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OTHOCHO n360pa Ha Temara.

>KbnteHnuata € eguH OT HaW-4ecTUTe KIMHUYHM NpobGremMu npu OOHOCEHUTE
HoBOpoOAdeHM Aeua. B npeobnagaegallata cu 4acT TS € TPaH3UMTOPHa U € CbyeTaHa n3sea
Ha pU3NONorMYHMTE NMPOLIECU HA CreapodoBa adantauus Ha HMBaTa Ha XeMornoduHa,
YepHoOapPOOHMTE DYHKUMN (EH3UMHU, CUHTETUYHN, EKCKPETOPHM), XpaHOCMUITAHETO 1 Ap.
B no-pegkn cnydaum npu OOHOCEHWTE HOBOPOLEHW Ce M3sIBABAT NaTonorMyHa w/mnu
NPOJIOHIMpaHa XbATEHNLUN, KOUTO MoraT ga ca CMMMATOMM Ha Cepuos3Ha noanexaia
natonorus. NpusHauuTe Ha NaTonorMyHaTa XbNTEHULA Ca U3BECTHU, KATO HaN-4eCcTUTe
ca: aHaMHe3a 3a aHeMU4HM 3abonsiBaHNSA UMK XbITEHUUM B CEMEWCTBOTO, Ha4yano Ha
uKkTepa npean 24-usi Yac unu cneq 4-5-usa OeH, Hanuume Ha MpOSIoHIMpaH MKTep,
cTomHoCTU Hag 220-240 pmol/l, npeobnagaBaHe Ha OUPEKTHUSA BUNNPOUH, NaTonorMyHa
OoUBETKA Ha ypuHaTa U U3NpPaXHEHUsTa, NaToNnorMdeH OTTEHBK Ha XbATeHuuaTa,

Hannyne Ha xenarto-cnneHomeranuma n ap. MaKap N n3BeCTHU, rpynmte 3abonsBaHua ¢



XbNTEHMLA Yy HOBOPOAEHOTO Ca [0CTa, a OMUCaHWTE MOo-rope CUMTOMW TBbpAE
HecneundunyHn. ToBa 06siCHABA 3aLL0 YCTAHOBSABAHETO HA TOYHATa AMArHO3a MOHSKora
M3MCKBA BpPEME W 3aTpygHsBA OaXe OMUTHU KIMHULUCTW, MON3BalUM CbBPEMEHHM
nabopatopHn metoan. OT ocobeHo 3HaveHne e 1 hakTa, Ye nsaBarta Ha XbhaTeHuuaTa
Tbpnu pasBuUTUE B MbPBUTE OHW Cred paXaaHeTo, Korato aHraxmpaHu ¢ npocneasBaHe
Ha [OeTeTo ca He caMO nekapuTe B HEOHATONOrM4yHWUTE 3BEHa, HO WM nocnegBaliuTe
0o6LoNpakTUKyBaLLM nekapu n cneumanmuctute ot gobonHnyHata nomoll. 3agadvTte Ha
3[paBHaTa cuctemMa Mo OTHOLIEHWE Ha XXbNTEHUMUMTE Yy HOBOPOAEHOTO MoraT ga ce
00006LLUAT B cniegHUTe HanpaBreHUS:
1. OTtnnyaBaHe Ha naTtonornyHaTa OT PU3NOMOrMYHaATa XbATEHULA, KaKTO U OT
CbCTOSIHUSITA Ha MPONOHIMpPaH MKTep (Hanp. XXbATeHuua OT MandMHa Kbpma),
KOMTO ca Cc 4OBpoKaYecTBEH X0 1 HE M3UCKBAT Jle4eHme.
2. To4HO guarHocTUUMpaHe Ha peakuTe Criydyau, B KOMTO XbITEHMLATa € ussisa
Ha TeXko 3abonsBaHe.
3. CBOEBPEMEHHO NEYEHNE Ha TEXKUTE XBATEHNLM U NPOdUNAKTUKA Ha psigkaTa
noHacrosiLem ounnpybrHoBa eHuedanonaTtums.

PelwaBaHeTo Ha Te3u 3agayv He BMHArM € NeCHO U U3WCKBA, MHAMBMAYarnHa
MH(OPMUPAHOCT M OTAAAEHOCT Ha BCUMYKM HMBA HA MEAMLMHCKMS MepcoHarn,
obcnykeBaw, HoBopoaeHoTo. Heobxogumo e pgobpo dyHKUMOHMpaHe ©n  6bp30
B3aMMOZENCTBME Ha 3BeHaTa OT 34paBHATa CUCTEMA, Tbil KaTo peluaBaHeTo Ha
npo6nemun Npu HOBOPOZEHUTE YECTO Ce M3BBLPLUBA B YCIIOBMSATA HA CMELLHOCT.

Hactosiwata guceptaums ,,2KbsimeHuuya npu oHoceHU Ho8opodeHU deya —
Yyecmoma, emuoJsio2usi, npodpuniakmuka, npocsiedsisaHe” ULenn npoy4BaHe Ha
yecToTarta, eTvonorMaTa M guMHamuKaTa Ha WHAWPEKTHaTa xunepobunupybuHemus vy
AOHOCEHM Aela, edeKTbT OT NPOUNAKTUYHOTO NPUIIOXKEHNE Ha NPOOMOTUYHM LLaMOBe
BbpXy €BOMOLMATA W, KaKTO U OTPaAXKEHMETO Ha MpoSIoHrMpaHaTa HeoHaTarnHa
XbnTeHUUa BbpPXYy (OM3NYECKOTO U HEPBHO-NMCUXMYHOTO pa3BuTMe A0 6 MeceyHa
Bb3pacT.

MpencraBsa HU ce eauH BaXKEH Hay4dHO-NpaKTU4eckn Npobrnem, BUHarn aktyaneH
N BTbKaH B eXeOHEBMETO Ha nekapuTe, 3aHMMaBalln ce C HOBOPOAEHM Aela U Marnku
KbpmayeTa. AKLEHTUTE Ha HacTosILLMA Hay4YyeH TpyA ca: 1. YcTaHOBsIBaHe Ha YecToTata
M eTnorornyHaTa CTPyKTypa Ha MaToNOrMYHMA M MpoNioHrMpaH uktep. 2. M3yyaBaHe
BMUSIHNETO Ha Aemorpad)CkM U nepuHaTanHn akTopy BbpXy M3siBaTa Ha XbMATHALUTE
npu goHoceHun aeua. 3. OTpaxeHne Ha NPOBNOTUYHOTO NPUNOXEHNE BbPXY YecToTaTa U
NpoTMYaHETO Ha XbnTeHuuute. 4. [lpocnegsBaHe Ha AMHaMuKaTa Ha o6wWms
GunupybuH npu goHoceHn ¢ uen u3paborBaHe Ha Homorpama. 5. MNpocnegssaHe Ha

dumsmyeckoto 1 HIMP go 6 meceyHa Bb3pacT Npu geua ¢ NPOMoHrnpaH ukrtep. Tesu



Temn, obocobeHn KaTo OTAEenHM 3agjayun, ca pas3BuTu crneg obCToeH aHanuad Ha
0CODOEHOCTMTE Ha XbITeHMLaTa B HeOoHaTanHus nepuog: obmsiHa, knacudukauus,

PUCKOBW, (haKkTopu, METOAM 3a fievyeHne 1 NnpodomnakTnka n gp.

O6em Ha Tpyma. [Quceptauudara cbaobpxa 176 ctpanHuuu. JliutepatypHusat o63op
obxeaula 46 crpaHnum - 26% ot obwina obewm, rmaea ,Martepuan n metogu” — 10 cTp.,
rnaBa “Pesyntatm n obcbxaaHe” e 72 ctpanHvum  (41% ot obwma obem), kato
obcwxaaHeTo nocrneaBa U3HECEHUTE pe3ynTaT No OTAENHUTE 3adaudun.

KnuronncwT BkntouBa 306 3arnasus. OT 14X Ha kupunuua ca 14, kato 11 ca Ha
6bnrapckmn aBTopu. Lintnpanmn ca 6 6bnrapcku aBtopu, nybnvkyBanu B nocnegHute 5
roanHn. Cpepn Obnrapckute nybnukaumm 4Yetmpu ca o63opy Ha npobrnema Ha
HeoHaTanHaTta XbnTeHuua, a Tpyu obcbxaaT 0cobeHOCTUTE Ha YpeBHaTa MUKpobuoTa y
HOBOPOOEHOTO U Bb3OENCTBMETO BBbPXY HES Ha Npo K noctbmotuumte — npobnem
ocobeHO AuckyTMpaH noHacToswem. [lybnukaummte no KOHKpeTHata TemMa Ha
avcepraumaTa 3a XbNTeHUUMTe y JOHOCEHW Aeua — NaTonorMyHu U MpPOfIOHrMpaHn B
HalwaTa nuTtepaTtypa ca e4uHUYHU, NPEANMHO rMaBu B y4ebHuUM.

Mon3seaHaTta nuTepaTypa € CbBpeMeHHa, kaTo 84 oT obwo 306 nybnukauum
(27%) ca ot nocnegHute 5 rognHn. Lntnpannte 4yxgm gaHHM KOPEKTHO ca CBbp3aHn C
MMeHaTa Ha aBTopuUTe UM U Npu NpoBepka ce HamupaT B 6asnTe AaHHW. PesyntatuTe ca
onucaHun nogpobHo, kaTo € HabnerHaTo Ha rpadMyHOTO NpeacTaBsHe Ha pesynTaTute,
OoTpaseHu B 46 LuBeTHM Urypu, NNIOCTpUpaLLmM AaHHW, U3HeceHn B 26 Tabnuumn. B asete
NPUNOXEHNA Ca M3BEOEHU MON3BaHUTE OBE aHKETHU KapTW, CbOTBETHO 3a HMBaTa Ha

OunnpyburHa 1 3a NCMXOMOTOPHOTO U IU3NYECKOTO pasBMTME Ha obcneaBaHuTe geua.

NntepatypHuar o63op (Fnaea Il) cbabpxa Hakonko nogpasgena. BceobxsaTHo
N CTerHaTo ca oTpaseHn obmsiHaTa Ha GunupybunHa y HOBOPOLEHOTO, Kracudukaumsata
Ha HeoHaTanHuTe XbNTEHUUW, CbLLECTBYBALLMTE METOAM 3@ U3MEPBAHE M HOMOrpamu.
MoapobHOo ca onucaHn pUCKoBUTE (PaKTOpPU 3a pasBUTUE HA UKTEP, KAKTO U MeToauTe 3a
nevyeHne n npodmnakTnka Ha XbATEHUUUTE Yy HOBOPOAEHOTO. He ca npeHebperHaTtu
ocHoBononarawm Ttpygose ot 30-Te m 60-Te roguMHu, ONMCBALLM CbLUHOCTTA Ha
eTtanHata eputpobnacrtosa (Diamond LK et al. 1932, 1947,), cdboToTepanusta Kato
nevyebeH metoa (Cremer RJ et al. 1958), NbpBOTO ONUCaHWE Ha XbTeHWLA OT ManvmHa
kbpma oT 1964r. 3agbnboyeHo ca nsyyeHu Tpygosete Ha Bhutani VK n Maisels MJ, ot
Kpasa Ha XX 1 Hadanoto Ha XX| Bek, onpefenswin CbBPEMEHHOTO MOBeAeHue Mnpu
XbNTEHUUM y HoBOpoAeHoTo. [lon3eaHaTa nuTepaTypa Moxe fa 6bae pasgeneHa Ha
TakaBa, onucBallla XbATeHuumTe (222 cratuun, ot Kouto 56 oT nocnegHuTe 5 roguHn),

onucBalm MykpodriopaTa U Bb3AeNCTBUMETO Ha NpobroTULMTE BbPXY XbNTeHnuaTa (31



n 5 ot nocnegHute 5 roguMHn) n 28 ctatum, onuceallM YacTHM nNpobnemun, KaTto Hamp.
n3siBaTa Ha XbITEHUUN NPU YPOMHMEKUMM Y HOBOPOAEHOTO. JIntepaTypHUAT o63op e
Haco4yeH KbM TemaTa Ha auceptaumsita 6e3 ga e pa3BOAHEH C U3NULLHK NyGnukauumn.
MoapobHo, BbpXy YETBBLPT OT NUTepaTypHMsa 0630p ca onucaHu MeToauTe 3a nedeHve

7 I'IpO(bI/IJ'IaKTVIKa Ha XbliTeHnunTe y HoBopoaeHOTO.

naea lll e oTpegeHa Ha Lien n 3agaun. PopmynupaHa e cnegHata uen:

»a ce npoy4u npu GOHOCEeHU HO8OPOOeHU Yecmomama, emuosoausima u
JduHaMukama Ha HeOHamasiHama Xb/ImeHuua, ObJhKawa ce Ha UHOUpeKmHa
xunepbunupybuHemusi, O0a ce OUeHU ehbekmbm om npoghurakMmu4yHomo
npunoxeHue Ha NpobuomuyYyHu wiamose 8 bPXy esosiroyusima U u da ce npocredu
e/lussHUEeMoO Ha npoJsioH2uUpaHama HeOHamaJsiHa XbJimeHuuya ebpXy HepeHOo-
ncuxu4yHomo paszeumue 0o 6 meceyHa eb3pacm.”

Llenta e B cbOTBETCTBME CbC 3arfiaBMETO Ha TpyAa M MOMMYHO O YTOYHSIBA:
nscnenBat ce WHAOUPEKTHUTE XunepounupybuHemun y [OHOCEHUTE HOBOPOAEHU U
Bb34ENCTBMETO Ha MNPOOMOTUYHM LLAMOBE BBLPXY NpoTUYaHeTo MM. [locTtaBeHuTte 5
3agayqn, uuTUpaHM MO-rope, Ca SCHU W KOHKPETHW U crnocobCTBaT MOCTUMraHeTo Ha

nocrtaBeHaTa uern.

MatepmanbT M MeToAuTe Ha wu3crneagBaHe ca pasrnegaHu B rnasa V.
lMpoy4yBaHETO € peTpo M MNPOCMEKTMBHO M € MPOBEAEHO JNIMYHO OT AucepTaHTa B
fOonHuuaTa Ha ocHoBHaTa My mectopaboTta — YMBAJT ,Meguka Pyce” B nepuoga 2017-
2020r. Hanuue e HeobxoaumoTo oaoOpeHue 3a npoBexaaHe Ha uacriegBaHeTo oT
Komncuata no meguumHcka etuka kbm MY-TneseH n YMBAJT ,Meguka Pyce”.
MpencraBeHNAT oKOHYaATENeH TEKCT € cbobpaseH ¢ HanpaBeHaTa OT MeHe npenopbka-
B rnaeata ,Martepuan n metogu”’ ga Hamepu MSCTO OMUCAHMETO Ha KOHTUHreHTa
obcneaBaHn pgeua, kpuTepumte 3a nogbop Ha o6GekTMTe Ha npoyvBaHe, KakTo W
rpynMpaHeTo Ha naumeHTMTe cbobpa3HO BMAa Ha HeoHaTanHata XbhATeHuua,
MexaHu3mMa Ha pakgaHe, HauyMHa Ha XpaHeHe, Mnos, Terno u rectauMoHHa Bb3pacT npu
paxgaHe. OT Tabn. 6 e BMAHO, Y€ HOBOPOLAEHMUTE HA CMECEHO XPaHEHe Ca M3KITHYEHU
OT NPOy4BaHETO, a 06EKTN Ca CaMO USKMOYUTENHO KbPMEHUTE NN TE3U, XPaHEeHN CaMo
3aMecTUTENM Ha Kbpmarta. BeposTHO ToBa e HanpaBeHO C uen ga ce 06ocobsaT no-
pobpe oTgenHuTe rpynu, HO MbK € CBbP3aHO C W3KIMKYBaHEe Ha efHa 4acT oT

HOBOpOAEHNTE, U C HEXelaHnda M 6bp3 npexon KbM U3KYCTBEHO XpaHeHe.

Ha owur 1.1 (rmaBa ,Pe3sytatn”) e oTpaseH nogbopbT Ha obcneaBaHuTe Aeua,

konTo e 919, nbpBOHa4YanHo obxeaHaTu, OT KOUTO ca oTnagHanu 65 geua, KOMTO ca ¢



r.B. nog 37 r.c. unn Terno nog 2500rp. Cuntam 4ve KpUTEPUAT TernecHa maca He e
cnegpano ga ce uma npeasua, Tbil KaTo obwonpueTaTa gemH1umMS 3a JOHOCEHN Aeua
Kacae camo recraumoHHaTa Bb3pacT mexay 37 u 42 r.c. lNpnynHa 3a BKIOYBAHETO Ha
KpuTepus ,TenecHa maca” BEpOATHO ce 0BSACHABA C HaNMYMeTO My B HaLLWM HOPMATUBHU
N paboTHN [JOKYMEHTWU, KaTO KMUHWYHW NbTekM M Ap. 3a CbXaneHve B TAX, a U B
npakTukaTa Hu, pa3bupaHeTo 3a 3HAYMMOCTTa Ha Mokas3aTens rectauMoHHa Bb3pacT e
HeJoCTaTbyHO. M3KNIYBEHETO OT NPOyYBaHETO Ha AOHOCeHU Aeua (37-42 r.c.) ¢ HUCKa
TenecHa maca (<2500g) 6u morno ga noenusie, B U3BeCTHa (Makap MU Marnka) CTeneH,
pesyntatute. [paBn BnevatneHve n cpaBHUTENHO ronemunsaTt Gpon (283 HOBOpoOEHN)
oTnagHanu oT Npoy4YBaHeETO, nopaan HembliHa MHopmauusa. O6eKkTM Ha NpoydBaHETo
octaBaT 566 HOBOpOAEHW, MNpeLeHeHW KaTo JocTaTbyeH Opor 3a nocTuraHe Ha
CUrHUpmnkaHTHM pesytatu. Te ca nogpasfdeneHn Ha rpynu, CbOTBETHO: 372 feua C
natonornyHa, 227 ¢ duamonormyHa M 82 C MNPONOHrMpaHa XbATeHUUMU. Tbh KaTo
oowmaT 6pon HagxBbpNsa 566, BEPOATHO TOBA Ce OAbJKM Ha dhakTa, Yye 4acT OT geuarta
Cca edHOBPEMEHHO M C NATOfIONMYHA M C MPOJSIOHTMPaHa XbMATeHuLa, HO TOBa He €
yrnoMeHaTO U3PUYHO B TEKCTA.

OCHOBHO BHMMaHWe B Ta3n rnaBa € O6bpHATO Ha AMArHOCTUYHUTE METOAM,
npunaraHn npu HeoHaTanHu XbnATteHuuun. [logpobGHO € onucaHa TpaHCKyTaHHaTa
GunupybrnHomMepusa Kato MeTOA4 3a OUeHKa Ha XbATeHuuuTe Yy HOBOPOAEHOTO.
CboTBETCTBMETO N BEPUULMPAHETO HA MOKa3aHMUSATa Ha TPAHCKYTaHHUTE U KPbBHUTE
navepBaHua Ha OunumpybuHa ca oTpaseHM Ha Tabn. 7, Kato He e yCTaHOBeHa
CTaTUCTMYECKM 3HaYMMa pasnuka B CTOMHOCTUTE Ha OunupybuHa, namepeHu no agarta
metoga (Cc egHoO wuskndveHne, P e <0.001). Cnegsa pga ce otbenexu, uye
TPaAHCKYTaHHOTO M3MepBaHe Ha OunupybuHa € CKPUHWHIOB METOo[ 3a OTCsiBaHe Ha
JeuaTta C NaTonornmyeH UKTep, a pelleHneTo 3a eBEHTYyasnHo JiedeHne ce B3ema cnepg
nscnenBaHe Ha KpbBHa npoba. OrpaHuveHusTa Ha TpPaHCKYTaHHOTO M3cneaBaHe ca
OLlEHEHN OT aBTopa a MMEHHO: 3Ha4YeHMEe Ha KOXHaTa 30Ha, KOATO Ce W3CneaBa,
npunoXxeHne Ha oToTepanusl, KaTo € HanpaBEeHO HYXXHOTO pe3ynTatuTe ga ca
MakcMmasnHo AocToBepHu (kannbpoBka, TpUKpaTHO mamepsaHe u ap). Cnegsa ga ce
nma npeasua, Ye 3a TOYHOCTTa BEPOSAITHO MMa 3Ha4YeHMe Ha Buaa Ha anapaTta, Tbil KaTo
B MpaKTUKata ce Mons3BaT TakvMBa OT pasfnuyHn npoussoguTenu. HesaBucMmo OT Te3un
OrpaHNYeHns, cumTam ve pesyntaTute KOUTO ca npeactaBeHyn moraT ga 6vaart npuetn
3a JOCTaTbyHO AOCTOBEPHU U CbOTBETHO Aa 6baaT ob6CHKAAHN.

3a aHanu3 Ha pesynTtaTtuTe ca non3BaHyn obuyanHu 1 YyTBBPOEHWU CTaTUCTUYECKN
nnatcopmm 1 meToan. He e ynomeHato ganum npu cratuctuyeckata obpaboTtka e

nonsBaHa nomMmoLlyTa Unn KOHCynTaunaTa Ha KB&J’IVId)I/ILl,I/IpaH CTaTUCTUK.



naea V. ,,Pesyntatn” e pasgeneHa Ha 5 yacTu, cbabpxawm pesyntatute (c
nocrnegBawo obcbxgaHe) Ha BCAka OT noctaBeHute 5 3agaun. Mo 3agava-1 ce
yCTaHOBSIBa, Ye B eTMONormyHaTa CTpykTypa Ha naTtonorMyHUTe XbnTeHULM BOAELWM ca
KpbBHOrpynosata HecbBMecTUMOCT (npegumHo ABO) M  UWHTpaamHuUOTMYHaTa
WHekuna, cboTBeTHO ¢ 35.9% u 23.2% oT onucaHuTe cnyyaun. Bogewa npuymHa 3a
NPOMOHIMPaH WKTEP € W3KMYUTENHOTO KbpmeHe (57% ot cnydaute). B Hawara
nutepaTtypa TEPMUHDBT, ONUCBALY TOBA CbCTOSHME € ,KbTeHMua OT MandnHa Kbpma’
(anrn. Breastmilk jaundice)(I. lMaH4yeB, ,XKbnTeHuuM y HOBOPOOEHOTO W MankKoTo
kbpmade”, 1993r. UK Bera-Aua- Codus; Heonatonorus, 2018, Jlakcbyk). Jobpe 6um
6uno n ga ce cnomeHe, Ye T cnedsa Aa ce OTMYaBa OT , KbNTeHuuaTa Nnpu KbpMeHu
Aeua” (aHrn. Breastfeeding Failure Jaundice), koATO ce uU3sBABa C NPOSIOHTMPAH UKTEP
NPeAMMHO NpPU HELOHOCEHW, KOUTO Ce KbPMST, HO NpuemaT HeaoCTaTbyHO KbpMma.
(Fanaroff and Martin’s Neonatal-Perinatal Medicine, 11" ed. Elsevier, 2020).

3agava 2 cbC CbCTOM B U3cnegsaHe BAUSHUETO Ha AeMorpad)Ckm 1 nepuHaTanHm
aKkTopu BbpXy M3sBaTa Ha NaTofiorMyHa unu NporioHrMpaHa HeoHaTasnHa XbNTeHuua.
Pesyntatute ca oTpa3eHn nogpobHo (Bbpxy 27 CTpaHWUUM) M agekBaTHO OHarnegeHu.
OT KNMHUYHO 3HayeHMe e TBbpAeHueTo, Ye ,CbueTaHMeTo Ha pasnuyHn akTopu —
BarMHanHo paxpgaHe, no-marka r.B., NO-HUCKO Terno, acukcus, no-mnaga Bb3pact Ha
MankaTta, naTtonorms Ha 6pemeHHOCTTa (3annawBawo MpexaeBpeEMEHHO paxaaHe,
WH(EKUNA Ha nonosaTta W oTAenuTenHata CUCTEMU), MUSKIIOYUTENTHO KbpMEHe, €
npegnocTaeka 3a ussdBsa Ha xunepbunmpybuHemms npu HoeopogeHute”. OT nssoauTe no
Tasn 3agaya npaBuM  BNeyaTNieHMe  YCTaHOBEHMS MPOTEKTMBEH edqeKT Ha
npeeknamncuaTa n XmnepToHmsTa No OTHOLLEHNE Ha XnnepounupyobuHemusaTa.

OuHamukaTa Ha obwma GunupybmH 0O gocturaHe Ha pedepeHTHU rpaHuun ce
nscrnegsa cbobpasHo 3agada 3. B pesyntat oT npoBefeHn obuo 2636 TpaHCKyTaHHU
namepBaHua Ha GunupybuHa (1685 B 6onmMHYHM U 951 B amBynaTopHM ycrnoBus) ca
ycpeoHeHU CTOMHOCTUTE Ha OunupybuHa 3a nbpeute 5 gHKW, 14-ns n 28-us geH. Bus
OCHOBa Ha Te3u AaHHM aBTOPBLT M3paboTBa HOMOrpama Ha TpaHCKyTaHHUS GunMpyouH
3a JOHOCeHM Jdeua B HeoHatanHusa nepuod (dur 3.3), KOATO UMa Hay4YHO-NMPUNOXKHO
3HayeHue. KnMHMYHO 3HauYMM e M YCTaHOBEHUAT OT AucepTaHTa ¢akT, Ye HapacTBaHe
Ha GunupybuHa Hag 4.3 pmol/l/h Ha 3-ua geH e npegnocTaBka 3a MPONOHIMpaHe Ha
XbnTeHuuara.

3agayva 4 npoyyBa epeKkTbT OT NPOPUNAKTUHYHOTO NPUNOXKEHNE HA NPOoBMOTMLM 3a
NnpeBeHUNs Ha HeoHaTanHara XxbnteHuua. Cnegea oa ce otbenexu, 4e makap 6posT Ha
npoyyBaHuMsaTa BbPXY MHOrobpomHute edektm Ha npobuoTvuMTe pfa HapacTBa
naBmHoobpasHO, no-rofgMata  4acT OT TAX WMMaT  MHOXECTBO  OrpaHuYeHust.

3aTtpyaHeHuaTa naeat OT ronsMoTo pa3Hoobpasne OT NPOBUOTUYHM LLAMOBE U TEXHUTE



koMbuHaumu1, npunaraHu B CbCTaBa Ha Mriekata 3a KbpMayeTa, UM KaTo XpaHUTEeSTHU
pobaekn, unu n pgBete 3aegHo. B HacTosAweTo uv3cnegBaHe ca  BKAYEHUW 3
npobuoTnyHn wama: Jlaktobaumnute Rhamnosus wn Reuteri, kakto u Bifidobacterium
animalis, npunaraHu nepopanHo, kato gobaska 3a 5 n 30 gHn. no 5 kankn. UsknoyeHme
npasu rpyna E (tTabn. 4.1) kbaeto 30 AHM Ha geuaTa e gasaHo no 100 mn mnsiko 3a
KbpmayeTa, cbabpxawo L.Reuteri. He e wu3puyHO ynomeHaTo, 4e MoOn3BaHUTE
CTaHO4apTHU hopMynu He cbabpXaT Apyrn nNpobuoTuum, ¢ usknyeHne Ha rpyna G.
AncepTaHTbT yCTaHOBABA CTATUCTMYECKN 3HAYMMWN Pasfvku B HMBaTa Ha Gunupybuna,
KaTo Te ca No-HUCKM Npe3 NbpBUTE 5 AHM NpK HOBOPOAEHUTE NpuemMalym npobmnotmum, B
CpaBHeHMe C Te3u, nonyyaBalwm ctaHgapTHa copmyna 6e3 npobuoTtuk. MogobHu ca
pesyntatute n B rpynute D.E F n G, korato npobuotukbT e npunarad 30 gHu.
[duncepTaHTbT 3akniovaBa 4e, npodmnaktuyHaTa ynotpeba Ha JlaktoGauunure
Rhamnosus wn Reuteri, kakto n Bifidobacterium animalis 3HauuTenHo HamansaBsaT
yecToTata M NPOABLIMKUTENHOCTTA Ha HeoHaTanHaTa XbNTeHUua, Kato To3n edekT e
Han-3Ha4yum 3a Bifidobacterium animalis. Cnopea meHe gobpe 6u 6uno aa ce cnomeHar
abpuyHMTEe HaUMEHOBaHUA Ha MpunaraHnuTe npenapaTtv, TbWA KaTo pasnuyHUTE
npounsBoanTENU, Npeanarawim eauH u cbly, NpobroTrk, obocHoBaBaT 6e3onacHocTTa U
edunKacHOCTTa My C pasfnMyHu, YecTo COBCTBEHW MpOyyYBaHWS, KOUTO Ca C pasnuyHa
ctonHocT. [lpobnem npu obcnegBaHe edekta Ha nNpobUOTULMTE € nuncata Ha
cTaHgapTu3aumsi Ha npenapaTuTe OTHOCHO: KONMYECTBOTO Chabpxawwm ce B 1 gosa ot
npenapata MMUKPOOpPraHu3mu, TpanHOCTTa Ha npenaparta, MpUIoXKEHUeTO Ha
MYNTUKOMMOHEHTHN npenapatv u Ap. B pesyntat oT TOBa paHOoOMU3NpaHUTE
npoy4BaHus Nno BbMpoca ca eanHuyHn. Lntnpan ot guceptanta astop (Ne 263 Teran,
2021) s3akntovaBa, Yye nunceaTt Mnon3n UM MKOHOMMYEecKa Msroga oT NPUNOXEHUETO Ha
eauvH OoT pasnpocTpaHeHuTe npobuoTtmum — L. Reuteri. NoBevyeTo aBTOpUM WU3TbKBAT
HeobxoaMmocTTa OT AOMBbHUTENHM NPOYYBaHMSA OTHOCHO BIIMAHWMETO Ha NpobuoTuumTe
BbpXYy NPOTUYAHETO Ha HeoHaTanHaTta XbnTeHuua. HecnyyanHo nuncea n oguumnanHa
no3muyusi No BbNpoca oT ctpaHa Ha ESPGHAN.
Mpn obcnegBaHe Ha PUINYECKOTO N HEPBHO-NCUXMYECKOTO pasBuThe (3agada 5)
Ce YCTaHOBfIBa O4YakBaHa Bpb3ka MexXay HeadekBaTHUAT TEernoBeH npupact wu
NPONOHIMpaHe Ha HeoHaTanHaTta XbnTteHuua, a KoP npu geuarta ¢ nponioHrMpaH uktep
€ 3Ha4YMMO MO-HUCHK, B CPaABHEHNE C Te3n C PUNOSIOTMYEH UKTEP, HO CaMO B TeYeHue
Ha NbpBUTE 6 Meceua.
YoaduHn ca npunoxeHute KbM 06CbXOAHETO Ha BCAka OTAenHa 3ajada

3aKIo4YeHnA.



Maea VI ,M3Bogn” cbabpxa 5 wn3Boga, nokasBawy M3MbIAHEHMETO Ha
nocTaBeHUTe 3agayn, a oTTaM W Ha 3agageHaTta B guceptaumdara uen. Mssog Ne 2
nedvHnpa Han-BaXkHUTE (pakTopu, yBenuyasally pucka OT pas3BUTUE Ha MaTosfiornyHa
XbnTeHuya. OntummuctudeH e um3eog Ne 5, KOWMTO ycTaHoBSABa 4e MporHosata Ha

NPONOHIMPAHUAT UKTep e GraronpusitTHa B 96.7% OT crnyyauTe.

CvovrnaceH cbm ¢ onncanute B Maea VIl npuHocn. OcobeHo LieHHN ca npuHocHUTe
C Hay4YHO-NPUNOXEH XapakTep, Ccpeq KOMTO e npeanoxeHaTa HOMOrpama 3a HuBaTa Ha
TpaHCcKyTaHHUs GunupbuH B HeoHaTanHusa nepvoa. HabnogeHnsta oTHOCHO edoekTa oT
NPUNOXEHMEeTO Ha npobuoTvuM 3a npodunakTUKka Ha XbhTeHuuata u3uckear

AOOMbITHUTENHO YTO4YHEHUE N KOHKpPpeTU3npaHe.

ABTOpPbLT npeacTaBs 4 nybnukaummn, cBbp3aHuM C TemaTa Ha AucepTalMOHHUS
Tpyad, OT KOMTO 3 ca B YyXAecTpaHHM crnucaHusi, 5 cboOLleHUs Ha uYyXaecTpaHHU

Hay4Hu hopyMKn 1 4 y4acTmst Ha Hay4yHU bOopyMK Yy Hac.

KpuTuuHute mn 6enexkn ca U3noXeHu B TeKCTa Ha peleHsnsTa. Te He nosnusisaTt
CbLLUECTBEHO KayeCTBOTO Ha MNPEANOXEeHUST AucepTauuMoHeH Tpyd, OCBETNsABALL

n3yepnartenHo npobnema Ha XbNTEHUUUTE NPU LOHOCEHM HOBOPOAEHU AeLa.

Cuntam, Ye npeacTaBEeHUAT AUCEPTAUMOHEH TPyA UMMa KavecTBa M
OOCTOMHCTBA, NpeAgnonarawy ycrnewHa 3awmra M nocrieqBallo npuchbXaaHe Ha

[-p Tatana QumutpoBa UToBa Ha oOpa3oBaTenHaTa n Hay4Ha cteneH “[JokTop”.

Ha ocHoBaHuMe un. 59 or 33N
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About choosing the theme.

Jaundice is one of the most common clinical problems in full-term
newborns. In its predominant part, it is transient and is a combined manifestation
of the physiological processes of postpartum adaptation of hemoglobin levels,
liver functions (enzymatic, synthetic, excretor), digestion, etc. In rare cases, full-
term newborns have pathological and/or prolonged jaundice, which might be a
symptom of serious underlying pathology. The most common signs of
pathological jaundice are: history of anemic diseases or jaundice in the family,
onset of jaundice before the 24th hour or after the 4-5th day, presence of
prolonged icterus, values above 220-240 umol / 1, prevalence of direct bilirubin,
pathological discoloration of urine and feces, pathological tint of jaundice,
presence of hepato-splenomegaly, etc. Although known, the groups of diseases
with jaundice in the newborn are quite a lot, and the symptoms described above
are non-specific. This explains why establishing an accurate diagnosis
sometimes takes time and makes it even difficult for the experienced clinician
using modern laboratory methods. Of particular importance is the fact that the
manifestation of jaundice develops in the first days after birth, when not only
doctors in the neonatal units are engaged in tracking the child, but also



subsequent general practitioners and outpatient specialists. The tasks of the
health system with regard to jaundice in the newborn can be summarized in the
following directions:

1. Distinguishing pathological from physiological jaundice, as well as from
conditions of prolonged icterus (e.g. jaundice from breast milk) that are
benign and do not require treatment.

2. Accurate diagnosis of cases in which jaundice is a manifestation of a
serious disease.

3. Timely treatment of severe jaundice and prevention bilirubin
encephalopathy.

Solving these tasks is not always easy and requires individual awareness
and dedication at all levels of medical personnel serving the newborn. Timely
intervention from all parts of the health system is necessary, since solving
problems in newborns is often carried out as urgency.

The present dissertation *Jaundice in full-term newborns — frequency,
etiology, prophylaxis, follow-up® aims to study the frequency, etiology and
dynamics of indirect hyperbilirubinemia in full-term children, the effect of
prophylactic application of probiotic strains on its evolution, as well as the
impact of prolonged neonatal jaundice on physical and neuropsychological
development up to 6 months of age.

We are presented with an important scientific and practical problem,
which is always on the agenda and woven into the daily life of doctors dealing
with newborn children and young infants. The highlights of this scientific work
are: 1. Establishing the frequency and etiological structure of pathological and
prolonged jaundice. 2. Study the influence of demographic and perinatal factors
on the manifestation of jaundice in full-term children. 3. The impact of probiotic
administration on the frequency and course of jaundice. 4. Tracking the
dynamics of total bilirubin in full-term patients in order to produce a
nomogram. 5. Follow-up of the physical and neuropsychological development
up to 6 months of age in children with prolonged icterus. These topics,
differentiated as separate tasks, are developed after a thorough analysis of the
peculiarities of jaundice in the neonatal period: exchange, classification, risk,
factors, methods of treatment and prevention, etc.

Structure of the dissertation. The dissertation contains 176 pages. The
literature overview covers 46 pages - 26% of the total volume, chapter "Material
and Methods" - 10 pages, chapter "Results and discussion™ is 72 pages (41% of
the total volume), and the discussion follows the results on the individual tasks.



The work includes 306 titles. Of these, 14 are in Cyrillic, 11 of which are
by Bulgarian authors. Six Bulgarian authors, who have publications in the last 5
years, have been cited. Four of those publications are overviews of the problem
of neonatal jaundice, and three discuss the peculiarities of the intestinal
microbiota in the newborn and the impact of pro and postbiotics on it — a
problem especially discussed at present. Publications on the specific topic of the
dissertation on jaundice in full-term children — pathological and prolonged in
our literature are single, mostly chapters in textbooks.

The literature used IS contemporary,
with 84 out of 306 publications (27%) from the last 5 years. The cited foreign
data are correctly related to the names of their authors and can be found in the
databases when checked. The results are described in detail, emphasizing the
graphical presentation of the results reflected in 46 colorful figures illustrating
the data given in 26 tables. In both applications are displayed the two
guestionnaires used, respectively for the levels of bilirubin and for the
psychomotor and physical development of the examined children.

The literature overview (Chapter Il) contains several subsections. The
metabolism of bilirubin in the newborn, the classification of neonatal jaundice,
existing methods of measurement and nomograms are presented
comprehensively and concisely. The risk factors for the development of icterus
are described in detail, as well as methods of treatment and prevention of
jaundice in the newborn. Pivotal studies from the 1930s and 1960s describing
the nature of erythroblastosis fetalis have not been overlooked (Diamond LK et
al. 1932, 1947,), phototherapy as a method of treatment (Cremer RJ et al. 1958),
the first description of jaundice from breast milk from 1964. The works of
Bhutani VK and Maisels MJ, from the end of the XX and the beginning of the
XXI century, defining the modern behavior of jaundice in the newborn, have
been thoroughly studied. The literature which is used can be divided into
parts describing the jaundice (222 articles, of which 56 from the last 5 years),
describing the microflora and the impact of probiotics on jaundice (31 and 5 of
the last 5 years) and 28 articles describing private problems, such as the
manifestation of jaundice in urinary tract infections in the newborn. The
literature overview is focused on the topic of the dissertation without being
diluted with redundant publications. In detail, a quarter of the literature review
describes the methods of treatment and prevention of jaundice in the newborn.

Chapter 111 is assigned to Purpose and Objectives. The following
objective is formulated:



""To study in full-term newborns the incidence, etiology and dynamics of
neonatal jaundice due to indirect hyperbilirubinemia, to assess the effect of
prophylactic administration of probiotic strains on its evolution, and to trace
the influence of prolonged neonatal jaundice on the neurophysiological
development up to 6 months of age."

The aim is in accordance with the title of the work and logically specifies
it: indirect hyperbilirubinemia in full-term newborns and the impact of probiotic
strains on their course are studied. The 5 tasks cited above are clear and specific
and contribute to the achievement of the set goal.

The material and research methods are discussed in Chapter IV. The
study is retrospective and prospective and was conducted personally by the PhD
student at the hospital at his main place of work — University Hospital "Medica
Ruse" from 2017 to 2020. The approval to conduct the study from the
Committee of Medical Ethics at MU-Pleven and University Hospital "Medica
Ruse" is obtained. The final text which is presented is in line with the
recommendation | made - in the chapter "Materials and methods" to have the
description of the contingent examined children, the criteria for selecting the
objects of study, as well as the grouping of patients according to the type of
neonatal jaundice, the mechanism of birth, the way of eating, sex, weight and
gestational age at birth. From table 6 it is evident that the mixed fed newborns
were excluded from the study, and subjects were only exclusively breastfed or
those fed only with breastmilk substitutes. Perhaps this was done in order to
better differentiate the individual groups, but it is related to the exclusion of
some of the newborns, or to their unwanted rapid transition to artificial feeding.

Fig 1.1 (chapter "Results") reflects the selection of the examined children,
which is 919, initially covered, of which 65 children dropped out because they
were less than 37 weeks of age or with weight less than 2500 g. | believe that the
body weight criterion should not have been taken into account, since the
generally accepted definition of full-term children concerns only the gestational
age between 37 and 42 years of age. The reason for including the criterion "body
weight" is probably explained by the presence of it in our normative and
working documents, such as clinical pathways, etc. Unfortunately, in them, and
In our practice, the understanding of the importance of the indicator gestational
age is insufficient. The exclusion from the study of full-term children (37-42
weeks.) with a low body mass (<2500g) could influence, to some (albeit small)
extent, the results.It is also noteworthy that the relatively large



number (283 newborns) dropped out of the study due to incomplete information.
The subjects of the study remain 566 newborns, which is enough to achieve
significant results. They are subdivided into groups, respectively: 372 children
with pathological, 227 with physiological and 82 with prolonged jaundice. Since
the total number exceeds 566, this is probably due to the fact that some of the
children have both pathological and prolonged jaundice, but this is not explicitly
mentioned in the text.

Main attention in this chapter is paid to the diagnostic methods applied to
neonatal jaundice. Transcutaneous bilirubinometria as a method for assessing
jaundice in the newborn is described in detail. The compliance and verification
of the readings of transcutaneous and blood measurements of bilirubin are
reflected in Table 7, and no statistically significant difference was found in the
bilirubin levels measured by both methods (with one exception, p e <0.001). It
should be noted that transcutaneous measurement of bilirubin is a screening
method for children with pathological icterus, and the decision on possible
treatment is made after testing a blood sample. The limitations of the
transcutaneous study are assessed by the author: importance of the skin area
being examined, application of phototherapy, making sure that the results are as
reliable as possible (calibration, triple measurement, etc). It should be borne in
mind that the type of apparatus is probably important for the accuracy, as in
practice devices from different manufacturers are used. Notwithstanding these
limitations, | believe that the results presented can be considered sufficiently
reliable and be discussed accordingly.

Usual and established statistical platforms and methods were used to
analyze the results. It is not stated whether the assistance or consultation of a
qualified statistician was used in the statistical processing.

Chapter V. "Results" is  divided into 5 parts, containing the
results (with subsequent discussion) of each of the 5 tasks. Task-1 found that in
the etiological structure of pathological jaundice Dblood group
incompatibility (mainly ABO) and intra-amniotic infection were leading with
35.9% and 23.2% of the cases described, respectively. Leading cause of
prolonged jaundice is exclusive breastfeeding (57% of cases). In our literature,
the term describing this condition is "jaundice from breast milk." (Breastmilk
jaundice)(G. Panchev, "Jaundices in the newborn and the little infant”, 1993
Vega-Dia-Sofia Publishing House; Neonatology, 2018, Laxbuk). It would also
be good to mention that it should be distinguished from "jaundice in breastfed
children" (English. Breastfeeding Failure Jaundice), which manifests itself with



prolonged icterus mainly in premature babies who are breastfed but take
insufficient  breast milk. (Fanaroff and Martin's  Neonatal-Perinatal
Medicine, 11" ed. Elsevier, 2020).

Task 2 consists of examining the influence of demographic and perinatal
factors on the manifestation of pathological or prolonged neonatal jaundice. The
results are reflected in detail (on 27 pages) and adequately illustrated. Of clinical
Importance is the statement that "The combination of different factors — vaginal
birth, lower weight, asphyxia, younger age of the mother, pathology of
pregnancy (threatening premature birth, infection of the reproductive and
excretory systems), exclusive Dbreastfeeding, is a prerequisite for the
manifestation of hyperbilirubinemia in newborns." From the conclusions on this
task is noticeable the established protective effect of preeclampsia and
hypertension in terms of hyperbilirubinemia.

The dynamics of total bilirubin until reference limits are reached is tested
according to Task 3. As a result of a total of 2636 transcutaneous bilirubin
measurements (1685 in hospital and 951 on an outpatient basis) bilirubin values
were averaged for the first 5 days, 14th and 28th days. Based on these data, the
author produces a nomogram of transcutaneous bilirubin for full-term children
in the neonatal period ( Figure 3.3) which has a scientific and applied
importance. Clinically significant is also the fact established by the PhD student
that an increase in bilirubin above 4.3 umol/ | / h on the 3rd day is a prerequisite
for prolonged jaundice.

Task 4 studies the effect of prophylactic administration of probiotics for the
prevention of neonatal jaundice. It should be noted that although the number of
studies on the multiple effects of probiotics increases exponentially, the majority
of them have many limitations. The difficulties come from the wide variety of
probiotic strains and their combinations applied in the composition of infant
milks, either as food additives or both together. The present study included 3
probiotic strains: Lactobacilli Rhamnosus and Reuteri, as
well as Bifidobacterium animalis, administered orally, as a supplement for 5 and
30 days. 5 drops each. An exception was group E (Table 4.1) where for 30 days
the children were given 100 ml of infant milk containing L.Reuteri. It is not
explicitly stated that the standard formulas that are used do not contain other
probiotics except group G. The PhD student found statistically significant
differences in bilirubin levels, which were lower in the first 5 days in the
newborns who were given probiotics compared to those receiving a standard
formula without probiotic. The results were similar in the groups
D,E,F and G when the probiotic was administered for 30 days. The dissertation



student concludes that the prophylactic use of Lactobacillus
Rhamnosus and Reuteri, as  well as Bifidobacterium animalis significantly
reduces the frequency and duration of neonatal jaundice, this effect being most
significant for Bifidobacterium animalis. In my opinion, it would be good to
mention the brand names of the applied products, since different manufacturers
offering the same probiotic justify its safety and efficacy with different, often
their own studies, which are of different value. A problem when examining the
effect of probiotics is the lack of standardization of the products regarding: the
amount of microorganisms contained in 1 dose, the durability of the probiotic,
the application of multicomponent products, etc. As a result of that the
randomized trials on the matter are single. Cited by the PhD student, the
author (No. 263 Teran, 2021) concludes that there are no benefits or economic
benefits from the application of one of the common probiotics —L.
Reuteri. Most authors point out the need for further studies on the influence of
probiotics on the course of neonatal jaundice. It is no coincidence that there is
no official position on the issue by ESPGHAN.

When examining the physical and neuropsychological development (task
5), an expected relation between inadequate weight gain and prolongation of
neonatal jaundice was found, and development coefficient in children with
prolonged icterus was significantly lower than those with physiological icterus,
but only during the first 6 months.

The conclusions attached to the discussion of each task are appropriate.

Chapter VI "Conclusions" contains 5 conclusions showing the
implementation of the tasks assigned and hence the goal set in the dissertation.
Conclusion No. 2 defines the most important factors increasing the risk of
developing pathological jaundice. Optimistic is conclusion No. 5, which finds
that the prognosis of prolonged icterus is favorable in 96.7% of cases.

| agree with the contributions described in Chapter VIII. Particularly
valuable are the scientifically applied contributions, among which is the
proposed nomogram for the levels of transcutaneous bilirubin in the neonatal
period. Observations on the effect of the use of probiotics for the prevention of
jaundice require further clarification and specification.

The author presents 4 publications related to the topic of the dissertation,
of which 3 are in foreign magazines, 5 reports at foreign scientific forums and 4
participations in scientific forums in Bulgaria.



My critical remarks are set out in the text of the review. They do not
significantly affect the quality of the proposed dissertation, which shines a light
on the problem of jaundice in full-term newborn children.

| believe that the presented dissertation work has qualities and merits
presupposing a successful defense and subsequent awarding of the
educational and scientific degree "*‘Doctor'* to Dr. Tatiana Dimitrova Itova.
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