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COTJA ObAHO

MUWHUCTEPCTBO 3/IPABOOXPAHEHHWA POCCHUMCKOM <I)EI[EPAL[I/II/I

L e M

WMHCTPYKLUA
110 MEJIULIMHCKOMY ITPUMEHEHMUIO JIEKAPCTBEHHOI'O TIPETTIAPATA

Jlozapran-Puxrep
(Losartan-Richter)
HAaUMEHOBAHHE JIEKAapCTBEHHOIO npenapara

Perncrpauunonnsiii Homep: JICP-007394/09
Toprosoe HanmenoBauue: Jlosapran-Puxrep
MesKIyHApOIHOE HeNATeHTOBAHHOe HAaHMeHoBaHue: Jlo3apTaH (losartan)

JlekapcrBenHasi popma: TabIeTKH, MOKPLITHIE MIEHOUHOH 000104KOH

Cocras

1 TabneTka cCOAEPIKHUT:

Jleticmeyiowee 6ewjecmeo. nozaptan kaaus 50 mr win 100 mr.

Bcnomozamenvuvie 6eujecmea:; KpeMHUs THOKCH/L KOJUIOM/IHBIA, MarHus cTeapar, KpocKapmesiiosa
HATpHs, KpaxmaJl npekeIaTHHU3MPOBAHHbIMH, LIEJI0I03a MUKPOKPUCTA/IIMYECKas.

IInenounas obonouxa: Onaapaii 11 33G28523 (TpuaneTHH, MakporoJ, JIakTo3bl MOHOTHIpAT, THTaHA

aokeua E171, C.1.77891, runpomeniosa).

Onucanue

Hosuposka 50 mr

Kpyrible 1BOAKOBbINYK/Ibie TAOIETKH, MOKPHITBIE MIEHOYHOH 000104KOM, O€10r0 UK NOYTH 6enoro
1IBETA, HA OJIHOM CTOPOHE — PUCKa, Ha APYroi — rpaBupoBKa «S0».

Josuposka 100 mr

OBaJsibHble J1BOSIKOBBINYKJIbIE TAONETKH, MOKPHITbIE TMICHOYHON 000JIOYKOH, 0eJIoro Wiu TMOYTH

6enoro 1BeTa, Ha 0JJHO# cTopoHe — rpaBupoBKa « 100», Apyras cTopoHa — riaaKas.

(DapmakorepaneBTuquKaﬂ rpymnmna: aHruoTeéH3uHa [ peuenTopoB aHTaroHMCT.

Kox ATX: CO9CAO1



@apMaKoJOrH4YecKHe CBOHCTBA

MexaHu3M el CcTBHSA

AuruoteHsut Il sBAsSETCs MOLIHBIM Ba30KOHCTPUKTOPOM, IJIAaBHBIM AKTUBHBIM FOPMOHOM pPEHMH-
aHrMOTeH3UH-anba0cTepoHoBOM cuctembl (PAAC), a Takke peliarolmum naTou3noI0rH4eCKUM
3BEHOM MU Pa3BUTMM apTepuanbHoil runeprensuu (AD). Auruorensu II cBaspiBaeTCA C AT-
pelenTopamMu, HaXOJALUMMUCS BO MHOTMX TKaHSX (B TJaJKOMbIIIEYHbIX TKaHAX COCYNOB, B
HA/IMOYEYHHMKAX, MOYKAX M CEPJLE), ¥ BHIMOIHAET HECKOIBKO BAKHBIX OMONOrMYECKUX YHKLMH,
BKJIOYAs BA30KOHCTPUKLMIO M BBICBOOONAEHHE anbjoctepoHa. Kpome srtoro, anruoreHsuH II
CTUMYJIMPYET pa3pacTaHue r1aJKOMbILIeYHbIX KIeTOK. AT2-peuenTopel — BTOPOi THII PELENTOPOB, C
KOTOPBIMH CBA3bIBAETCS AHTHOTEH3MH 11, HO €ro posib B peryisiuun GyHKUMH CepACHHO-COCYANCTOH
CHCTEMbl HEH3BECTHA.

JlosapraH — cenekTuBHbII anTaronuct AT)-perentopos aHruoTeHsuna Il, BbicokodGeKTHBHBIH NpH
npueme BHYTpb. Jo3apTaH 1 ero hapMaKoJOrHyecky akTHBHBIH KapOOKCHINPOBAHHBINH METab0THT
(E-3174) xax in vitro, Tak u in vivo 610kupyioT Bee usnonoruueckue 3pdektsl anrnorensnta Il
HE3aBUCUMO OT €ro MCTOYHMKA WM MyTH CHHTe3a. B orauyue OT HEKOTOpPBIX MENTHAHBIX
aHTaroHMcToB aHruotTensuua Il no3apran He 001a1aeT CBOWCTBAMH aroHUCTA.

Jlozapran u3buparenbHo cessbiBaetcsi ¢ ATi-peuentopamMu W He CBA3bIBaETCA W HE OJIOKHpYeT
peLenTOpbI APYTHX FOPMOHOB M MOHHBIX KAHAIOB, HIPAIOLIMX BAXKHYIO POJIb B PEryIsUnn QyHKLUNH
CepaeYHO-COCYAMCTOM CHUCTEMBI. Kpome TOrO, n03apTaH He MHrUOUpyeT
anrvotensuunpespaiaomnii - depment (AI®D, kunuuaza II), orBevarownii 3a paspylieHHE
6paaukuurna. CrenoBareibHo, 3G deKTbl, HAMPAMYIO He cBA3aHHbIe ¢ Oi0kanoit AT -peuenTopos,
Takhe KaK yCHIeHHe OpaaMKMHMH-ONOCpeJoBaHHbIX d(EKTOB MM pa3BUTHE OTEKOB (J103apTaH
1,7%, nnaue6o 1,9%), He UMEIOT OTHOLIECHHUS K JAEHCTBHIO Jl03apTaHa.

®apmakoIHHAMHKA

JlozapTaH MojaB/sieT MOBbILIEHHE CHCTONMYECKOrO M JMACTONMYECKOro apTepuajbHOro JAaBJIeHHUs
(AJ) npu uudys3uu aunruorensuHa II. B MOMEHT AOCTHXKEHHs MaKCHMajibHOW KOHLUEHTpaLUU
nosapraua B nnasme kpoBH (Cmax) MoCE nprema sosaprana B 103e 100 Mr BbilneyKasaHHbli dpdext
anruorteHsuHa Il nopasnsercs npubnusuresnsHo Ha 85%, a yepe3 24 4 mociie OJAHOKPATHOrO WJH
MHOTOKPATHOro NMpueMoB — Ha 26-39%.

B nepuoa mpuema jio3apTaHa yCTpaHeHHe OTpHLIATebHOW 0OpaTHOH CBs3W, 3akiroyalolleiics B
Mo/laBJeHU U aHTHOTEH3MHOM I cekpelinu peHrHa, BEJET K yBEJIMUEHHUIO aKTUBHOCTH PEHHHA T1a3Mbl

kpoBu (APIT). YBennuenne APIT npuBOAKT K yBETHUEHUIO KOHUEHTpaLMHK aHrnoTeHsuua Il B niasme
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kpoBu. ITpy A1MTEILHOM (6-He/ebHOM) JIeYeHHH NaukeHToB ¢ Al 103apTaHom B 03¢ 100 mr/cyT
Ha6II01aNI0Ch 2—3-KpaTHOE yBeJInYeHHe KOHLEHTPALMK aHrMoTeH3nHa I B r1a3mMe KpoBH B MOMEHT
noctuskeHnst Crmax J103apTaHa. Y HEKOTOPBIX MALMEHTOB HAabMOJanoch elue Golbliee yBETHICHHE
KOHILIEHTpaLuK aHruotensuna II, oco6eHHO npu HEOOMbIIOW UIMTEIBHOCTH JICUEHHS (2 Hepenwm).
HecMmoTps Ha 9T0, B MpOLECCe JIeYeHNs! aHTUTUNIEPTEH3UBHBIA dPPEKT U CHUKEHHE KOHLEHTpaL1H
abJ0CTEpOHa B IU1a3Me KPOBH MPOSABIANMCH uyepe3 2 ¥ 6 Helelb Teparuu, 4TO YKasblBaeT Ha
sddextuBHyio Gnokany peuentopos anruorensuna Il Tlocae ormeHnsl s03apTana API1 wu
KOHLIEHTpaLA aHruoTeHsuna Il cHukanuch B TedeHne 3 CyToK J0 3Ha4YeHHil, Ha0MoAaBIIMXCA /10
Hauana mpuema nosaprana. [10ckosbKy N03apTaH siBisieTcs cneupuueckum aHtaronuctom ATi-
petenTopo anrvotensuna II, on He unrubupyer AII® (kunuuazy II) — (depMeHT, KOTOpbIH
MHAKTUBUPYET OpauKUHHH.

KoHLeHTpaLmK Jlo3apTaHa M ero AakTUBHOro MeTtafosiMTa B IUIasMe€ KPOBH, a TaKKe
AHTHIUIEPTEH3MBHBIH d(QdeKT N03apTaHa BO3PACTAIOT C yBEIMYEHHEM 103bl Mpenapara. Tak Kak
03apTaH M ero akTMBHBI MeTaGoNIUT SBISIOTCS AHTArOHMCTAMM PELENTOPOB aHruoreHsuHa Il
(APA 1), oHu 062 BHOCAT BKJIaJl B aHTUTMIIEPTEH3UBHBIH 2P deKT.

[Ipvem npenapara BHYTPb B YCJOBHSX BBICOKO- M MAJOCOJICBOW JMETBbI HE BJIMAJ HA CKOPOCTH
knyGoukosoii unbtpaunn (CK®), sddekTuBHbINi NMoYeuHblil M1a3MOTOK W (QUIBTPALIMOHHYIO
dpakumio. Jlosapran o6nanan Hatpuityperrueckum ddexTom, KoTopbiii Gbi1 Gosiee BbIpaXeH Mpu
MAaJIOCOJIEBOI IUETE U, MO-BUAMMOMY, He Oblj CBSI3aH C M0/aBieHHeM paHHeil peabcopOunu HaTpus
B MPOKCHMMAbHBIX MOYEUHbIX KaHanblax. Jlozapran Takke BbI3bIBAJ MPEXOAALIEE YBEIMYCHHE
BbIJICJICHUSI MOYEBOI KMCJIOThI MOYKAMH.

V nauuentos ¢ A, nporennypueii (He MeHee 2 1/24 ), 6e3 caxapHoro auabera v MpUHUMAKOLINX
no3apTaH B TeyeHue 8 Heaenb B 03¢ 50 Mr € MOCTENEHHbIM YBETHYEHUEM /10 100 mr, HaOar01a10Ch
JOCTOBEPHOE CHMKEHME TpoTerHypud (Ha 42%), (pakUMOHHOW OSKCKpeuud ansbOymuHa M
ummyHorno6yanHos (IgG). ¥V maHHbIX nauueHToB jo3apTaH crabunusuposan CK® u ymeHblian
GuUAbTPALMOHHYIO (PaKLKMIO.

Y EHLINH B MOCTMEHOMNAay3albHOM neproje ¢ AL, npUHUMAaBIIKX J03apTaH B 03¢ 50 Mr B TeueHHe
4 wuepmenb, He ObUIO BBIABICHO BJIMSAHWS Tepanud Ha MOYEYHbIH M CHUCTEMHBIH YpOBEHb
npocTarjiaHanHOB.

Jlozapran He BIMAET Ha BereraTHBHble peduiekchl M He obnazaeT AMMTENbHBIM dddekTom B
OTHOLIEHHWH KOHLEHTPALIMK HOpaJpeHaarHa B MJ1a3Me KPOBH.

V nauuenTos ¢ AI" no3apTan B 103ax 10 150 Mr/cyT He BbI3bIBAJI KIMHHYECKH 3HAYMMbIX H3MEHCHU I
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KOHLIEHTPALMK TPUIJIMLEPHIOB HATOLIAK, OOLIEro XOJNeCTepHHA W XOJNECTEpHHA JIMIONPOTEMHOB
BBICOKO# MIOTHOCTH. B Tex e 103ax jio3apTaH He OKa3blBaJl BIMAHUS HA KOHLUEHTPALMIO [IFOKO3bI B
KPOBH HATOLIAK.

B 1es0M 103apTaH BbI3bIBAJl CHIKEHHE KOHLEHTPALIMH MOYEBOM KHCIIOThI B CHIBOPOTKE KPOBH (xaK
npasuiio, mexee 0,4 Mr/a), COXpaHsBLIEeCs MPH UTHTETLHOM JIEYEHHH.

Jlozapran B 03¢ 150 Mr/cyT 3HAuYMTENbHO CHWXKajl PUCK CMEPTHOCTH OT BCEX MPUYMH WIH
FOCTIMTANM3ALMM 1O TOBOLY CEPJACUHON HEJ0CTATOYHOCTH MO CpaBHEHMIO ¢ no30ii 50 mr/cyT
(otHowenue puckos [OP] 0,899, p = 0,027).

Jlo3apran yBenMuMBal CepACYHBIH HHJEKC W CHIKAl JIaBJICHHE 3aK/IMHMBAHWA B JICTOYHBIX
Kanmuispax, a Takke CHWkan obuiee nepudepuyeckoe COCyaMCTOE COMPOTHMBICHHE, CpeaHee
cuctemMHoe AJ[ M 4acTOTy CeplEYHbIX COKpalleHuil. YacToTa BO3HMKHOBEHMS apTepHasIbHOH
FMIOTEH3MH UMEJa 0303aBUCUMBIH XapakTep.

PapMaKOKHHETHKA

BcacbiBaHue

[Tpu npueme BHYTPb J103apTaH XOPOLIO BCACHIBACTCA M M0/IBEPraeTCsi METabOIM3MY MPH «NEPBUYHOM
MPOXOKIEHUN» UYepe3 MedyeHb ¢ 00pasoBaHWeM aKTMBHOrO KapOOKCHIMPOBAaHHOTO MeTabonuTa
HEaKTHBHBIX MeTaGosnToB. CHcTeMHas GMOOCTYMHOCTD Jio3apTaHa B TabieTupoBaHHOH dopme
cocrapnsieT npuban3uTenbHo 33%. Cpeanue 3HaueHs Cmax 103apTaHa U €70 AKTUBHOTO METad0IMTa
pocTuratotes yepes | 4 v yepes 3—4 u coorBeTcTBeHHO. [IpH npreme jio3apTaHa ¢ MULLEH KIMHHYECKHU
3HAYMMOTO BIMAHHS HA MPOMUIbL KOHLEHTPALIMK JI03apTaHa B T/1a3Me KPOBH BBISBJIEHO HE ObLIO.

Pacnipesnenenue

JlozapTan M ero akTMBHbIH MeTabONUT CBA3bIBAIOTCA ¢ OekamMu MiasMbl KpOBH (B OCHOBHOM C
anbOyMuHOM) He MeHee uyem Ha 99%. OGbem pacrpeiesieHus J03apTaHa cocTaBiaser 34 .
JIOKIMHUYECKHE MCCIE0BaHUs TOKa3ald, YTO JIO3apTaH MpPaKTUYeCKH HEe MPOHHMKACT 4epe3
remMatodHuedanryeckuit 6apbep.

MeTab0au13m

[pumepro 14% 103b1 J103apTaHa MPU BHYTPMBEHHOM BBEJECHUU MJIM NPUEME BHYTPb NPEBPALLACTCS
B ero akTHBHbIM MertaGonut. [locie npuemMa BHYTPb WJIM BHYTPHUBEHHOTO BBEJICHHS MEUYEHHOIO
paJMOAaKTUBHBLIM yriepoaoM Josapraa ('*C nosapraHa) paMOaKTHBHOCTH LMPKYJIHpYHOLIEH
M1a3Mbl KPOBH MPEsKie BCEro 00YC/I0BIEHa HAJMYHEM B HEll J03apTaHa M €ro akTHBHOTO MeTadoIuTa.
Huskas 5hdeKTMBHOCTL MpeBpalleHms J03apTaHa B €ro aKTHBHbIH merabonuT Haldmojanack

npumepHo y 1% mnaumentoB. [loMuMo akTHBHOrO MerafonuTa 06pasyloTcsi OHONOrHYeCcKH
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HeaKTUBHbIE METaGOMTBI, B TOM YMCJE JiBa OCHOBHbBIX MeTabo/nTa, 00pa3yroluxXcs B pe3yibTare
FMAPOKCHIMPOBaHUs OOKOBOH OyTWIIOBOW ULeNH, W OJMH BTOpOCTENneHHbl — N-2-TeTpasod-
FJIIOKYPOHM L.

BeiBeeHue

[Mna3MeHHbIi KINPEHC 103apTaHa M ero aKTHBHOroO MetabonuTa coctasiser okoso 600 MJI/MUH U
50 MJI/MHH COOTBETCTBEHHO. [loueuHbI KIMpEHC Jio3apTaHa M ero aKTUBHOrO MeTabosiuTa
COCTaBAAET NpUMeEPHO 74 Mi/MuH U 26 MI/MUH cOOTBETCTBEHHO. [IpH mpueme no3apTaHa BHYTPb
0K0J10 4% 710361 BBIBOAMTCS MOYKAMU B HEM3MEHEHHOM BUJIE U 0KOJI0 6% /103bl BBIBOAUTCS MOYKAMU
B BMAE AKTMBHOro Merabonuta. JlozapTaH M €ro akTHBHBIM MeTabOoIMT MMEIOT JIHHEHHYIO
(apMaKOKMHETHKY TpU MpHeMe BHYTpb Jo3apTaHa B ao3ax jgo 200 mr. Iocie npuema BHYTpb
MIa3MeHHble  KOHIEHTpalMM  Jlo3apTaHa M ero  aKTHBHOrO — MeTabojuTa  CHWKAIoTCA
MONMIKCTIOHEHIMAIBHO C KOHEYHBIM TMEPUOJOM TMOJyBbIBEACHUS NpuOIM3uTenpHo 2 U 6-9 u
cootBercTBeHHO. [Ipu peskume no3upoBanus npenapata 100 mr 1 pa3 B CyTKH HE MPOHUCXOAMT
3HAYUMOrO HAKOIJICHHMs J03apTaHa M ero akTHMBHOrO MeTa0oJuTa B MiasMe KpoBu. BbiBeneHue
JI03apTaHa M ero MeTabGoIMTOB OCYLIECTBISAETCS MOYKaMHM M Yepe3 KMIIEYHHK ¢ jkenybio. [locne
npuema BHyTpb '*C n03apTana y MyK4uH 0K0J10 35% pajiMOakTHBHOCTH OOHApYKMBAETCSA B MOYE U
58% B kame. Ilocne BHyTpuBeHHOro BBeaeHus '*C nozaprana y MyKuumH npumepHo 43%
paJMOaKTUBHOCTH 0OHapyx1BaeTcs B Moue v 50% B Kae.

dapMaKOKUHETHKA Y 0COOBIX I'PYIIN NALIUEHTOB

ITayuenmor noxcunoeo éo3pacma (cmapute 65 rem)

KoHueHTpaluu jio3apTaHa U ero akTMBHOro MeTabo/uTa B Ila3Me KPOBH Y TMOKHIBIX MALUEHTOB
Myskckoro noja ¢ Al' 3HaUMMO He OTJIMYAIOTCA OT JAHHBIX MOKasaTesei y MOJOJBIX MAlMEHTOB
MysKcKoro nona ¢ Al

Ilon

3HayeHMs KOHLEHTPALMM Jlo3apTaHa B [asMe KpoBH Yy skeHuMH ¢ Al B 2 pasa npesbillajiu
COOTBETCTBYIOLINE 3HaUeHUs y MyKk4nH ¢ Al'. KOHLEHTpalMi aKTHBHOTO METaboIuTa y MYKUHUH U
JKEHLIMH HE pa3Ivyaiuch. DTO fBHOE (PapMAKOKMHETHUYECKOE pa3jinyue, TEM HE MEHEE, HE UMeeT
KJIMHAYECKOro 3HaYeHMUs.

Iayuenmei ¢ neyeHoOYHOU HEOOCMAMOYHOCMbIO

[lpu npueme jio3apTaHa BHYTPb MAlMEHTaMH C JIETKMM U YMEPEHHBIM aJIKOrOJbHBIM LHMPPO30OM
MeyeHH KOHLEHTpPALMKM JI03apTaHa M ero aKTUBHOro merabosiura B [Ja3Me KPOBH OKa3alHCh

COOTBETCTBEHHO B 5 W 1,7 pasa Bbillie, 4eM Y MOJIOJIbIX 370POBBIX 100POBOJIBLEB MYHKCKOTO MoJa.



Iayuenmol ¢ noyeyHol HeOOCMAMOYHOCMbIO

KoHleHTpaluy Jio3apTaHa B Mja3Me KpOBH y MALMEHTOB € KIMPEHCOM KpeaTHHHWHA (KK) Bbie

10 MJI/MHH He OTJIMYAIKMCH OT TAKOBBIX Y MALMEHTOB ¢ HEM3MEHeHHOH dyHKuuei noyek. [liomanb

Moj KpuBOM «koHuUeHTpauus-Bpems» (AUC) no3apraHa y MaUMEHTOB, HAXOAALIMXCA Ha

remoananuse, Gpi1a npuMepHo B 2 pasa Gosbiie 1o cpaBHennio ¢ AUC no3apTaHa y nalueHToB ¢

HOpMasibHOM (yHKUMell royek. KOHILEHTpaluu aKTMBHOrO MeTaboiuTa B MUIa3Me KpOBH HE

W3MEHAIUCh Y TMAaLUUCHTOB C HaApyLICHUEM d)yHKLlHl/l MOYEK MKW MAUMEHTOB, HAXOAALIMXCA Ha

reMoauaiuse. HoaapTaH W ero aKTHUBHBbIA MeTabOJIMT HE BBIBOAATCSA C TMOMOLIBIO MPOUEAYpBI

remMojualimsa.

IMoka3aHusi K NPUMEHEHHIO

ApTepuaibHas TMNepTeH3Us.

CHUKEHHE pUCKa acCOLIMMPOBAHHOM CepaeyHO-COCYAMCTOM 3a00/1eBAGMOCTH M CMEPTHOCTH
y TNalUMEeHTOB C apTepuaibHON TUMEepTeH3ueil W runeprpodueil JIeBOro Kejyaouka,
MPOSABIAIOIIEECS COBOKYIMHBIM CHUXKEHMEM 4YacTOThl CEpAEYHO-COCYUCTOH CMEpPTHOCTH,
4acTOThl MHCYJIbTA U MH(papKTa MUOKap/a.

Xponuueckas 60J1€3Hb MMOYEK Y MALMEHTOB C apTepHasIbHOW TUMEPTEH3HEH M CaxapHbIM
auaberoM 2 THMA ¢ COMYTCTByKoLlei mporeuHypueit >0,5 r/cyTkn B KayecTse
AHTUIMIIEPTEH3UBHOIO CPE/ICTBA B COCTABE KOMIIJIEKCHOM TEparuH.

XpoHHyecKas cepieuHas HeOCTaTOYHOCTD MPH HeIPHEKTUBHOCTH JIEYEHHs MHTHOMTOpaMu
AIl® wunu uenepenocumoctd uHrubutopo AIID. He pekomenayercs mnepeBoAUTh
MalMEHTOB C XPOHUUYECKOW CepAeYHOM HEI0CTaTOYHOCTBIO M CTaOHM/IbHBIMH MOKa3aTesAMH

npu npueme UHruouTopos AII® Ha Tepanuio J03apTaHOM.

IIporuBONOKa3aHus

[ToBbllIEHHAs YYBCTBUTENBHOCTH K JEHCTBYIOLIEMY BELIECTBY MM K Jio0omy w3

KOMITOHEHTOB Mpernapara.

Taxensle HapyleHus GyHKUNH NledeHH (OTCYTCTBYET OMbIT IPUMEHEHHS).

BepeMeHHOCTb M MepUO/L rPYAHOrO BCKapMJIMBAHMUS.

Bospact 10 18 net (30 dekTHBHOCTb U Ge30MaCHOCT MPUMEHEHHUS HE YCTAHOBJICHBI).
OaHOBpeMEHHOE MPUMEHEHHE C ATUCKMPEHOM WITH aJIHCKMPEHCOACPIKALUMMHU MpenapaTamMmu y

MalMEHTOB C CaxapHbIM auadbeTom W/ unu YMEPEHHBIMU WJIK TKEIBIMH HapyHCHUAMH
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dyHKIMH noyek (cKopocThb KiyboukoBoil dunbtpauuu (CK®) menee 60 ma/mun/1,73 m?
MIOLIAAM MOBEPXHOCTH Tena) (cM. paszaen «BsaumoneicTBie ¢ ApYruMH JIEKapCTBEHHBIMH
CpeacTBaMmu»).

e OjHoBpeMeHHOE TMpuMeHeHHe ¢ uHruburtopamu AllD y nauueHToB € nuabeTuyeckoi
Heponatueit (cMm. pasaen «BsanmozelicTBUe ¢ APYrUMH JIEKAPCTBEHHBIMH CPECTBAMMY).

e HacneacTBeHHasi HENMEPEHOCHMMOCTb JIAKTO3bl, AEUUMT JaKTasbl, CHHAPOM IJIOK030-

rajiakTo3HOM MaibaOCOpOLIMH.

C 0CTOpPOKHOCTBIO

JIBYCTOPOHHMiT CTEHO3 [MOYEYHBIX AapTepUil WIM CTEHO3 apTepuM €AMHCTBEHHOW MMOYKH;
rUMepKaJMeMus; COCTOSIHMS T0C/Ie TPAHCIUIAHTALMHM MOYKH (OTCYTCTBYET OMNBIT MPHUMEHEHHS);
a0pTaNbHbI WM MUTPabHBI CTEHO3bI; runeprpoduyeckas OOCTPYKTHUBHAS KapAMOMHONATHS,
XpOHHUYECKass cep/ieuHas HEeJI0CTATOYHOCTh C COMYTCTBYIOUIMM TSKE/bIM HapyUleHHeM (yHKUHUH
Mouek; TsKenas XpOHMYecKas cepjeuyHas HeaoctarouyHocTh (IV dyHkuuonanpHOro Kiacca o
knaccupukaumu NYHA); xponuyeckas cepaevHas HEJIOCTaTOYHOCTh C YrpOXKaloUMMH JKH3HH
apUTMHAMM; HIIeMHuYecKas OoNe3Hb cepaua; LepedpoBacKyIspHble 3a00/eBaHus; MEPBHYHBIN
FMIEPaIbIOCTEPOHU3M; AHTMOHEBPOTHYECKMH OTEK B aHamHe3e, apTepualibHas THUIOTEH3MHA,
HapylIEHHEe BOIHO-DJIEKTPOJIUTHOrO Ganakca; HapyleHns GyHKIHMH NeYeHH; HapyLeHus QyHKIUMH
noyex.

[TauueHTaM co CHWKEHHbIM 00beMoM Lpkynupytoei kposu (OLIK) (Hanpumep, noyyarouum
neyeHue OOJIBLIMMHU JI03aMHU IMYPETHUKOB) — MOKET BO3HMKATh CHUMMTOMATHYECKas apTepHasbHas

TMINOTCH3UA.

IpumeHenune npu 6epeMeHHOCTH H B MIEPHO/I IPY/IHOT0 BCKAPpM/IHBAHHSA

bepemeHHOCTh

JlexapcTBeHHbIE CPeCTBA, BO3AEHCTBYOMIME HerocpeacTBeHHO Ha PAAC, MoryT cTath NpUYHHOM
Cepbe3HbIX MOBPEKACHUI M rubenu pa3BUBAIOLIEroCs MJ0Ja, MO3TOMY MPU AHArHOCTUPOBAHWH
GepemenHocTu npenapat JlosapraH-Puxrtep 0mKkeH ObITh Cpasy OTMEHEH M, €Clii HeoOX0AnMO,
Ha3HaueHa aJbTepHATUBHAS FMIIOTEH3UBHAs Teparnus.

Tepanuio npenapatom Jlosapran-Puxtep Henb3si HaumHaTh BO Bpems OepemeHHocTH. Ecnu
nalMeHTKaM, T[UIAaHUPYIOUMM OepeMEeHHOCTb, MPOAOJDKEHHE Tepanuu JI03apTaHOM CYHMTAETCs

HGOGXOJJ,HMHM, ClelyeT 3aMEHWUTb Ji03apTaH Ha aJbTCPHATHUBHBLIC TMMOTEH3UBHbBIE CpPE/CTBA,
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KOTOpblE HMEIOT yCTaHOBJIEHHBIH mpoduib 0Oe30nacHOCTH MpH  NPUMEHEHMH BO  BPEMA
OGepeMeHHOCTH.

XoTsi HeT ombiTa npumeHenus mpenapara Jlozaptan-Puxtep y OepeMEHHBIX, NOKIMHHUYECKHUE
MCCIeIoBAHMS MOKA3aIH, YTO MPUEM JI03apTaHa MPUBOAUT K PA3BUTHIO CEPbE3HBIX IMOPHOHATBHBIX
U HEOHATAJIBHBIX MOBPEXKACHHI M rMOeH MIoAa uian notomMcTsa. CUMTACTCS, YTO MEXAHH3M JaHHBIX
sBeHui 00ycioBsieH Bo3aeiicTereM Ha PAAC.

IMoueunas nepdysus y nioja, 3asucsuias ot passutus PAAC, nossisercs BO BTOPOM TPUMECTPE,
MOITOMY PHCK JUTs IJI0/1a BO3pacTaeT, eciii npenapar Jlozaptan-Puxrep npMMeHsAeTCs BO BTOPOM HIIH
TPETbEM TPUMECTPE OEPEMEHHOCTH.

IpuMeHeHHe JeKAapCTBEHHBIX CpPeACTB, Bo3jeicTByloWMX Ha PAAC, BO BTOPOM M TpPETbEM
TpUMecTpe GepeMEeHHOCTH CHIKaeT (YHKLMIO MOYeK MI0ja W yBeInuuBaeT 3a00NeBaeMOCTb M
CMEPTHOCTH 1171012 U HOBOPOJKAEHHBIX. Pa3BUTHE ONUIOrHPAMHUOHA MOXKET ObITh aCCOLMMPOBAHO
¢ rurnoruiasueil jerkux mioja u aedopmauusmMu ckenera. Bo3MoKHbIE HeXenaTe/bHbIC ABICHUA Y
HOBOPOJK/IEHHBIX BKJIIOUYAIOT THIONJA3MI0 KOCTEH 4eperna, aHypuio, apTepHallbHylO0 TMIIOTEH3HIO,
MOYEYHYIO HEJIOCTATOUHOCTb U JIETAJIbHBIM HCXO/L.

VKa3aHHbIE BbILIE HEXKeJaTesibHble UCXO/bl 00bIUHO O0YCIIOBIEHBI MPUMEHEHUEM JICKapCTBEHHBIX
cpencts, BosaeiicTByrommnx Ha PAAC, BO BTOPOM M TpeTbeM TpUMECTpe OepeMEeHHOCTH.
BOIBLIMHCTBO MUAEMHOIOrHUECKMX MCCIIEI0BAHHIA M0 H3YYEHHIO Pa3BUTHA AHOMAJIHIA MJI0/1a 1ocie
NPUMEHEHHs TMIOTEH3MBHBIX JIEKAPCTBEHHBIX CPEACTB B MEPBOM TPUMECTPE OEPEMEHHOCTH He
BBISIBUJIM Pa3/IMuMii MEXk 1y JIEKapCTBEHHBIMHU CPeACTBaMHU, Bo3aeHcTByommumu Ha PAAC, n apyrumu
FMIIOTEH3MBHBIMU cpejcTBaMu. [Ipy HazHaYeHWM TMMOTEH3MBHOH Tepanuu OepeMeHHBIM BaXHO
ONTHMH3HPOBAThH BO3MOKHBIE HCXO/IbI LTS MATEPH U MU10a. B ciyuae eciii HEBO3MOXKHO 1M0100paTh
abTEPHATUBHYIO TEPAINIO B3aMEH Teparuu JIeKapCTBEHHBIMHM CPEICTBAMH, BO3JCHCTBYIOLIMMH Ha
PAAC, HeoOX0aumMo MpouH(GOpMUPOBATh MALMEHTKY O BO3MOXHOM pHUCKE Tepamnuu s IUioja.
Heo6xomMmMo MpoBeJeHHe MEPUOAMYECKUX YIbTPa3BYKOBbIX HMCCJIEI0BAHUI C LE/NbIO OLEHKH
WHTPAaMHMOTHYECKOrO MpocTpaHcTBa. [Ipd  BBIABNEHMM  OJIMFOTMAPAMHMOHA  HEOOXOAUMO
npekpaTuth npuem npenapara Jlosapran-Puxrtep, eciM TOJABKO OH HE ABIACTCA HKHU3HCHHO
HeOOXOIMMbIM [UTs MaTepy. B 3aBUCMMOCTH OT Heaenu OepeMeHHOCTH HeOOXOAMMO MpoBeAeHHEe
COOTBETCTBYIOLIMX TECTOB 10/1a. [TallMeHTKH U Bpauu 10JDKHBI 3HATh, YTO OJIMTOMMAPAMHHOH MOKET
HE BBISABIATBCA 0 MOABIEHUs HEoOpaTHMMbIX MOBpexAeHUH muoza. Heobxoaumo TiaresnbHoe
HaGJII0/ICHUE 32 HOBOPOXKIEHHBIMH, YbM MaTepH NpuHumany npenapart Jlozapran-Puxrep Bo Bpems

GCpCMeHHOCTM, C LICJIBKO KOHTPOJIA apTepManbuoﬁ TUIMOTEH3UH, OJIMTYPUU U THIEPKATUEMHH.



[lepuoa rpyIHOr0 BCKapMJIMBaHUs

Heu3BecTHO, MPOHMKAET JIH J103apTaH B rPpyAHOE MOI0KO. Tak Kak MHOTHe JIEKapCTBEHHbIC CPEACTBA
MPOHMKAIOT B TIPYAHOE MOJOKO M CYIIECTBYET PMCK Pa3BMTHS BO3MOKHbBIX He01aronpUATHBIX
2dekToB y peGeHKa, HAXOAALIEroCs Ha IPYAHOM BCKapMJMBAHWM, CIELYET NPHHATEH PELICHHE O
MpeKpalleHuH rPyAHOr0 BCKapMIMBaHHUs MM 00 OTMEHE Mpernapara ¢ yueTom HEOOXOAMMOCTH €ro

npyueMa AJjist MaTe€pHu.

Cnocod npuMeHeHHUsl H 103bl
[Tpenapar Jlo3apraH-Puxrep npMHMUMAOT BHYTPb BHE 3aBUCUMOCTH OT NpHUEMA MHLLH.
JlozaptaH-PuxTep MOXHO NPUHUMAThL B KOMOMHALIMK C IPYTUMU TMIOTEH3UBHBIMU CPEACTBAMM.

ApTepuajibHas runepTeH3us

CTaHzapTHas Haua/ibHas ¥ MOIEPKUBAIOLLAs 1032 [T OOJIBIIMHCTBA MALMEHTOB cocTaBsieT 50 Mr
npenapara Jlosapran-Puxtep 1 pa3s B cyTku. MaKcHMalbHbIA aHTHIMIEPTEH3UBHBIH ekt
JI0CTUraeTcs 4yepe3 3—6 HeJelb OT Hauyajaa Tepanvu. Y HEKOTOPBIX MALMEHTOB JUISA JOCTHIKCHHS
Gonbiiero dhdekra 103a MOKeT ObITh yBEJMYEHA 10 MAKCUMaNbHOH CyTOuHOH n03bl 100 mr
npenapara Jlo3apran-Puxrep 1 pa3 B CyTKH.

V NalMeHTOB CO CHIKEHHBIM 00BEMOM LIMPKYJIMPYIOLIEH KPOBH (Harpumep, Npu npueme 00 1bLInX
J103 IMYPETHKOB) HAUaNbHYIO 103y JI03apTaHa ciieyeT CHU3UTB 10 25 Mr (nosioB1Ha Tabaetku 50 mr)
1 pa3 B cyTku (cM. pazjen «Ocobble yKazaHUusi»).

Her HeoOxoaumocTH B nojadope HavyaabHOW 103bl IS MOXHIIBIX MALMEHTOB W MALMEHTOB C
HapyleHueM GyHKLUXK MoYeK (BK/IF0Yast MalMeHTOB, HAXOAAIIMXCA HA Maln3e).

[Mauuentam ¢ 3a60j€BaHMEM EYEHH B aHaMHe3e PEKOMEH/yeTcs Ha3HauyaTh 0ojiee HU3KHE J103bl
npenapata Jlozapran-Puxtep (cMm. pazaen «Ocobble yKazaHus»).

CHM)KEHHE pHCKA acCOLIMMPOBAHHOM CepJIeUHO-COCYAMCTON 3a00J€BaEMOCTH W CMEPTHOCTH Yy

NaLXEHTOB C apTepUaIbHON TMIEePTEeH3UEH U runepTpoduei 1eBoro xKeayaouka

CranjapTHas HauajibHas n03a npenapara Jlozapran-Puxrep cocraBaser 50 mr 1 pas B cytku. B
JajibHENIIEM peKOMeHayeTcs 100aBUTh MMAPOXJIOPOTHA3UI B HU3KHUX 032X WM YBEJIMYHTH 103y
npenapara Jlo3apraH-Puxrep 10 MakcuManbHOH cyTouHoi 1036l 100 Mr 1 pas B CyTKu € y4eTom
creneHu cHwkeHus AJl.

XpoHuyeckas 00J1e3Hb IMOYEK Y MAaLMUEHTOB C apTepHaIbHOM IUNepPTEeH3UEN U CaxapHbIM auabeTom

2 TUMNA C COMYTCTBYIOLLEN IPOTEUHYPHUEH

CranjapTHas HauanbHas 103a npenapara Jlozapran-Puxrtep cocrapnser 50 mr 1 pas B cytku. B
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nanbHeiiem 103y npenapara JlozapraH-PuxTep MOKHO YBEIMYMTB 10 MaKCHMabHON CYTOUHOM
10361 100 Mr 1 pa3 B cyTku ¢ yueTom cTeneHn cHukenus AJl

INpenapar Jlozaprau-Puxrep MoxeT ObITb Ha3HauYeH B KOMOMHALMH C APYTMMH TMIOTEH3UBHBIMH
Cpe/ICTBaMu (Hampumep, AMypeTHKamMu, 6J10KaTopamMu «MeAICHHBIX)» KajlbLIMEBbIX KaHAJIOB, anbpa-
1 6eTa-apeH0610KaTOpaMH, THIIOTEH3MBHBIMHU CPEICTBAMH LIEHTPAILHOTO ICHCTBHS), MHCYTHHOM U
JPYrUMH THMOTIMKEMUUYECKMMH CPEJCTBaMK (HAmpumep, NPOU3BOJHBIMH CYJb(OHUIMOYEBHHDI,
rJIMTa30HaMU U MHTMOMTOPAMH TTHOKO3K/1a3bl).

XpoHHUYEecKas cepaeyHas HeJI0CTaTOYHOCTh

Hauanphas n03a snozaprana ais nauventos ¢ XCH cocraBnser 12,5 mr | pa3 B cyTku (mpu
HA3HAYEHHUH J103apTaHa B HU3KMX J03MPOBKAX HEOOXOAMMO YYMThIBATh, 4YTO mpenapar JlosapTaH-
Puxtep B 1031poBKe 12,5 MI He OCTYMEH Ha POCCHICKOM PHIHKE, UCMOIb3yHTe APYrue A0CTYMHbIC
Ha POCCHIICKOM pBIHKE Mperaparbl jo3apTaHa Kaaus B no3uposke 12,5 mr). Kak mpasuio, 103a
TUTpYyeTCs ¢ HelelbHbIM MHTepBaioMm (T.e. 12,5 mr/cyt, 25 mr/cyt, 50 mr/cyr, 100 mr/cyt, 1o
MaKCHUMaJbHOM (TOJBKO IS JaHHOro rokaszanus) 103bl 150 Mr 1 pa3 B CyTKH) B 3aBUCHMOCTH OT

HHAUBUAYyal bHOM MEPEHOCHMOCTH.

IToGouHoe aeiicTBHe

Hexenatenbusie spienus (HS), ykasanHele HMXke, HAOMOAAIMCh B XOA€ KIMHHUYECKHUX
uccnenopanuii. Yacrora HS npuBeieHa B COOTBETCTBUM €O CleytOLIeH KaaccHpUKaLMen:

Ouenb yacto — 1/10 Haznauenuii (>10%)

YacTo — 1/100 Haznauenuii (=%, Ho <10%)

Heuacro — 1/1000 Ha3nauenuii (>0,1%, Ho <1%)

Peako — 1/10000 naszuauenwuii (>0,01%, Ho <0,1%)

Ouenb peako — meree 1/10000 HaznaueHuid (<0,01%)

YacToTa HEM3BECTHA — HEJJOCTATOYHO JAHHBIX /11 OUEHKU YaCTOThI Pa3BUTHS.

B npeaenax Kaxaoi rpynmbl nMoOOuHbIE peakUMH pacrpe/ie/ieHbl B MOPs/JKe YMEHbIUCHHsS HX

3HAYUMOCTH.

Hayuenmeol c apmepuanvHoi 2unepmensue

HapyiieHusi O CTOPOHbI HEPBHOW CUCTEMbl

Hacmo: roJ10BO KPYKEHHUE]

Hewacmo: cOHIUBOCTb, roJIOBHAs 00J1b, HAPYLIEHUS CHA.
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HapyieHus co CTOPOHBI OpraHa ciayxa u JJAOMPUHTHbIE HAPYLIEHUS

Yacmo: cUCTEMHOE rOJIOBOKPYIKEHHUE (BEPTHUIO).

HapyuieHusi co CTOpOHbI cepaLia

Heuacmo: omyieHue cepauedreHus, CTEHOKap/us.

HapyiieHusi o CTOPOHbI COCY0B

Heuacmo: (opTocTaTuyeckas) rMNOTeH3Us (BKJIIOYas OMOCPEIOBAHHBIE [030M OPTOCTaTUYECKHE

sdekTsl, ocobenHo y mauueHToB co cHwikeHHbiM OLIK, Hanpumep, y MauMeHTOB C TAKENOH

CTCINCHBIO cepnetn-loﬁ HEJOCTATOYHOCTH WJIM MaLMEHTOB, MOJy4YaroUX J€4YE€HUE BBICOKUMH 103aMH

JMYPETUKOB).

HapyiieHusi co CTOPOHBI JKEIYI0YHO-KUIIIEYHOr0 TpaKTa

Heuacmo: 6011b B 5KMBOTE, 3a110p.

HapylieHusi CO CTOPOHbI KOXKU U MOAKOKHBIX TKaHen

Heyacmo: KoKHas Cblllb.

OO0111Me pacCTPOMCTBA M HAPYILLIEHUS B MECTE BBEACHUSA

Heuacmo: ¢nabocTb, NOBBILIEHHAS YTOMJIAEMOCTh, OTEKH.

JlabopaTopHble U UHCTPYMEHTAAbHbIE JAHHBIE

Hacmo: runepkaiuemMus;

Peoko: NoBbIlIEHHE aKTUBHOCTH ataHuHaMuHoTpaHchepasbl (AJIT) (0ObiuHO BO3Bpalanach K Hopme

Moc/ie OTMEHbI Teparum).

IMayuenmst ¢ apmepuanvHoil 2unepmen3ueil u 2unepmpodueit 16020 Hcenyo4Ka

HapyliieHusi CO CTOPOHBI HEPBHOM CUCTEMBL

Yacmo: ronoBOKpYKEHHE.

HapyiueHusi co CTOPOHbI OpraHa ciyxa v JJaOUpUHTHBIE HAPYLIEHUs

Yacmo: CUCTEMHOE TOJIOBOKPYXKEHHUE (BEPTUTO).

OO61Me paccTpoiicTBa U HAPYLIEHUS] B MECTE BBEICHUS

Heuacmo: cnadocTb, MOBBILLIEHHAS YTOMJIAEMOCTD.
Iayuernmesl ¢ caxapHsim ouabemom 2 muna u npomeurypue

Hapy1ieHusi co CTOpOHbI HEPBHOU CUCTEMBI

Hacmo: ronoBOKpyKEHHE.

HapylieHusi CO CTOPOHbI COCYAI0B

Yacmo: TUNOTEH3US (OpTOCTaTl/HCCKaﬂ, BKJItOYas OrnocpeaoBaHHbLIC

JI030i OpPTOCTAaTUYECKHE

3 dekTl, 0cOOEHHO Yy MauneHToB co cHibkeHHbIM OLIK, Hanpumep, y NauMEHTOB C TsKENOH
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CTENEHbIO Cep/ICUHON HEJOCTATOYHOCTH WM NALMEHTOB, MOJY4atOLIMX JIEYCHHE BbICOKHUMHU 103aMH
JIMYPETUKOB).

O061Me paccTpOiCcTBa M HAPYLIIEHUS B MECTE BBEACHHUS

Heuacmo: ¢nabocTb, NOBBILLIEHHAS YTOMJIIEMOCTb.

JlabopaTopHbIE U HHCTPYMEHTAJIBHBIE IAHHBIE

Yacmo: runepKaaueMus, TMnorJInKeMHus.
IMayuenmol ¢ XxpoHUueCKoi cepOeyHOil HedOCMamoYHOCMbIo

HapyiuieHus co CTOpOHbI KPOBH U nuMdaTHYECKOW CUCTEMBI

Yacmo: aHeMusl.

HapylLieHusi co CTOPOHBI HEPBHOM CUCTEMBI

Yacmo: rol0BOKPYIKEHHE;
Heuacmo: ronoBHasi 60J1b;
Peoxo: napecresus.

HapyiieHusi co CTOpOHBI cepalia

Peoko: 06MOpoK, GUOpUIIALHMS TpeIcepnii, HapyLIeHHEe MO3rOBOr0 KPOBOOOpALLEHHUS.

HapyieHusi co CTOPOHbI COCY/1I0B

Yacmo: runoteHsus (oprocTaTHyeckas, BKJOUYas OMNOCPEIOBAHHbIE [1030i OPTOCTATHYECKHE
sddekTsl, ocoberHo y nauueHToB co cHimkeHHbM OLIK, Hampumep, y nauueHTOB C TsKENOH
CTEMNEHBIO CEP/ICYHOM HEOCTATOUHOCTH WM MALMEHTOB, MOJYYaIOIIKX JIeYeHHe BBICOKUMHU 103aMH
JUYPETUKOB).

Hapy1eHust o CTOPOHBI JIbIXaTe/IbHON CUCTEMBI, OPraHOB I'PYAHOM KJIETKHU U CPEIOCTEHHUS

Hewacmo: ojpllliKa, Kallelb.

HapyuieHusi CO CTOPOHbI XKETYA0YHO-KUIIEYHOrO TpaKTa

Heuacmo: nuapesi, TOLIHOTA, pBOTA.

HapylueHust CO CTOPOHbI KOXKH U [OJAKOKHBIX TKaHEeH

Heuacmo: kpanuBHULA, KOXKHBIH 3y, KOXKHAs ChIb.

HapyiueHusi CO CTOPOHBI MOYEK U MOUYEBBIBOAAIMX nyTeun

Yacmo: HapylieHue GyHKUHMHU MOYEK, MOYeyHas He0CTaTOYHOCTb.

OO01Me paccTpoiicTBa U HAPYIIEHHS B MECTE BBEICHUS

Heyacmo: ¢nabocTb, NOBBILIEHHAsA YTOMIAEMOCTb.

JlabopaTopHble U MHCTPYMEHTAJbHBIE IAHHbIE

Yacmo: YBEJIMYCHUE KOHLUEHTpALUK KpeaTUHHHA, MOYCBHUHBI U KOHUEHTpALUH KaJihs B KPOBH;
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Heyacmo: runepkanuemus (4alie y NaludeHToB, MPUHAMABLINX Jl03apTaH B 03¢ 150 Mr B CyTKH, YeM
y NMaLMEHTOB, MPHHUMABIIHX JI03apTaH B 103€ 50 MT B CYTKH).
Cneoyrouue HA Habn100anuce 6 K1UHUYECKOI NPAKMUKE 8 ROCMPEZUCMPAYUOHHOM nepuooe

HapyieHusi o CTOPOHbI KPOBHU U nuMGaTHUYECKOW CUCTEMBI

Yacmoma neuzéecmna: aHeMusi, TPOMOOLIUTOTIEHHS.

HapyiueHusi co CTOpOHbI UMMYHHOW CUCTEMBI

Peoko: peakLuu rurepyyBCTBUTEILHOCTH, aHA(NIAKTHYECKHE PEAKLIMH, AHTMOHEBPOTHYECKHU I OTeK,
BK/IIOYAs AHTMOHEBPOTHYECKMH OTeK TOpTaHW, TJIOTKH, JHla, Iy, TIOTKM W/HIK S3bIKa,
BBI3BIBAIOLIME OOCTPYKLIMIO [IbIXATEIbHBIX MyTeH; y HEKOTOPbIX M3 ITHX NALMEHTOB B aHaMHe3e Oblii
yKa3aHus Ha MEepeHECeHHbIH aHrMOHEBPOTHUYECKHH OTEK MpW MpHeMe APYruX JEKapCTBEHHBIX
cpeacTs (Bkaouas uHruouTopsl AII®), Backyut (Bkmouas nypnypy Illenneiin-I'enoxa).

HapyiieHust NICUXUKHU

Yacmoma Heusgecmua. AEnpeccHus.

HapyiueHusi co CTOpOHbBI HEPBHOW CUCTEMbI

Yacmoma neuszgecmua: MUIpEHb, AUCTEB3UA.

HapyliueHus CO CTOPOHBI OpraHa ciayxa 1 JJAOMPUHTHBIE HAPYLLIEHUS

Yacmoma Heusgsecmua. IyM B yuiax.

HapyiueHusi co CTOpOHBI IbIXaTelbHONU CUCTEMbI, OPraHOB I'PYJAHON KJIETKU U CPEAOCTEHUS

Yacmoma neuzeecmua. Kalellb.

HapyiueHusi co CTOpOHBI MUIIIEBAPUTEILHOW CUCTEMBI

Yacmoma neuseecmua: auapes, nmaHKpeaTur.

HapyieHusi O CTOPOHbI MEYEHU U KETYEBBIBOAALINX nyTen

Peoko: renatur;
Yacmoma Heuzéecmnua. HapylieHUs GYHKLUMUH MEYEHH.

HapyleHusi cO CTOPOHBI KOKH U MOJAKOXKHBIX TKaHEe#H

Yacmoma neuzsecmna.: KpanuBHULA, KOXKHBIH 3y, Cbilb, POTOCEHCHOMIU3ALIHSL.

HapyiieHusi co CTOpOHbI CKEJIETHO-MbIIIEYHON U COEIMHUTEIbHON TKaHU

Yacmoma neuzeecmna: MAAITUs, apTpairus, pad10MHOIIU3.

HapyieHusi co CTOPOHbI MOJOBLIX OPraHoB U MOJIOYHOM KeJIe3bl

Yacmoma neuzsecmua. S3peKTUIbHAS AUCHYHKLMA/UMITOTEHLIMS.

OO011Me pacCcTPOMCTBA U HAPYILIIEHUS] B MECTE BBEACHUSA

Yacmoma neuzgecmua. 00l11ee HEJOMOraHUE.
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JlaGopaTOpHbIE U MHCTPYMEHTAJIbHbIC JAHHbBIE

Yacmoma Heuzeecmua: TUNOHATPUEMHUS.

Ilepeno3npoBka

CBejieHHss O Mepelo3upoBKe orpaHuyeHbl. Haubosee BeposATHOE MPOSABJICHUE MEPEAO3UPOBKH —
BepaskeHHOE CHIbkeHne AJl W Taxukapaus; Opaavkapaus MOXKET BO3HMKHYTH BC/ICACTBHC
napacMMIMaTH4ecKo (BaryCHOM) CTUMYJISLIMH.

Jleyenue: B cilyyae pa3BUTUS apTepHalbHON IMMOTEH3WH MOKa3aHa CUMNTOMATHYECKas Tepanus.

J'Io3apTaH W €ro akTUBHbBII MeTabOJUT HE BBIBOAATCA C NMOMOLIBIO FEMO1Mau3a.

B3aumozaeiicTBHE ¢ JPYTHMH JeKaPCTBEHHLIMH CPEACTBAMH

dapmMaKoAHHAMHYECKHE B3aHMOJEHCTBHS

Jeoinan onokaoa PAAC

Jlgoiinas 61okana PAAC ¢ npumenennem APA 11, uuruGuropos AII® wiu anuckupena (AHrHOUTOp
PEHHHA) ACCOLMUPYETCS C MOBBILIEHHBIM PUCKOM Pa3BUTHs apTepHalbHOI MHIOTEH3MH, 00MOPOKa,
rUnepKaIMeMuH M HapyuieHuii GyHKIMKM noyek (B TOM YMCIe OCTPOH MOYe4HON HEA0CTATOYHOCTH)
Mo cpaBHeHMIO ¢ MoHoTepanueil. Heobxomum perynspHbiii kouTpoib AJl, QyHKUMH MOYEK H
COJEpKaHUs JIEKTPOJIUTOB B KPOBH Y MALMEHTOB, MPUHUMAIOLIMX OJHOBPEMEHHO JlO3apTaH M
Jpyrue JieKapcTBeHHbIe cpecTBa, Bausomue Ha PAAC.

OJHOBpEMEHHOE TMPHUMEHEHHE JI03apTaHa C aJMCKUPEHOM WM aJIMCKMPEHCOACPKALINMH
npenapataMy MpOTHBOMNOKA3aHO y MALMEHTOB C CaXapHbIM AHa0eTOM M/MJM HapyleHHEM QYHKLHH
nouek (CK® menee 60 mn/mun/1,73 M? nio1a11 MOBEPXHOCTH TeJla) U HE PEKOMEH/YETCs y APYTHX
MalUEeHTOB.

OHOBpeMEHHOE MPUMEHeHHe J103apTaHa ¢ MHruouTopamu AII® npoTHBOMNOKA3aHO y MALMEHTOB C
auabeTryeckoii Heponatueid U He PEKOMEHYETCs y APYrUX MalUeHTOB.

Jlpyzue zunomeHn3ugHble 1eKapCcmeeHHble Cpeocmea

[MNOTEH3MBHBIE CPEJACTBA MOTYT YBE/IMYWBATh AHTUTMIEPTEH3UBHOE JEHCTBHE J103apTaHa.
YCuieHre aHTUTMIIEPTEH3MBHOTO IEHCTBHS JI03apTaHa U yBeM4eHHe PUCKa Pa3BUTHS apTepHalbHOM
FUMOTEH3MM TAKIKE BO3MOXKHO MPU OJHOBPEMEHHOM TMPHUMEHEHUM APYrHX MpenaparoB, KOTOPbIE
cHmkatoT AJ] B KayecTBE OCHOBHOTO WJIM MOOOYHOro AeHCTBUs (TaKMX, KaK TPULMKIMYECKHE

AHTUJIETIPECCAHTDI, HEHPOJIENTHKH, OakIodeH, aMMPOCTHH).
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Ilpenapamei, ysenudusarouiue cooepicanue Kanus 6 Kposu

OZHOBpeMeHHOe NpHUMeHeHHe J103apTaHa (Kak M JPYruX JIeKapCTBEHHBIX CPEJICTB, OIOKMPYIOUIMX
aurvotensu Il win  ero >bdekTsl) ¢ KanuiicOeperaiomUMK  MypeTHKaMu  (Hampumep,
CMMPOHONAKTOHOM,  JIUIEPEHOHOM,  TPHAMTEPEHOM, aMHMJIOPHAOM),  MpenapataMu  Kaius,
KaJMHCOIEPKALIMMH 3aMEHUTEISIMHM MUILIEBOH COJIM M JAPYrUMH JIEKapCTBEHHBIMM MpenapaTamu,
CIOCOGHBIMM yBEJIMUMBATB COJEPKAHME KaMsi B CHIBOPOTKE KPOBM (BKJIKOYAs remapuH), MOXKeET
MPUBOAUTD K YBETHUYEHUIO COJEPIKAHMS Kallksl B CBIBOPOTKE KPOBH.

Hecmepouousie npomusosocnanumensusie npenapamot (HIIBII)

HIBII, B TOM u4Mcie CENEeKTHBHbIE WHIMMOMTOpBI  LMKIOOKcureHasel-2  (LLOI-2) w
ALETHIICATMIAIOBAS. KMCIOTA B BLICOKHMX J103aX (>3 T' B CYTKH), MOTYT CHUKaTh 3(GQeKT A1MypeTUKkoB
M IpYrMX TMIOTEH3MBHBIX cpejcTB. Beseactaue storo anturuneptensusHblii apdexr APA II nim
uHru6uTOpoB AIID MoxkeT GbITh OcIabneH Npy oHoBpeMeHHoM npumenennu ¢ HIBII, B Tom uncne
¢ ceNleKTUBHBIMU MHrMOuTOpamu LIOI'-2.

Y HEKOTOPBIX MALMEHTOB C y)Ke UMEIOLUMCS HapylleHHeM QyHKLHK MoYeK (HarmpuMep, MoxuibX
MALMEHTOB WM y MAlMEHTOB ¢ 00E€3BOXKMBAHWEM, B TOM HYHMCIE MNPUHUMAIOLIMX JUYPETHUKH),
nonyvatommx Tepanuio HIIBIT (B ToM wunciae ceneKTMBHbIMM —MHruOutopamu LIOI'-2),
oaHoBpemenHoe rnpumenerne APA Il umu unrubutopos AIID moxer BbI3BaTh JalbHeHLuee
yXyaueHue (QyHKUMM [0YeK, BKJIOYas Ppa3BUTHE OCTPOi MOYEYHOH HEAOCTATOYHOCTH, M
runepkanremMuto. Jlanuoie 3G dexTbl 06bIYHO 0OpATUMBI.

OnnospemenHoe npumenenne APA I u HITBIT 1o/kHO MPOBOAMTECA € OCTOPOIKHOCTBIO (0COOEHHO
Y MOXKMIBIX MALMEHTOB M y MALMEHTOB C HApyIIeHHOH (yHkuued noyex). [MTauneHTsbl J0DKHbI
nojydyaTh aJeKBaTHOE KOJIMYECTBO JKMAKOCTH. PeKoMeHayeTcs TIaTelbHO KOHTPOJIMPOBATh
(GyHKUMIO MOYeK, KaK B Hayaje, TaK M B MPOLECCE JIEYEHHS.

Ilpenapamot 1umusn

Kak unrudurtopsl AIl® u apyrue sekapcTBEHHbIE CPE/CTBA, BJIMAIOLIME HA BbIBEJACHHE HATpUS,
J103apTaH MOKET CHUXKATh BbIBEJCHHE JIMTHS MOYKAMH W MPUBOUTH K YCHJICHHUIO €r0 TOKCHYECKOTro
peiicTBus. [ToaToMy Npu 0HOBpEMEHHOM TpuUMeHeHHH npenapatoB jauTus U APA 11 HeoGxoxumo
TIIATEILHO MOHUTOPUPOBATH KOHLIEHTPALMIO JIMTHUS B CHIBOPOTKE KPOBH.

PapmaKkOKHHeTHYECKHE B3aHMO/IeHCTBHSA

B KIMHMYECKMX HCCIEI0OBAaHMAX M0 M3y4YeHHo (HapMaKOKMHETHYECKHMX B3aMMOJIEHCTBHM
JIEKApCTBEHHBIX CPEJICTB He ObLIN BBISBICHBI KIMHUYECKH 3HAYMMBbIE B3aUMO/ICHCTBHS J103apTaHa ¢

PUAPOXJIOPOTHA3HIOM, AMTOKCHHOM, Bap(hapHHOM, LIMMETHIMHOM U peHoGapouTaom.
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Pugpamnuyun

Pupamnuuys, ABISIOWKNACS HHIYKTOPOM MeTabo/M3Ma JIeKapCTBEHHbIX CPEACTB, CHHKACT
KOHLIEHTPALIMIO aKTUBHOIO MeTabo/IuTa Jio3apTaHa B KpoBH Ha 40%.

Huzubumops: CYP3A4

B KIMHMYECKMX MCCIEIOBAHHMSAX OBUIO M3ydeHO NMpUMEHEHHe ABYX MHIMOMTOpOB H30(epmeHTa
CYP3A4: keToKOHa30/1a ¥ 3pUTpoMuLMHA. KeToKoHa30/ He BIMAN HA MeTaboJIM3M Jio3apTaHa J0
aKTMBHOrO MeTaboJuTa 1ocie BHYTPMBEHHOTO BBEICHMS JI03apTaHa. DPUTPOMULIMH HE OKa3bIBal
KIIMHUYECKH 3HaYuMoro ¢ dexTa npu npueme jo3apraHa BHyTpb.

Hnzuoumopsr CYP2CY9

[Toka3aHo, 4TO y MALMEHTOB, HE METa0OIM3MPYIOLIUX JI03apPTaH B aKTHBHBIA METabOINT, HMEETCs
oueHb peakuit u crneunduunblii edekt nzopepmenta CYP2C9. D1i naHHBIe JAlOT BO3MOXKHOCTD
npeanonarath, 4To MeTaboJM3M JI03apTaHa 0 AKTMBHOIO MeTabo/uTa  OCYIIECTBIACTCA
npeumyinecTBeHHO u3odepmentom CYP2C9.

®nykonason, unruburop usodepmenta CYP2CY, npumepHo Ha 50% CHMXKAET KOHUEHTPALMIO
aKTUBHOro MeTabonuTa jo3apTaHa. He Obl10 BbISBIEHO M3MEHEHHI SKCIO3ULMH JI03apTaHa MpH ero
OJHOBpEMEHHOM npueme ¢ (uysacratuHoM (cnabeiii mHru6urop usodepmenra CYP2C9).
KnuHuyeckas 3HaYMMOCTh W3MEHEHHH (apMaKOKMHETHKM Jlo3apTaHa MpU €ro OJHOBPEMEHHOM

npumMeHeHuu ¢ uHruburopamu uzopepmenra CYP2C9 neuspectHa.

Oco0ble ykazaHus

Peaxyuu zunepyyscmeumenbHocmu

[lpy npuMeHeHMM Tpenapara y MALMEHTOB C AHFHOHEBPOTHYECKMM OTeKoM (OTek juua, ryo,
JIOTKW/TOPTaHK W/ Si3bIKa) B aHAMHe3e HEOOX0AMMO TLIaTeIbHOE HA0I0AeHHE.

Apmepuanvias 2UNOMEH3UA U HAPYUIEHUE 600HO-I/1CKMPOIUMHO20 OANIAHCA UNU CHUMCEHUE
00vemMa YUPKyupyowei Kposu

V nauueHToB co cHwkeHHbiM OLIK (Hampumep, Mojyyalomux jeyeHue OOJIbIIMMH 103aMU
JIMYPETHKOB) MOKET BO3HMKATh CHMIITOMATHYECKas apTepHabHas runoteHsus. Koppekuunio Takux
COCTOSIHMIT HEOOXOAMMO MPOBOAMTHL 0 HA3HAYEHHs JI03apTaHa WIIM HAYMHATH JieueHue ¢ Oosee
HU3KOMH 103bl JI03apTaHa.

HapyiueHue BoAHO-2/IeKTPOIMTHOrO 6aaHca ABASETCS XapaKTePHbIM /IS MALMEHTOB C HapyLIEHHEM
GyHKUMM TIOYeK ¢ caxapHbiM auabeToM WM 6e3 caxapHoro auabera, MosTomMy HeOOXOAUMO

THIATEJIBHOC Ha0JII0IeHre 3a JIaHHBIMU MMAUMEHTAMH. B KJIMHWYECKHUX HCCIIEOBAHUAX C y4yacTHEM
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MALMEHTOB C CaxXapHbIM JMabeToM 2 TUma C MPOTEMHypUel KOJMYECTBO CJIy4yacB pasBUTHA
runepkanuemMun ObUIO GoJibllie B rpyMe, NPUHUMABLICH JI03apTaH, YeM B rpymnre, NpUHUMAaBLIEH
nnaue6o. HeckoabKo NalMeHToB MPeKpaThIM TEPANTHIO B CBS3H C BO3HUKILEH rUNepKaineMHeH.

Bo Bpems NeueHMs J103apTaHOM HE PEeKOMEHJYeTcsi MPUHUMaTh KajiuicOeperatoume anypeTHKH,
npenaparhbl Kajusi Wik COAepKallue Kanui 3aMEHUTEH MHULLEBOH COJH.

Aopmanvuslii  cmeno3, MUMPAIbHGIA  CMEHO3,  2UNePMpOPuUYECKan  OOCMPYKMUBHAA
Kapouomuonamus

Kax ¥ Bce JlekapcTBEHHBIE CPe/ICTBa, 061aatoLke Basoaunatupyomum aeiicrtuem, APA Il cnenyer
¢ 0co00i OCTOPOKHOCTBIO MPUMEHATH Y MAaLMEHTOB C MUTPAJIbHBIM CTEHO30M, a0pTaJbHbIM
CTEHO30M WM TUNepTPOodPUUecKOit 0OCTPYKTUBHOMN KapAMOMHOTNATHEN.

Huwemuueckan 601e31b cepoyua u yepeoposacKyiapHbie 3a001e6aHUA

Kak 1 Bce 1leKapCTBEHHbIE CPECTBA, 00.1a/al0LIHe Ba30AMaTHpyoum aeicTeuem, APA 11 nomkHb
HA3HAYaTBCA C OCTOPOJKHOCTBIO MAlMEHTaM C MIIEMHYECKOH OoJie3Hbio cepaua MM
LLepeOpOBACKYIAPHBIMU 3a00/1eBAHUAMH, MOCKOILKY Ype3MepHoe CHibkenne AJl 'y TaHHOH rpynmbl
NalMEeHTOB MOXKET MPUBECTH K Pa3BUTHIO MH(APKTa MHOKAp/1a UIIH HHCYJIbTA.

XpoHuueckaa cepoeynas HeOOCMAamo4HOCHb

Kak ¥ npu npuMeHeHWH APYruX JIEKapCTBEHHBIX CPE]CTB, OKa3bIBAIOLINX JCHCTBUE HA PAAC, y
nauuentoB ¢ XCH u ¢ HapyuieHneM QyHKUMU MOYEK MM O€3 Hero, CyleCTBYeT PUCK pa3BUTHA
TSKEN0M apTepUabHOM MMIMOTEH3MHU WIIK OCTPOTO HApYIIEHUs QYHKLIMH MoyeK. Tak Kak OTCyTCTBYeT
JIOCTATOYHBIH OMBIT NMpUMeEHeHHs Jo3apraHa y nauueHToB ¢ XCH u comyTCTBYIOIINM TSOKEIbIM
HapylieHueM QyHKUMK moyek, y nauuentoB ¢ Tsaxenod XCH (IV ¢pyHkuuonanpHoro kiacca rno
knaccuukaun NYHA), a taioke y nauuentoB ¢ XCH u cuMnToMaTHyeckuMH yrpoxkaroLumMu
)KWU3HW aPUTMHSMH, Y JAHHBIX TPYIN NAaLMEHTOB JI03apTaH CIEAYeT MPUMEHATh C OCTOPOKHOCTBIO.
Hapywernue ¢ynkyuu nevenu

JlanHble papMaKOKMHETHYECKUX MCCIIEIOBAHMI YKa3bIBAKOT HA TO, YTO KOHLEHTPALMs Jl03apTaHa B
MJia3Me KpOBM Y MalMEHTOB C LIMPPO30M MEYEHH 3HAYMUTEIbHO YBEIMYMBACTCS, MOITOMY MaLMEHTaM
¢ HapylieHueM (QYHKLMM MEeYeHd B aHaMHese Clie/lyeT Ha3HauaTh Jlo3apTaH B Oosiee HU3KOM 103e.
OTCYTCTBYET OMbIT MPUMEHEHHs JI03apTaHa y MALMEHTOB C TAKEIbIMM HapylIeHUAMH (QyHKLUHH
MeyYeHH, MoITOMY MpenapaT He A0/DKeH MPUMEHATHCA Y JaHHOW PyIMbl MalMeHTOB.

Hapywienue ¢pynkyuu novex

Benencteue nuruduposanus PAAC y HEKOTOPBIX MpeapacroiokeHHbIX MalWeHTOB HA0II0AaIHCh

U3MECHECHMUA (byHKU,MH IMOYCK, BKJ/IKOYas pa3sBUTHE MOYeYyHON HeAOCTATOYHOCTH. HaHHble HU3MCHCHUA
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noveuHo GyHKIMK MOTYT BO3BPALIATHCA K HOPME MOCIe MPEKPALICHHUS JICHCHHA.

HekoTopsle ieKkapcTBEHHBIE CPE/ICTBA, OKA3bIBAIOLIKE BO3/CHCTBHE HA PAAC, MOryT yBeIMYHBaTh
KOHLIEHTPALIMIO MOYEBHHBI B KPOBH M ChIBOPOTOYHOTO KpeaTWHWHA Y MAlMEHTOB C ABYCTOPOHHMM
CTEHO30M MOYEUHBIX apTepHii UM CTEHO30M M0YEYHO# apTepUH eIMHCTBEHHOMN MOUKH. Coobuanock
0 BO3HMKHOBEHHH M0J06HBIX 2(dekToB npu npueme snosaprana. [logodHble HapylIeHNs byHKUUM
MoyeKk MOTyT ObITb OOpaTHMbl [OCJIE OTMEHbl Tepanuu. Jlo3apTaH JO/KEH MPUMEHATHCA C
OCTOPOXHOCTBIO y MAlLMEHTOB C JBYCTOPOHHHMM CTEHO30M MOYEYHBIX apTEPUi WM CTEHO30M
MOYEYHON apTepUH €AMHCTBEHHOM MOYKH.

Tpancnaanmayua noUKu

JlaHHBIE O TMPUMEHEHHHU TPEnapaToB Jo3apTaHa y MAalUMEHTOB, HEJABHO MEPEHECLINMX MepecaiKy
MOYKH, OTCYTCTBYIOT.

Ilepsuunsiit zunepanb0oCmepoH UM

Tak Kak y MalMeHTOB C MEPBUYHBIM [UIEPabIOCTEPOHM3MOM, KaK MpaBuiIo, He HabroxaeTcs
MOJIOKUTE/BbHBI OTBET Ha TEparuio TMIOTEH3UBHBIMHM CPEACTBAMM, KOTOpbIE ACHCTBYIOT MyTeM
unruéuposanus PAAC, npuMeHeHue 103apTaHa He PEKOMEHYeTCs Y JaHHOH rpyMiibl MalMeHTOB.
Ocodbvbie 2pynnsl nayuenmos

Omuuueckue pazauyus

Kak wu wuuru6urtopsl AII®, nosapran u apyrue APA Il oka3biBaioT MeHEE BBIPAKEHHOE
AHTUTMINEPTEH3UBHOE JCHCTBHUE Y MALIMEHTOB HErPOMIHON PAchl MO CPABHEHMIO C MPE/ICTABUTE/IAMH
JPYTHX Pac, YTO MOXKET OOBACHATHCS GOJiee BBICOKOH PacnpoOCTPAHEHHOCTBIO COCTOSHUI ¢ HU3KOM
AKTHBHOCTBIO PEHMHA M1a3Mbl KPOBH Y MALHEHTOB HETPOM/IHOM Packl € apTepHalIbHOMN rHIepTeH3HeH.
AHajn3 JaHHBIX BCEl MOMy/siUMK MAUMEHTOB, BKIIOYEHHbIX B HccaeaoBanne LIFE no usyuyenuto
BJMSHMS JI03apTaHa HA CHWJKEHME YacTOThl Pa3BMTHA OCHOBHOIO COCTABHOIO KPUTEPHs OLECHKH
uccaenoBanus y nauuentos ¢ AT u runeprpodueit neBoro skenyaouka (m=9193), nokasan, 4to
CMOCOOHOCTH Jl03apTaHa MO CPABHEHUIO C aTEHOJIOJIOM CHIXKaTh PUCK Pa3sBUTHA HWHCYJIbTa W
uHdapkTa MMOKapaa, a TAKKe YMEHbIUATh [0Ka3aTe/b CEpAEYHO-COCYAUCTOH CMEPTHOCTH Yy
nauueHToB ¢ A" u runeprpodueii ieBoro xenynouka (Ha 13,0%, p=0,021) He pacripocTpaHseTCs Ha
MaLMeHTOB HErpPOMHOI packl, XoTs 00a pexuma Tepaniu >pQekTuBHO CHUXKamM ypoBeHb Al y
JNAHHBIX MALMEHTOB. B JaHHOM HCClIeJOBaHUM J103apTaH M0 CPABHEHHIO C aTEHOJ0JOM yMEHbLIAl
nokasaresib CepAeUHO-COCYAMCTON 3a60/€BaEMOCTH M CMEPTHOCTH y mnauueHtoB ¢ Al u
runepTpodueil NeBOro skeiya0uka BceX pac kpome Herpouauoit (n=8660, p=0,003). Onnako B

JJAHHOM HCCJIEA0OBAaHWUH MALlUECHTHI HGI‘pOHIIHOﬁ pacel, Mojy4yaBiIne aT€HO10J1, UMCIIH MEHBIIUH PUCK
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pa3BUTHS OCHOBHOTO COCTaBHOTO KPUTEpUsA OLEHKM HMCC/IC0BAHHA (To ecTb MEHbLIYIO
KOMOMHHPOBAHHYIO YacTOTY Pa3BUTHs CEpPAEYHO-COCYAMCTONH CMEPTHOCTH, WHCYIbTA U uHpapkra
MHOKAp/1a) M0 CPaBHEHHIO C MALMEHTAMMU TOM XKe pachl, MPUHUMABIIMMH J103apTaH (p=0,03).
Hayuenmer nosxcunozo eospacma (cmapuie 635 nem)

KIMHHYECKHE MCCIeI0BaHMs HE BBISABUIN KaKHX-THO0 0COOEHHOCTE B OTHOIIEHHH 6€30MacHOCTH 1
> PEeKTUBHOCTH JI03apTaHa y NalMEeHTOB MOXKMIIOro BO3pacTa (crapiue 65 ner).

Jlemu u noopocmku 0o 18 rem

DdeKTHBHOCT U G€30MaCHOCTh NMPUMEHEHHMA JIo3apTaHa y AeTel W MOAPOCTKOB 10 18 ner He
YCTaHOBJICHBI.

Ecii y HOBOPOKIEHHBIX, YbH MATEPH MPUHHUMAIH J03apTaH BO Bpems OepeMEHHOCTH, HabonaeTcs
pa3BUTHE OJMIYPUH WIIH apTepUANbHON T'MIOTEH3MH, HEOOXOAUMO MPOBEICHUE CUMIITOMATHUYECKOM
Tepanuu, HanpasieHHOW Ha mojaepxkanue AJl W moyeyHoM nepdys3un. Moxer norpebosarbes
nepeiMBaHKe KPOBH WM [POBEACHWE JManu3a Ui MpeJ0TBPaLICHUs pPasBUTHA apTepHabHOM
FUMOTEH3UH W/ UK MoAepKaHus QYHKLMHU MOYEK.

IMOpUOMOKCUUHOCMb

[pyMeHeHHe JeKapCTBEHHBIX CPeACTB, Bo3jeicTBylomMx Ha PAAC, BO BTOpOM W TpeTheM
TpUMecTpax OepeMEeHHOCTH CHHXKAET (GYHKLMIO MOYeK MJoJa M YBEJIMYMBACT 3a00/1IeBaeMOCTb U
CMEpTHOCTb TJ10J1a U HOBOPOJKAEHHBIX. Pa3BUTHE OMIOrHAPAMHHOHA MOXKET ObITh aCCOLMHPOBAHO
C runorniasueil nerkux mioaa u aedopmauusamu ckenera. BosmMoxkHbie HeKelaTebHbIE ABJICHUS Y
HOBOPOX/IEHHBIX BKJIIOYAIOT TMMOMNJIA3HMI0 KOCTEH ueperna, aHypHIO, apTepUajbHyi0 FMIOTEH3HIO,
MOYEUHYIO HEJ0CTATOYHOCTD M JIETAlbHBIH HCXO1. [TpH BbIsAB/IEHHH OEPEMEHHOCTH J103apTaH J0/DKEeH
ObITb HEMEUIEHHO OTMEHEH.

Jlgoiinaa 610Kada peHuH-aH2uoMeH3uH-an1b00cmeporo6oi cucmemst (PAA C)

Coo01anoch 0 pa3sBUTHM apTepHalbHOW TUMOTEH3MH, OOMOPOKA, WHCYJIbTA, TMIEPKATHEMUH H
HapyleHni QYHKLMK MOYeK (B TOM YHC/IE OCTPO# MOYeYHOM HEJOCTATOYHOCTH) Y BOCIIPUMMHUYHBBIX
MalMeHTOB, OCOOEHHO €CAM TMpPUMEHseTcs KOMOMHMpOBAaHHAs Tepanus JIEKapCTBEHHbIMH
cpezacTBamu, Baustomumu Ha PAAC.

OnHospemenHoe npumenedne APA 11 (B T.u. no3apraHa) ¢ aJlMCKMPEHOM M JIEKApCTBEHHBIMH
Cpe/ICTBaAMM, COJEPIKAIMMHU ATMCKMPEH, MPOTHBOMNOKA3aHO Yy MAalMEHTOB C CaXapHbIM auaberom
W/MIK ¢ yMEPEHHOM WM TSAXKENOH MOYeYHOH HEA0CTaTOYHOCTBIO (CK® menee 60 ma/mun/1,73 M2
MIOWAAK MOBEPXHOCTH Tela) M He PEKOMEHAyeTcsi y JAPYruX mnauueHToB. OJHOBpEMEHHOE

npumenenne APA Il (B T.4. no3aprana) ¢ unruburopamu AII® npoTHBOMNOKA3aHO y MALHEHTOB C
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auabeTnyeckoit HedponaTreit U He pEKOMEHYETCs Y APYTHX MalUeHTOB.

B Tex ciyyasx, Korja oJJHOBpeMEHHOE Ha3HaYeHHe IBYX JIEKapCTBEHHBIX CPEACTB, BO3JEHCTBYIOLIMX
Ha PAAC, sBisiercs abCOMOTHO HEOOXOAMMBIM, MX TMPUMEHEHHE JIOJDKHO MPOBOAMTECA TMOA
KOHTpOJIeM Bpauya ¢ 0co00if OCTOPOKHOCTHIO M C PEryjisipHbIM MOHHTOPHHIOM GyHKUMU TOYEK,
nokasareneii AJl ¥ copepiaHus IEKTPOJUTOB B M1a3Me KPOBH.

Jlakmo3sa

[1pu HENepeHOCMMOCTH JIaKTO3bl CIE/IyeT Y4ECTb, 4TO TabJieTka npenapara Jlozaptan-Puxtep 50 Mr
coaepxkut 1,05 Mr nakTo3bl MoHOrHpata, Taberka 100 Mr—2,10 Mr 1akTO3bl MOHOTH/PATA. B cBa3u
C HTMM MALMEHTaM ¢ PeKOil HAcleCTBEHHON HeNepeHOCUMOCThIO JIaKTO3bl, ACPULIMTOM JaKTasbl

WM MJI0KO30-TaaKTO3HOM MaibabcopOLmeii He peKoMeH1yeTCs MPUHUMATh AaHHbI| npenapar.

BausiHHe HA CIOCOOHOCTD K yHnpaBJeHHI0O TPAHCNOPTHBIMH cpeacTBaMH U MEXaHH3MaMH

He MMPpOBOJANUJIOCH WcclieqOBaHUM /11 OLIEHKW BJIMAHMS Ha CMOCOOHOCTh K yIpaBJICHUIO
TPAHCIOPTHBIMU CPEACTBAMH U pa60Ty ¢ MexaHu3MaMH, OJHaKoO HE00XO0UMO cob0aaTh
OCTOpPOXKHOCTb TpH MNPHUMEHEHUH TMINOTEH3UBHOM TE€panvMu W YINpaBJICHUHU TPaHCIIOPTHBIMH
CpEeACTBAMH HIIH pa60Te C MEXaHM3MaMH, MOCKOJbKY BO3MOXHO pa3sBHUTHE FOJIOBOKPYKEHUSA H

COHJIMBOCTH, 0CcOOEHHO B Hayase Tepanuu WU Mpy yBEJIUYEHUH 103bI.

®opma BbINyCKA
Tabnemxu, nokpeimoie nienouHoi obonouxou, 50 me u 100 me.
10 TabneToK, MOKPBITHIX MIEHOYHON 000104KOM, B OMcTepe U3 [IBX/TID/TIBAX — antoMUHUEBOM

donbru. Mo 1 unu 3 6aucTepa B KAPTOHHOM MayKe C MHCTPYKLKMEH 110 NPUMEHEHHIO.

YeaoBusi XpaHeHHs
[Tpu Temneparype He Bbile 25 °C.

XpaHUTb B HEJOCTYIHOM JUISt IETEH MeCTe.
Cpok roaHocTH

5 ner.

He MPUMEHATb MO UCTECHYEHHH CPOKA FOJIHOCTH, YKa3aHHOI'o Ha yINaKoBKeE.
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YeioBus ornycka

Otnyckator no peuenry.

IOpmmqeclcoe JIHN0, HA HMsl KOTOPOI'0 BBIXAHO PErHCTPAallHOHHOE Y/I0CTOBEPEHHE

OAO «I'eneon Puxrep»
1103 bynanewr, yn. JIégmpéu, 19-21, Benrpus

IIpousBoaurtenn
1. OO0 «I"eneon Puxtep [Nonbiuar

05-825, r. I'poasuck Ma3zoseukuid, yi. kH. KO. [ToustoBckoro, 5, [Noabia

Ecnu evinyckaiowguit konmpone kawecmea ocywecmensiem OAQO «ledeon Puxmepy, Benepus,
OONONHUMENLHO YKA3LIBAIOM.:

Boinyckaouuii KOHTPOJIb KayecTBa

OAO «I'eneon Puxrep»

1103 Byaanewr, ya. [Iégmpén, 19-21, Benrpus

2. AO «I'EJEOH PHUXTEP - PYC»

140342 Poccus, MockoBckas obnactb, EropbeBckuit paiton, nocenok Illysoe, yi. Jlecuas, a. 40

IIperensuu norpebuTeIel HANPABIATH MO aApecy:
Mockosckoe [IpeacrasurensctBo OAO «I'eneon Puxrep»
119049 r. Mockga, 4-ii JloOpbIHUHCKHI Tiep., oM 8
DnexTpoHHblit afpec: drugsafety@g-richter.ru

Tenedon: (495) 363-39-50

/ /'4).
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3amecrutens [lupekropa [Npeacrasurefibersa
f/< 3

OAO «I'eneon Puxrtep» (Benrpus) r. M@cxaa 7z Bososnu H.B.

Z1



