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UHCTPYKIIUA
no MCAMUHHCKOMY npnmeﬂeumo ﬂeKapCTBeHHOFO Cpeacrsa
NENOHA
(PEYONA)

pat

[Ipo3pauHslii pacTBOp 6€3 BUANMBIX MEXAHMYECKUX YACTHLL.

0 CpeAcTBa
nepxuT: kodpeuna uurpar 20,0 mr(sksuBaneHT 10,0 Mr kodenna); Bcromo-

fioaa e 3 e ach
Kaxpnas amnyna 1 mn co

raTe/bHbIE BEIECTBA: KUC/IOTHI IMMOHHONW MOHOTHPAT, HATPUs LIMTpAT, BOAa MUl MHbekuuid 10 1,0
ML

pMa BRIIYCKA
Pacteop mis uHdy3uii ¥ Aas npueMa BHYTpb 20 Mr/mi

dapmakoTepaneBTHYECKasl IPYNNA: NCUXOAHANENTUKU, MPOU3BOJHBIE KCAHTHHA.
Kon ATX: N0O6BCO1.

i

apMAK

dapMakoJHHAMHKA

ITo cTpykType KOerH CX0X C METHIKCAaHTUHAMH TEODHIUIMHOM Y TEOOPOMHHOM.

BosbLKHHCTBO ero 3¢ (heKToB CBA3aHO ¢ 6J0KanO0i aJeHO3HMHOBBIX PELIENTOPOB MOATHIOB A U Aza,
4TO OBUIO MPOAEMOHCTPHPOBAHO B MCC/IEAOBAHWM CBA3bIBAHMA € peLenTtopamy U Habmoaanoch B
KOHLEHTpALMAX, NpUONMKAIOWIMXCA K TEM, KOTOpble JOCTHUraloTCs MNOC/IE  BBEAEHMS
TepaneBTHYECKUX 103 AJIs JaHHOIO MOKa3aHus.

OcHoBHO# 3 ekt KoderHa 3aKmoYaeTcs B CTUMYJISIUMHM LEHTPAIbHON HEPBHOH CUCTEMbI. IDTO
JIOXUT B OCHOBE aKTMBHOCTU KO(peHHa MpU arnHOd HEJOHOINEHHBIX, KOTAA OH, NPEANONIOKHTENLHO,
okaspiBaeT cieayoue 3pdekts: (1) CTUMyNsAUMs ABIXaTeNbHOrO LEHTpa, (2) yBenuueHue
MUHYTHOM BEHTHJIALMHM, (3) CHHXKEHME MOpOora YyBCTBUTEJILHOCTH K TMNEpKanHuH, (4) ycuieHue
OTBETa Ha I'MIMEpPKanHuIo, (5) NMOBbILIEHHE TOHYCA CKENETHBIX MBIL, (6) yMeHblleHHe cnabocTu
nuagparmel, (7) yBelMYeHHE CKOPOCTH OCHOBHOro obMeHa U (8) yBenuueHue noTpediieHMs
KUCIIopoza.

Knunuyeckas 3¢hexkTHBHOCTD U 6€30MacHOCTh

Knunuueckas  sddexTuBHOCT,  KoderHa  HUTpaTa  OLEHWBalacb B MHOrOLEHTPOBOM,
PaHXOMHU3UPOBAHHOM, JBOMHOM CJIEMOM HCCJIE0BaHHH, B KOTOPOM CPaBHHMBAIM KOpEHHa LUTPaT U
maunebo y 85 HeJOHOUIEHHbIX HOBOPOXKAEHHBIX (reCTallMOHHbII Bo3pacT oT 28 no < 33 Hexens) €
arnHo? NpH MpPeXAEBpEeMEHHbIX poaax. HOBOpOXAEHHbIM Ha3zHaualu Harpy3ouHyro 103y KodenHa
uurpata 20 MI/Kr BHYTPUBEHHO. 3aTeM Ha3zHauyalll NMOANCPXKUBAIOILYIO CYTOUHYK 103y S5 MI/Kr
KodenHa MTpaTa BHYTPUBEHHO WM NEepopanbHO (Yepes KeTyJOYHbIH 30HA) Ha npoTskeHuun 10-12
mHe#. CornacHo NpoOTOKONY AOMYCKANOCh OTKPBITOE BBEACHHE KOEHHA LINTpaTa B KauecTBe
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JIOTIOJIHUTENILHOM Tepanuu B TOM Clly4ae, KOrja arHod CTAaHOBHUJIOCH HEKOHTPOJIMpYyeMbIM. B aToM
cllydae ralMeHTaM Ha3Haydanaachk [I0BTOpHas Harpy3ouHas 103a KogeunHa uurpara 20 Mr/kr nocse

1 nus neueHus U 00 8 qHA NeueHus.

Yucno naeli 6e3 3MMU3040B anHo? B rpynne kodeuHa uutpara 6e110 Gonbuie (3,0 aus nporus 1,2
JHA B rpynne miaue6o; p=0,005); 6osiee BEICOKMM ObLI MPOLEHT OONBHBIX, HE HMEBILMX MPU3HAKOB
anHo3 > 8 npHeit (rpynna kodeuna 22 %, rpynna minaue6o 0%).

B HemaBHO MpoBeAEHHOM GOJIBLIOM IIALE60-KOHTPOJIUPYEMOM MHOTOLICHTPOBOM HCCJIEI0BaHUH
(n=2006) wzyuanu Onvxaimue ¥ organenusie (18-21 mecan) sddextst kodewna uurtpara y Hemo-
HOLIEHHBIX HOBOPOXIACHHBIX. J€TH, PAHIOMU3UPOBAHHBIE B IPyniy KoerHa LUTpaTa, Mojydaiu
Harpy3ouHyo 03y 20 MI/Kr BHYTPHMBEHHO, C MOCNEAYIOLIEH MOLAEPKUBAIOILEH CYTOUHOMN 1030H 5
mr/kr. Eciy MpHU3HAaKM almHO3 COXPaHAIMCh, TO NOAJEPKUBAIOILYIO CYTOYHYIO [03Y MOXKHO OBLIO
yBennyuBath 10 Makcumyma 10 mr/kr. TloanepxuBaromas 103a €XCHEIEIbHO KOPPEKTHPOBAIaCh
NPU U3MEHEHUH MACChl TeNa; a TAKXKE MOXHO ObIIO NepeiiT Ha nepopaibHbIi npuem, eciv pebe-
HOK XOpOILIO MEPEeHOCHJ NMOJHOE JHTepajbHOe nuTaHue. Tepamus KohenHOM CHWXajla 4acToTy
OpOHXOJIErOYHON JHCIIIAa3uH [BepOATHOCTD yenewmHoro ucxona (95 % U (noBepuTenbHbIH HHTED-
Ban)) 0,63 (0,52 no 0,76)] m npuBoaKaa K yIy4lIEHHIO BbKHBAEMOCTH 6€3 3aAepKKU HEHPONCHXH-
YECKOro pa3BUTHS [BEpOATHOCTD ycnewHoro ucxona (95 % /1) 0,77 (0,64 no 0,93)].
BripakeHHOCTh ¥ HanpaBjieHUs JeHCTBUS KodenHa Ha CMEPTHOCTD ¥ MHBANMIU3aLMIO PA3HUIINCD B
3aBHCHMMOCTH OT CTEINeHH PECHUPATOPHON MOAAEPIKKH, HEOOXOAMMOH Ha MOMEHT paHAOMU3allkH,
yKasbiBasg Ha Oojiee BBIPRXEHHYIO MMOJIB3y TEpanuu y JIETel, NOJy4aBLIMX PECIUPaTOPHYIO MOj-
nepxKy. [BepostHocTs yecnemHoro ucxoza (95 % JIM) kacateqbHO CMEPTHOCTH M MHBAJIMAM3ALIMH,
CM. TabHILy HIDKeE].

CMepTHOCTI: WJIM UHBaJIMAMU3allks B 3aBUCUMOCTH OT BHOA peanpaTopHOﬁ NOoAACP>KKHU Ha MOMCHT
BKJIFOUCHHA B HCCIICIOBAHUE

Hoarpynnsi BeposiTHOCTB ycnmemHOro Hcxo-
na (95 % W)
be3 nopaepxKu 1,32 (0,81 - 2,14)
HeunpazupHas nojaepxuBaromias Bentunsuus | 0,73 (0,52 — 1,03)
DHIoTpaxeajbHas MHTybauus 0,73 (0,57 — 0,94)
®apMaKOKHHETHKA

Kogenna uMTpar erko AMCCOLIMMPYET B BOAHBIX pacTBopax. Llurpar ObicTpo Merabonusupyetcs
npu UHQY3UU HIU PU IPUEME BHYTPb.

BcaceiBaHue

JeiicTBue KogienHa HaOMIOAAETCS B TEUSHUE HECKONbKWMX MUHYT rocie Hadana unoysud. [locne
npuema BHyTph 10Mr kodeMHa Ha KI Macchl Tejla Yy HEAOHOIIEHHBIX HOBOPOXICHHBIX
MakcHuMabHas KoHUeHTpauus kodeuHa (Cpax) B MIa3Me HaxoAMach B Avanasone ot 6 o 10 mr/n,
CpeliHee BpeMsi JOCTHXKEHHS MaKCUMaIbHOH KOHUEHTPALMH (tmax) HAXOAUNOCH B AManasoHe ot 30
MUH 10 2 4. CTeneHb BCachbIBaHHSA HE 3aBUCUT OT COCTaBa MCKYCCTBEHHOM CMECH, HO tpmax MOXKET
YBENUYUBATHCH.

PacnpeneneHue

Kogeun GpICTpO NOCTUraeT rojIoOBHOrO Mo3ra NpHv HasHadyeHuu KodenHa uurpara. KoHueHTpauus
KopeHHa B CIIHMHHOMO3TOBOH MHMAKOCTH Y HEAOHOWIEHHBIX HOBOPOXKAEHHBIX NPHOIM3UTENBHO
paBHa ero KoHLEHTpauuu B masme. Cpeluuii 06bem pacnpenenenus (Vq) kodenHa y rpyaHbix
pereit (0,8-0,9 n/kr) Heckonbko Oonbuie, yeM y B3pociabix (0,6 n/kr). JlaHHble O CBA3BIBAHWM C
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OenkaMy MJasMbl y HOBOPOXAEHHBIX HJIM TPYIHBIX AETEH OTCYTCTBYIOT. Y B3POCIBIX CpeaHee
CBA3bIBaHMeE ¢ OesIKaMU MJIa3MBl in vifro COCTaBseT NpUoIn3uTensHO 36 %.

Kodeun Jierko npoHUKaeT 4epes MIAaLEeHTy B KPOBOTOK I10Ja M BBIAEIAETCS C TPYAHBIM MOJOKOM.
Merabonusm

Merta6onusM kodenHa y HEJOHOWIEHHBIX HOBOPOXKIACHHBIX BECbMA OFPAaHMYEH M3-3a HE3PENOCTH
(GepMEHTHBIX CUCTEM [€4E€HH, M O0Jibllas YacTb AKTHBHOIO BELLECTBA BLIBOAMUTCS € MOYOIA.
Iuroxpom P450 1A2 (CYP1A?2) neuenu yyacTByeT B MeTabonu3Me KodenHa y B3pocibix.
Coobmanock 0 B3aMMONPEBPALIEHNH KOPEUHa U TeOPUIIIMHA Y HEJOHOIIEHHBIX HOBOPOXAEHHBIX;
rocjie Ha3HaYeHUs TeoQUIIIMHA YPOBEHDb COAEPXKaHUA KOpernHa COCTaBseT NpUOAM3UTENLHO 25 %
OT YPOBHSA COJEPXAaHUA TeOQUIIIMHA, MOXKHO OXHUAATH, YTO NPUOAU3UTENHHO 3-8 % BBEAEHHOrO
Ko(euHa NpeBpaTATCS B TEOPUIIIHH.

BriBeneHue

Y pereii mepBOro roja JKM3HM BbIBEJEHHE KO(EHHa NPOTEKaeT 3HAUMTENBHO MEAJICHHEe, YeM y
B3POCJIBIX U3-32 (DYHKLMOHANBEHON HE3PENTOCTH MEeYEHH H/UIM NoYeK. Y HOBOPOXKACHHBIX KJIHPEHC
koderHa MOTHOCTHIO ofecrnedyuBaeTcs BbIBeACHUEM ¢ MOuod. CpemHuil nepuos nonyBbIBEASHMS
(tin) ¥ dpakuus kodeuHa, BEIBOAALIAACS B HEU3MEHEHHOM BUJE ¢ MOYOH (A.), y TPYAHBIX AeTel
UMeeT OOpaTHYIO KOpPPESUMI0 C  TEeCTALHOHHBIM/TIOCTMEHCTPYalibHbIM  BO3pacToMm. Y
HOBOPOX/IEHHBIX MEPHOJ MONYBbIBEACHHUS (12 COCTABAAET NPUOAM3HUTENbHO 3-4 OHA u A, —
npubnusutensHo 86 % (B Teuenue 6 nueit). K Bo3pacty 9 mecsues Merabonusm kodeuHa y gerei
npubIM3UTENBHO paBeH MeTabonu3My y B3pocabiX (tiz = 5 yacoB U Ae = 1 %).

He npoBoauiucek ucciefoBaHus GapMakOKMHETHKH KO(pEeHHa Y HOBOPOXKICHHBIX C NEYEHOYHOH M
MOYE€YHON HENOCTATOYHOCTEIO.

[Mpy HanM4YMKM TSDKENOM MOYEYHOH HENOCTAaTOYHOCTH, U C YYEeTOM TOBBIIEHUS MOTEHUHaNa
KyMYJSILIMH, HEOOXOAMMO yMEHBIIATh CYTOYHYIO MOMAEPXKHUBAIOLIYIO 103y KodeHHa, npH BuIOOpe
A03bl HEOOXOAUMO PYKOBOACTBOBATHCH PE3yJNbTaTamMyu OMNpEAENEHUS KOHUEHTpauuu kodeuna B
KpOBH. Y HEJOHOIIEHHBIX HOBOPOXJIEHHBIX C XOJIECTATHUYECKUM TenaTuTOM OOHApyKHMBaeTCs
YATMHEHHE TEepHOJa MOJyBbIBEAEHHS KO(QEeWHa ¢ MOBBIULIEHHMEM YPOBHS €ro KOHIIEHTpaluu B
IJ1a3Me BhILIE HOPMaJbHOTO YPOBHS, UTO MpeanonaractT oco6oe BHUMaHue MpU BEIOOpe 103 y TAKHX
NAaLKMEHTOB.

Hokasanus

Jleuenne HepBH‘IHOﬁ OCTaHOBKH JAbIXaHUSA (armoa) Y HCAOHOUICHHbIX HOBOPOXICHHBIX.

001 ,
Haunnate neueHue xoderHa HUTPATOM HEOOXOAMMO MOA HaONIOJEHWEM Bpava, UMEIOIIEro ONbIT
paboThl B HEOHATOJIOrMYECKOM OTIENEHUH MHTCHCHBHOH Tepanuu. [Ipenapar cneayer npumeHsTsb
TOJBKO B HEOHATOJIOTUYECKOM OTAENEHUM WHTEHCUMBHOHM Tepanuu, Kotopoe OCHAlIEeHO
COOTBETCTBYIOLIMM 000pYyI0BaHHEM, OOECTIEYHBAIOIMM TAKTHKY BEJAECHUS OOJBHBIX U MOHUTOPHHT.
JosupoBanue

PexomMeHayeMblif peXuM [O3MPOBAHMSA Yy TIPYAHBIX JAETeH, paHee HE TMOJNyYaBIIMX JNeyeHHe:
Harpy3oyHas 1032 KogeuHa nurpara 20 Mr Ha Kr Maccel Tela IMyTeM MEIJeHHOW BHYTPUBEHHOM
nHQy3um B TeueHre 30 MUHYT NPpY NOMOILM LUNPULIEBOro UHpYy30MaTa UM Apyroro rnpubopa s
no3upoBaHHOM MHQY3uu. ITo ucTeueHnn 24-4acoBOro MHTEpBala Ha3HayaeTcs MOJAEPKUBAIOLIAs
1033 5 MI Ha KI' Macchl Tejla IyTeM MEIJIEHHO} BHYTpHBEHHOH HHGY3uM B TeueHue 10 MUHYT;
MH(Y31I0 NOBTOPSIOT KaXKAbie 24 yaca. AJBTEPHATUBHO NMOJAEPIKUBAIOLIAs 1032 S MT Ha KI' MacChl
TeNa MOXKeT OBITh Ha3Ha4yeHa I NpHeMa BHYTPb MPH MOMOILM HA30TraCTPaJbHOTO 30HJA KaXKable
24 yaca.
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PekoMeHayeMble Harpy3ouHele M MOJAEpXMBalOMMEe J03bl KO(enHa LUTpaTa MpHUBEAEHB B
cnepyromeid tabauue, B KOTOPOH TNPHUBEAEHO COOTBETCTBHE MeXAY OOBEMOM WHBEKLMU H
BBEJEHHOH 1030} KO(erHa uurpara.

Ho3a, B nepecuere Ha KO(EHUH-OCHOBAHHME, COCTABJAET MOJOBUHY A03bl KOoenHa uutpara (20 Mr
xoenHa uuTpara SKBUBAJICHTHBI 10 Mr KoderHa OCHOBAHUSA).

Joza ko¢eunna | Hoza kodenna | Cnocob BBeAEHHUS YactoTa
nuTpara (obsem) |uuTpata (Mr/Ha  Kr
MAacChl TeJa)
Harpysounas | 1,0 ma/kr  maccel | 20 Mr/kr Macchl Tef1a | BHyTpuBeHHas OaHokpatHO
no3a TENa uHpy3us (B Teuenune 30
MHHYT)
IMonpmepxusa- | 0,25 MI/kr Macchl | 5 Mr/kr maccel Tena | BHyTpuseHHas Kaxneie 24
Iolnas no3za* | tena uHOy3us (B Tevenue 10 [yaca*
MHHYT) WJIH TpHEM
BHYTPb

* HauMHas yepe3 24 yaca 10cjie Harpy304HOM JO3bI

HenoHOEHHBIM  HOBOPOXXICHHBIM € HEJAOCTaTOYHBIM  IKJIMHUYECKHM  OTBETOM  Ha

PEKOMEHIOBAHHYIO HArpy304HyIO0 J[03y IMOcje UCTeueHus 24 4acoB MOXeT ObITh Ha3HayeHa

NIOBTOpHAs Harpy3o4Has 03a MakcumanbsHo 10 -20 mr/kr.

Bonee BricokHe Harpy3o4Hsle 1036l 10 Mr/Ha Kr Macchl Tejla MOXKHO BBOJHMTb TOJBKO B TOM Cllyyae,

eclii He Ha0MoiaeTcs ylydllieHne, MpMHUMas BO BHUMaHHE BO3MOXKHOCTh KyMYyNsiluu KoderHa 13-

3a ero 6OJBIIOro MEpUOAa MNOJYBBIBEAEHHUS Y HENOHOLIEHHBIX HOBOPOXXIEHHBIX M MPOrpPecCHBHO

YBEIMYMBAIOUIYIOCS  CMIOCOOHOCTH K MeTabonu3My  kodenHa B 3aBUCUMOCTH  OT

MIOCTMEHCTPYanbHOro Bo3pacTa. 1l0 KJIMHMYECKMM TNOKa3aHWsM ClEAyeT MOHUTOPHPOBATh

KOHIEHTpauio kKoderuHa B ruiazme. Heo6XolMMo 3aHOBO MEPeCMOTPETH MOCTABJIEHHBIN AMarHo3

arHoO3 y HEJOHOLIEHHBIX HOBOPOXIEHHHIX, €C/M IaLMEHTh! HEJOCTATOYHO OTBEYAIOT HA BTOPYIO

Harpy304HyIO 103y WIHM Ha NMoAnepKuBatolye 10361 10 Mr/kr/cyTku.

Koppexyua 0031 u monumopunz

HeoOxo011uMo0 neproAMYECKH KOHTPOJIUPOBAaTh KOHLEHTpaLHIo KoderuHa B MIa3Me B XOJe JICUEHHS,

0co0EeHHO, €ecli He HabmroaaeTcs ylIy4ylleHUs WM NOSBUIMCH MPU3HAKH TOKCUYHOCTH.

Kpome Toro, MoxeT noTpeboBaThCsi KOPPEKLHs AO3BI [0 YCMOTPEHHUIO Bpauya, [OCHE PYTHUHHOTO

MOHUTOPMHIa KOHLIEHTPALUi KO(EeHHa B IJ1a3Me B CUTYALUAX MOBBIIIEHHOTO PUCKA, TAKUX KaK:

— rny6oKo HeOHOLIeHHBIe neTH (< 28 Heaens rectauuy u/mnn ¢ Maccoit tena <1000 r), ocobeHHo
NoJyyarolue NapeHTePaNbHOE NHTaHUE

— JeTH C NeYSHOYHOM ¥ MOYEeYHOH HEeJ0OCTaTOYHOCTHIO

— JeTH ¢ CYAOPOXKHBIMU PaccTpoicTBamu

— JIeTH ¢ JOKa3aHHOH U KIIMHMYECKH 3HAYUMO# naToJoruei cepaua

— JETH, OZHOBPEMEHHO IOMyYaroliue AOMNOJHUTENBHOE JICYEHHUE JIEKAPCTBEHHBIMH CPEICTBAMH,
KOTOpBIE MOTYT BIHMATH Ha METab0JIM3M KoderHa

— [eTH, MaTepu KOTOPBIX ynoTpebaoT KOGEeHH B IEPUOJ FPYAHOTO BCKapMJIMBaHUs

Crnezyer ONpeaesnsTh MICXOHBIE KOHLIEHTPALUMK KOoperHa y CleAyolMX NalueHTOB:

— [IeTH, MaTepH KOTOPHIX MOIJIM ynoTpebasaTh KO(peuH B 6ONbIIMX KOJHYECTBAX A0 MOMEHTa HMX
POXKAECHUSA :

— JleTd, paHee NMojy4YaBluue TeoQUIIuH, KOTOpeli MeTaboau3upyercs ¢ o6pa3zoBaHHueM KodeuHa.
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V HeNOHOIIEHHBIX HOBOPOXKACHHBIX NEPHOA IMONYBBIBEJCHUS KOQEHWHa YIUIMHEH, CYLIECTBYeT
BO3MOXHOCTh KyMYJISLIMH Tpernapara, 4To MOXKET MOTpe6OBaTh MOHUTOPHHIA HOBOPOXACHHBIX,
JUITEJILHO TOJTyYaroIMX 3TOT Npenapar.

[TpoGb! KpOBHU 11s1 ONpeeIeHU KOHLEHTPaLUi ciefyeT 6paTh HENMOCPEACTBEHHO NePe] BBEASHUEM
cleayromei fo3bl B ClydasiX OTCYTCTBUS TEPaneBTHUECKOTO OTKIIMKA Ha JICUEHHE, U TOJNbKO Yepes

2 — 4 yaca nocJie BBEJCHUS NPEILECTBYIOLIEN 103bl IPH NOA03PEHHH Ha TOKCUUYECKOE ACHCTBHE.

B nMTepaTypHBIX HCTOYHHMKAaX [Uana3sOH TepaneBTHYECKUX KOHLEHTpauMid KodewHa B Iiazme
KpOBH He 00O3HaueH, OQHAKO B HCCJIENOBaHHMAX, [0OKA3aBLIMX KAMHMuYeCKHH 3QdekT kxodeuHa,
KOHIIEHTpauus coctaisia oT 8 1o 30 Mr/n; npu KoHUEHTpaumu KodernHa B niuazme mexee 50 mr/n
npobaeM ¢ 6€30NaCHOCTHIO OOBIYHO HE BO3HMKAIO.

JnumenvrHocmo nevenus

OnTuMalpHas JUIMTENIbLHOCTD JieYeHHs He ycraHoBaeHa. Coob1nanoch 0 CpeHEM NEPHOAE eueHUs
B 37 nHeli, ucxoad M3 JaHHBIX HEJABHEr0 MHOTOLEHTPOBOTO HCCIENOBAHUS C Yy4acTHEM
HEZOHOIIEHHBIX HOBOPOXKIECHHBIX.

B KnMHUYECKOH MpaKTHKE JeUeHHE NMPOJOIKAIOT IO JOCTHKEHHMS PEOSHKOM NMOCTMEHCTPYanbHOTO
Bospacta 37 Hededb, K 3TOMY NEepHOAY NMPUCTYNbl arlHO? HEAOHOLIEHHBIX NMPOXOJSAT CIOHTaHHO.
OjHako JaHHBIA Mpenesl MOXHO IMEpPeCMOTPETh B 3aBUCHMMOCTH OT KJIMHHUYECKON CUTyalMu, B
MHIMBUAYAIBHBIX CIy4asX B 3aBUCHUMOCTH OT pe€akLHUU Ha JIeYEeHHWEe, MPOJOKEHUS NMPUCTYIOB
arnHod, HECMOTPS Ha JIeYeHWe, WM MO APYruM KJIMHHUYECKHMH cooOpaxeHusM. PexomeHayercs
NpEeKpPaTHTh TpPUMEHEHHE KojenHa uwWTpaTta, eciy B TedeHme 5 — 7 JHell y nauueHTa He
Ha0JIF0JaeTCsl 3HAYUMBIX PUCTYIOB aMHO?.

Eciu y nauMeHToB HaGNIOAAeTCs PELUIUB alHO3, TO JIeYeHHe KodenHa LUTPaTOM BO30OHOBISIOT
60 B MOAAEPIKUBAIOIIEH N03€e, TUOO B NOJOBHHE HATPY30UHOH 103bl, B 3aBUCUMOCTH OT HHTEpBa-
J1a BpEMEHH, MPOILEIIEero C MOMEHTa OTMEHBI KOerHa LIUTpaTa U 10 MOMEHTa peLIMIMBa aITHOO.
TMockonbky KodenH MeAJeHHO BBIBOAWTBLCS Y JAHHOM Ipynmnbl NAlLMEHTOB, HET HEOOXOAUMOCTH B
[IOCTENEHHOM YMEHBLICHHUU J103bl TPH OKOHYaHMH JIEUEHHUA.

B BHIY TOr0, YTO CYyIIECTBYET PUCK PELMIHBA AlIHOI MOCNE MPEKPALIEHUs JIeYeHHs KopenHa LuT-
paToMm, CieAyeT MPOJOKUTE HabIOACHHE 3a MALIMEHTOM Ha NPOTAXKEHUU IPUMEPHO elle HeJeu.
Ieyenounas u noveunas HeOOCMAMOYHOCMY

Wmeercss orpaHM4YeHHBId ONBIT TPHUMEHEHWs y TALUEHTOB C  TE4eHOUHOIN/MOoueyHoH
HEJIOCTaTOYHOCThIO. B MOCTPErucTpaliiOHHOM HCCIEAOBAaHMM O€30MacHOCTH 4acToTa MOOOYHbIX
s¢pdexkToB y HeOONBIIOro 4ucCaa TIIyOOKO HEAOHOLIEHHBIX HOBOPOXIEHHBIX C TEYEHOYHOH/
MOYEYHOM HEJOCTAaTOYHOCTHIO Oblla BBILIE MO CPABHEHUIO C HEAOHOLUCHHBIMU HOBOPOXKIEHHBLIMH
Oe3 nopakeHus opraHoB. Ecnu mpucyTCTByeT mMouyedHas HEAOCTATOYHOCTb, TO PHUCK KyMYNSLHH
BO3PACTaeT.

Heo0X0auMO CHHM3MTH CYTOUHYHO MOJIEPKHUBAIOILYIO0 103y KodeHHa uuTpaTa, X OHa JAO/DKHA
HA3HAYaThCA TOJBKO MOCHIE ONpeaeNeHUs KOHLEHTpaLH KoerHa B N1a3Me KPOBH.

V rny6oko HEAOHOLIEHHBIX AeTel KIMPEHC KopEenHa He 3aBUCHT OT QyHKLMH nedeHu. Merabonusm
kodenHa B neueHH GpopMUpYeTCs MOCTENEHHO B TEUYEHUE HECKONbKHMX HEJEb Noce poskaeHus. Y
IpyAHBIX JeTeii Oonee CcTapiiero Bo3pacTa MNpH HaluuuKm 3aboNeBaHMii TMEUEHH MOXKeET
noTpeGoBaThCs onpesesieH’e KOHUEHTpaluu KoderHa B I1a3Me U KOPPEKLIMA JO3bl.

Cnocob npUMeHeHHs
Kodeuna uutpar MOXXHO Ha3HauyaTh B BUJE BHYTPMBEHHOH MHOY3uK 1 BHYTpb. [Ipenapar He MoxeT
ObITh Ha3HAYEH BHYTPUMBILIEYHO, MOAKOXXHO, HHTPATEKANbHO, a TAK)KE B BH/E BHYTPHOPIOLUMHHOM

HHDBEKIHH.
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Eciu vcnosp3yloT BHYTPUBEHHOE BBEAEHHE, TO KOQenHa LUTpaT BBOJAT B BUAE KOHTPOJIUPYEMOH
BHYTPMBEHHOW MH(QY3WH TpH TOMOLIM IINPHULEBOro HMHQy3omara Wiu Apyroro npubopa s
no3upoBaHHoO# WHGY3uH. KoderHa uUTpaT MOXHO MCMONb30BaTh Kak 0e3 pa3baBieHus, Tak U B
pa3BeleHUH CIICAYIOIMMMHU CTEpPUIBHBIMH MpenapaTaMu: rimoko3a 50 mr/ma (5 %), uau Hatpus
xyopua 9 mr/ma (0,9 %), wnu kansuus raokoHat 100 mr/ma (10 %), cpasy xe nociie U3BlIeYeHUs U3
amITyJIbl.

IoBottioe aelicreue

Pestome npodung 6e3onacHocTu

WspecTHple aaHHble (AapMaKoONOrUM W TOKCHKOJOTMHM KO(euHa W JPYrMX METHIKCAHTHHOB
MO3BOJIAIOT NPOrHO3MPOBATL BO3MOXHBIE MOOOYHBIE peakLUM KodeuwHa uutpara. OnucaHHbie
3¢ deKTh BIUTIOYAIOT CTHMYJIALMIO LIEHTPANbHOM HEPBHOM CHCTEMBI, NPOSBIIAIOLLYIOCS CyA0POraMH,
Pa3paXXKUTENLHOCTEIO,  BO30YXJEHHBIM  COCTOSHMEM, CHHAPOMOM  MOBBILIEHHON HEpBHO-
pedaexTopHOl BO30YAUMOCTH, BO3ACHCTBUE HA CEPAEYHO-COCYAMUCTYIO CHCTEMY C CHMITOMAMU
TaxUKapauH, apuTMHM, apTEPUAIbHON TMIEPTEH3UM M YBEIMYEHHWEM YAAPHOro 00beMa, a TaKKe
HapylleHds. THTaHus U Merabonusma. JlaHHble 3(GEKTH 10303aBUCHMBIE, a TaKXKe W I103TOMY
CYLIECTBYET HEOOXOAMMOCTb ONpeleNeHus] KOHLEHTpauud KodeuHa B MJa3Me KpPOBH U
YMEHBIICHUS JO3BI.

Tabnuua noGoYHBIX peakiuii

[To6ounele peakuvu KodenHa LUTpaTa, OMYONHKOBAHHBIE B JIUTEPATYpe M MONYYEHHBIE B
MOCTPErHCTPALMOHHOM HCCIE0BAHUH O€30MaCHOCTH, NEPEYHUCIIEHBI HUXKE COrIACHO KIIacCy CHCTEM
OpraHoB M MpeanoYTuTensHeiM TepMuHaM (MedDRA).

Hx yacroTa onpeaensercs kak: o4eHb yacto (2 1/10), uacto (=1/100 go <1/10), newacro (=1/1 000
no <1/100), peaxo (=1/10 000 no <1/1 000), ouenn peaxo (<1/10 000) u yactoTa HeusBecTHa (He
MOXET OBITh YCTaHOBJIEHA N0 UMEIOIUMCS JaHHBIM).

Kunacc cucremb! opranoB | IloGouHas peakuus Yacrtora
Nndexyu v vuBa3zun Cerncuc HeussectHa
Hapymenus co cropoHs! |Peakunu noBeleHHON YyBCTBUTEND- | Peaxo
MMMYHHOH CUCTEMBI HOCTH
Hapymenus nuranus u|[unepriukemus Yacto
obMeHa BelecTB
I'mnornukemus, nnoxas npubGaska B|Heussectna
Mmacce Tena, MHUIEBas HENEPEeHOCH-
MOCTh
Hapywenuns co cropons | Cynoporu Heuacto
HEPBHOM CHCTEMBI
PasgpaxxutensHOCTb, CUHAPOM MOBHI- | HenssecTHa
IIEHHOH HEPBHO-pe(PIEKTOPHONH BO3-
OyauMocCTH, BO30YXAEHHOE COCTOSHHE,
NopaXKeHHe roJIOBHOro Mo3ra
Hapywenus co croponsl |['nyxota HeussectHa
OpraHoB CJlyXa U paBHOBE-
cus
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Hapyuwienuss co cropoHsl | Taxukapaus Yacto
cepana Aputmus Heuacrto
VBenuyenne BeiOpoca JjeBoro xeny-|HeuwssecTHa
JIOUKa, yBeJIMYEeHHE yIapHOro obrema
Hapywenuss co cropoHsl | OTpebKKa, yBequueHHe oObema xeny- | HenspectHna
NUIIEBApUTEIbHON  CHUCTE- | JOYHOr0 acnupara, HEKpOTH3HUPYIO-
MBI IIUH SHTEPOKOJIUT
Hapywenus ofmero co-|Pa3gpaxenue u Bocnanenue B mecte | Yacto
CTOSIHMS U peakUuH B MecTe | iHy3uu, pnebut
BBCJCHHUSA
OTkinoHeHHMs OT HOpPMBI, | YBenuueHHe auypesa, yBenuueHue co- | Henspectna
BBIABJICHHbIE B 1aboparop- | iepKaHHs HaTpus U KalbLUs B MOUE,
HBIX HCCIIEIOBaHUAX CHUXEHHE YPOBHS reMoriobuHa, CHU-
XEHHUE YPOBHSA THPOKCUHA

Onucanue oTAeNbHBIX MOOOYHBIX peakiidi

HekpoTusupyomuii 3JHTEPOKOJIUT ABAAETCS YaCTOM NMPUYMHON 3a00N€BaEMOCTH U CMEPTHOCTH Y
HEJIOHOLIEHHBIX HOBOPOXXAEHHHEIX. CyIIEeCTBYIOT CBEACHUA O BO3MOXHOWH CBA3M  MeXAy
UCNIOJIB30BAHUEM METHIIKCAHTHHOB W Pa3BUTHEM HEKPOTU3UPYIOILEro 3HTepokonuta. OgHako
NPUYUHHO-CIEACTBEHHAs CBfA3b MEXIy Ha3HauYeHUeM KO(QEeWHa U JAPYrMX METHUNKCAHTHHOB U
pa3sBUTHEM HEKPOTU3UPYIOLIETO SHTEPOKOJUTA HE YCTAHOBJ/IEHA.

B aBoiiHoM cienoM miianebo-KOHTPOJIUMPYEMOM HcciefoBaHWK KoderHa uuTpara npyu ydactuu 85
HEIOHOIICHHBIX HOBOPOXK/IEHHBIX OBl IUArHOCTUPOBAH HEKPOTU3UPYIOLUHA SHTEPOKOUT B CENOH
¢daze uccnenoBaHus y ABYX JAeTell B IPYIIeE aKTHBHOrO JIEUEHHs W y OJHOTO pebeHka B rpynne
mnaue6o; U B ¢aze OTKPHITOrO JIeYeHMs ellle y Tpoux jAered B rpynne kogeuHa. Tpoe netedt, y
KOTOPBIX Pa3BUJICS HEKPOTH3UPYIOIIUI SHTEPOKOJIUT B XOAE UCCIENOBaHUs, ymMepau. B 6onbiom
MHOTOLIEHTPOBOM HCCIIEJOBaHUM OTIAANCHHBIX UCX0H0B y 2006 HEZOHOWIEHHBIX HOBOPOXKAEHHBIX,
NONy4YaBIIMX JieueHWe KodewHa UUTPaToM, He OblJO BHIABICHO TMOBBIWEHHWS 4YacTOThI
HEKPOTU3UPYIOLIETO JHTEPOKONMTA MO CpaBHEHHIO ¢ rpynnod rmiauebo. HepoHoueHHbIX
HOBOPOXAEHHBIX, MOAYYaloIlMX KoeHHa LMTpaT, clefyeT THIaTeNbHO HabnoaaTe Ha MpeaMmer
Pa3sBUTHA HEKPOTHU3HPYIOLIETO SHTEPOKOJIMTA.

Taxxe HabmoganTuCh NOpaXXEHUA IOJNIOBHOTO MO3ra, CyJJOpOTH M TJIyX0Ta, OfHAKo 0osee 4acTo B
rpynne miaaune6o.

Kodenn MoxeT noJaBisiTh CHHTE3 3PUTPOIOITHHA, YTO CHUXKAET KOHUECHTPALIUIO reMorio01Ha Npy
JUTUTETBHOM JIEUEHUH.

VY rpynHelx gereil B Hauasne Tepanuu HaONIOJaTMCh MPEXOAsLIMe ciyyau NMOHHXKEHUsI THPOKCHHA
(T4), Ho oHHM McYe3anu NMpH JanbHENILEH Tepanuu.

JlocTynHple JaHHBIE O JICYUCHHH KO(PEHHOM HE CBHICTENBCTBYIOT 00 MMEHOIMXCS MOBPEXKACHHUAX Y
HOBOPOXIEHHBEIX B OTHOIUEHWH Pa3BUTHs HEBPOJOTMYECKOTO HCXOJa, TUIOXOro npubaBieHus B
Macce Tela, HapyleHnH cepaedHo-cocyIucToi cucteMsl, cucteMbl JKKT v sHAOKpHHHON cHcTeMBI.
[Ipennonaraercs, yTo KOQEeHH HE MOXET YXYALIMTb COCTOAHUE TMMOKCHMHM MO3ra MM YCHIMTH
MMEIOLIKECs NTOBPEXACHHUSA, XOTs JaHHAs BO3MOXKHOCTb HE UCKJIFOYAeTC.
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Ipyrue crieaibHble MONYJIALMH

B NOCTpericTpalOHHOM HCCNeNoBaHNM Ge3onacHocTH 506 HEIOHOLICHHBIX HOBOPOXAEHHbBIX
nony4anu [lefiony. [TonyueHs! JaHHBIE N0 6€30MaCHOCTH Y 31 HEAOHOLIEHHOr0 HOBOPOXAEHHOTO C
MOYEYHOI/IIEYEHOYHOM HENOCTATOUHOCTEIO. YacToTa MOGOUHBIX peakuuii y HeGOoNbLOoro Ynucna CHibHO
HEIOHOIUCHHBIX HOBOPOXACHHBIX C HOHC‘{HOﬁ/ MeYeHOYHO! HeAOCTaTOYHOCTHIO OblLj1a BBIIIE MO CpaBHEHUIO
C HCOOHOINCHHBIMH HOBOPOXACHHBIMH 6e3 MOpaXKCHUsl OPraHoB. B OCHOBHOM, COO6IH8J'IOCI> O CEPACYHDLIX
HapyLIeHHX (TaxuKapus, BKIOUYas OAHH CIydald apuTMHH).

Hp azaHus
IToBbIIEHHAs YYBCTBHTENBHOCTh K AEHCTBYIOIIEMY BELIECTBY W K JIIOOOMY BCMOMOraTelbHOMY

BELLECTBY.

Hepeno3up:
ITo omyONMKOBaHHBIM [JaHHBIM MNEpPeao3UpoBKa KoperHa y HEAOHOLIEHHbIX HOBOPOXIAECHHbIX
Ha0JII01aJ1ach MPH €ro KOHLUEHTpalKy B nasMe ot 50 mr/n go 350 mr/a.

CUMOTOMEI

[To maHHBIM JIUTEPATYpHl TMPU3HAKM M CHUMITOMBI NEPENO3HPOBKH KO(EHHa, BO3ZHUKAIOLIME Y
HEJIOHOIEHHBIX HOBOPOXIEHHBIX, BKIIOYAIOT TUNIEPTIUKEMHIO, TMITOKAIMEMHUIO, MEJIKOE ApOXKaHHe
KOHEYHOCTEH, BO30YXJIEHHOE COCTOSHUE, THUMEPTOHUIO, OMNUCTOTOHYC, TOHHMKO-KIOHHYECKHE
Cy[OPOTH, CyNOpOTH, TaxWIHO? (YYallEeHHOE JbIXaHUE), TaXHUKapAHIO, PBOTY, pa3ApaxeHHe
KeNyIKa, d>KeNyJOYHO-KULIEYHOe KpPOBOTEYEHHE, JMXOpaiKy, ApOXKaHWE, TOBLILEHHE YPOBHS
MOYEBHMHEI B KPOBH, JIEHKOIMTO3, HEMPOU3BOJbHEIE ABHXEHHUs yemocteil u ryd. Coobuanocs 06
OJHOM  cllyyae  INepelOo3UpPOBKM  KO(QEHHOM,  OCIOXKHHUBIIUMCS  BHYTPHIKETYJOYKOBBIM
KPOBOM3JIUSIHUEM C OTAAJICHHBIMH HEBPOJOTMYECKUMH OCI0KHEHUAMHU.

CnyuyaeB rubesid HEJNOHOUIEHHBIX HOBOPOXKAEGHHBIX, aCCOLMHMPOBAHHBIX C MEPEAO3UPOBKOH
Ko(eHHa, He OMUCAHO.

JleueHue

JleueHue nepeno3MpoOBKH KO(PEHMHOM MEpPBOHAYAIbHO CHMITOMATHUYECKOE W MNOJAEPIKUBAIOLIEE.
Heob6xonuMo HabnmoaaTe 3a YPOBHEM COJEpXKaHHMsS KalnMg W IJIOKO3bl M KOPPEKTHPOBAThb TpH
MOSBICHWH THUMOKaIHeMUM W runeprivukeMuu. Kak 6Gbulo Moka3aHO, KOHLEHTpauus KodeuHa B
nnasMe CHWXaeTcss mnpd OOMEHHOM nepeinuBaHud. CydoporH MOXHO YCTPAHWThL MyTeM
BHYTPMBEHHOTO BBEIEHHs aHTHKOHBYJBCAHTOB (Ouazenama WM 6apOWUTypaToB, TaKMX Kak,
¢enobapbOuran Hatpus uiu geHobapburan).

TIPE/0CT TH

ANHO? (OCTaHOBKA JIbIXaHU)

ATIHO? HEJOHOUIEHHBIX fABJISETCA AUArHO30M HCKIIOUEHMA. Jlpyrve NMpHYMHBI anHod (Hanpumep,
NOBpeX/IeHHe LIEHTPabHOM HEPBHOW CHUCTEMBI, BpOXKACHHas OO0JIe3Hb JIErKMX, aHEMHs, CENCHC,
HapymeHne oOMeHa BeIUEeCTB, CEepIACYHO-COCYAUCTHIE aHOMAJIMM MM OOCTPYKTHBHOE amHoO3)
HEOOXOIMMO HCKJIIOYMTHh WM TNPEABAPUTEIBHO BBUIEUMTH [0 Hauajna Ha3HaueHuss KodeuHa
uutpara. OTCyTCTBUE peakUuMHd Ha JieueHue kodenHa uuTpaToM (NOATBEPIKAAETCH, TMpH
HE00X0AUMOCTH, OTIpeleNIEeHHEM KOHLEHTPALMH B NMJa3Me) MOXKET CYXKUTb MOATBEPXKAEHHUEM TOTO,
YTO alHO) BBI3BAHO JPYroW NMPUYUHOM.

[orpebnenue kodenHa

Y HOBOPOXIEHHBIX, YbH MAarepd A0 POJOB YHOTPEOIANH OGONBIIOE KOIUYECTBO KodenHa,
HEoOX0AMMO ONpEeAeNATh UCXOOHYHO KOHLEHTpauMioo KodeuwHa B NiasMe [0 Hayana JIeuYeHHs
KoderHa UUTPaTOM, B BUAY TOTO, YTO KO(EHH JIErko NPOHHKAET Yepe3 MIALEHTy B KPOBOTOK MJioa.
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Kopmsamue Matepu, AETH KOTOPBIX IONYYalOT JI€4EHME KOQEeHHa LMTPATOM, HE JOJIKHEI
YIOTpe6IATh KO(EeHH CONEpPX ALY MHUILY, HAUTKM WM MpenapaThl, B BULY TOTO, YTO KO(EUH
BBIAEJISAETCS C TPYAHBIM MOJIOKOM.

Teodbunnun :

YV HOBOPOXIEHHBIX, KOTOPHIM MPEABAPUTENBHO Ha3Hadajcs TEOQMIIMH, CIEAYeT ONpeieisaTh
MCXOMHYIO KOHLEHTpaluio KoderHa B I1a3Me 10 Hauajla JeueHus KoperHa UTPaToM, MOCKOIBKY Y
HEJIOHOIIEHHBIX HOBOPOXIEHHBIX TEOYUITHH MeTabou3upyeTcs ¢ o6pasoBaHueM KodenHa.
Cynoporu

ITockonbKy KOQEHH SIBISETCS CTHMYJSTOPOM LEHTPaJbHOH HEPBHOM CHMCTEMBI, TO COOOWIAIOCH O
Clly4asix cyaopor npu nepenosupopke kopenHom. Ocoboe BHUMAHHWE ClELyeT YAEIWUTb B TOM
ciyyae, ecnu KoerHa UTPAT Ha3HaYaeTcss HOBOPOXKAEHHBIM C CyJOPOKHBIMH PACCTPOMCTBAMH.
CepeuHO-cOCY IMCTBIE PEaKLMU

B ony61MKOBaHHBIX UCCIENOBaHUAX OBIIO MOKA3aHO, YTO KOGEHH yBEIMUNBAET YacTOTY CepAEYHBIX
COKpauleHHii, BEIOPOC JIEBOTO XKedydouka W yaapHblid oOveM. TakuM o6pa3oM, KopeWHa LUTpaT
JOJDKEH HCIIOJIB30BaThCs ¢ 0CO00M OCTOPOXKHOCTBIO Y HOBOPOXXAEHHBIX C HaJMYMEM CEPACYHO-
cocyaucThiX matonorui. CyliecTBYeT BEpOSTHOCTh BO3HHKHOBEHHS CIlydaeB TaXHMapUTMHHU Y
NPeaPacIoNOKEHHBIX K 9TOMY MalMEHTOB. Y HOBOPOXKAEHHBIX 3TO OOBIYHO MPOABAAETCA MPOCTOH
CHHYCOBOM Taxukapaueil. Ecniu Habmopanoch HETUMNMYHOE HapylleHME puTMa B XOAe
xapauotokorpaduu (KTI') y mioaa, To kodenHa uuTpar Ha3HayaloT ¢ 0c060i OCTOPOKHOCTHIO.
[ToyeuHas ¥ neyeHoUHas HeIOCTaTOYHOCTh

B mocTperucTpauoHHOM HCCJAEIOBaHUH Ge30MacHOCTH 4acToTa MOOOYHBIX peakuui y HeGonpLIoro yucna
CHJIHO HEJOHOLICHHBIX HOBOPOXKAEHHBIX C IOYEYHON/MEUCHOYHOH HENOCTATOYHOCTbIO Oblia BBILIE MO
CPpaBHCHHIKO € HCIOHOLICHHBIMH HOBOPOXIAEHHBIMH 0e3 MOPAXXCHUsST OpPraHoOB. v I[aHHOﬁ rpynmel
MalMEeHTOB BO M30eXaHWe TOKCHUECKHX SIBJEHUM N03bl KOoeuHa cClelyeT KOPpPEKTHpOBaTh Ha
OCHOBAaHHM Pe3yJbTaTOB OINpe/ie/ieHHs KOHUEHTpaUuuH KodenHa B niasme.

HekpoTH3upyomuili 3HTEPOKOIHUT

HexpoTusupyloIuii 3HTEPOKOJIUT SBJIAETCS 4YacTOH MPUYMHOH OCNOKHEHMH M CMEPTHOCTH Y
HEJOHOIIEHHBIX HOBOPOXIEHHBIX. CyIIECTBYIOT JaHHBIE O BO3MOXHOH B3aMMOCBA3M MeEXIY
NPUMEHEHHEM METHJIKCAaHTHHOB W pa3BUTHEM HEKPOTH3MpYIOLero 3HTepokonuta. OnHako
[NPHYMHHO-CJIEICTBEHHAs CBA3b MEXAY NpUMEHeHHeM KodenHa WM APYrMX METHIIKCAHTHHOB U
Pa3BUTHEM HEKPOTH3UPYIOILET0 JHTEPOKOJHUTA HE YCTaHoBiAeHa. B cBa3W ¢ 9TUM  Beex
HEJIOHOIIEHHBIX HOBOPOXKJCHHBIX CIEAYET TIATENbHO KOHTPOJIMPOBaTh Ha OTCYTCTBHE MPHU3HAKOB
Pa3BUTHS HEKPOTU3UPYIOLIETO SHTEPOKOJIUTA.

Kodenna umrpar crneayer ¢  0cob0Oil  OCTOpPOXKHOCTBIO — HasHauyarh  MaUMEHTaM  C
racTpos3odareanbHbIM pedIFOKCOM, MOCKOBKY JIEYEHHUE MOXKET YXYALIMTD JAHHOE COCTOSTHHE.
Kodenna uurpar MoxxeT OBITH MPUYUHON MOBHILIEHHSA MeETabONMHM3Ma, YTO MOXET MPUBECTH K
YBEIMYEHHUIO MOTPEOHOCTHU B SHEPTUM U MUTATENBHBIX BELIECTBAX B XO/I€ JICUEHHS.

Jlnype3 v NoTepH 3JIEKTPOJIUTOB, BEI3BAHHBIE KOQEHHA LIMTPATOM, MOTYT NOTpebOBaTh KOPPEKUHH
BOZHOTO M BJIEKTPOJUTHOrO AucOantaHca.

bepeMeHHOCTD U JIaKTallus

BepemeHHOCTB

B wuccnemoBaHMAX HAa JKMBOTHBIX YCTaHOBJIEHO, YTO BBICOKHE MA03bl KO(EUHA OKa3biBAKOT
SMOpPHOTOKCHYECKOE W TepaToreHHoe JeicTBHe. ITH 3hGEKTbl HE HMMEKT 3HAauYeHHs MNpH
KPaTKOCPOYHOM NPUMEHEHHUH Npenapara y HeJOHOLIEHHBIX HOBOPOXKAEHHbIX.

JlakTaius
KodenH Boiensercs ¢ rpyIHbIM MOJIOKOM M JIEFKO IMPOHMKAET Yepe3 IMJIaLleHTy B KPOBOTOK MI0AA.
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KopMsAmuM Tpyblo MaTepsM HOBOPOXICHHBIX, MOJyYalOWMX JleueHne KodeuHa UMTPaToMm,
cnenyer usberarb ynoTpeOjeHHs MNUIUM, HAUMTKOB M JIEKApCTBEHHBIX CPEICTB, COAEPXKALIWX
KO(eHH.

VY HEJOHOIIEHHBIX HOBOPOXKIEHHEIX, MATEPH KOTOPBIX YMOTPEOIMIH A0 WX POXAEHHA Gonbiuoe
KOJIMYECTBO KOENHa, ClIeyeT ONpeAeiATh UCXOAHbIe KOHLIEHTpaluy KoderHa B IiasMe 10 Hayalla
ne4yeHus KohenHa LUTPaTOM.

DepTHILHOCTD

O¢dekTsl Ha pENnpPONYKTHBHYIO CHCTEMY, HabmoJaemble Yy JKUBOTHBIX, HE OTHOCATCA K
HEIOHOUIEHHBIM HOBOPOXACHHBIM.

ConepxaHue HaTpUs

B oanoit nose Ileitonsr (1 M) cogeprkurcs MeHee 1 Mmons Hatpus (8,3 Mr), UTO NO3BONSET OTHECTH
JIEKapCTBEHHOE CPEACTBO K CPEACTBAM, MO CYLIECTBY, HE COAEPIKALMM HATPHUH.

BiusHue Ha cnocoOHOCTE YIIPaBIAThE AaBTOMOOUIEM K APYTMMH MeXaHHU3MaMHu

He npumenumo.

| e ¢ ApYT AP eACTBAME

B3auMonpeBpaiienue kodeuHa ¥ TeopuiiHa HabmoJaeTcsl Y HeJOHOLIEHHbBIX HOBOPOXKAEHHBIX.
[ToaTomy naHHbIE BeleCcTBa HE CleNyeT Ha3HauaTh OAHOBPEMEHHO.

Luroxpom P450 1A2 (CYP1A2) aBasieTcss OCHOBHBIM ()EpPMEHTOM, YYACTBYIOLIMM B METab0IMU3ME
kodeuHa y B3pochblx. Takum o6pa3om, KodeuH MOTEHIHANBHO MOXET B3aUMOJAEHCTBOBATH C
BELIECTBaMH, KoTophle sBistorcs cyoctparamu mnd CYP1A2, unruburopamu CYPIA2 wnnu
unaykropamu CYP1A2. Tem He MeHee, MeTab0aM3M KOeHHA Y HEOHOIIEHHBIX HOBOPOXKAEHHbBIX
OrpaHuyeH B BUJY HE3PEIOCTH NEYEHOYHBIX PEPMEHTHBIX CUCTEM.

XoTa cylecTByeT Mali0 JaHHBIX O B3aUMOJEHUCTBHM KodeuHa ¢ ApYrMMH AEHCTBYIOLIMMHU
BELECTBAMH Y HEJOHOIIEHHBIX HOBOPOXXJEHHBIX, TEM HE MEHee, Ha3Ha4alT 0osiee HU3KHE J03bl
KodenHa LMTpaTa MpU OJHOBPEMEHHOM Ha3HAUYe€HUHM COEAMHEHWI, KOTOpbIE CHHXXAIOT BBIBEICHHE
KodenHa y B3pocinbix (HanmpuMep, UUMETHAMH M KETOKOHa30i1), M 0oJiee BBICOKHE H03bl, €CIH
OOHOBPEMEHHO HA3HAYalOT COENUHEHUS, KOTOphle, HaoOOpOT, YCHIMBAIOT BbIBEAEHHE KO(eHHa
(nanpumep, ¢enobapbutan u deHutrouH). Ecnu mosBAsIOTCS COMHEHHUS O B3aUMOAEHCTBMH
Ha3HaueHHBIX BeLIeCTB ¢ KOPEHHOM, ONpPeJeIOT KOHLEHTPALMIO KoderHa B niaasme.

IMockonpky W30BITOYHBIH OakTepHaldbHBIA pPOCT B  KHUUIEYHUKE CBS3aH C  pa3sBUTHEM
HEKpOTU3UPYIOLLEr0  DHTEPOKOJNMTA, COBMECTHOE  MpuUMeHeHHe KodeuHa  uudrpara ¢
JIEKapCTBEHHBIMM CPEACTBAMHU, KOTOPHIE MOAABISAIOT CEKPELMIO JKEMyA0OUHOH KUCAOThI (610KaTOpBI
H, peuentopoB ructaMuHa UK UHFMOUTOPHI NPOTOHHOM MOMIIbI), MOXKET TEOPETUUECKHU YBETHUHMTD
PUCK HEKPOTU3HMPYIOLIETO 3HTEPOKOIHTA.

CoBMecTHOE Ha3HauYeHUE KOerHa U JOoKcanpamMa MOXKET MOTEHUUPOBATh UX CTUMYIHPYIOLUMH 3-
(eKT Ha KapAMOPECIMPATOPHYIO U LIEHTPATbHYIO HEPBHYIO cucTeMy. Eciii noka3aHo OJHOBpeMeH-
HO€ NPUMEHEHUE 3THUX MPENaparoB, TO CIEAYET TIIATEIBHO KOHTPOJIMPOBATH YACTOTY CEPACYHBIX
COKpallCHHUH M JaBJiCHHUE KPOBH.

XpaHUTb B HEAOCTYITHOM AJIs AETEH MecTe.

CpOK rogHOCTH 3 roga. He ucnonb30BaTh Nocjie HCTEUEHUS YKa3aHHOI'o CpoKa roaHoCTH.

Yeiosus ot
[To penenty.
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Ilepeuunas ynaxoska

[To 1 Ma B ammnyJiel HOMUHaNBLHBIM 06BEMOM 2 MJI U3 OECLIBETHOTO NPO3PAYyHOro CTeKIa Tun 1.

Ha amnyne Ha JHMHUH H370Ma HaHECEHO KOJBLO Oenoro LUBeTa, BbIlE JIMHUU M3JI0Ma KOJbLO CBETIO-
3elieHoro usera. [1o 5 aMmyJ1 B IJ1aCTUKOBBIE JOTKH.
Bmopuunas ynaxoexa

ITo 10 amMnyn BMecTe ¢ HHCTPYKLKEH O PUMEHEHUIO B KAPTOHHYIO MAUKy.

Kbésn da




