ha pe3ynTaTuTe OT MPOBEACHOTO M3CJIEBAHE Ca OYEPTAHU O
H3BO0/Ia CHOTBETHO Ha mocTaBeHuTe 3amaun. M3Boau Ned u 5 morar na Obnat Imo-
no0pe popMyaupaHu, KaTo ce U30erHaT TEKTOBETE B IbpBAaTa UM 4YacT.

IIpuHOCUTE HA IMCEPTALMOHHMA TPYA €a KaTerOpU3UpaHH B JABE IPYIH:
C HAy4YHO-TEOPUTUYEH M HAYYHO-TIPUJIOKEH Xapakrep. JucepraHTkara He ce €
cboOpa3uiia ¢ TpeaBapUTeSHaTa MpEenopbka Jla Cce ouepTasrT Te3u OT TAX C
OpHUTHHAJICH XapakTep /3amada 4 u Jact ot 3aaa4a 5/. Te ca neHHH, MoaYepTaBaT
JOCTOMHCTBATA U 3HAYMMOCTTA HA HAYYHUS TPYI.

[Ipuemam mpuHOCHTE, HO HE CUMTAM 3a JOCTaTbYHO OOOCHOBAHO Ja Ce
onpefens CpaBHSABAHETO Ha €(EeKTUTE OT MPOPUIAKTUYHOTO MPUIOKEHUE Ha
NPOOHOTHUIIUTE BbPXY OMIMPYOMHEMHSTA MPU HOBOPOAEHUTE KaToO ,,II'bPBO B
cBeToBeH Mamad”. J[-p toBa uutupa pe3yiataTtd U OT APYTH U3CIEABaHUSA, a U
NpOyYBaHUATA, MOCOYEHU B OuOMMorpadusTa ca camo €AHa 4YacT OT Te3H,
MOCBETEHHU Ha Ipodiiema.

bubanorpagusara BrxmouBa 306 nureparypHu u3TOUHULIM - 14 Ha
kupununa u 292 Ha natuauna. 53.4% ot Bcuuku mMyOJIUKaIMK ca OT MOCJIECIHUTE
10 ronunan, kato ot 11X 44.2% - OT MOCIEIHNUTE 5 TOMUHHU - T.€ Onbmuorpadusra
€ CbBpPEMECHHA.

PesynTaTtuTe OT HACTOSIIETO HAy4YHO HW3CIEIBaHE ca OHArJeaeHu ¢ 46
¢urypu u 26 TadJuLM, KOUTO Ca ICHU U CE BB3IPUEMAT JIECHO.



I[IbaHOTEKCTOBH MyOaUKaAIMK /4 Opost - 2 B MEXKIYHAPOIHU CITUCAHUS/ U
y4yacTusita B HayYHu ¢opymu /8 Oposi - 5 0T KOUTO B 4y:KOMHA/, CBBP3aHH C
JUCEPTAIMOHHUS TPY OTTOBapsT Ha N3UCKBAHUATA.

ABTopedeparbT ¢ 100pe 0hOpMEH U TpeAcTaBs B CHHTE3HpPAH BUJ
auceptauvonus Tpyna. [locinenHusaT € HamucaH Ha TpaMaTUYHO U CTUIIOBO
U3JIbPKAH €3HK.

3akiouenue: /[-p Tatsna MToBa € U3rpajeH HEOHATONOT, C JOCTAThYEH
npodecuoHaneH OMUT M MHTEpeC KbM HAYYHO TUPEHE, KOETO s MOTHBHpa Ja
pa3paboTH HACTOSIIMS AUCEepPTAMOHEH Tpya. KaTo 1smo HaydHHs TPyA OTroBaps
Ha W3UCBAaHUATA 3a CTPYKTypa M ChAbpKaHuWe. ToM € JIMYHO Jeno Ha
JCEPTAHTKATA.

[[amocTHaTa MM OLIEHKA 32 JAMCEPTALlMOHHUSA TpyXd Ha TeMma ,, KbpiareHuna
OpU JOHOCEHHM HOBOPOJCHU Jella — YECTOTa, E€THOJIOTUS, NPOPUIAKTHKA,
npocneassane Ha A-p Tarsna [dumurpoBa HrtoBa € mnosoxurenHa. Ot
aBTOpCKaTa CIPaBKa € BHUJHO CHOTBETCTBHE M H3I'BJIHCHHE HA MHUHHMAJIHUTE
HannoHaHA n3nckBanus 3a OHC ”/Jokrop” cnopen 3PACPDH u I[IPAC na MY
[IneBeH.

IIpennaram Ha YBakaeMure udieHOBE Ha HaydHOTO XKypu na OpUCHIST
OHC “/Ioxtop* Ha a-p Tarsna JumutpoBa MTOBa - JOKTOpPaHT CaMOCTOATEIIHA
dopma Ha oOyuyenue kbM Karempa Jlercku Oonectu MY IlieBeH 1o
JloxtopanTcka nporpama ,,Ilennarpusa®.

Ha ocHoBaHme un. 59 or 33N
15.10.2023 [Ipod. 1-p Mas KpncreBa-Bunmor, nm



Review
By Prof. Dr. Maya Krasteva-Vilmos,MD, PhD
Head of Neonatal Department Obstetrics and Gynecology Clinic
University Hospital” Saint George" Plovdiv
Medical University Plovdiv

On the basis of an Order Ne 2911 / 26.09.2023 of the Rector of Medical
University Pleven
Regarding: Defense of a dissertation on "Jaundice in full-term newborn
children — frequency, etiology, prophylaxis, follow-up" by Dr. Tatyana
Dimitrovaltova - PhD student - independent form of education at the
Department of Pediatric Diseases Medical University Pleven in connection with
the procedure for acquiring Educational Science Degree "Doctor" professional
field 7 "Healthcare and sports" 7.1 "Medicine™ under the Doctoral Program
"Pediatrics"

At the first meeting of the Scientific Jury on October 4, 20231 was determined to
prepare a review

Biographical data about the PhD student

Dr. Tatyana Itova graduated in medicine from the Medical University of
Varna in 1994. She started working as a neonatologist at the University Hospital
in Ruse in 1995, and from 2016 to 2022she was a resident doctor at the Neonatal
Department of the University Hospital "“Medica" Ruse. Since 2022 she is Head
of the Neonatology Department at the same hospital. Her total work experience
in Neonatology up to date is 28 years.

Dr. T. Itova has acquired specialties in Pediatrics since 2004 and in Neonatology
since 2012. In 2010, she acquired the educational qualification degree "Master
of Health Management"

She is a member of the Bulgarian Association of Neonatology and Pediatrics.
Speaks English and Russian.

Jaundice in the neonatal period is the most common condition in
newborns. Its physiological manifestation affects almost all full-term and
premature infants, and the specific cause of the pathological increase in
bilirubin, as well as its persistence in some of the cases in this age group may
remain undefined. Numerous additional factors related to the mother /familial,
pathology of pregnancy and childbirth, etc./ and the newborn/ gestational age,
asphyxia, etc. / play a role in the degree manifestation of jaundice. The non-
invasive determination by transcutaneous measurement of bilirubin is an easy
and accessible method orienting the need for diagnosis and treatment with



established methods. Studies on the possibilities for the prevention of neonatal
jaundice are still limited.

In this sense, the topic of the dissertation work is current
anddissertationable.

The following study consists of 176 standard pages, contains 2
annexes. Its structure meets the requirements for a dissertation and is
presented as follows by:

- Introduction - 2 p.

- Literature review - 37p.

- Objective and tasks - 2 p.

- Material and methods - 10 p.

- Results and discussion - 62 p.

- Inference - 2 p.

- Conclusion - 1 p.

- Contributions - 1 p.

- Scientific publications related to the dissertation — 2 p.

- Annexes - 3 p.

- Bibliography - 18 p.

- Annexes- 4 p.

The literature review discusses in detail historical data related to the
discovery of bilirubin and its metabolism, hemolytic disease of the newborn,
methods of treatment and its prevention. The physiology of bilirubin exchange,
its features in the newborn and the nomograms used are presented. The
subsection "Classification and distribution of neonatal jaundice™ focuses on
pathogenetic mechanisms and clinical laboratory changes in patients
with different types of jaundice. Some socio-demographic and medical risk
factors related to pregnancy and the newborn are also listed, their role in the
pathological manifestation of icterus in the neonatal period is indicated. The text
of the review includes the applied and new methods of treatment, the
possibilities for prevention of jaundice using different probiotic strains.

The author discusses prolonged neonatal jaundice, which is common in
practice in some children, but can also be an initial symptom of diseases
requiring timely diagnosis and treatment. The need and methods for
neurological follow-up of these children are outlined in order to rule out a
neurological deficit, a consequence of pathological jaundice.

At the end of the review, a summary is presented, motivating the PhD
student to develop this dissertation.

The literature review is well structured, the data from the bibliography are
skillfully presented, which shows theoretical and practical knowledge of the
problem, the ability to systematize knowledge and information from the PhD
student.



The purpose of the study is well formulated and for its implementation
5 tasks are indicated, which detail the guidelines of the study.

The writing of task 4 here is not identical to that in the "Results and
discussion™ section.

Material and methods:

The initial study involved 919 full-term newborns, of which 353 children
dropped out for various reasons and included 566 in the study. This is a large
contingent of patients studied. The process of their selection is presented in
Figure 1.1, which most likely due to a technical error does not appear in this
section, but is included in the part "Results and discussion - Task 1". 1t is
appropriate to complement the design of the study with the number of newborns
in the respective groups according to the tasks of the study. The criteria for the
selection of study participants are precisely defined, as well as their grouping
according to the type of jaundice, the mechanism of birth, the way of feeding,
sex, weight and gestational age at birth.

The methods used are described -documentary, clinical-laboratory,
instrumental, prophylactic, etc., applied in the conduct of the study. The
methodology of transcutaneous determination of bilirubin by parallel
examination of serum bilirubin before and after phototherapy is verified.

The statistical methods that guarantee the credibility of the results are
listed.

Results and discussion. By combining the results and the discussion, the
repeating of the former in their interpretation has been avoided.

ThePhD student found the highest frequency of distribution of ABO blood
group isoimmunization and a decrease in the incidence of Rhesus
isoimmunization, which is fully explained not only given the routine conduct of
anti-D prophylaxis before and postnatally in pregnant and parturient
women /task 1-st/. In the structure of prolonged neonatal jaundice on the 28th
day, the share of exclusively breastfed children is the largest - 57%. The analysis
in this group shows the presence of problems related to nutrition - overeating,
malnutrition, vomiting, constipation in all of them according to Figure 1.4.
Compared with WHO recommendations for exclusive breastfeeding until the 6th
month, this result is disturbing.

The study /task2nd/ does not prove the influence of demographic factors -
marital status, education and place of residence of the pregnant woman on the
pathological and prolonged jaundice of the newborn. Regarding the latter, the
gestational age at birth is important, and this is partly related to a higher number
of children born at 37-38 weeks of gestation. It is a known fact that this group is
characterized by prolonged course of jaundice.



Follow-up of the risk factors related to pregnancy established the role of
threatened preterm birth for the appearance of jaundice on days 2 and 5 in 5.1%
of newborns. Preeclampsia is registered in 8.5% of pregnant women, and about
1/3 of their children have manifestations of hyperbilirubinemia. No correlation
between total bilirubin levels and this maternal pathology in the early neonatal
period has been demonstrated.

Approximately 60% of the newborns of mothers with inflammatory
diseases of the female reproductive system have a higher total bilirubin on day
3. It is known that infections of the mother /common and genital/, especially in
the last trimester, can cause infection of the fetus and newborn, and this can also
cause an increase in bilirubin in them after birth. The lack of characteristic of
newborns in this direction makes it difficult to interpret the result obtained.

Newborns born by the mechanism of normal birth compared to those born
by cesarean section were found to have a statistically significant higher
incidence of hyperbilirubinemia by the 5th, 14th and 28th days. The PhD student
showed a moderately strong correlation between the mechanism of birth by the
vaginal route with administration of more than 5 E oxytocin and bilirubin levels
in the early neonatal period, established by other authors. However, in order to
completely exclude the role of higher dose oxytocin stimulation on bilirubin
values in vaginally born children compared to those born by caesarean section,
the two groups should be compared.

The influence of factors such as gestational age, birth injuries, which may
contribute to the explanation of the above result has not been traced.

As expected, newborns with moderate and severe asphyxia present with
increased bilirubin values, which is due to the negative impact of
postnatal asphyxia on bilirubin metabolism.

The study found that breastfed children had significantly higher levels of
total bilirubin over the entire observation period, statistically significant on days
5, 14 and 28 compared to those fed standard formula. In the group with
prolonged jaundice, the children who are breastfed are majority -
79%. Nevertheless, there is no reliable difference in the duration of jaundice
depending on the way of eating.

In the discussion to this task, the PhD student compares her results with
those of other authors and tries to explain the obtained results. According to the
researchers cited in the bibliography of the etiological structure of prolonged
jaundice /table2/ the causes are varied, and the data on their relative role vary
widely. This confirms the multifactorial genesis of prolonged jaundice, in some
cases of unclear origin and difficulty in specifying the diagnosis within the
neonatal period.

Task 3 tracks the dynamics of total bilirubin to reach reference limits in
order to compile a nomogram that is useful for neonatal practice.

The study on the prophylactic use of probiotics in hyperbilirubinemia of
the newborn / task 4 /is of an original nature. Their use in various areas in
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medical practice is widespread. In the neonatal period, they are also used
primarily for the purpose of forming and maintaining the balance of the
intestinal microbiota. The advantage of the study is to compare the effect and
duration of administration of three probiotic strains.

In the 5th task, the PhD student tracked the impact of prolonged jaundice
on neuro-mental development, weight curve and hemoglobin levels up to 6
months of age. The normal weight gain up to the 6th month and a favorable
prognosis for neurological development are established for 96.7% of children.
Dr. Itova notes that longer monitoring is needed to register the long-term impact
of prolonged bilirubinemia on child development. Some of the research in this
task concerning the neurological follow-up of children is also of an original
nature.

Based on the results of the conducted research, 5 conclusions are outlined
respectively of the tasks set. Conclusions No. 4 and 5 can be better formulated
by avoiding the texts in their first part.

The contributions of the dissertation are categorized into two groups: of
a scientific-theoretical and a scientifically applied nature. The PhD student has
not complied with the preliminary recommendation to outline those of them of
an original nature / task 4 and part of task 5 /. They are valuable, emphasize the
merits and significance of scientific work.

| accept the contributions, but | do not consider it sufficiently justified to
define the comparison of the effects of prophylactic administration on
bilirubinemia in newborns as a 'global first'. Dr. Itova cites results from other
studies, and the studies mentioned in the bibliography are just some of those
dedicated to the problem.

The bibliography includes 306 literary sources - 14 in Cyrillic and 292 in
Latin. 53.4% of all publications are from the last 10 years, of which 44.2% -
from the last 5 years - the bibliography is contemporary.

The results of this scientific study are illustrated with 46 figures and 26
tables, which are clear and easy to understand.

Full-text  publications /4 releases-2  in  international  journals/
and participation in scientific forums /8 of which 5 are abroad/ related to the
dissertation meet the requirements.

The abstract is well-formed and presented in a synthesized form of the
dissertation work. The latter is written in a grammatical and stylistically sound
language.



Conclusion: Dr. Tatyana Itova is a neonatologist with sufficient
professional experience and interest in scientific research, which motivates her
to develop this dissertation. In general, the scientific work meets the
requirements for structure and content. It is the personal work of the PhD
student.

My overall assessment of the dissertation on "Jaundice in full-term
newborn children — incidence, etiology, prophylaxis, follow-up" by Dr. Tatyana
Dimitrovaltova is positive. From the author's reference it is evident compliance
and fulfillment of the minimum national requirements for educational science
degree "Doctor" according to Law on the Development of the Academic Staff in
the Republic of Bulgaria and Regulations for the Development of Academic
Staff of Medical University Pleven.

| propose to the Honorable Members of the Scientific Jury to award the
Educational Science Degree “PhD” to Dr. Tatyana Dimitrovaltova - PhD student
an independent form of education at the Department of Pediatric Diseases
Medical University Pleven under the Pediatrics Doctoral Program "Pediatrics".
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