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TinepGinipyGinemin € nowupenum i, 30e6ibui020, UNIKOBHUM CMANOM Y HOBOHAPOOIcenux. Tpaduuiine nikyeanns 6axckoi
Henpsamoi zinep6inipybinemii ckradaemocs 3 pomomepanii ma 00MinH020 nepesusanis Kposi. /lesxi npenapamu, maxi s mema-
nonopipurn, D-neniyuramin, penobapbimain, axmusosane 6yziiis, KA0DiOpam ma HO8uHi CONi, BUKOPUCTOBYEANUCS
Ons MiKysams nenpamoi 2inepbinipybinemii, ane xcoden 3 nux 00ci e ouinenutl JoCmammvoio Mipoio 0L BNPOBAONCENIHS 1020
6 pymumnny npakmuxy. Baxciugo oyinumu dodamrxosuil epexm ypcooesokcuxoneoi KUCIOmMu Ha 3HUNCCHHS Henpamol 2inepbini-
pybinemii y nosonapooicenux na gomomepanii.

Jane docnioxcenns € pandomizoeanum KOHMPOIbOSAHUM O0CIIONCEHHIM HOBOHAPOONCEHUX 13 HeNPAMOI0 2inepOinipybinemieio,
sKi nompebyeanu pomomepanii i Gyau 20cnimanizosani 00 HeOHAMAILH020 6i00iienHs Oumsuol kiiniunoi rikapni Cyreiumanii y
nepiod 3 nromozo 2014 poxy no momuii 2015 poxy. Y docaidncenms 6yno exmoueno 200 HOBOHAPOONCEHUX, SKI BUNAOKOBUM UUHOM
6yau posdineni na 06i epynu: epyna A (n=100) ompumysanra Ypcodion 10 mz/xe/006y nepopaivio opibro xoxcui 12 200un
dodamxogo do pomomepanii; epyna B (n=100) ompumysana minvku pomomepanio. Pieni sazanvnoezo 6inipy6iny 6 cuposamuyi
Kpoei sumiprosanu koxcri 12 200ur 0o docsiznenns pisns nuscue 10 mz/0n, nicais wozo pomomepanis npununsiacs. [posoodunocwy
NOPIBHAHNS 080X 2pYN w000 3a2abHO20 OLIPYOIHY 6 CUPOBATUI KPOB 8 Pi3Hi NPOMINCKU UACY i3 3ACMOCYBAHHAM L-mecmy Ons
nopisHsanmsa cepednix i Kpumepio xi-xeaopam Ons mabauyb CHpsavrceHocmi, npu yvomy snauenns p<0,05 esajcarocs cmamu-
cmuuno snawyugum. Cepeoniil sazamvnuii emicm 6inipyoiny 6 cuposamui kposi dimei epynu A cmanosue 11,7+1,5, 8,8+1,1
i 7,6%0,9 mz/0n uepes 12, 24 i 36 200un, 6idnosiono, nicis nouamxy nputiomy Ypcodiony i pomomepanii, ¢ moi wac sx 6 pyni
B yi nokasnuxu cxnanu 14,6+1,6, 13,2+5,8, 10,2+1,4 1 9,1+0,8 mz/0n uepes 12, 24, 36 i 48 200un 6ionosiono (p<0,001), a mpu-
sanicmv pomomepanii 6 06ox zpynax o6yra 23,2+5,6 i 41,1+7,2 200unu sionosiono (p<0,001). Ypcodesokcuxoresa Kucioma
60.100i€ adumueHuMm eexmom npu noeonai 3 Pomomepanicio y HOBOHAPOONCEHUX 3 HENPAMOIO 2inepOinipybineMieio i CKopo-

uye HeoOXIOHY mpusaricms pomomepanii.

Kntouoei crosa: nenpsma zinepbinipybinemis, pomomepanis, HeOHamaisia HoSMaHUuYs, YPcooe3oKCuxoieea KUcioma.

Beryn

Iﬂinep6iﬂipy6iHeMi${ Yy HOBOHAPOJKEHUX BU3HAYAETHCS

SIK piBeHb 3arajbHOro GLIpyGiHy B CUPOBATI KPOBI
(3BC) 6isbiiie 95-T0 MPOLEHTHIISE 32 TOIMHHOI HOMOTPAMOIO
Bxytani et al. (1999). Tinep6inipybinemiss € momupeHuM i,
3/1€01/BIIOT0, BUIKOBHUM CTAaHOM Y HOBOHAPO/KeHNX. YKOB-
TSIHUIST CIIOCTEPITAEThCS TIPOTSITOM IIEPIIOTrO TYIKHS SKUTTS
npubsausno y 60% mnonomenux i 80% HeamOHOIIEHNX HOBOHA-
pomkennx (Amabalavanan and Carlo, 2011). Tpaguiiine
JIKYBaHHS BAKKOI HENPAMOI rinepOimipybinemii ckiagaeTbes
3 dororeparmii Ta o6MiHHOTO TIepesBaiHst Kposi. DoToTepa-
1Mis1, OIHAK, Ma€ PSAJI BiJOMUX HEAOJIIKIB, B TOI yac Ik 0OMiHHe
TepeJMBaHHs KPOBi MOB'S3aHe 3i 3HAYHOIO 3aXBOPIOBAHICTIO
i HaBiTh cmeptHicTio. Ili HeraTwBHI edeKTH BKa3yIOTbh
Ha HEOOXIAHICTD PO3POOKM albTEPHATUBHUX (hapMaKOJIOTiy-
HUX cTpaTeriii JiKyBaHHS /il HEKOH IOrOBaHOI TinepOiripy-
6inemil. /{0 ChOTOHINIHBOTO AHS A€SAKI TiKapChKi 3ac00M, Taki
stk MeTamonopdipun, D-neninmiamin, Genobapbital, akTu-
BOBaHe BYTLLISA, KI0(MIGpaT i ’KOBYHI cOJIi, BAKOPUCTOBYBaJIU-
cs1 JUTS JIIKYBaHHS HENPSAMOI rinepOimipy6iHeMil, aje KoaeH
3 HUX JIOCi He OIIHEHUH I0CTaTHHOIO MiPOIO JIJIs1 BIPOBA/I’KEH-
Hs iioro B pyTunny npaktuky (Dennery et al., 2001; Dennery,
2002). YpconesokcuxoseBa kuciora (Y/IXK) € xoBunoto
KHCJIOTOIO, SIKa MIMPOKO BUKOPUCTOBYETHCS IIPU JIKYBaHHI
XOJIECTaTUYHUX 3aXBOPIOBAaHb IeuiHKy. BoHa 3axuiae nevin-
Ky BiZl OKMCJIIOBAJILHOTO CTPECY, 3a1100irae aronTosy KJIiTHH,
CTUMYJIIOE BUIIJIEHHST KOBYi i IPUTHIUYE OOTSIKINBI YNHHU-
Kku imyHosoriunnx mexanismis (Copaci et al., 2005). YIXK
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no0pe TepeHoCuThCS | Mae 0OMEsKeHi YCKIaIHEHH B MeTia-
tpuuHiit mpaxruii (Balistreri, 1997).

Mema 1aHOTO IOCIIPKEHHSI TIOJISTalIa B TOMY, 11100 OI[iHU-
TH JIOZATKOBY /IiI0 YPCOAE30KCUX0JIEBOI KUCIOTH Ha 3HUKEH-
HS HENpsMOi Tinep6inipybitnemii y HOBOHAPOIKEHUX, SAKi
OTPUMYIOTDH (HOTOTEPAITIO.

ITauientu i MeToau

Ile pammomi3oBaHe KOHTPOJIbOBAHE AOCTIKEHHS GYJI0
IIPOBEJICHE 32 yYacTI0O HOBOHAPO/KEHUX i3 HEIPSMOIO Tirep-
6isipy6iHeMieto, SIKi OyJIH TOCTITAII30BaHi 10 HEOHATATEHOTO
Bitisienns anTsidoi kiiniunoi nikapui Cyseiimanii y nepion 3
miotoro 2014 poky mo sotuit 2015 poxy. ¥ mimomy 200 HOBO-
HapOJKEeHUX JiTell OyJau 3apaxoBaHi B JaHe AOCTiZKEHHS
micas oTpuMaHHs iHGOPMOBaHOI 3roan GaTbKIB 1 BUMaIKO-
BUM YHHOM OyJin posnoisieni Ha asi rpynu. Ipyna A (n=100)
orpuMyBana Ypcozion (Bupobuunrso Itamii, 00040 [Tomeris,
Pum) nepopanbio 10 Mr/kr/mo6y api6uo koxwui 12 Togmn
N01IaTKOBO 710 dotoTtepamnii, B Toit yac sik rpyna B (n=100)
OTpUMYyBasa Tibku (oroTeparniio. PiBmi 3arambHoro 6imipy-
6iny B cuposaTtii kposi (3BC) BuMipioBanu koxui 12 roxun
110 TocSTHEHHS piBHS HIKYe 10 Mr/71, micis yoro ¢hoToTepa-
Iis npunuHsAgacsa. BkiodeHi HOBOHApOKeHi OyJIu JOHOIIe-
HUMU, 3 Barolo, 1o Bi/IMTOBi/iajia BiKy recTariii, Bikom 3—7 IHiB,
BUKJIIOYHO HA TPYZIHOMY BUTOJIOBYBAHHi, 3 PiBHEM 3arajbHO-
ro 6uripy6iny B cupoBariii kKposi 14—20 Mr/mi i piBHEM mpsi-
Moro 6imipy6iny <2 mr/mi. KpurepisMu BukmodeHHst 6yiu
HecyMiCHICTb 3a pesyc-(hakTopoM abo IPyIoi0 KPOBi, HEAOHO-
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Tabauys 1
CraTtb, cepepHiii Bik i Bara giteil pocnigXyBaHux rpyn
MapameTpu pyna A pyna B Moka3Huk P
CepepHe +CB | CepegHe =CB
Bik (gHi) 5,4+1,4 5,3+1,5 0,886
Bara (kr) 3,2+0,4 3,1£0,4 0,287
Cratb
Yonosiva 56 51 0,471
XKiHoya 44 49
Yeboro 100 100
Tabuys 2
CepepHi piedi 36C B 060X rpynax (mr/an)
Cepenii pisent Npyna A | 'pyna B | Moka3Huk P
36C
Ha momeHT rocnitanisauii 16,3+1,7 16,5+2,9 0,852
Yepes 12 roguH 11,7£1,5 14,6+1,6 0,001
Yepes 24 roguHn 8,8+1,1 13,2+5,8 0,001
Yepes 36 rogunH 7,6+£0,9 10,2+1,4 0,001
Yepes 48 roguH NA 9,1+0,8

IIEHICTh HOBOHAPOIKEHUX, CENCHC i HEMOBJISTA MaTepiB
i3 IryKpoBUM [iabeToMm.

Y nepmwmii JieHb TPUITOMY BiJ MarepiB OyB OTpUMaHWHA
aHaMHe3, BKJIIOYAIOYM Macy Tijla IPU HapOJpPKeHHi, JaHi 1po
oyaTok rinepbinipybinemii, ciMeliHMT aHAMHE3 SKOBTSTHUILI
i mpuunHY ii BUHUKHEHHS y 6patiB i cectep. Byso BukoHaHe
NOBHE HeoHaTalbHe o6cTexkeHHs. JlabopaTopHi JaHi BKIoYa-
JIX HaCTyIIHe: [IOBHUU aHaJIi3 KPOBI, BU3HAUEHHS IPYIIU KPOBi
i pesyc-hakTopy, npsimoro GinipyGiHy i piBHS 3arajbHOTO
6imipyb6iHy B CHpOBATIi KPOBi, BU3HaueHi B 000X TPyIax.
Jlnst karamuectuunoi orinku 3BC 6yI10 3acTOCOBAHO MIKPO-
MeToJl i3 3a00pOM MIiKPO3pasKiB KPOBi 3 IT'SIT HEMOBJISAT.
Jlammu ipucTpoiB aiist ororeparnii 6ysm LED-tumy, BoHu
3HAXOAWJWCSA Ha CTAaHAAPTHINA BiAcTaHi Bif mali€eHTa,
iix mepiox HaniBposmany 6yB He Gibine 250 roxuu. Yei otpu-
Mani gafi 6ys10 TIpoaHaATi30BaHO 3a JOIIOMOTOI0 KOMII' I0Tep-
Hoi mporpamu SPSS (Bepcia 20). /[Bi rpynu mopiBHIOBasIN
10710 PiBHA 3araJbHOTO 6inipy6iHy B cCUpOBATIIi B pi3Hi epio-
I Yacy i3 BUKOPHCTAHHSIM t-TeCTY /ISl TOPiBHSIHHS CepeIHixX
i KpuTepiio Xi-KBazpar A TabJInIb CIPAKEHOCTI. 3HaUeHHS
p<0,05 BBaskasI0Cs CTATUCTUYHO 3HAUYIIMM.

PesyasraTu

Cepennill BiK [OCIiZ)KEHUX HOBOHAPO/KEHUX CKJaB
5,4%1,4 nust i 5,3%1,5 st B rpymi A i rpymi B Bitnosigso. JKoz-
HUX 1CTOTHUX BIIMIHHOCTE! MDK ZBOMa IpyIlaMU He BUSIBJIEHO
(p=0,886). Cepezist Bara ckiana 3,2+0,4 kri 3,1+0,4 xr B rpymi A
i rpyni B BiamoBizHO 6€3 CTATUCTHYHO 3HAYYIIOI PISHUIL
(p=0,287). Takosx He GyII0 BUSIBIICHO CTATHCTUYHO 3HAYYIIIMX Bil-
MIHHOCTeI 32 CTATTIO MizK IBoMa rpyriamu (p=0,471) (tabu. 1).

Cepenni piBHi 3aranbHOro 6LIipy6GiHy B CHPOBATIN KPOBi B
MOMEHT rocrirtamisarii B tpyni A i rpyni B 6ysim 16,317 i
16,5£2,9 Mr/mn BiAnoBigHo, 6Ge3 CTaTUCTMYHO 3HAYYIIO]
pisnnmi (p=0,852). 3aranpHy OlIHKY cepeaHboro Gimipybiny
B CHPOBATII KPOBI i B 10CTi/KyBaHiil rpymi uepes 12, 24 1 36
FOZIMH TICJIst ToCHiTasi3anil HaBeieHo B Tabu. 2. PizHuis Mix
cepeiHiMK PIBHSIMU 3arajibHOTO OimipyGiHy B CHpOBATI Y
JIBOX IpyIax Oyjia CTaTUCTHYHO 3HA4y1Ioi0 yepe3 12, 24 i 36
roauH micys rocmitamisarii (p=0,001).
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Tabruys 3
Tpusanictb poToTepanii B 060x rpynax
Tpusanictb pyna A pyna B Moka3Huk P
Yac (rop.) 23,2+5,6 41,172 0,001

Uepes 36 ropuH Mmics TOCIITATI3aIi1 TiTbKA 8 TAIIEHTIB
3ajuIIagnucs B Tpymi A, B TOH 4ac sik B rpymi B 6yzo
93 namienTu. Yepes 48 roauH micsIs rocmiTamisaiii yci mamiesTu
B rpyni A mpunuHUIN GOTOTEPAIiio, IIPH IIboMy 49 maltieHTiB
rpynu B Bee me npogosskysamu ororeparrito (Taba. 2).

Byno BifzHaueHo craTUCTUYHO 3HAYYILY BiIMIHHICTD Mixk
UMM JBOMa TpyllaMU MIOA0 HeOOXiAHOI TPUBATIOCTI
dorotepamii (p=0,001) (Tab. 3).

Ilo crocyeTbest rocTpux moGiYHMX edekTiB Ypcomioay,
nariedTs Oyau TiJ HArJAAAOM Iij 4Yac mnepeOyBaHHS
B cramioHapi; B rpymi A JKOAHMX YCKJa/JHEHb He
3apeECTPOBAHO.

OoGroBopeHHst

JKomuux icTOTHUX BiZIMIHHOCTENl MiX JBOMa TpyNaMu
1I0ZI0 CEPEHBOTO BiKY, CEPeAHbOI Barul i pO3IOILTY 32 CTATTIO
He BugsiaeHo. I[i BucHOBKM 36irajmca 3 IHIIUMU
nocrimkennsvu (Schwartz et al., 2011). Pesyssratu ganoro
JOCJI/KEHHST TIOKAa3aJi CTATUCTUYHO 3HAUYIIE 3HVKEHHS
3BC B rpyni A uepes 12, 24 i 48 roauH micis movarky
npuiiomy Ypcogiony i ¢oroTeparii mopiBHSAHO 3 Tpymoio B,
sika mepebyBasa Tiabku Ha Gororepamii. Ilpo Taxwmii
aIuTUBHUHN edeKT Ypcomiolmy B 3HUXKEHHI HENPSAMOi
rinep6inipybinemil y HOBOHapOKeHUX moBigomusiin Honar
et al. 3 m. Illmupas (2015). ¥V 6inpm paHHIX 3BiTax
JocTipKyBaBes BILUIMB mepopanbHoi Y/IXK Ha 3HMKeHHA
piBHsi HekoH'torosaroro Ginipy6iny (HKB) y mypis Tamw,
i Gymo mokaszano, mo Y/IXK s6impmuiaa o6ir HKB 3a
paxyHoK 36iJbIeHHs fioro dekanbroi yrumisanii (Cuperus et
al., 2009). Mendez et al. moBimOMIAIM TPO MOKJIMBHIA
3B'S130K TOAIOHOTO eheKTy y TPUSYHIB 3 MaabaOGCopOIliero
coJiell *KOBYHMX KUCJIOT i NN BUCHOBKY, IO 0JJaBAaHHS
YIXK i XorecTepuHy /10 paiioHy 3HIKYE eHTepOreNaTUIHy
mupkyssiio 6iaipy6iny (Mendez-Sanchez et al., 1998).

[lomaBanus Ypcomiosy TPU3BOAUIO 10 TPUHANMHI
18-rogunHOTO  3MeHIIeHHs1  TpUBajocTi  (oroTeparnii
Y HOBOHApO/KEHWX, SAKi CTPAKIAOTH BiJl HEMPSIMOI
rinep6inipybinemii, mBUzIIE 32 BCe, 34 PAXyHOK 361/IbIICHHS
06iry HKB y Burssani dekanproi yrumizamnii. [leit BucnoBok
36iraBcst 3 BucHoBkoM Honar et al. (2015). Bigbme Toro,
Palmela et al. y mocnimxkenni in vitro sBeranosuay, mo Y/ IXK
3aXMIA€ EHAOTeNalbHI KJIITUHH TeMaToeHIedaTidHOTOo
6ap'epy B OpraHiami JIOAMHU Bizl PyHHYBaHHS 32 OTIOMOTOIO
HKB (Palmela et al., 2015).

Komuux 1mobiynux edexris YIXK mporsarom tepioxy
NOCJIKEHHS He BigzHadyeHo. [HIN JOCIHIiKEHHS TaKoK
migrBepauiu Gesneky YAXK y mirteit (Balistreri, 1997).
OpnHak HeoOXiHI TOAAJbIl AOCHIXKEHHS [1Ji1 BUBYCHHS
JIOBIOCTPOKOBHX HecpusTINBHX eekri Y/ XK.

BucHoBKH

JonaBanust opanshoi Y/IXK mo dortorepamnii mpu
JIIKYBaHHI HEOHATAJbHOI HempsiMol TinepOinipybinemii Oyae
nyxke eheKTUBHUM y B3HUKEHHI Tinep6inipybinemii Ta
3MEHIIEeHH] TPUBATIOCTI oToTeparrii.

Cnvcok nutepaTtypbl MPUBOAUTLCS B OPUrMHAJIbHOM CTaTke.

33



YntanmTte Hac Ha caunTe: http://med-expert.com.ua
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PaHAOMU3VPOBAHHOE KOHTPOJIMPOBAHHOE UCCIeA0BaHue
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Tnnep6unupybuHemMns SBNSETCA PaCNPOCTPAHEHHbIM W, MPEUMYLLECTBEHHO, N3NEYUMbIM COCTOSHWUEM Y HOBOPOXAEHHbIX. TPAAULNOHHOE NEYEHNE TAKENon
HenpaMoi runepbunupybuHeMun COCTONT U3 hOTOTEPanUM U 0OMEHHOTO MEPenuBaHWs KPoBu. HeKoTOpble npenaparbl, Takue Kak MeTannonophupuH,
D-neHunumnamui, oeHobapbutan, akTMBUPOBAHHBINA Yronb, KNOUOPAT W XKenYHble CONMK, UCNONL30BANNUCH ANA NEYEHU HeNpAMON rnnepouaupyeuHemMun,
HO HW OINH U3 HUX B0 CWX MOP He OLEHEH B AOCTATOYHOI Mepe Ans BHELPEHWS ero B PYTUHHYKD MPaKTUKY. BaXKHO OLEHUTb JOMONHUTENbHbIA 3hdeKT
YPCOZIE30KCUXOMEBOI KUCNOTbI HA CHWKEHWNE HEeNPAMOi runeponnnpyeuHeMun y HoBOPOXAEHHbIX Ha hoToTepanuu.

[laHHOe nccnefoBaHmne ABNSAETCA PAHAOMU3UPOBAHHBIM KOHTPONMPYEMbIM UCCNEL0BAHUEM HOBOPOXAEHHbIX C HENPAMOI runepbunupybuHemmei, KOTopble
Tpe6oBanu hoToTepanuu n GbiNKM rOCNUTANN3MPOBAHbI B HEOHATANbHOE OTAENEHUEe AETCKOM KNUHUYECKON 60nbHULbI CyneiimaHumi 3a nepuoa ¢ despans
2014 roga no chespans 2015 roga. B uccnegosame 6b110 BKNo4eHO 200 HOBOPOXAEHHbIX, KOTOPbIE CAy4ailHbIM METOAOM ObINK pa3feneHbl Ha ABe rpynnbl:
rpynna A (n=100) nonyyana Ypcoguon 10 Mr/kr/cyT nepopansHo Apo6HO Kaxzable 12 4acos JONONHUTENLHO K (hoToTepanuu; rpynna B (n=100) nony4ana
TONbKO (poToTepanuio. YpoBHM 06LLero 6unupybruHa B CbIBOPOTKE KPOBM U3MEPANN Kaxable 12 4acOB [0 AOCTMXKEHUS YPOBHA Huxe 10 Mr/4n, nocne 4ero
dhoToTepanus npekpawyanacs. NpoBOAMNOCH CPaBHEHWE ABYX rpynn no o6uiemy 6unupy6uHy B CbIBOPOTKE KPOBM B Pa3Hble MPOMEXYTKW BPEMEHU
C NPUMeHeHNeMm t-Tecta Anqa CpaBHEHWUS CPEAHNX U KpUTEpUS Xi-KBagpar Ans TabnuL, COnpsXXeHHOCTH, NP1 3TOM 3HaveHune p<0,05 cyuTanoch CTaTUCTUHECKN
3HayuMbIM. CpefHee o6LLee coaepxaHne Gunnpy6uHa B cbiBOPOTKE KpoBM fAeTeil rpynnbl A coctasuno 11,7+1,5, 8,8+1,1 1 7,6+0,9 mr/an yepes 12, 24 n 36
4acoB COOTBETCTBEHHO MOCNe Hayana npuema Ypcoawona u ¢otoTepanuu, B TO BpeMs Kak B rpynne B atu nokasatenu coctasunu 14,6+1,6, 13,2+5,8,
10,2+1,4 1 9,10,8 mr/on Yepes 12, 24, 36 n 48 4acos cooTBETCTBEHHO (p<0,001), @ ANUTENBHOCTL (hoTOTEpanum B 06emnx rpynnax 6bina 23,2+5,6 n 41,1+7,2
yaca cOO0TBETCTBEHHO (p<0,001). VYpcopesokcuxonesas Kucnota o6nafaer agautueHbIM 3((EKTOM B COYETaHUM C (pOTOTEpanueit Y HOBOPOXKAEHHBIX
C HenpAMoN runepbunupyonHeMneit u CoKpaLLaeT HeoOXoAUMYIO AINTENbHOCTb (DOTOTEpPANNN.

Kntoyesbie cnoBa: Henpamas runepounupybuHemus, ototepanms, HeoHaTanbHas XenTyxa, ypcoae3okcuxonesas Kucnora.
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Hyperbilirubinemia is a common and, in most cases, a benign problem in neonates. Conventional treatment for severe indirect
hyperbilirubinemia consists of phototherapy and exchange transfusion. Several drugs like Metalloporphyrins, D-pencillamine,
henobarbital, activated charcoal, clofibrate, and bile salts have been used for the treatment of indirect hyperbilirubinemia, but
none of them has yet been evaluated sufficiently to allow routine application. To assess the additive effect of Ursodeoxycholic Acid
on reducing indirect hyperbilirubinemia in neonates under phototherapy. This study is a randomized controlled trial on neonates
with indirect hyperbilirubinemia who required phototherapy; admitted to neonatal care unit of Sulaimani Pediatric Teaching
Hospital during the period of February 2014 to February 2015. 200 neonates were enrolled in this study and randomly divided
into two groups, group A (n=100) received Ursodiol 10 mg/kg/day orally divided 12 hourly in addition to phototherapy, while
group B (n=100) received only phototherapy. Total serum bilirubin levels were measured every 12 hours until reaching to below
10mg/dl and then phototherapy was stopped. The two groups were compared regarding total serum bilirubin at different time
points using t-test for comparison of means and Chi-square test for contingency tables, and (p<0.05) was considered statistical-
ly significant. The mean total serum bilirubin in group A was 11.7+1.5,8.8+1.1, and 7.6+0.9 mg/dl at 12, 24 and 36 hours respec-
tively, after the beginning of Ursodiol and phototherapy, while these measures were 14.6+1.6, 13.2+5.8, 10.2+1.4 and 9.1£0.8
mg/dl at 12, 24, 36 and 48 hours respectively in group B (p<0.001), and the duration of phototherapy in both group A and group
B were 23.2+5.6 and 41.1%7.2 hours respectively (p<0.001). Ursodeoxycholic Acid has an additive ef fect if used with photother-
apy in the neonate with indirect hyperbilirubinemia and reduces the time needed for phototherapy.

Keywords: Indirect hyperbiliruninemia, phototherapy and neonatal jaundice, Ursodeoxycholic acid.

Introduction
Hyperbilirubinemia in neonates is defined as a total serum
bilirubin (TSB) >95th percentile on the hour-specific Bhutani
nomogram (Bhutani et al., 1999). Hyperbilirubinemia is a common
and, in most cases, benign problem in neonates. Jaundice is observed
during the first week of life in approximately 60% of term infants and
80% of preterm infants (Amabalavanan and Carlo, 2011).

Conventional treatment for severe indirect hyperbiliru-
binemia consists of phototherapy and exchange transfusion.
Phototherapy, however, has several known disadvantages
while exchange transfusion is associated with a significant
morbidity, and even mortality. These harmful effects indicate
the need to develop alternative pharmacological treatment
strategies for unconjugated hyperbilirubinemia. Up till now,
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several drugs like metalloporphyrins, D-pencillamine, pheno-
barbital, activated charcoal, clofibrate, and bile salts have
been used for the treatment of indirect hyperbilirubinemia,
but none of them has yet been evaluated sufficiently to allow
routine application (Dennery et al., 2001; Dennery, 2002).
Ursodeoxycholic Acid (UDCA) is a bile acid which is widely
used in treatment of cholestatic liver disorders. It protects the
liver against oxidative stress, prevents cell apoptosis, stimu-
lates the bile flow, and suppresses the confounding factors in
immunological mechanisms (Copaci et al., 2005). UDCA is
well tolerated and has limited complications in pediatric
(Balistreri, 1997).

The aim of this study was to assess the additive effect
of Ursodeoxycholic Acid on reducing indirect hyperbiliru-
binemia in neonates receiving phototherapy.

Patients and method

This randomized controlled study was done on newborns
with indirect hyperbilirubinemia who were admitted to the
neonatal care unit in Sulaimani Pediatric Teaching Hospital
from February 2014 to February 2015. A total of 200 neonates
were enrolled in this study after taking informed consent from
their parents; and randomly divided into two groups. Group A
(n=100) with received Ursodiol (made in Ttaly number 00040
Pomezia Rome company) orally 10 mg/kg/day divided
12 hourly in addition to phototherapy, while group B (n=100)
received only phototherapy. Total serum bilirubin (TSB) lev-
els were measured every 12 hours until reaching below
10mg/dl and then phototherapy was stopped. Included
neonates were term, with weight appropriate for gestational
age, 3—7 days old, exclusive breast-fed, having total serum
bilirubin level of 14-20 mg/dl and direct bilirubin level
<2mg/dl. Exclusion criteria were; Rh or ABO incompatibility,
premature neonates, sepsis and infants of diabetic mothers.

On the first day of admission, history including birth
weight, the onset of hyperbilirubinemia, the family history
of jaundice and their cause in other siblings were taken from
all mothers. Complete neonatal examination was performed.
Laboratory data included the followings: complete blood
count, blood group and Rh, direct bilirubin and total serum
bilirubin were done for both groups. For follow up TSB esti-
mation; micro method was used by taking micro blood samples
from the heel of the babies. The lamps of the phototherapy
devices were LED type and they were at a standard distance
from the patient, and their half lives were not more than
250 hours. All data analyzed using SPSS (version 20) software
computer program. The two groups were compared regarding
total serum bilirubin at different time points using t-test for
comparison of means and Chi-square test for contingency
tables. P-value <0.05 was considered statistically significant.

Results

The mean age of the studied neonates was 5.4+1.4 days
and 5.3+1.5 days in group A and group B respectively. No sig-
nificant difference was found between the two groups

Table 1
Gender, mean age and weight of the studied groups

Table 2
Mean TSB in both groups
Mean of TSB(mg/dl) Group A Group B P value
On admission 16.3+£1.7 16.5+2.9 0.852
After 12 hours 11.7+1.5 14.6+1.6 0.001
After 24 hours 8.8+1.1 13.2+5.8 0.001
After 36 hours 7.6+0.9 10.2+1.4 0.001
After 48 hours NA 9.11£0.8
Table 3
Duration of phototherapy in both groups
Duration Group A Group B P value
Time in hours 23.2+5.6 41.1£7.2 0.001

Characteristics Group A Group B P value
Mean + SD Mean + SD

Age (day) 5.4+1.4 5.3+1.5 0.886

Wt (kg) 3.2+0.4 3.1x0.4 0.287

Gender

Male 56 51 0.471

Female 44 49

Total 100 100

36

(p=0.886). The mean weight was 3.2+0.4 kg and 3.1£0.4 kg in
group A and group B respectively, without statistically signif-
icant difference (p=0.287). There was no statistically signifi-
cant difference across gender between the two groups
(p=0.471), table 1.

The mean total serum bilirubin at the time of hospitaliza-
tion in group A and group B were 16.3+1.7 and 16.5£2.9 mg/dl
respectively, without statistically significant difference
(p = 0.852). The mean total serum bilirubin estimation
in both studied group at 12, 24 and 36 hours after hospitaliza-
tion is presented in Table 2. The difference between the mean
total serum bilirubin in the two groups was statistically
significant at 12, 24 and 36 hours after hospitalization
(P=0.001).

Thirty six hours after hospitalization only 8 patients were
remaining in group A while 93 patients were remaining
in group B; 48 hours after hospitalization, all patient in group
A stopped phototherapy; while 49 cases were still under
phototherapy in group B, table 2.

There was a statistically significant difference between
the two groups regarding the time of phototherapy needed
(p=0.001), table 3.

Regarding acute adverse effects of Ursodiol, the patients
were followed up during staying in hospital; no complications
were reported in group A.

Discussion

There was no significant difference between the two
groups regarding the mean age, mean weight and gender
distribution; these findings were similar to other studies
elsewhere (Schwartz et al., 2011). The results of this study
showed statistically significant reduction in TSB in group
A, at 12, 24 and 48 hours after starting Ursodiol and pho-
totherapy, in comparison with group B who was on pho-
totherapy alone. Such additive effect of Ursodiol in reduc-
ing indirect hyperbilirubinemia in neonates was reported
by Honar et al. from Shiraz (Honar et al., 2015). Earlier
reports investigated the effect of oral UDCA in lowering
unconjugated bilirubin (UCB) in Gunn rats, showed that
UDCA increased UCB turnover through increasing its
fecal disposal (Cuperus et al., 2009). Mendez et al reported
a similar effect in rodents probably by causing bile salt mal-
absorption and concluded that dietary UDCA and choles-
terol induce enterohepatic cycling of bilirubin (Mendez-
Sanchez et al., 1998).

The addition of Ursodiol lead to at least 18-hours reduc-
tion in the duration of phototherapy in the neonates suffering
from indirect hyperbilirubinemia most probably by increasing
unconjugated bilirubin turnover through its fecal disposal;
this finding was similar to that of Honar et al. (2015).
Furthermore; Palmela et al in an in-vitro study found that
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UDCA protect human blood-brain barrier endothelial cells
from disruption by UCB (Palmela et al., 2015).

There were no adverse effects of UDCA during the study
period; other studies also confirmed the safety of UDCA in
children (Balistreri, 1997). However for long term adverse
effects of UDCA further studies are needed.
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HOBOCTU

PackpbIT paHee HeU3BECTHBIH CEKpPeT
00pa30BaHusI IPYAHOIO MOJIOKA

B xoze aBostonnu mpeicTaBUTeNN KJlacca MIIEKOITUTAIO-
KX, K KOTOPBIM OTHOCSITCS M JIIOJIN, BBIPAOOTAIN YHUKAIb-
HBII METOJ MUTaHUsSI TIOTOMCTBA MOJIOKOM caMmoK. WV juiib
ceffyac yuerble 0OHAPY/KUIIH, YTO B TIEPUO/] IAKTAIUK B KJIET-
KaX MOJIOYHOU KeJIe3bI YHCJIO SIep yIBANBAETCS.

C TOYKHM 3PEHUS IBOJIONUM TOSIBJIEHUS JaKTaIlMH
y CaMOK MJIEKOITUTAIONINX ObLJIO OTPOMHOIT yaadeil, obec-
IIe'-lVlBaIOllleﬁ IIOBbllIlellllle BBIJKUBA€EMOCTb IIOTOMCTBa
y MIPeICTAaBUTE e 9TOTO KIACCa.

JKeHIimuam 1 caMKaM pa3IMuyHbIX BUJIOB JKUBOTHBIX He
HYKHO MPUHOCUTH MUIILYy CBOUM JETSIM, KaK 9TO JIEJIAIOT,
HAIpUMep, MTHUIBI — BCe HEOOXOAMMBIE IMTATENbHbIE
BEIECTBA COCPEZOTOYEHDBI B UX TPYIHOM MOJIOKE, KOTOPOe
MOKeT BbIPabaThIBaThCS B MOJIOUHBIX sKeJie3ax Ha MpPOTs-
JKEHUU HECKOJIbKUX [HeH Jaxke B OTCYTCTBUE MUIIA. JTO
u obecreyrBaso J0CTAaTOUHO BBICOKYIO BBIKHBAEMOCTh
IMOTOMCTBA MJIEKOITMTAIOIHX.

YdeHble TaBHO YCTAaHOBUJIN, YTO HAKAHYHE POJIOB B TKa-
HSIX MOJIOUHBIX JKesle3 TIOJI BO3JEUCTBUEM OTIpeIeeHHbIX
TOPMOHOB TIPOUCXOAT crieliupuuecKue u3MeHeHUsI, KOTO-
pbI€ CIIOCOBCTBYIOT BHIPAGOTKE MOJIOKA.

A aBcrpanmmiickuM yvyeHbiM u3 WHCTUTYyTa MeAUIIUH-
CKUX HUCCJIe0BAaHUI MMeHW YoJsTepa U IJIU3bl XOJLT

B MennOypre(Walter and Eliza Hall Institute of Medical
Research) yzanoch coBepIIuTh HayYHOE OTKPBITHE (DyH/A-
MEHTAIbHOTO XapaKTepa, OTHOCSIIEECS K TalHe BhIpabOTKH
TPYZHOTO MOJIOKA.

C 1OMOIIBIO CO3/JAHHOTO MMU METO/la TPEeXMEPHOU
AJIEKTPOHHON MWKPOCKOIUYU YYEHBbIE CMOTJIN 3arJisTHyTb
«BHYTPb» KJIETOK MOJIOYHOH >KeJsie3bl MPEeJCTaBUTEIbHUI]
5 BUZOB MJIEKONMUTAIOMUX, BKJI04Yas Jiogeil. Tak oHu
OGHAPYKUIIM, YTO B KOHIlEe GEPEMEHHOCTH Mepe POjaMu
B OOJIBIIUHCTBE TAKUX KJETOK MOSIBJISIETCS BTOPOE JOTIOJ-
HUTEJBHOE SIPO.

Ha nporsikenun Bcero mepuojia JIAKTAIUY W KOPMJTE-
HYSI TPY/IBIO YUCJIO si/IEP B KJIETKAX MOJIOYHBIX JKeJle3 SKeHIIITH
U CAMOK 4-X BUJIOB MJIEKOITUTAIOIINX HEN3MEHHO PABHO 2.

IT0 HEOOBIYHOE «YIBOCHUE» CIIOCOGCTBYET MOBBIIIEHIIO
aAKTUBHOCTH OOMEHa BEMIECTB B KJETKAX, yBEIMIEHUIO 00be-
Ma BBIPabGATHIBAEMOTO MOJIOKA ¥ HACHINIEHUIO €r0 MHOKE-
CTBOM TIUTATEJIbHBIX BEIIECTB, CTOJIb HEOOXOAMMBIX PACTy-
TeMy OpTaHU3MY pebeHKa UN AETEHbIIIA KHBOTHOTO.

A mocJie TIpeKparieHus JaKTalui YUCIo sep B KJIeT-
Kax MOJIOUHOI sKeJre3bl ObICTPO BO3BPAIaeTcsi K 00BIUHOMY
[I0KA3aTesI0 — OJHO SIIPO HA OJHY KJIETKY.

Hcmounux: med-expert.com.ua

ISSN 1992-5913 Cospemennas neauarpusi 3(75)/2016

37



