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BA3OTEH3

Perncrpaumonusiii nomep: JIC-002340
Toprosoe HanmenoBanue npenapara: Basorens
MexayHapoaHoe HeNmaTeHTOBAHHOEe HAMMEHOBAaHUe: JI03apTaH
JlekapcTrBenHasi popma: TabiieTKH, TOKPHITHIE 000I0UKON
Cocras
1 maénemxa, nokpvimasn 0bon0ukou, 12,5 m2 cooepycum:

oeticmeyloujee gewecmao. 1o3apTa Kanus 12,5 mr;

ecnomozamenvivle eeujecmea: MaHHuTON 50,95 Mr, uemnono3a MHUKPOKpUCTAIMYECKas

20,25 Mr, kpockapMmeruio3a Hatpus 3,595 mr, nosuaoH K-30 1,805 mr, maruus creapar 0,90 mr,
runipomesuiosa 6 1,11 mr, tTutana quoxeua (E 171) 0,23 mr, tansk 0,23 Mr, npornuieHrImKoIb
0,23 mr.

1 maonemxa, nokpvimasn 000,104Kou, 25 me cooepycum:

delicmeyloujee euyecmeo: 103apTaH Kaus 25 MT;

scnomozamenvhvie seuecmsa: MaHHuton 101,90 wmr, nemmoino3a MHUKPOKpUCTAUTHYECKAs!

40,50 mr, kpockapmesuiosa Hatpus 7,19 mr, nosuaon K-30 3,610 mr, marnus creapat 1,80 mr,
runipomesuiosa 6 2,22 mr, tutana auoxcus (E 171) 0,46 mr, tanek 0,46 MI, mpOIHJICHITIMKOIIb
0,46 mr.

1 maédaemxka, nokpvimaa obonouxoit, 50 mz cooeprancum:

deucmesyrouee eugecmeo: no3apta kanus S0 mr;

ecnomozamenvubie _eeujecmea: MaHHuton 203,80 mr, neUmo03a MUKPOKPUCTAIMYECKAs!

81,00 mr, kpockapmerio3a Hatpus 14,38 mr, nosugon K-30 7,220 mr, maraus creapat 3,60 mr,
runpomesuiosa 6 4,44 mr, tutana guokeua (E 171) 0,92 mr, tanbk 0,92 Mr, NponHIEHIITMKOIb
0,92 mr.

1 mabnemxa, nokpeimasn obonouxout, 100 m2 cooepyncum:

deticmegyioujee ewjecmeo: nozapran kanust 100 mr;




gcnomozamenvivle _geuecmsea: mMaHHuton 407,60 wmr, HeUI0I03a MHUKPOKpHUCTAUTHYECKas

162,00 mr, kpockapmeruiosa Hatpus 28,76 mr, moBuaon K-30 14,44 mr, maruus creapar 7,20 mr,
runpomerniosa 6 8,88 mr, tutana auoxkcua (E 171) 1,84 mr, Tanek 1,84 Mr, nponuieHrImKoIb

1,84 mr.

Onucanue

Tabnemku 12,5 m2

benble, Kpyrible, JIBOSIKOBBITYKIIbIE TA0JIETKH, MOKPBIThIE 000104YKOH, ¢ MApKUPOBKOH «1L» ¢
OJTHOW CTOPOHBI TAOJIETKH.

Taonemku 25 m2

besble, Kpyriibie, JIBOSIKOBBINYKIIbIE TAOJIETKH, MOKPBIThIE 000JI04YKOH, ¢ MapKUPOBKOH «2L» ¢
OJIHO¥ CTOPOHBI TAOJIETKH.

Taonemku 50 m2

benbie, Kpyrible, ABOSIKOBBINTYKIIbIE TaOJIETKH, TOKPHIThIE 000I0UKOMN, C PUCKOH € JIBYX CTOPOH
TabJeTK 1 OOKOBBIMM PHUCKAMHM M C MapKHpPOBKaMH «3» ¢ OJIHOM CTOPOHBI OT pUCKU U «L» ¢
JIPYTOii CTOPOHBI OT PUCKH.

Tabnemku 100 m2

benble, oBaIbHBIC, JIBOSKOBBIMYKIIbIE Ta0JIETKH, MOKPBITBIE 000JIOUYKOW, C PUCKOH C OJHOU

CTOPOHBI TAOJIETKH U MAPKUPOBKO# «4L» ¢ Ipyroit cTOpoHbI 1 OOKOBBIMU PUCKAMH.

PapmakoTepaneBTHYeCKas rpynna: anruotensuna Il penentopos aHTaroHucT

Kox ATX: CO9CAO01

dapmako./I0ruuecKue cBoicTBa

JlozapraH — THMIIOTEH3MBHBIH Ipenapar, SBJSIIOIIMNACS CENeKTHBHBIM aHTaroHuctoM ATi-
peuentopoB anruorensuHa II, Beicokod(dexkTuBHBI npu npueme BHYTpb. AHruoteHsus II
SIBJISIETCS. MOIIHBIM Ba30KOHCTPUKTOPOM, IJIABHBIM AKTHBHBIM I'OPMOHOM PEHUH-AHTMOTEH3HMH-
anpaocteponoBoit cucrembl (PAAC), a Takke pemaripM naTohu3n0JI0rHYeCKUM 3BEHOM IIpH
pa3BuTuH apreprainbHoi runeprensuu (Al'). Aurunorensun Il cesasbiBaercs ¢ AT -penentopamuy,
HAXOJSIIAMHUCS BO MHOTHX TKaHSX (B IJIQJKOMBIIIEUHBIX TKaHSIX COCYJIOB, B HA/ANOYEUHHUKAX,
MOYKAaX M Cep/Ie), M BBIIOJIHIET HECKOJBKO BaKHBIX OMOJIOTHYecKHX (yHKUMH, BKIIOYas
BA30KOHCTPUKLMIO U BBICBOOOXKAEHHE anpaoctepoHa. Kpome srtoro, anrumorensun Il
CTUMYJIMPYET pa3pacTaHHe TIJIAJKOMBIIIEYHbIX KiIeTok. AT>-penentopel — BTOpoH THI
pelenTopoB, ¢ KOTOPHIMH CBSI3bIBaeTCss aHrMoTeH3uH II, HO ero poinb B peryasiuuu GyHKIHH

CCpI[C‘IHO-COCY}lPICTOﬁ CHCTCMbI HCHU3BCCTHA.



Jlozapran u ero (apMakoIOrHYeckd aKTHBHBIH KapOokcuiMpoBaHHbIH Merabomut (E-3174)
610KkupyloT Bee ¢uznonornueckue ekt aHrnoteH3nHa Il He3aBUCHMO OT €ro MCTOYHHMKA
win nyt ciuaTe3a. CHibkaet obmee nepudepudeckoe conporusienue (OIICC), kKoHneHTpanuo
B KPOBH HOpAMUHEDPUHA U alIb/I0CTEPOHA, apTepHaibHoe AaBieHue (AJl), 1aBaeHHe B «MaloM»
Kpyre KpOBOOOpAILCHHMS; YMEHbIIAeT IMOCTHArpy3Ky, OKa3blBaeT auypeTHyeckuii sddexr. B
OTJIAYME OT HEKOTOPBIX TMENTHUHBIX AHTArOHUCTOB aHruoreHsuHa Il moszapran ne oGnamaer
CBOMCTBAaMHM aroHMCTA.

Jlo3apran u3buparesbHo cBs3biBaeTcsi ¢ AT -perentopaMu U He CBS3BIBACTCS U HE OJIOKHPYET
pelenTopbl JIPyruX TOPMOHOB M HMOHHBIX KaHAJIOB, MIPAIOIIMX BaXKHYIO POJIb B PEryJsIMH
GyHKIMH  cepAedYHO-cocyMcTO  cucteMbl. Kpome Toro, iosapran He HMHIUOMpyer
anruoTeHsuHnpespanaommii  pepment (AIID, kununaza II), oTBevarommii 3a paspylieHue
Opagukununa. CrenoBarenbHo, 3(QQeKThl, HanpsMyl0 He cBsi3aHHble ¢ Onokanoi ATi-
pelenTopoB, Takue KaK YCHJICHHE OpaJMKHHHH-ONOCPEIOBaHHBIX 3((EKTOB WM pa3BHTHE

OTEKOB, HE UMEIOT OTHOIIEHUS K JICHCTBHIO Jlo3apTaHa.

DapmakoouHamuka

Jlozapran mnoOJaBISIET TOBBIIIEHUE CHCTOJIMYECKOTO M JHACTOJIMYECKOIO apTepHabHOIOo
napienus (AJl) npu undy3zum anrmorensuna II. B MoMeHT nocTmKeHHMsT MaKCHMalIbHON
KOHIICHTpAIMK Jlo3apTaHa B Iuiazme KpoBH (Cpax) mociie mpuema josapraHa B go3e 100 mr
BBIIIIEYKa3aHHbIi 3¢ ekt anrnotensuna Il nopasnsiercs npubiausurenbHo Ha 85%, a yepes 24 4
1ocjie OJHOKPATHOTO U MHOTOKPATHOTO pUeMOB — Ha 26-39%.

B nepuoja npuema sio3apraHa ycTpaHeHUE OTpULIATEIbHONW 00paTHOM CBS3M, 3aK/IIOYAOLIEHCS B
nojiaBjieHuu anruoreH3uHoM Il cekpeuuu peHuHa, BeJE€T K YBEJIMUYEHHIO aKTUBHOCTH PEHHHA
mwiazmel  KpoBu  (APII). VBenmuenue APIl npuBogur K yBEIMYEHHMIO KOHUEHTPALUH
anruotensuna Il B rasme kposu. Ilpu jmurensHoM (6-HeJeIbHOM) J€YEHUE NMaueHToB ¢ Al
no3apranom B g03e 100 mr/cyr nHabmopanoch 2-3-KpaTHOE YBEIMYEHHUE KOHIEHTpPALUH
anruotensuHa Il B 1uiasmMe KpoBH B MOMEHT JOCTHXKEHHS Crax J103apTaHa. Y HEKOTOPBIX
MalMeHToB HabJII0/1a)I0Ch ellie OoJIblee yBeIMYeHHe KOHIIeHTpaluu anrnotensuna I, ocobenno
npu HeOOJIBIIONW JUTUTENBHOCTH JiedeHus (2 nHexenun). HecmoTps Ha 5T0, B mpolecce JeueHHs
AQHTUTUIIEPTEH3UBHBIH AP PeKT M CHMKEHHE KOHLEHTpAlMM ajlbJ0CTepOHa B IIIa3Me€ KPOBH
NPOSB/SUIHCH 4Yepe3 2 W 6 Hejlelb Tepanuh, 4YTO yKasbiBaeT Ha 3¢ ¢ekTuBHYyIO Oi10Kamy
petienitopoB anruoten3una Il. ITocie ormenst to3aprana APII u konuenTpanus anruorensuna Il
CHIDKAJTUCh B Te€UEHHUE 3 CYTOK J0 3HaYeHHH, HaOII01aBIIUX s 10 HayaJla IIpUeMa Jio3apTaHa.
ITockonbky  no3apran  siBusercst  cneuupuyeckuMm — anraronucroM  ATj-penentopos

anrunorensuna I, on ve uarudbupyer AII® (kununaszy II) — depMeHT, KOTOPBIH HHAKTUBUPYET



OpagukuauH. MccrenoBanue, B KOTOPOM cpaBHUBAIHCH 3(eKkTrl 03aprana B jo3ax 20 mMr u
100 Mr ¢ s¢dexramu unruduropa AIID no BiusHuio Ha anrmotensuH I, anruorensun Il u
OpaJMKUHKIH, I0KA3aJI0, YTO Jo3apTaH OyokupyeT 3(dekTsl anrnorensuna I u anrnorensuna I,
He OKa3biBas BiAMsHUS Ha d(dexTsl OpaguKuHMHA. JTO O0O0YCIOBIEHO CHEIU(PHYHBIM
MeXaHu3MoM JieiicTBus Jo3aprana. WMuruburop AII® OGnokumpoBan OTBETHBIE peakiMM Ha
aHrMoTeH3uH | W TOBBIIAT  BBIPAKEHHOCTH AP (PEeKTOB, 0OYCIOBICHHBIX JIEHCTBUEM
OpaJMKWHHHA, HE BJIMSIS HA BBIPQKEHHOCTb OTBETa Ha aHruoTeH3uH II, 4ro JeMoHCTpHpyeT
(bapmakoMHAMUYECKOE pa3IHYue MEXJLy J103apTaHoM U uHrudutopamu AllID.

KoHienTpauy Jo3apTaHa M ero akTUBHOTO MeTadojluTa B IUIa3M€ KpPOBHM, a TakKKe
AQHTUTHIIEPTEH3UBHBINA 2()(EKT JT03apTaHa BO3pacTAIOT ¢ YBEIMUSHUEM 03Bl Ipenapara. Tak xak
JI03apTaH U €ro aKTHBHBIA METabOJUT SABIISIOTCS aHTArOHUCTAMM PEelenTopoB aHrnorensuna Il

(APA 1I), onu 00a BHOCST BKJIaJl B aHTUTUIIEPTEH3UBHBIN 9 PEKT.

B uccreioBaHMN ¢ OJIHOKPATHBIM MPHEMOM Jio3apTaHa B jjo3e 100 Mr, B KOTOpoe BKIIOYAIUCh
3JI0POBBIE JOOPOBOJIBIBI (MY)KYHHBI), TIPHEM IIpernapaTa BHYTPb B YCIOBUSIX BBICOKO- H
MaJIOCOJIEBOM JIMETHI HE BIIHSI Ha CKOPOCTh KiyboukoBoi ¢unsTpanun (CK®), sdpdexruubii
MOYEYHBIN TIa3MOTOK ¥ (UIbTpalnoHHYIO (pakuuto. Jlozapran obianaer HaTpUypeTHYECKUM
s dexrom, KoTOpEIt OBUT GOslee BBIpAXKEH IPU MAIOCOJIEBOH JMETE M, MO-BHIUMOMY, He ObUI
CBSI3aH C MOJaBJIEHUEM paHHe# peaObcopOIK HATPHS B MPOKCHUMAIBHBIX MOYEYHBIX KaHAJIbIAX.
JlozapTaH Tak)ke BBI3bIBAJI IPEXOISIIEE YBEINYECHUE BbIJCICHHS MOUYEBOH KMCIIOTHI IIOYKAMH.

VYV maumentoB ¢ Al', mporemnypueit (He Menee 2 1/24 u), OGe3 caxapHoro auabera u
NPUHUMAIOIIHNX JI03apTaH B TeyeHue 8§ Hejenb B J103e 50 MI ¢ IOCTENEHHBIM YBEIHYEHUEM 0
100 mr, HaOMIOAAIOCh JOCTOBEPHOE CHW)KeHHE MpoTeuHypun (Ha 42%), (pakunoHHOH
SKCKpenuu anbOymuHa u  ummyHornoOymuuoB (IgG). VY jaaHHBIX NAaUMEHTOB J103apTaH
crabumusupoBan CK® u ymenbman GuibTpalMoHHy10 (Gpakiuio.

V JKeHIIMH B MOCTMEHOIay3albHOM repuoje ¢ Al', npuHuMaBIIuX Jo3apTad B 103¢ 50 Mr B
TeueHHe 4 HeJelb, He OBUIO BBISBICHO BIMSHHUS TEpallud Ha IIOYEYHOE H CHCTEMHOE
coJiepKaHue MpoCcTarjaH/IMHOB.

JlozapTaH He BJIMSICT Ha BereTaTHBHbIE pediekchbl U He 00JiajaeT JUIMTEIbHBIM 3 deKToM B

OTHOIICHUH KOHICHTPpAalUU HOpaJApeHaJIMHa B IJIa3ME€ KPOBH.

V¥ manuentoB ¢ Al no3apran B j03ax 0 150 Mr/cyTku He BbI3BIBAJI KJIMHMYECKH 3HAYMMbBIX
MU3MEHEHUI KOHIIEHTPAIMH TPHUIJIMLIEPUIOB HATOLIAK, OOLIEro XOJIECTEpHHA M XOJIeCTepUHa
JIMIIONPOTEHHOB BBICOKON IJIOTHOCTH. B Tex e 103ax j03apTaH HE OKas3blBall BIMSHHS Ha

KOHIECHTPAIUIO INTIOKO3bI B KPOBH HATOIIAK.



B kimnudeckoe uccienoBanue HEAAL 110 olleHKe BIUSIHUSI BBICOKOW M HU3KOH 10361 APA 11
(;mo3apTaHa) Ha pe3yJbTaT JeUeHHs MAlUEHTOB C XPOHUYECKOH CepAEeYHON HEI0CTaTOYHOCTHIO
(XCH) 6pumn Brrouyensl namueHTsl (n=3834) ¢ XCH (II-IV ¢yHKIHOHAJIBHOTO Kiacca IO
knaccudukanuu NYHA) u nenepeHocumoctbto HHruOuTopos AII®. [Tanments! Habmo1anuce B
TeyeHue 4 ner (MeauaHa JUIMTEIbHOCTU HaOMo/ieHus coctaBwia 4,7 roia) ¢ LEIbl0 CPaBHUTH
BJIMsIHUE Jl03apTaHa B Jio3e 50 mr/cyT ¢ 1030 150 Mr/cyT Ha CHHI)KEHHE BCEX NMPUYUH CMEPTH
WIA TOCINUTAIM3AlMK TI0 TI0BOJY CepJeYHON HeaocrtaTouyHocTH. JlaHHOe wuccienoBaHue
MOKa3ajlo, 4To JiozapraH B a03¢ 150 Mr/cyT 3HAUUTENBLHO CHHMXKAJl PUCK CMEPTHOCTH OT BCEX
MPUYMH MM TOCHUTAIM3AIMHU 110 TIOBOJIy CepAeYHON HEJI0CTAaTOYHOCTH IO CPABHEHUIO C J1030M
50 mr/cyt (otHowmenue puckos (OP) 0,899; p=0,027).

B nenom no3apran BBI3bIBAJ CHH)KEHUE KOHIEHTPALIMM MOYEBOM KUCIOTHI B CHIBOPOTKE KPOBU
(xax mpaBmiio, <0,4 mr/mn), coxpaHsiBuieecs NMpU JUIMTEIBHOM JieueHUU. B KOHTpoIHpyeMbIX
KJIIMHUYECKHUX HCCIIE/I0OBAaHUSAX C Y4aCTHEM MAllMeHTOB C apTepUaibHOW TMIEpTEeH3UEeH ClIydaes
OTMEHBI Iperapara B CBSI3U ¢ yBEJIMUEHUEM KOHIICHTPALUU KpeaTHHUHA UITH COJICpIKaHUS KaJus
CBIBOPOTKH KPOBH HE 3apErHCTPHUPOBAHO.

B 12-mepensHOM napa/uleIbHOM —MCCIEAOBAaHMM, B KOTOpPOE BKIIOYAIM TAIlMEHTOB C
JeBOXkeTya10uKoBOi HenoctarouHocThio (II-1V dyHkumonansHoro kiacca mo kiaccuduxanuu
NYHA), 1 GONbIIMHCTBO U3 KOTOPBIX NMPUHUMATH JUYPETHKH W/WIN CepJ/ieuHble TJIMKO3H/IbI
(mururanuc), cpaBHUBaIKCh 3 (deKTH J03apTana B jo3ax 2,5, 10, 25 u 50 mr/cyt ¢ miane6o. B
no3ax 25 wm 50 wMr/cyr mnpenapar MpOSIBISUT  MOJOXKHTEIbHbIE TeMOJIMHAMHYECKHE |
HelporopMoHaiibHbIe AP (EKThI, KOTOPbIE COXPAHSIUCH HA MPOTSIKEHUH BCEro HCCIIEIOBAHUSI.
I'emoguHamuyeckre 3G QGeKTsl BKIOYAIM YBEIMUYCHHE CEpJACUYHOr0 HHJEKCA M CHUXKEHUE
JIABJICHUsS]  3aKJIMHUBaHMS B JIETOYHBIX KanmwumsipaX, a Takke CHIDKeHHe o0Iero
nepudepuyeckoro COCyJIMCTOrO CONMPOTHBICHMS, CPEIHEro cucTeMHoro AJ[ M 4acToThI
CEpACYHBbIX COKpameHuii. YacTtora BO3HUKHOBEHHMs apTEpHAIIbHON TUIOTEH3MHM Yy JaHHBIX
MALMEHTOB 3aBHCceNa OT 036l npenapara. HeliporopmonasibHble 3()(HeKThI BKITIOUAIN CHUKEHUE

KOHLIEHTPALIMH aJIbJJOCTEPOHA U HOpAIPEHAMHA B KPOBH.

PapmMaKoKHHETHKA

Bcacwvieanue

[Ipu npueme BHYTpPHL Jl03apTaH XOpPOIIO BCAchIBACTCS M MOJBEpraercs Meradoim3My Ipu
«IIEPBUYHOM TPOXO0KJICHUU» Yepe3 MeYeHb ¢ 00pa30BaHMEM aKTUBHOTO KapOOKCHUIMPOBAHHOTO
MeTaboiMTa M HEAaKTHBHBIX MeTabojuToB. CHcTeMHas OWOJOCTYNHOCTH Ji03apTaHa B
tabneTupoBaHHON ¢opme coctaBiusier npuOIM3UTEIbHO 33%. CpeaHue MaKCHMAIbHBIE

KOHILCHTpAIUHU JIO3apTaHa U €ro akKTUBHOI'O MeTaboJIuTa JIOCTHIAIOTCs qepes l u qepes 34y



COOTBETCTBEHHO. IIpu mpueme Jio3apraHa B IMpolecce OOBIYHOIO INMpUEMa INHUIIU KIMHHYECKHU
3HAYUMOE BIMSHME HA POQHIIb KOHIICHTPAIMH JI03apTaHa B IJIa3Me KPOBHU BBISBIICHO HE OBLIO.
Pacnpeoenenue

JlozapTaH ¥ ero akTHBHBIH MeTa0OJIUT CBA3BIBAIOTCS C OENKaMH IUIa3Mbl KPOBH (B OCHOBHOM C
anpOyMuHOM) He MeHee 4eM Ha 99%. OObeM pacmpeleneHust jo3apTaHa cocrabiser 34 L
WccnenoBanuss Ha KpbicaX [OKa3alid, 4YTO JI03apTaH IIPAaKTUYECKM HE IPOHMKAeT 4Yepes
reMmarosHuedamtnyeckuii bapnep.

Memabonuzm

Jlozapran nojBepraercs akTHBHOMY PECHCTEMHOMY MeTabonu3My ¢ yyacTueM H30(hepMeHTOB
uroxpoma P450. [Tpumepno 14% no3sel 03apTaHa 1pyd BHYTPUBEHHOM BBEJICHHH HIIH IPHEME
BHYTPbH IpeBpalaeTcs B ero akTuBHbIH Metabonut. [Tocie npuema BHYTph WIIM BHYTPHBEHHOTO
BBEJCHHS ~ MEUEHHOrO  PAJMOAKTHBHBIM  yrjepojom  Jjosaprana  ('*C-nosaprana)
PaaMOaKTUBHOCTh LUPKYJIUPYIOUIEH IJ1a3Mbl KPOBH, IPEX/E BCEro 00YCIIOBJIEHAa HAJIUYHEM B
Hell Jlo3apTaHa U ero akTuBHOro merabonuta. [To 1aHHbIM MccnenoBanuit in vitro, MeTadOJIM3M
no3aprana ocymectsisiercs: nzopepmentamu CYP2C9 u CYP3A. Ilpumepno y 1% naumeHnTtos,
YyYaCTBOBABIIMX B HCCJICIOBAHMSIX, HaOJI0/1alach MUHUMAaJIbHAs KOHBEPCHUs JIO3apTaHa B €ro
AKTUBHBIN MeTabOoIuUT.

[TomuMo akTUBHOTO MeTaboiuTa 00pa3yroTcsi OMOJIOrHUeCKH HEaKTUBHBIE METAOOJIHUTHI, B TOM
YHCIIe JIBA OCHOBHBIX MeTaboJIMTa, 00pa3yIoluXcs B pe3ysibTaTte IHIpOKCHIMPOBaHHs OOKOBON
OyTHIJIOBO# 11€TIH, U OJIUH BTOPOCTENEHHBIH — N-2-TeTpa30JI-TJIIOKYPOHHU L.

Buoiseoenue

ITina3MeHHBIN KIMPEHC Jo3apTaHa ¥ ero akTHBHOrO Metabosmra cocrapisier okosno 600 mi/MuH
u 50 MJI/MHH COOTBETCTBEHHO. [loueuHBIi KIMpEeHC Jl03apTaHa U ero aKTHBHOIO MerabojuTa
COCTaBIISICT TMpUMepHO 74 MI/MHH M 26 MI/MHH cooTBeTcTBeHHO. [Ipu mpueme sosaprana
BHYTPb OKOJIO 4% J103b1 BBIBOJUTCS IMOYKAMH B HEM3MEHEHHOM BHJIE M OKOJO 6% 03Bl
BBIBOJIMTCS MOYKAMHM B BHJI€ aKTHBHOro Mmerabonuta. Jlo3apTan M ero akTHBHBIA MeTaboJUT
UMEIOT JINHEHHYIO (hapMaKOKHHETHKY TPH MpUeMe BHYTPb Jio3apTaHa B jo3ax a0 200 mr. [Toce
npiemMa BHYTPb IUIa3MEHHbIE KOHIIEHTPALMM JI03apTaHa M €ro akTHBHOro MeraboiuTa
CHMYKAIOTCS MTOJIMAKCIIOHEHITHAILHO C KOHCUHBIM MIEPUOJIOM T10JIyBBIBEICHUS TPUOIU3UTEIILHO 2
u 6-9 u coorBercTBeHHO. [Ipn pexxume noszupoBanus npenapara 100 mr 1 pa3 B CyTku He
MPOMCXOAUT 3HAYMMOIO HAKOIUIEHWs B IUIa3Me KPOBM HHU JI03apTaHa, HU €ro akTHBHOIO
MetabonuTa. BeiBefeHHe J03apTaHa M ero MeTaOOJIMTOB MPOMCXOAMT 4Yepe3 KHINECYHHK C
Kemdplo M moukamu. Ilocae mnpuema BHYTph ‘C-no3apraHa y MyX4dH OKolo 35%

paJiMOaKTUBHOCTH OOHapyxuBaetcsi B Mmoue u 58% B kaine. [locie BHYTPHBEHHOIO BBEJICHHMS



1C-no3aprana y my>xun npumepHo 43% paauoakTHBHOCTH OOHapyxuBaetcs B Moue H 50% —
B KaJle.

DapMaKoOKUHemMuKa y ocoosvlx 2pynn nayueHmos

Loorcunvie nayuenmol

KoHIleHTpaluy Jio3apraHa ¥ ero akTHBHOro MeradojuTa B IIIa3M€ KPOBH Yy IOXKHIIBIX
MAIMEHTOB MYKCKOro noja ¢ Al' 3HauMMO He OTJIMYAIOTCS OT JaHHBIX IOKA3aTeNIeH Yy MOJIOIBIX
MalMEHTOB MY)KCKOro 1nosa ¢ Al

Ilon

3Ha4yeHUs: KOHIEHTPAIMK JI03apTaHa B IUIa3Me KPOBM Y KeHIIMH ¢ Al' B 2 pa3a npeBblllaiu
COOTBETCTBYIOLIME 3HavyeHus y MyxkuuH ¢ Al. KonmeHrpamum axkTuBHOro mertaboiuta y
MY)XUMH M JKEHIIUH HE pa3jM4yaiuch. JTO siBHOE (ApMAKOKMHETHYECKOE pa3/IMuhe, TeM He
MEHee, He UMEET KIIMHUYECKOT0 3HaYECHHUS.

Ilayuenmor ¢ napywenuem GyHKyuu neveHu

[Ipu npueme sto3apraHa BHYTPb MAlUEHTAMU C JIETKUM U YMEPEHHBIM aJIKOTOJIbHBIM HHPPO30M
MeUYeHH KOHLEHTpAIMK JI03apTaHa U ero akKTMBHOIO MeTaboiMTa B IUIa3Me KPOBHM OKa3aJUCh
COOTBETCTBEHHO B 5 W 1,7 pasza BbIlIe, YeM y MOJOJBIX 3J0POBBIX H0OPOBOJIBLEB MYKCKOIO
noJja.

llayuenmo ¢ napywenuem Gynkyuu novex

Konuenrpamuu jgo3apraia B Iia3Me KpoBH y NallMeHToB ¢ kiupeHcoM kpearunuHa (KK) Bbime
10 MI/MHH HEe OTJIMYAIUCh OT TAKOBBIX y MAIlMEHTOB C HEM3MEHEHHOW (YyHKIMEH IoYek.
[Tnomane mox kpuBoit «koHueHTpanus-spemsi» (AUC) no3apraHa y nanMeHTOB, HAXOALIUXCS
Ha remoauanuse, Obula mpumepHo B 2 paza Oonbumie no cpaBHeHuio ¢ AUC no3aprana y
MAlMeHTOB C HOPMAaJbHOH moueuHoi ¢ynkuueid. KoHnenrpamuu axkruHoro meraboiaura B
Ia3Me KpOBH HE M3MEHSUIUCH Y NMAlUEHTOB C HapylIeHHWeM (DYHKIMH NMOYEK WM IalMEHTOB,
HaxXOsIIMXCsl Ha remojauanuse. Jlo3apraH M €ro axkTHBHBIH METa0OJIMT HE BBIBOJAATCS

MpOLIeYPOi reMoIuaIn3a.

IToxka3zanusi K NpUMEHEHH IO
e ApTrepuanbHas THIEPTEH3HUS.
e CHWXKEHHE pHCKAa aCCOLMUPOBAHHOW CEPJEYHO-COCYAMCTON 3a00J€BaeMOCTH H
CMEPTHOCTH Yy MAIMEHTOB C apTepHAIbHOW THIEPTEH3WeH M Tuneprpopuei JIeBOro
)KeITy04Ka, MPOSIBIIAIONIEECs COBOKYITHBIM CHMIKEHHEM 4YacTOTBI CEPAECYHO-COCYAHCTOM

CMEPTHOCTH, YaCTOThI HHCYJIbTA U UH(pApPKTa MUOKAp/a.



-

e Xponudeckast 60JIe3Hb MIOYEK y NALMEHTOB C apTEPHAIbHOM THIEPTEH3NUCH U caxapHbIM
quabeToM THMa 2 ¢ CONMyTCTBYIoImIed mnporeunypuedr >0,5 r1/cyTkH B KayecTBe
AQHTUTHIIEPTEH3UBHOTO CPEJICTBA B COCTABE KOMIIJIEKCHOM Teparuu.

e XpoHHWuecKas cepJe4Has  HEJOCTATOYHOCTh HpH  HEdD(PEKTUBHOCTH  JICUEHHMS
uaruouropamu All® wnm Henepenocumoctu uHruoutopoB AlID. He pexomenmyercs
IIEPEBOJIUTH MAIIMEHTOB C XPOHUYECKOH Cep/IeYHON HEI0CTaTOYHOCTBIO U CTAOMIIBHBIMU

nokasaressiMi ipu npueme uHruOuTopoB All® Ha Tepanuto npenapatom Basorens.

IIporuBonoka3sanus

e [loBbleHHAs! YyBCTBUTEILHOCTE K JIIOOOMY M3 KOMIIOHEHTOB IIpenapara.

e (OJHOBpeMEHHOE IPUMEHEHME C QJIUCKHUPEHOM MU IIpernapaTaMmM, CoOJepKaliuMu
QJIMCKUPEH, y MAalUEeHTOB C CaXapHbIM JUa0deTOM W/WIM YMEPEHHBIMH MIIU TSHKEIIBIMU
HapylmIeHussMH (YHKIIMH To4YeK (ckopocTh KiayboukoBoit ¢umbTpamuu (CK®) menee
60 mi/mMun/1,73 M? mIOMAAM MOBEPXHOCTH Tela) (CM. «B3aMMOJEHCTBHE C JAPYTHMH
JIEKAPCTBEHHBIMU CPEJICTBAMU»).

e OnHoBpeMeHHOE TnpuMmeHeHne ¢ uHruOuTOopamMu AllD y nmanueHToB ¢ auabeTHUecKOH
HedponaTuei.

e Tspkenble HapylIeHUS! QYHKUIUH [1€YEHH (OTCYTCTBYET OIBIT IPUMEHEHHS).

e bepeMeHHOCTH U IEPUO/I IPYIHOTO BCKAPMIIMBAHMSL.

e Bo3spacr 10 18 ner (3¢ppexTrHBHOCTD U 6€3011aCHOCTH HE YCTAHOBIICHBI).

C 0CTOPOKHOCTBIO

JIBYCTOPOHHHI CTEHO3 I0YEYHBIX AapTEpUil WM CTEHO3 AapTepHH €JMHCTBEHHOH II0YKH;
TUIEPKAIMEMHUS]; COCTOSHUS T10CIIe TPAHCIUIAHTALMK TOYKU (OTCYTCTBYET OINBIT IIPUMEHEHHS);
AOPTAJILHBIN MJIM MUTPAIbHBIA CTEHO3bI; runepTpoduyeckas oOCTPyKTUBHAS KapHOMHUOIIATHS;
XpOHMUECKass CepJe4yHas HEeJAOCTATOYHOCTh C  CONYTCTBYIOHIEH — TSDKEIIOH  IOYEYHOU
HEJIOCTATOYHOCTBIO; TSDKENask XpoHU4ecKas cepyiednas Hejocraroynocts (IV GpyHkumnonansHoro
kiacca no kiaccupukanmn  NYHA); xpoHuueckass cepieuyHas HEJIOCTaTOYHOCTb  C
YIPOXKAIOIMUMH JKM3HH apUTMHSMH, HIIeMUYeckas Oolie3Hb cep/ua; LepeOpoBacKyspHbIE
3abosIeBaHus; NMEPBUYHBIM TUIEPAIbJOCTEPOHU3M; AHTMOHEBPOTHYECKUI OTEK B aHaMHE3e,
apTepuasibHasi THIIOTEH3Hs; HapyLIEHHs BOJIHO-3JIEKTPOJIMTHOrO OajaHnca; HapyIeHus: QyHKIMH
MeYeHH; HapyleHus GYHKIHH TOYeK.

[TanuenTaM co CHM)KEHHBIM OOBEMOM LHMPKYJIUPYIOIIEH KpOBH (HAIpUMEDp, IOJIyYarolluM
jgeyeHue OONBIIMMHU J03aMH JIMYPETHKOB) — MOXET BO3HUKaThb CHMITOMATHYeCKas

apTepHabHasi THITOTEH3HSL.



IIpumenenne npu 6epeMEeHHOCTH H B IIEPHO/I ITPYAHOI0 BCKAPMJ/IHBAHHA

Jlekapcmeenmnsie npenapamol, 6030elcmeywuiie Henocpeocmeenno Ha PAAC, mozym
Cmamb RPUYUHOU CEPbE3HbIX NOGPENHCOCHUN U 2ubeu pa3euearuiezocsa niooa, no3momy npu
OUAZHOCMUPOSAHUU OePeMEHHOCMU J103apMAaH 00J1)iCeH 0blmb CpaA3y OMMEHEH U, ecau
He0OX00UMO, HA3HAYEHA AIbMEPHAMUECHAA 2UNOMEH3UBHAA MEPANUA.

Ilpumenenue npu bepemennocmu

Jlozapran npoTHBONOKa3aH BO BpeMs OepemeHHOCTH. Tepanuio j103apTaHoM HeEJb3s HAYMHATH
BO BpeMs OepemeHHOCTH. Ecnu manmueHTKam, IUIAHUPYIOMUM OEpeMEHHOCTH, IMPOJI0JDKEHHE
TEpaluHu  JI03apTaHOM  CYMTAeTcss HEOOXOAMMBIM, CIEJyeT 3aMEHUTh Jio3apTaH Ha
QJIbTEPHATHBHBIC T'MIIOTEH3MBHBIE CpPEACTBA, KOTOPBHIE HMEIOT YCTAHOBJICHHBIA MPOQHIIHL
0e30MacHOCTH IPU IIPUMEHEHUHU BO BpeMsi OepeMEeHHOCTH.

XOoTs HeT ONbITa IPUMEHEHHUs Ipernapara Jo3apraHa y OepeMEeHHBIX, JOKIMHHYECKUE
HCCIIE/IOBAHUSl HA JKUBOTHBIX I[IOKa3alM, YTO IIPHEM Jio3apTaHa MPUBOJUT K Pa3BUTHIO
CepbE3HBIX AMOPHOHAILHBIX M HEOHATAIBHBIX MOBPEXKJICHHH ¥ THOETH IUI0JIa WIKM MMOTOMCTBA.
Cuntaercs, 4T0 MEXaHU3M JIaHHBIX SIBJICHUM 00yclioBiIeH Bo3ieiicTBueM Ha PAAC.

[loueunas mnepdys3us y mioma, 3aBucsimas ot pa3Butus PAAC, mosBisercss BO BTOPOM
TpUMECTpe, O3TOMY PUCK JUIS IUIOJA BO3PACTAET, €CJIH JI03apTaH MPUMEHSIETCS] BO BTOPOM WIIH
TPETbeM TpUMeCTpe OEpeMEHHOCTH

IIpumeHenune nexkapcTBEHHBIX CpPeACTB, Bo3aeicTByromux Ha PAAC, BO BTOPOM U TpeTheM
TpuMecTpax OepeMeHHOCTH CHMKaeT (YHKIHUIO MOYEK I1JI0/1a U yBEJIMYUBaeT 3a00J1eBaeMOCTh U
CMEPTHOCTb IIJI0JJa M HOBOPOXKJICHHBIX. Pa3BUTHE OJMrOrHApaMHUOHA MOXKET OBITh
acCOIMMPOBAHO C THUIIOIUIA3HEH JIerkux y Iiofa u JedopmanusMu ckesera. Bo3moxHble
HE)KeJIaTeIbHbIE SIBJICHUSI Y HOBOPOXKJACHHBIX BKJIIOYAIOT THIOIIA3UI0 KOCTEH ueperna, aHypuio,
apTepUaJIbHYIO THIIOTEH3HIO, TIOYE€YHYIO HEJJOCTATOYHOCTD U JIETAJIbHBIA HCXO/I.

VKa3aHHble BbINIE HEKeJaTeldbHble HMCXOJbl  OOBIMHO  OOYCIIOBJIEHBI IPUMEHEHHEM
JIEKapCTBEHHBIX CpeJICTB, Bo3jeicTByrommx Ha PAAC, BO BTOPOM U TpeTheM TpUMeECTpax
OepeMEeHHOCTH. BOJIBIIMHCTBO 3MUAEMHOIOHYECKUX HCCIIEIOBAHUNA 0 M3YUYEHHMIO Pa3BUTHS
aHOMAJIMH IUI0/A TOC/I€ TNPUMEHEHMSI THUIIOTEH3WBHBIX JIEKAPCTBEHHBIX CPEJICTB B IEPBOM
TpuMecTpe OEpeMEHHOCTH HE BBIBWIM DPA3JIMYUA MEXKIY JIEKaApCTBEHHBIMH CpEJICTBAMH,
BozaeiicTByromumMu Ha PAAC, u ApyruMu rUNOTeH3UBHBIMU cpejcTBaMu. [lpu npumeneHuu
TMIIOTEH3UBHOW Tepanuu y OepeMEeHHBIX BaXXHO ONTUMHU3UPOBATH BO3MOXKHBIE HCXOJbI JUIS
MaTepu | I1J10/1a.

B cinyuae ecnum HEBO3MOKHO 10/100paTh aJbTEPHATHUBHYIO TEparluio B3aMEH Teparuu
JIeKapCTBEHHBIMH CpeIcTBaMH, Bo3ieicTByomuMH Ha PAAC, HeobxoauMo npornH(opMHpOBaTH

IMAITUEHTKY O BO3MOXXHOM PHUCKE TEpAITuU JJIs I1J10/1a. Heob6xoaumo IIPOBEACHHUE IIEPUOIUYCCKUX



YJIBTPa3BYKOBBIX HCCIICOBAHUI C IEJIBI0 OLEHKH MHTPAAMHHUOTHYECKOro InpoctpaHcTsa. [lpu
BBISIBJICHHH OJIMTOIMJIPAMHHOHA HEOOXOJIMMO MTPEKPATHTh IIPUEM JI03apTaHa, €ClIM TOJIbKO OH He
SIBJISIETCSl JKM3HEHHO HEOOXOIMMBIM JUIsi MarepH. B 3aBUCUMOCTH OT cpoka OepeMeHHOCTH
HEOOXOMMO TMPOBEJCHUE COOTBETCTBYIOIIMX TECTOB y IUioja. [laniMmeHTKH U Bpay JOJKHBI
3HaTh, YTO OJIMTOIMJIPAMHHOH MOXET HE BBISBISTBCS IO IOSBICHHS HeoOpaTHMMBIX
noBpexxaeHui miojga. HeoOxoaumo TiiaresbHoe HaOIOJEHHE 3a HOBOPOXKJIEHHBIMH, MaTepH
KOTOPBIX NMPUHUMAJIU JI03apTaH BO BpeMs OEpPEeMEHHOCTH, C ILEeIbI0 KOHTPOIS apTepUalbHOM
TUIIOTEH3UH, OJIMTYPUHU M THIIEPKATUEMHH.

Ilpumenenue ¢ nepuoo 2pyoH020 6CKAPMIUGAHUA

HewusBecTHO, BBIICISETCS JIM JIO3apTaH C IPY/IHBIM MOJIOKOM. Tak Kak MHOTHE JIeKapCTBEHHbIE
CpeCTBA BBUICISIIOTCS C TPYAHBIM MOJIOKOM, M CYLIECTBYET PHUCK pa3BUTHS BO3MOXKHBIX
HeOmaronpusTHeIX 3 (ekToB y pebeHka, HaXOIAIIErocsi Ha rPyAHOM BCKapMIIMBAaHHH, CIIEAYET
IPUHITH pElICHUE O TMPEKpaIleHUHd TPYAHOrO0 BCKApMIIMBaHHS MM 00 OTMEHE Iperapara C

y4eTOM HEOOXOIMMOCTH €ro IMpueMa JJisi MaTepH.

Cnocod npumMeHeHus H 103b1

IIpenapar BazoTen3 npuHUMalOT BHYTPb BHE 3aBUCUMOCTH OT IpUeMa MUK | pa3 B CyTKH.

Ilpenapatr Ba3zoreH3 Mo0XHO NHpUHUMaTh B KOMOMHAMM C JIDYTUMH THIIOTEH3HBHBIMU
CpeICTBAMHU.

Apmepuansnaa zunepmensus

CranjgapTHas HayajJdbHas M MOJUIEPXKUBAIOIIAs /103a sl OOJIBIIMHCTBA MAIMEHTOB COCTABIISET
50 mr mpenapara Ba3zoren3 | pa3 B cyTku. MakcuUMasbHbIH aHTUTUIEPTEH3UBHBIH 3¢dekT
Jocturaercs yepe3 3—6 HeI OT Havaja Tepanuu. Y HEKOTOPBIX NMAalMEHTOB JUIS JTOCTHIKEHHS
O6nbuero ¢dexra 103a MOKET ObITH YBEIHUYSHA 10 MAKCUMAIBLHONH CyTOYHOH 10361 — 100 Mr
npenapara Basorens 1 pa3 B cyTku.

VY nanMeHTOB CO CHHXKEHHBIM O0BEMOM IUPKYJIUPYIOUIEH KpPOBU (HAmpuUMep, IpH IIpHEME
OoJIBIIMX /103 JUYPETUKOB) HAYaJIbHYIO JI03y JI03apTaHa CIEAYeT CHHU3UTh A0 25 Mr 1 pa3 B
cyTkH (cM. «OcobOble yKa3aHus»).

Het HeoOxoaumocTu B 1o100pe HavyaIbHON JTO3UPOBKH Y MOXKHJIBIX ITALIMEHTOB U MAIMEHTOB C
MOYEYHOH HEeI0CTaTOYHOCTHIO, BKIIFOYAs MAIIMEHTOB Ha JIMaIn3e.

[Tanmentam ¢ 3a0oneBaHWeM IeYeHW B aHAMHE3e PEKOMEH/yeTCsl Ha3HayaTh Oojiee HHM3KHE
J103b1 ipenapara (cM. «OcoOble yKa3aHusI»).

CHudiceHue  pucka  accoyUUpoBaHHOU  CepOeHHO-cOCyOucmou  3abonesaemocmu U

cmepmuocmu y nayuenmos ¢ AI' u zunepmpodhueit n1e6ozo scenyoouka
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CranjgaptHas HavaibHas Jo3a npenapata Baszorens cocraBiser 50 mr 1 pa3 B cytku. B
JIJIbHEHIIEM peKoMeH tyeTcsi J1I00aBUTh T'MIPOXJIOPOTHA3U/l B HU3KHMX /033X WM YBEJIUYUTh
no3y npenapata Bazotens 10 makcumanbHOl cyTouHO# 10361 — 100 Mr 1 pa3 B cyTKH, ¢ y4eToM
cTerneHu cHukeHus: AJl.

Xponuueckas 601e31b nouek y nauuenmos ¢ AI' u caxaproim ouabemom 2 muna c
conymcmeywuiell npomeunypueii =5 2/cymku

CranjapTHas HavanbHasi jl03a npenapara Bazorens cocraBinser 50 mr 1 pa3 B cyrtku. B
JAJIbHEHIIIEM MOXKHO YBEIMYMTH 03y Ipenapara Ba3oreH3 /10 MakcMMallbHON CYTOYHOM J103bI
— 100 mr 1 pa3 B cyTku, ¢ yuetom cteneHu cHuxkenus AJl. Ilpenapar BazoTens moxer ObITh
Ha3HaueH B KOMOMHAIMM C JIDYTMMH THIOTEH3UBHBIMH CpPEACTBAMH  (JMypeTHKaMH,
OokaropaMM MeEJUICHHBIX KaJbLIMEBBIX KaHaloB, aibpa- U Oera-aapeHoOIOKaTOpamH,
TUIIOTCH3UBHBIMM  CPEJICTBAMH  LIEHTPAJILHOTO  JICHCTBHUS), HMHCYJIMHOM M JIPYTUMH
THIIOTJIMKEMUYECKUMHU  CPEICTBAMHU  (NIPOU3BOJHBIMH CYJIb(OHWIMOYEBUHBI, TJUTAa30HAMU H
MHTHOUTOpAMH TITIOKO3U/Ia3bI).

Xponuueckas cepoeuHas HeOOCMamMoO4YHOCHb

Hauanbnas no3a npenapara Basoren3 juis nanuventoB ¢ XCH cocrasnser 12,5 mr 1 pa3 B
cytku. Kak npaBuio, j103a TUTpyeTcs ¢ HeJlelbHbBIM UHTEpBaioM (T.e. 12,5 mr/cyt, 25 mr/cyt, 50
mr/cyt, 100 Mr/cyt, 10 MakcuMmainbHOM /10361 — 150 Mr 1 pa3 B CyTKH), B 3aBUCHUMOCTH OT

VH/IUBH/yaJIbHOM IEPEHOCHMOCTH.

IloGounoe aeiicTBHE

[To nanueim BeemupHo#t opranusanuu 3apaBooxpanenusi (BO3), yactora moOouHBIX peakuuit
pacrpezensieTcst ciaeayomum odbpazom: oueHs uyacto (>1/10); ygacto (ot >1/100 mo <1/10);
Heyacto (ot >1/1000 no <1/100); peaxo (ot >1/10 000 mo <1/1000); ouens peaxo (ot <1/10
000); yactoTa Heu3BecTHa (IO UMEIOLIUMCS JAHHBIM YCTAHOBHTH 4aCTOTY BO3HMKHOBEHHS HE
MPE/ICTABIISETCS BO3MOKHBIM).

B nenom no3apran xopouo nepeHocurcs nauueHtamu ¢ Al'. HexxenarenbHble sSiIBJI€HUS HOCST
JIETKUM ¥ Ipexosuuil xapakrep U He TpeOyroT oTMmeHbl npenapata. Cymmapnas yactora HA
OpU MpUeMe Jl03apTaHa CONOCTaBUMa C JAHHBIM I[I0Ka3aTteineMm Ipu npueme mianedo. B
KOHTPOJMPYEMBIX KIMHMUYECKHX MCCIIEIOBAHUSAX YacTOTa OTMEHBl Tepanmuu 10 IpHYUHE
KJIMHUYEeCKH BbIpakeHHbIX HS coctaBuna 2,3% B rpynne naiueHToB, IPUHUMABIINX JI03apTaH,

u 3,7% B rpynie NaueHToB, MPUHUMABIIUX TUIanedo.

B KOHTPOJIMPYEMBIX KIIMHHYCCKUX UCCIICAOBAHUAX JIO3apTaHa y NMAallUE€HTOB C Al HaOmoamchy

caenyronme HA:



Hapywenus co cmoponvl HepeHOU cucmemvi.:
4acTo: FOJOBOKPYIKEHHUE;

HE4YaCTO: COHJIMBOCTb, I'OJIOBHAsA 60)1]:, HapylI€HHus CHa.

Hapywenus co cmoponwt opeana ciyxa u 1a0upuHmmvle HapyueHus.:

HJacTO: CUCTEMHOEC I'OJIOBOKPYIKCHHE (BCpTI/II'O).

Hapywenus co cmoponw cepoya:

HEYacTo: OUIyIIeHHE cepaedneHus, CTeHOKap Iusi.

Hapywenus co cmoponst cocyoos:

HeyacTo: (OpTocTaTHyeckKasi) TUIOTEH3Us (BKJIIOYAsk ONOCPEIOBAHHBIE /10301 OPTOCTATHYECKUE
3¢ dexTr) (0cOOEHHO Y MAMEHTOB CO CHUKEHHBIM 00BeMOM HUpKyJupytomei kposu (OLIK),
HalpuMep, y MalUeHTOB C TSHKEIOW CTENEeHBIO CepAeYHOM HEI0CTAaTOYHOCTH WJIM TAIlMEHTOB,

MMoJIydaromux JICYCHHUEC BBICOKMMH J1I03aMH LlI/IypeTHKOB).

Hapywenus co cmoponwi diceny0ouHo-KumeyHo20 mpakma:

HeyacTo: 001k B 001aCTH KUBOTA, 3a110P.

Hapywenus co cmoponvl kodicu u nOOKONCHBIX MKAHE:

HEYACTO: KOKHas ChbIIIb.

Obwue paccmpoiicmea u HapyuieHusi 6 Mecme 66e0eHUs:

HEYacCToO: cna6ocn>, ITOBBIICHHASA YTOMIISIEMOCTDh, OTCKH.

Bnusnue na pezynomamol 1a60pamopHuix u UHCMPYMEeHMANbHBIX UCCIEO08AHUL:
4acTO: TUIEPKAIUEMHUS;
PEIKO: NMOBBIICHHE aKTUBHOCTH alannHaMuHoTpaHcdepassl (AJIT) (06bruHO Bo3Bpamaiachk K

HOpME I10CJIe OTMEHBI TepPaITHH).

KonTpommpyeMble KIHHHYeCKHE HCC/IeI0BAHHS TOKA3AJIH, YTO JIO3aAPTAaH, B 0CHOBHOM,
Xopomo nepeHocurcesi nanuedTamu ¢ Al u runeprpodmueii neBoro keayaouka. B nanapix

uceie10BaHHAX Habmoaaauceh caeayomue HS:

Hapywenus co cmoponvl Hepenoil cucmembi:

HacCTO: TOJIOBOKPYIKCHHUC.
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Hapywenus co cmoponel op2ana ciyxa u 1a0upunmnsle HapyuieHus.:

4acTo: CUCTEMHOE I'OJIOBOKPYIKECHHE (Bepmro).

Obwue paccmpoiicmea u HapyuieHus 6 mecme 66€0eHUs.:

HevacTo: ¢1aboCcTh, MOBBIIICHHAS YTOMIISIEMOCTD.

B uccnenoanun LIFE y manmentoB 0e3 caxapHoro jguabera B aHaMHE3€ 4acTOTa IMOSBJICHUS
HOBBIX CllydaeB caxapHoro jaumabera Obula HUKE IPU IIPUMEHEHHH JI03apTaHa 10 CPaBHEHHIO C
npuMenerrem arenoliona (p < 0,001). ITockonbky B JJaHHOM HCCIIE€AOBAHUM HE OBLIO IPYIIIbI
NalUeHTOB, IPUHUMABIIKX IU1ae00, HEM3BECTHO SBIISIETCS JIM TO MOJIOKHUTEIBHBIM 3 dekTom

no3aptana uau H arenonona.

KoHTposmpyemble KJIHHHYECKHE HCC/ICI0BAHHUS IMOKA3aJH, YTO JI03apPTaH, B OCHOBHOM,
XOpOIIO MEPEHOCHTCS NMALMEHTAMH € caxapHbIM Juaberom 2 THHa M nporeunypuei. B

JAHHBIX HcCIe10BaHUAX Habo1aauch caexyromue HA:

Hapywenus co cmoponst Hepenou cucmemoi:

4acTO: I'OJIOBOKPYIKCHHUE.

Hapywenus co cmopoHwvl cocyoos:

yacTo: (OpTOCTaTHuecKasl) I'MIIOTEH3Hs (BKJIIOYasi ONOCPEJOBAHHBIE 1030H OPTOCTATHYECKHE
3¢ dexTrl) (0cOOEHHO Y MAUMEHTOB CO CHMKEHHBIM 00BbeMoM 1upKyaupytouein kposu (OLIK),
HalpuMep, y MAalUeHTOB C TSHKEIOH CTENEHBIO CepJeYHON HEeJI0CTaTOYHOCTH WIIM IAallMEHTOB,

MOJIYYAIOUIMX JICYCHHE BHICOKMMHU J103aMHU JHUYPETHUKOB).

Obwue paccmpoiicmea u HapyuweHusi 6 Mecme 66€0eHUs.:

HEYaCTO: Cﬂa6OCTb, ITOBBINICHHAA YTOMJIIEMOCTD.

Brusinue na pezyiemamol 1a60pamopHuIX U UHCMPYMEHMALIbHBIX UCCIe006AHUIL:

4acTo: TUMEepKaTueMHs (B KIMHHYECKOM HCCIIEIOBAaHUHM C yYaCTHEM IAIMEHTOB C CaxapHbLIM
nuabetoM 2 Thna U Hedponaruei runepkamuemus (6onee 5,5 mmouns/in) Habmonanace y 9,9%
[AIUEHTOB, TPHHUMABIIKX JI03apTaH, U y 3,4% mNalMeHTOB, NPUHMMABIIUX IUIANE00),

TUIIOTI'TIMKEMHUA.

KonTposmmpyemble KIMHHYECKHE HCCIeI0BAHHS IMOKA3AJIH, YTO JI03aPTAH, B OCHOBHOM,
xopomo nepenocurcs nanueHtamu ¢ XCH, HSl, nabmonaBmmuecss B Xo/1e KIAHHHYECKHX

HCCJ’IC}]OBaHHﬁ, ObLIN XApaKTEepPHbBIMH JIH JTAHHOH rpynmnbl NAHEHTOB:
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Hapywenus co cmoponst kpo6u u iumghamuieckoil Cucmembl:

qacTo: aHEMHUH.

Hapywenus co cmoponvl HepeHotl cucmemvi:
YacTo: TOJIOBOKPYKEHHE;
HEYacTo: roJIoBHas O0JIb;

PEAKO: IMapeCTC3usl.

Hapywenus co cmoponwt cepoya:

peaKo: 0OMopoK, GUOpUILISAIMS NIpeIceprii, HApylIEHUE MO3TOBOI0 KPOBOOOpAIIECHHSL.

Hapywenus co cmoponwt cocyoos:

yacTo: (opTocTaTHyecKasl) THIOTEH3Us (BKJIIOYash OIMOCPEIOBAaHHBIE 030 OpPTOCTATHYECKUE
3¢ dexTsl) (0cOOEHHO y MAIMEHTOB CO CHIKEHHBIM 00BbeMOM mupkysupytomei kposu (OLK),
HalpuMep, y MAllMEHTOB C TSHKEJION CTENEHBIO CEpJACYHOM HEJIO0CTAaTOYHOCTH WM IMAIHEHTOB,

IOoJIyJarouux JICHCHHUE BBICOKUMH J103aMH IIPIypeTHKOB).

Hapywenus co cmoponvl ObixamenovHou cucmembol, 0p2ano8 2pyoHoll Kiemku U CpeoocmeHus.:

HEYACTO: OJIbIIIKA, KallCJIb.

Hapywenus co cmoponwl siceny0ouno-kuuieyno2o mpakma:

HE4YaCTO: Juapes, TOIHOoTa, pBOTa.

Hapywenus co cmopoHvl Kodicu u NOOKONICHBIX MKAHEU.!

HEYaCTO: KpaliluBHHUIIA, KOYKHBIHN 3y, KOXHas ChIIlb.

Hapywenus co cmoponsl nouex u Mouegol800auux nymei.

4acTo: HapylIeHne QYyHKIMU TTOYeK, MOYeYHass HeI0CTaTOYHOCTb.

Obwue paccmpoiicmea u HapyweHUs: 6 Mecme 66e0CHU:

HEYacTo: C.IIa6OCTb, INOBBILICHHAsS YTOMJISIEMOCTD.

Bnusanue na pezyniomamol 1a60pamopHuix u UHCMPYMEHMANbHBIX UCCIEO008AHUIL:

4acTo: yBEJIMYEHUE KOHILEHTpAllMM KpeaTHHHHA, MOYEBHUHBI U COJEP)KaHUSl Kalus B IUIa3Me
KPOBH;

HEYacTo: THIEpPKAIMCMUs (Yalle y NalueHToB, MPUHUMABIIUX JIo3apTaH B g03e 150 Mr B cyTKH,

YeM Yy NalMeHTOB, IPUHUMABLIHX Jio3apTaH B J103e SO MI' B CYyTKH).
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Caenyrwomue H5 nabdironanuch B KIMHHYECKOH NPAKTHKE B MOCTPErHCTPAUMOHHOM
nepuoje:
Hapywenus co cmopomnst Kpogu u iumhamuyeckoil cucmemol:

JaCTOTa HCU3BECTHA: AHCMHU, TpOM60L1PITOl'ICHHSI.

Hapywenus co cmoponst UMMYHHOU CUCIEMbL:

peIKO: peaklUu TUIEePUyBCTBHTEIBHOCTH, aHA(DUIAKTHYSCKHE PEaKIui, aHTHOHEBPOTHUECKHUH
oTeK (BKJIIOYass AHTHOHEBPOTHYECKUH OTEK TOpTaHH, TIJOTKH, Juia, Iry0 W/wim s3blka
(BbI3BIBAIOLIME OOCTPYKIMIO JIBIXQTEJIbHBIX ITyTEH), Y HEKOTOPBIX H3 ATUX MAIHEHTOB B
aHamMHe3e ObUTM yKa3aHUS Ha NEPEHECCHHBbIH aHMMOHEBPOTHYECKUH OTEK NPH IpUEeMe JIPYTHX
JIEKapCTBEHHBIX CpeJACTB, BKiovyass MHruOutopsl AlID), Backynmur (BiIoYas Myprypy

[lenneiin-I'enoxa).

Hapywenus ncuxuxu:

qacToTa HEU3BECTHA: JICIIPECCHs.

Hapywenus co cmoponst HepsHotl cucmembi:

JacToTa HEU3BECTHA: MUTPCHBb, IUCTCB3Us.

Hapywenus co cmoponst opeana ciyxa u 1adupurmmuole HapyuleHus:

4acToTa HEU3BECTHA: IIIYM B yIIax.

Hapywenus co cmoponbl ObixamenbHou cucmemol, Op2ano8 2pyoOHOU K1emKu U CpeOOCmeHUs.!

4aCTOTa HEU3BECTHA: KalllCJIb.

Hapywenus co cmoponbt #cenyoouHo-KuueyHo20 mpakma:

JacTOTa HEU3BECTHA: JUapes, MaHKPEaTUT.

Hapywenus co cmoponvl neyenu u Jcenyesuleo0auux nymeil:
PEIIKO: IeraTuT;

JaCcTOTa HCHU3BECTHA: HAPYUICHUS (I)yHKIII/II/I IMCYCHH.

Hapywenus co cmoponvl kodicu u NOOKOICHBIX MKAHEU.:

4qacToTa HEU3BECTHA: KpallTMBHUIIA, KO)KHBIM 3y, KOXKHas ChllIlb, @orocencuGunmaum.

Hapywenus co cmoponvl ckenemuo-mululeyHo U coeOUHUMeNbHOU MKAHU:

4acToTa HEU3BECTHA: MUAJITHs, apTpaJirus, pa6IlOMHOIIH3.



Hapywenusi co cmopoHbl n0106b1X 0p2aH06 U MOJIOYHOU JiCe/Ie3bl:

YacroTa HEU3BECTHA: OPEKTHJIbHAsA JIHCd)yHKHHSI/PIMHOTGHHI/IH.

Obwue paccmpoiicmea u HapyuieHust 6 Mecme 66€0eHUs.

yacToTa HEM3BeCTHA: 00IIee HEeJIOMOTaHUE.

Bnusinue na pezynbmamot 1a60pamopHulx U UHCMPYMEHMANbHBIX UCCNCO06AHULL:

YacToTa HEM3BECTHA: TFHIIOHATpUCMUS.

Ilepeno3suposka

Cumnmombpl: CBEJICHHsT O TEpea03upoBKe orpannveHsl. Hambonee BeposiTHOE IposiBIIEHHE
NepeIo3UPOBKH  —  BbIpakeHHOe CHWkeHue AJ] w Taxukapaus; Opaaukapaus MOXKeET
BO3HUKHYTH BCIIEJICTBUE MAPACUMIIATHYECKOH (BaryCHOM) CTUMYJISALIMH.

Jleuenue: CUMIITOMATHYECKasi Tepanusi, KOHTPOJIb KU3HEHHO BAXHBIX (YHKIMH OpraHusma.
Eciu npernapar NpUHSAT HEJaBHO — IOKA3aHO IPUMEHEHHE BHYTPh aKTMBHPOBAHHOTrO yris. B
cllydae pa3BHTHS CUMITOMATUYECKOW apTepUanbHOW TMIIOTEH3HH IOKa3aHa I10JAEPKUBAKOLIas
tepanus. JlozapraH M €ro akTHBHBIH METa0OIUT HE YAAISAIOTCS W3 KPOBOTOKA C IIOMOIIBIO

reMo/inajin3a.

B3aumoeiicTBHe ¢ IPYrHMH J1eKADCTBEHHBIMH CPeACTBAMH
Jeoiinas oaoxkaoa PAAC

JlBoitnas Onokama PAAC c npumenenuem APA II, uneubumopos AIlD wmm aruckupena
(MHrHOMTOP pEeHHMHA) AaCCOLMHPYETCSl C TIOBBIIIEHHBIM PHCKOM pa3BUTHs apTEpUAIbHON
THIIOTEH3UH, OOMOpOKa, THUNEPKAIMEMUH W HapylleHHeM (QYHKIMH IO0YeK (B TOM 4YHCIE
pa3BUTHEM OCTPOM MOYEYHOM HEJOCTATOYHOCTH) IO CpPaBHEHUIO ¢ MOHoTepanuel. Heobxoaum
peryisipHelii  KOHTposib AJl, (QYHKIMH IIOYEK M COACp)KaHUS SIIEKTPOJIMTOB B KPOBH Y
MAIMEHTOB, MPUHIUMAIOIINX OJTHOBPEeMEHHO J03apTaH u apyrue JIC, Biustomue Ha PAAC.
OnnoBpemennoe npumenenre APA II ¢ anuckupeHOM WM C mpenaparamu, COJepiKalluMH
QJIMCKUPEH, TMPOTUBOMOKA3aHO Yy MAlUEHTOB C CaXapHbIM JHa0eTOM W/WIM HapyUIeHHEM
dynxmmn mouek (CK® memee 60 mn/mmn/1,73 M? miomaam NOBEPXHOCTH Tena) M HE
pPEKOMEH/IyeTcsl y IpYyIHX MalueHTOB.

OjHOBpeMEeHHOE TMpHMEHEeHHe Jo3apraHa ¢ uHruoburopamu AIID mnpoTuBONOKa3aHO Y

MAIHEHTOB C JHa0eTHYeCcKOoi HedponaTuei u He peKOMEHIyeTCsl y APYIUX MalueHTOB.



/Jpyzue cunomen3uensvie 1ekapcmeennvle cpeocmea

['unoTeH3uBHBIE CpeACTBA MOTYT YBEJIMYMBATH AHTUTMIIEPTEH3UBHOE JECHCTBHE JIO3apTaHa.
YcuneHne aHTUTMNEPTEH3UBHOIO JIEWCTBUS JlO3apTaHa MW YBEIWYEHHUE PUCKA Pa3BUTHS
apTepHaJbHOM TUIMOTEH3MH TAaK)Ke BO3MOXHO TIPU OJHOBPEMEHHOM HPUMEHEHUHU JpPYTUX
npernapaTroB, KOTOpble CHIWXKaT AJ] B kauecTBe OCHOBHOIO MJIM NMOOOYHOIO JAEHCTBUS (TaKHX,
KaK TPULUKIMYECKHE aHTH/ICIIPECCAHThI, HelpoenTuku, 6akioden, aMupocTun).

Ilpenapamei, yeenuuusaioujue cooeprucanue Kaiusa 6 Kpogu

OpHoBpeMeHHOE TpPUMEHEHHE Jio3apTaHa (Kak M JIDYTMX JIEKAPCTBEHHBIX CPEJCTB,
Onokupyrommx anruoreH3ud II wim ero sddexrtel) ¢ rkanuiicbepecaowumu Ouypemuxamu
(nanpumep, CnNUPOHONAKMOHOM, SNIAEPEHOHOM, MPUAMMEPEHOM, AMULIOPUOOM), npenapamamu
Kaus Uiy Kaniutcooeprcaujumy 3ameHumensimu nO8ApeHHoU coiu U APYruMU JICKapCTBEHHBIMH
npernaparaMu, CHOCOOHBIMH TIOBBINIATH COJIEPIKAHUE Kalusi B CHIBOPOTKE KPOBU (BKIIOYAS
rernapyvH), MOKET IMPUBOAUTH K YBEIIMUEHUIO COJIEPIKaHUS Kallusl B CBIBOPOTKE KPOBH.
Hecmepouonvie npomueosocnanumenvmvie npenapamst (HITBII)

HIIBII, B ToM uyucne cerekmusHvle uneubumopwst LJOI-2 u ayemuncaruyunosas xucioma 6
6b1COKUX 003ax (= 3 2 6 cymKu), MOTYT CHIKATh APPEKT JUYPETUKOB U JPYTHX FMIIOTEH3MBHBIX
CPE/CTB, BKJIIOYas j03apTaH. BeneacTBue 3Toro aHTUrunepTeH3uBHeI 3 GekT no3apraHa, Kak v
JIPYTMX THIIOTEH3UBHBIX CPEJICTB, MOXKET ObITh CHH)KEH IpH IpuMenenuu ¢ HIIBII, B ToM uucie
¢ cenekmusHvimu uneubumopamu LJOI-2.

Y HEKOTOpPHIX MAIMEHTOB C YXKE€ HMMEIOIIMMCS HapylleHueM (yHKIMM Mouyek (Hampumep, y
MOKUJIBIX MAlMEHTOB WJIM NallMeHTOB ¢ OOE3BOKMBAHUEM, B TOM YHCJIE NPHHUMAIOIIUX
quypetukn), noaydaromux tepanuto HIIBIT (B Tom uncne cenexkruBabiMu uHrHOUTOpamu 1{OI-
2), onnoBpemenHoe npumenenue APA Il uin unarudéuropo AII® Moker BeI3BaTh JasbHEHIIEE
yXyaumeHne (QyHKIUM [MOYeK, BKJIIOYAs pa3BUTHE OCTPOM IOYEHHOW HEJIOCTAaTOYHOCTH |
MOBBIIICHUE COJCPIKAHUS KaTHs B Tu1a3Me KpoBu. JlanHble () (hekThl 00bIYHO 00paTUMBL.
OpnoBpemennoe npumenenne APA II m HIIBII nomxHO mpoBOAMTBCS € OCTOPOIKHOCTBHIO
(0COOEHHO Yy MAlMEHTOB ¢ HAPYUICHHOW (YHKIMEH MOYeK M MAlMEHTOB MOXKUIOTO BO3pPacTa).
[TarieHTH! AOKHBI MOMYYaTh a/IeKBaTHOE KOJIHMYECTBO JKHMJKOCTH. PexoMmeHiyercs TiaTelbHO
KOHTPOJIMPOBATEH (PYHKIHUIO MIOYEK KaK B Ha4yalle, Tak U B IPOLECCE JICUCHHUS.

Ilpenapameor 1umusn

Kak unrudurtoper AII® u npyrue nekapcTBeHHBIE CPeJICTBA, BIUSIOIINE HA BbIBEICHUE HATPHS,
J03apTaH MOJKET CHW)KATh BBIBEJCHHE JIMTUS IOYKAMM M TPUBOJAUTH K YCHIIEHHIO €ro
TOKCHYeckoro aeifictBus. Iloatomy mpu oJHOBpeMEHHOM HPUMEHEHUU Hpenapamos Aumus w

APA 11 Heo0X01MMO TIIATEIBHO MOHUTOPUPOBATH KOHIIEHTPALIUIO JINTUS B CBIBOPOTKE KPOBH.



dapmakoKHHEeTHYECKHEe B3aHMO/IeiicTBHSA
B KIWHMYECKHX HCCICIOBAHUAX [0 H3YYCHUIO (HapMAKOKUHETUYECKHX B3aMMOJCHCTBHHA
JICKQpPCTBEHHBIX CPEJCTB He OBUIM BbISIBJIEHBl KJIMHUYECKHM 3HAYUMBIE B3aUMOICHCTBUS
jJ03apTaHa € 2UOPOXIOPOMUASUOOM, — OUCOKCUHOM, — 6appapunoM,  YyuMemuOuHom U
penobapoumanom.
Pucgpamnuyun
Pughamnuyun, SBISIONIMNACS WHIYKTOPOM MeTaboaM3Ma JIEKapCTBEHHBIX CPEJCTB, CHHIKAET
KOHIIEHTPAIMIO aKTUBHOTO MeTabouTa j03apTana B Kpou Ha 40%.
Hnzuoumopwr CYP3A4
B KIMHHYECKUX MCCIIETOBAHUSIX OBLIO M3Y4YE€HO NMPUMEHEHHE JBYX HHIMOMTOPOB H30(pepMeHTa
CYP3A4: kemoxonazona u spumpomuyuna. Kemoxonazon He BIusa Ha MeTabOIM3M Jlo3apTaHa
JI0 aKTUBHOTO MeTaboJIuTa TOC/ie BHYTPUBEHHOIO BBEJIEHHS JIO3apTaHa. DPUTPOMHIMH HE
OKa3bIBaJl KIIMHUYECKU 3HAUUMOT0 3¢ deKra npu npueme jgo3apTaHa BHYTPb.
Hnzuoumopor CYP2CY9
[Toka3aHo, 4TO y HalMEHTOB, HEe MeTa0OJM3UPYIOUIMX JIO3apTaH B AKTUBHBIA MeTaboJIHMT,
UMeeTcsl O4eHb pelkuid u crenuduunblii gedexr nzopepmenta CYP2C9. Dtu jnaHHble 1al0T
BO3MOXXKHOCTBH ~ IOoJlaraTb, 4TO MeTa0onM3M  Jio3apTaHa /0 AaKTMBHOIO  MerabosuTa
ocyuiecTBisieTcs npeumyiectTseHHo u3opepmentom CYP2CI.
@nykonazon, naruourop uzopepmenta CYP2C9, npumepro Ha 50% CHMKAET KOHIECHTPALUIO
aKTUBHOrO MertabonMra Jj03apTaHa B KpoBH. He ObUIO BBIABICHO M3MEHEHHMH SKCIO3HMLUH
jo3apTaHa IpH ero OJHOBPEMEHHOM Ipueme ¢ (ayBacTaTHHOM (cnaOblii  HHrHOUTOP
m3opepmenta CYP2C9).
KiuHuveckast 3HaYMMOCTh W3MEHEHUH (PapMaKOKMHETHKH JI03apTaHa MPH €ro 0JJHOBPEMEHHOM

npumMeHeHuu ¢ uaruouropamu uzopepmenta CYP2C9 nenspectHa.

Ocobbie ykazanus
Peaxyuu c2unepuyscmeumenvrHocmu
VY NanueHTOB C aHIMOHEBPOTHYECKMM OTEKOM B aHaMHe3e (OTeK JMua, ryd, IIOTKH/TOpTaHH
H/WIIK 513bIKa) HEOOXOAMMO TIIATe/IbHOE HAOTIOACHHE.
Apmepuanvras 2unomenzus u HapyuieHue 600HO-21eKMPOIUMHO20 baranca unu CHUICeHUe
obvema yuprynupyrowei kposu (OLK).
VY mnanueHtoB co cHwkeHHbIM OLIK (Hanmpumep, nosyyaromux JiedeHHe OOJBIIUMH JI03aMH
JIMYPETHKOB) MOXET BO3HHUKATh CHMIITOMAaTHYecKas aprepuaibHas runorensus. Koppekuuio
TaKUX COCTOSTHUI HEOOXOJMMO MPOBOMTH /10 Ha3HAYECHHUs JIo3apTaHa WM HaYMHATh JIEYEHHE C

0oJiee HU3KOM J103bI JlO3apTaHa.



Hapymienne BOJHO-2JIEKTPOIUTHOrO OayiaHca SIBISIETCSl XapaKTEPHBIM JUISl MAllMEHTOB C
HapylieHueM (QYHKIHMH MOYEeK C caxapHbIM jJuadberom uiM Oe3 caxapHoro jaumabera, mo3ToMmy
HEOOXOMMO  TIIATeNbHOE HaONoJIeHHe 3a JIaHHBIMH  [alueHTaMu. B KIMHHYecKux
MCCIIE/IOBAHUSAX C YYaCTHEM MaIMeHTOB C CaxapHbIM JuabeToM 2 TuUMa ¢ NPOTEHHYpHUEH
KOJIMYECTBO CJIy4aeB pa3BUTHS TUNEpKaJIMueMuu Obulo Oosblle B rpymnne, NPUHUMABLICH
J03apTaH, 4eM B rpyIine, NpuHuMaBiiei rianedo. Heckosbko nanueHToB MpeKpaTUiIi Teparuio
B CBSI3M C BO3HUKIIIEH THIIEPKATUEMHEN.

Bo Bpemst Jie4eHus J103apTaHOM He PEeKOMEH/1yeTCsl IPUHUMATh KalluiicOeperaronye JnypeTukH,
npenapaThl Kalus WIK COJAepIKallie Kaauil 3aMEeHUTEH TIOBapEHHON COJIH.

Aopmanvueiii  cmeno3,  MUMpAibHulll  CMEHO3,  2unepmpoguyeckas — 0OCMpYKMuGHas
Kapouomuonamus

Kak u Bce nexapcTBeHHBIE Cpe/JCTBa, oOsajaroniie BazoauiaTupyromuMm jeiictsuem, APA 11
cieayer ¢ ocoboi OCTOPOKHOCTBIO MPUMEHATH y MAIMEHTOB C AOPTAJbHBIM CTEHO30M,
MHUTPAIBHBIM CTEHO30M WJIH THIIEPTPOPUIECKOI 00CTPYKTHBHON KapIMOMHUOTIATHEH.
Hwemuueckas 6onesns cepoya u yepedposackynspuele 3a001e6anusl

Kak m Bce jekapcTBeHHBIE CpeJCTBa, oOJajaioIue BazoawiIatupyromum jaeiictsueM, APA 11
JIOJDKHBI Ha3HAYaThCsl ¢ OCTOPO’KHOCTBIO NMAIlMEHTaM € MIIEMHYECKOi OO0JIC3HBIO cepila WiIu
1epebpoBacKyIIpHBIME  3a00JIEBAaHUSIMH, TTOCKOJIBKY 4pe3MepHoe cHukenue AJl y naHHO#H
IPYIIIBI HAIIUEHTOB MOKET NPHUBECTH K PA3BUTHIO HH(AapKTa MUOKaAp/Ia UM HHCYJIbTA.
Xponuueckas cepoeunas neoocmamoyrnocms (XCH)

Kak u npu npuMeHeHrH Jpyrux JeKapCTBEHHBIX CPE/CTB, OKa3biBalomuX Jeiicteue Ha PAAC, y
nanueHToB ¢ XCH u ¢ unm Ge3 HapyuieHus: (pyHKUUHM IOYEK, CYHIECTBYET PHUCK pPa3BUTHUS
TSDKEION apTepUalbHOM THIOTEH3UMM WM OCTPOro HapymeHus (GyHKiuM modek. Tak Kax
OTCYTCTBYET JOCTAaTOYHBIH ONBIT MpUMEHEHUs Jo3apraHa y mnauueHtoB ¢ XCH w
COIYTCTBYIOIIUM TSDKEIBIM HapylleHueM (YHKIHHU ModeK, y mamueHToB ¢ Tspkeno XCH (IV
¢yHKIHOHATBEHOTO Kiacca mo kinaccuduxammun NYHA), a Ttaxke y manuentoB ¢ XCH wu
CUMIITOMATUYECKMMHU YTPOXKAIOUIMMH JKHU3HH APUTMHUSIMH, Y JIaHHBIX TpYIIN [alUEHTOB
JI03apTaH CIEAYET PUMEHSTH C OCTOPOXKHOCTBIO.

Hapywenus ¢pynkyuu nevenu

Jlanubple (papMaKOKMHETHYECKHX MCCIIOBAaHUI yKa3bpIBAlOT HAa TO, 4YTO KOHIIEHTpALUs
J03apTaHa B IIa3Me KPOBH Yy MAlMEHTOB C IMPPO30M IICUYCHH 3HAYUTEIILHO YBEIMYHUBACTCS,
MOATOMY HAlMEeHTaM C HapymeHUsMH (YHKIIMM [EYEeHH B aHaMHe3e JI03apTaH CleayeT
Ha3zHayaTh B Oosee HU3KOH J03e. OTCYTCTBYET ONBIT MPUMEHEHHUs JIo3apTaHa y HalMEeHTOB C
TSOKEJIBIMH HapyIIEHUsSIMH (YHKIIMHM TIEUYEHHU, MOITOMY Ipenapar He JOJDKEH NPHUMEHSTHCS Y

JIAHHOM I'pyHIibl MAIfMCHTOB.
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Hapywenus ¢hynkyuu nouex
BenencrBue  murnOupoBanus PAAC y  HEKOTOPBIX IPEAPAcIOOKEHHBIX — IMallHEHTOB
HAOJIIOJAIMCh U3MEHEHUs! (PYHKIMHM TOYeK, BKJIIOYasi pa3BUTUE IOYEUHOM HEAOCTATOYHOCTH.
JlanHble W3MEHEHMs TOYeUHOW (YHKIMU MOTYT BO3BpAllaThCsi K HOPME IOCIE NPEKpalieHus
JICUYCHUSI.
HekoTopble JleKapcTBEHHBIE CpeACTBa, oOKasbiBaiomue BozaeicTue Ha PAAC, moryr
YBEJIMYMBATH CHIBOPOTOYHBIE KOHILEHTPALIMM MOYEBHHBl M KpEaTHHHUHA Y IIAalMEHTOB C
JIBYCTOPOHHUM CTEHO30M IMOYEYHBIX apTEepPHil WM CTEHO30M IOYEYHON apTepHH €JIMHCTBEHHOU
noukd. CooOImaaock 0 BO3HUKHOBEHHH MMOA0OHBIX A(P¢exToB npu npueme Jo3apTaHa.
[Tono6uple HapymieHuss (GYHKIHMH TMOYEeK MOryT ObITh 0OpaTHMBl MOCJIE OTMEHBI TEpalruu.
JlozapTan J0JDKEH NPUMEHSITBCSI ¢ OCTOPOIKHOCTBIO Y TMALMEHTOB C JIBYCTOPOHHHMM CTEHO30M
MOYEUHBIX aPTEPHH WM CTEHO30M ITOYEYHOH apTepPUU €IMHCTBEHHOM ITOYKH.
Tpancnaanmayus nouku
JlaHHble O TNpPUMEHEHHs JI03apTaHa Yy HAlMEHTOB, HEJABHO IEPEHECIINX TpPaHCIUIAaHTAIlUIO
IIOYKH, OTCYTCTBYET.
llepeuunviit 2uneparboocmeponum
Tak kak y manueHTOB C MEePBHYHBIM TMIIEPATIBI0CTEPOHU3MOM, KaK IpaBUIIO, HE HadIoaaeTcs
MIOJIO’KUTEIIBHBIA OTBET HA TEPAIIUIO TUIIOTEH3UBHBIMU CPEICTBAMHU, KOTOPHIE JACHCTBYIOT ITyTEM
unrubuposanus PAAC, nosromy npumMeHeHue jgo3apTaHa He peKOMEHJIyeTCs Y JJaHHOM TPYIIIbI
MalUEHTOB.

Ocoobvie 2pynnsl nayuenmoe
OmHuveckue pasnuyus
Kak u wunrubmroper AlI®D, nozapran u apyrue APA Il oxa3piBaloT MeHEe BBIPAKEHHOE
AQHTUTUIIEPTEH3UBHOE JICWCTBHE Yy T[AllMEHTOB HErPOMJHONW packl 10 CPaBHEHHIO C
IpeACTaBUTENISIMH JIPYTHX pac, YTO MOXKET 00BICHATHCS O0Jiee BHICOKOH paclpoCTPaHEHHOCTHIO
COCTOSTHUI ¢ HU3KOW aKTUBHOCTBIO pEHHHA IIa3Mbl KPOBH y INMAlMEHTOB HEIPOMIHOHN pachl C
apTepUaIbHOMN THIIEPTEH3HEN.
AHaM3 JaHHBIX BCEH MOMYJISIIMU MAIMEeHTOB, BKIIOYEHHBIX B ucciepoBanue LIFE 1o
U3YyUYCHHIO BIIMSIHUS JI03apTaHa Ha CHWIKEHHME YACTOTHI Pa3BUTUS OCHOBHOI'O KPHUTEPHS OLEHKH
ucclieIoBanus y nanueHToB ¢ Al' u runeprpodueit neBoro xemnyaouka (n=9193), nokasai, 4ro
CIOCOOHOCTH JI03apTaHa 10 CPABHEHHIO C ATEHOJIOJIOM CHHUXKATh PHCK Pa3BUTHSl MHCYJIbTa H
uHpapKTa MHOKap/a, a TakKKe yMEHBbLIATh I0Ka3aTellb CEepJCYHO-COCYAMCTOW CMEPTHOCTH Yy
nanueHToB ¢ A" u runeprpodueit neBoro xemynouka (Ha 13%, p = 0,021) He pacnpocTpanseTcs
Ha MaIlMeHTOB HErPOMIHOM pachl, X0Ts 00a pexxuma Tepanuu 3(G(EKTHBHO CHMXKAIU YPOBEHb

AI[ Y JAaHHBIX IAalIlUECHTOB. B nmanHOM mcclieoBaHUU JIo3apTaH IO CpaBHEHHIO C aTCHOJIOJIOM
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yMEHBIIA MOKa3aTelb Cep/IeYHO-COCYAUCTON 3a00JIEBAEMOCTH U CMEPTHOCTH Y TAI[HEHTOB C
AT u runeprpodueil 1€BOro Kejy04ka Bcex pac, Kpome HerpouaHoit (n = 8660, p = 0,003).
OpHaKo B JaHHOM MCCJIE/IOBAaHUH MAIMEHThl HETPOUIHOM packl, MOJIy4YaBIINE aT€HOJIO), UMEIIH
MEHBIIMH PHCK pPa3BUTUSI OCHOBHOIO COCTABHOTO KPUTEPHs OIEHKH HCCiIeoBaHus (T.e.
MEHBIITYI0O KOMOMHHPOBAHHYIO YaCTOTY Pa3BUTHUS CEPJICYHO-COCYJAMCTON CMEPTHOCTH, HHCYJIbTA
¥ MH(apKTa MHOKap/ia) M0 CPABHEHHUIO C MMALMEHTAMU TOMH K€ packl, IPMHAMABLIMMH JI03apTaH
(p=0,03).

Ilayuenmul nodcuno2o eozpacma

KimHuyeckue WCCleIOBaHMsS HE BBIABHIM KaKUX-TMOO OCOOEHHOCTEH B  OTHOIIECHHH
Oe3omacHoCcTH ¥ 3(PEKTHBHOCTH JI03apTaHa y MalMeHTOB MOXKHUIOro Bo3pacTa (crapiue 65 Jier).
Jlemu u noopocmku

D¢ dexTuBHOCTL U O€30MacHOCTh NPUMEHEHHs npenapara Ba3orens y aerei U 1M0JpOCTKOB J10
18 j1eT He yCTaHOBJICHBI.

Eciu y HOBOPOKJICHHBIX, YbH MaTE€PH NMPHHUMAIHN TIpenapar BazoTeHns Bo BpeMsi OepeMeHHOCTH,
HaOJII0/1aeTCsl pa3BUTHE OJIMTYPUH WM apTepPHATBHON THUIOTEH3UH, HEOOXOAUMO IPOBEIECHUE
CHUMIITOMATHYECKOW Tepalrny, HarpaBjieHHOW Ha mnojyiepxanue AJl m noueuHoit nepdys3uu.
MosxeT nmotpeboBaThCsl TMepeMBaHie KPOBH WJIM IPOBEJCHHME Haau3a JUIsl NpeJIOoTBpPaIlCHHS
pa3BUTHSI apTEPHATIBHOM TMIIOTEH3UH W/WJIH TIOJUIepXKaHus (PYHKIIMHU TTOYEK.
IMOPUOMOKCUYHOCD

[Ipumenenune JekapcTBEHHBIX cpejcTB, BosjeicTByroumx Ha PAAC, Bo II u III tpumectpax
OepeMEeHHOCTH CHMKAeT (PYHKIIMIO MOYEK IUI0/1a U YBEIHMUUBaeT 3a00J1eBaeMOCTh U CMEPTHOCTh
II0JIa U HOBOPOXJIEHHBIX. Pa3BUTHE OJMIOrMIpaMHHOHA MOXKET OBITH ACCOIMMPOBAHO C
TUIIOIIA3UeH JIETKUX I1J10/1a U IeopManusMu ckeneta. Bo3MokHbIe HeKenaTeIbHbIe SIBICHUS Y
HOBOPOIKJICHHBIX BKJIIOYAIOT TMIIOILIA3UI0 KOCTEH uepena, aHypHIo, apTepUaIbHYIO THIIOTEH3HIO,
MOYCYHYIO HEJIO0CTAaTOYHOCTh M JIeTaJbHBIA Hcxoid. Ilpu nmarHoctupoBaHuM OepeMEHHOCTH
npenapat Ba3zotens j10mkeH OBITH cpa3y OTMEHEH.

Jlsounas onoxaoa PAAC

Coo01rasioch 0 pa3BUTUU apTePHAIBHON T'MIIOTEH3UH, 0OMOpPOKA, UHCYJIbTA, THIEPKAIUEMUH H
HapymieHUH QYHKIMM T04YeK (B TOM 4YHCIE OCTPOM MOYEeYHOH HEAOCTaTOYHOCTH) Yy
BOCIIPHMMYHMBBIX TAIlHEHTOB, OCOOEHHO €CIIM MPHMEHSeTCs KOMOMHMpOBAHHAs Teparus
cpeacTBamu, Brusiomumu Ha PAAC.

OpnnoBpemennoe npumenenue APA II (B T.4. 103aprana) ¢ alMCKMPEHOM MM C IIpernapaTamw,
COJIEpIKAIIMMH @TUCKUPEH, MPOTHUBOIOKA3aHO Yy TMAlMEHTOB C caXapHbIM JMabeToM W/WiM ¢
yMepeHHOH modeuHo#t Hemoctatounocthio (CK® wmenmee 60 wmu/mun/1,73 M muomanm

MOBEPXHOCTH TeJIa) U HE PEKOMEH/IYETCs y IPYTUX MalUeHTOB.
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OJHOBpeMeHHOE MpHMEHeHHe JiozapTaHa ¢ uHrubutopamu AlID npoTHBONOKa3aHO Y
NalnMeHToB ¢ JuadbeTnyeckoit HeGponaTHel U He PEKOMEH/IyeTCs Y JIPYIHX IMallueHTOB.

B Tex cayyasx, Korja OJHOBPEMEHHOE Ha3HA4Ye€HHE JIBYX JICKAPCTBEHHBIX CPE/ICTB,
Bo3zeicTByiomux Ha PAAC, sBisiercs abCcoMOTHO HEOOXOJMMBIM, WX IPHMEHEHHE JOJDKHO
HAXOJIUTHCS 0J1 KOHTPOJIEM Bpada ¢ 0c000# 0CTOPOKHOCTBIO H € PETYIAPHBIM MOHUTOPHHIOM

(GyHKIMH oYeK, nmokaszareneid AJl ¥ copepixaHus SJIEKTPOIUTOB B IIa3ME KPOBH.

Biausinue Ha CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMH CpeICTBAMHM H padoraTh ¢
MeXaHH3MaMH
He mpoBOAHIOCH MCCIEIOBAHMIN JIUIs OLICHKU BIMSIHUS JI03apTaHa Ha CIOCOOHOCTH YNPAaBIIATh
TPAHCIIOPTHBIMH CpeJICTBAaMH M paboTtath ¢ MexaHuzmamu. OaHako HEoOX0aMMO coOM0AaTh
OCTOPOYKHOCTH TPH TPHUMEHEHHH TMIIOTEH3UBHOH TEpaluu M YIPaBJICHUH TPAHCIIOPTHBIMU
Cpe/ICTBAMH HIIH paboTe ¢ MeXaHW3MaMH, MOCKOJIbKY BO3MOKHO Pa3BHTHE IOJOBOKDYKEHHS H

COHJIMBOCTH, 0cOOEHHO B Hayaje TEpalry UJIA IpHu YBEIUMYCHUH JI03bI.

®opma BbINyCKA
Tabnerku, mokpeiTeie 000104KOM, 12,5 mr, 25 mr, 50 mr, 100 mr.
ITo 7, 10 umu 14 Tabnerok B 6iuctep u3 [IBX/I1B/IX/amomunuesoit ¢ponsru. [lo 2, 4 6iuctepa
o 7 tabaerok, mo 1, 3, 10 6aucrepoB mo 10 tabnerok umu no 1, 2 6aucrepa no 14 tabnerox

BMECTE C HHCTPYKIMEH 10 MPUMEHEHHIO B KAPTOHHOM MayKe.

YcinoBusi XxpaneHust

[Tpu Temneparype He Boime 25 °C. XpaHUTh B HEJAOCTYITHOM IS JIeTel mecTe!

Cpoxk roanoctu

3 roja. He IIPUMEHATH 110 UCTECYECHHUH CPOKa 'OJTHOCTH, YKA3aHHOI'O Ha YIIaKOBKE.

YciaoBus oTmycka

OTmyckaroT 1o peuenty.

IIpousBoauTean™

1. AO «AkrtaBuc», Ucnanaus
PeiikpsiBukypBeryp 76-78, 220 Xapuapprsepayp.
2. «lumna JIta.», Unaus

yuactku NeJI-139 — JI-146, Bepna Munactpuan Dcreiit, Bepna-I'oa.
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Dacoswur/VYnaxkosuyux™:
1. AO «AxTtaBuc», Mcmanaus
PeiikpsiBuKypBeryp 76-78, 220 Xadnaphrepayp.
2. «umna JIta.», Uaaus
yuactku NoJI-139 — JI-146, Bepna Unnactpuan Dcreiit, Bepna-I'oa.
3. «bankaudapma-/lynauna» AJl, borrapus

yi1. CamokoBckoe mocce 3, Jlynauma 2600.

Beinyckarowyuii koumpone kavecmea*:
1. AO «AkrtaBuc», Mcnanaus
PeiikpsiBuKypBeryp 76-78, Xaduapprepayp.
2. «bankaudapma-/lynuuna» AJl, boarapus

yi. CamokoBckoe mocce 3, Jlynmauna 2600.

* YKa3bIBa€TCA B 3aBUCUMOCTH OT MeCTa IMPpOU3BOACTBA W/WIH BBIIMTYCKAKOLIEro KOHTPOJIA Ka4yeCTBa.

IOplfl)]lfl‘ICCKOC JIMI0, HA HMsI KOTOPOI0 BBI/IAHO PErHCTPALHOHHOEC YIOCTOBEPEHHE:

«CuDuBuTu ®APMA JIMMUTEl», Kunp

Oprauusanusi, NPUHAMAKOIAs IPeTeH3HH Ha TeppuTopun Pd:
000 «Kcanrep ®apma»,
Poccus, 115035, r. Mocksa, CajoBanyeckast Ha0., 1. 75.

tel.: +7 (495) 970-07-50

MeauunuHCKHN TUPEKTOp

000 «Kcanrtep @apma» Bunpunnckas M.IO.
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