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HAUMEHOBdHUEe 1eKapcmeeHHoe0 npenapama
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MexIyHapo/iHOe HENATEHTOBAHHOE HAMMEHOBAHME: KaH/lccapTaH

JlekapcrBennasi popma: tabierku

Cocras

Hencmeyiowee seugecmeo

Oyna TabneTka cOAepXKHUT ASHCTBYIONIETO BEllleCTBA KaHAecapTaHa uuiekcermia 32,0 mr.
Benomozamenvnuvie eewyecmea

Kanbuus xapbokCHMETHILEUTION03a (KapMeuio3bl KanbuueBas cosib) 11.0 mr, runponosa 8.0
MTI, KpacuTenb Keje3a okcua kpacuwlit E 172 0,52 mr, nakto3sl monoruapar 163.0 mMr, maruus

creapat 0.8 Mr, kykypy3Hbii kpaxmai 40,0 mr, makporos 5,2 mr.

Onucanne
Po3oBas kpyrias ABOSKOBbINyK/Ias TableTka, ¢ HaCeUKOi ¥ rPaBUPOBKO A Ha OJIHOH CTOpOHE

1 032 na apyroii cropone. GL

PapmakoTepaneBTHYECKAasi FPYIIA: AHTArOHUCT peLenTopoB aurnotensuna II.

Koa ATX: CO9CA06

®a PMAKOJIOrHY€CKHE CBOHCTBA

(l>a|gmalcommammca

AHrnorensut Il — OCHOBHO#H rOPMOH PEHHH-AHTHOTECH3UH-JIBA0CTEPOHOBOI CHCTEMBI, KOTOPBIH
UIpaeT BaXKHYIO pOJib B IaTOTEHE3E apTePHATLHON THNIEPTEH3HH, CEPAEUYHONH HEI0CTAaTOYHOCTH H
JIPYIHX CEpACYHO-COCYAMCTHIX 3a0ojieBaHuii. OcHOBHbIMM (u3Honornyeckumu 3ddexramu
aurnotensuna Il gBIAIOTCS  Ba30OKOHCTPHKIHS, CTHMYJSINS MNPOAYKIIHH — aTbJI0CTEpPOHA,

peryadanusa BOJAHO-3JICKTPOIMTHOIO roMeocrasa M CTHMY!ILMA KJIETOYHOI'0 pocTa. Bce st



spdexTsl  omocpeoBaHbl  B3aUMOJIEHCTBHEM aHrHOTeH3uHa Il ¢ aHrHOTEH3WHOBBIMH
peuenropamu 1 Tuna (AT -peuentopsi).

Kanjiecapran — ceJeKTHBHBIH AHTaroHUCT peuentopoB aHruorensuHa Il 1 tuma (AT)-
peuentopoB). Kanjecapran He WHrHOMpyeT aHruoTeH3WHNpeBpamaiomuii pepment (AIID),
KOTOPBIH OCYLUECTBISECT IpeBpalleHHe aHrnorensuHa | B auruorensun Il u paspyuaer
OpasukuHuH; He BauseT Ha A1 1 He NPUBOJMT K HAKOIUICHUIO OpaiMKMHUHA WK CyOCTaHIMK
P. Ilpu cpaBHenun kanaecaprana ¢ unruburopamu AIID passuTHe Kamwis pexe BCTPEYanoch y
MAalMEHTOB, MOJIyYaBIIMX KavJaecapraHa uwuiekcerwi . Kanaecapran He cBs3bIBactess ¢
peLenTopaMu JIpyrux ropMOHOB M He OJIOKHPYET HOHHBIE KaHAlIbl, YHaCTBYIOIIHE B PETyIsSIHA
(QyHKUMHA cepaedHOo-cocyaMcTol cucteMbl. B pesynbrare Onokuposanus AT-peuentopos
anrnorensuHa Il mpoucxXoanT 10303aBUCHUMOE MOBBIIICHHE aKTHBHOCTH PEHHHA, KOHLEHTpAIHU

anrnortensuna I, anrnorensuna Il u cHmxkenue KOHIEHTPAIHH allb0CTCPOHA B TJ1a3ME KPOBH.

Apmepuanvuas cunepmen3us

[Ipu aprepuasbHON TIUNEPTEH3MH KaHJAECapTaH BbI3bIBAET J10303aBHCUMOE UIHTEJILHOE
CHUKEHHE aprepuanbHoro japienus (AJl). AururuneprensusHbiii  3pdekt mnpenapara
00yc/ioBIeH CHIKEHHEM 00IIero nepupepHyueckoro CONMPOTHBICHUS COCY/I0B, Oe3 H3MeHeHHs
yacToThl cepaeunbix cokpamenui (YCC). He ormeuanoch ciyuaeB BhIpaKeHHOH apTepHalibHOM
THMOTEH3UH Tocjie npuéMa TepBOM JI03bl Npernapara, a TakKe CHHAPOMa OTMEHbI (CHHIPOM
«PHKOLIETA») MOCJIE IPEKPALIIEHHs TEPAIIHH.

Hauano runoTeH3sMBHOro ACHCTBHS 1OCJE NpHEMa MEPBOH J103bl KaHIEcapTaHa LMJICKCETHIIA
00bIYHO pa3BHBaeTCs B TeuenHe 2-X yacoB. Ha done nmponomxkatomeiics Tepanuu npenaparoM B
(MKCHPOBAHHOM J103e MaKcUMalbHOE cHHKeHHe AJ] 0ObIMHO JlocTHraeTcs B Teuenue 4 neenb U
COXpaHsAEeTCs Ha NMPOTSAKCHHUHU JiedeHus. Kanjaecaprana LMJIEKCETHIl, HA3HAYaeMblii OJMH pa3 B
cyTkH, obecneunBaeT s¢dekTHBHOE M mnaBHoe cHWkeHHe AJl B Teuenne 24 dHacoB ¢
HE3HAYMTEIbHbIMM KoJeOanusMu AJl B HMHTEpBalax MEKIy NPUCMaMH OYCPEIHON JI03bI
npenapata. Ilpumenenue kanjecapraHa IHJIEKCETHNAa COBMECTHO C TH/APOXJIOPOTHA3ZHIOM
NPHBOJUT K YCHJIEHHIO THNOTeH3uBHOro sddexra. CoBmecTHOE NpHMEHEHHE KaHjecapraHa
[IMJIEKCETHIa U THAPOXJIOPOTHA3HIA (MIITH aMJIOIMITHHA) XOPOILO NEPEHOCHTCS.

D deKTHBHOCTD NpenapaTa He 3aBUCHT OT BO3pacTa M MoJia MalHeHTOB.

Kanjecaprana nuaeKceTH1 yBeTHYUBAET MOYEUHBIH KPOBOTOK M HE H3MEHSET WJIH K€ TMOBBIIIACT
CKOPOCTh KIYOOUKOBOH (MIALTPALMK, TOrJa Kak MOYEYHOE COCYIHCTOE COMPOTHBIEHHE H
¢unbTpanmonnas ¢pakuus cHwkalores. [lpuem kanjecaprana nunexceTunaa B jo3e 8-16 mr B
Teuenue 12 Heaeab He OKa3bIBAET HEraTHBHOIO BIMSAHWSA HA KOHIEHTPAIMIO TIIHOKO3bI H

JTUIHHBIH Mpo(uIb y MAlMEHTOB ¢ apTepHAIBHOH THIICPTEH3HMEH W caxapHbM auadbeToM 2



THNA.

Kimmnuueckoe felicTBue KanJecapraHa LMJIEKCETH]IA Ha I0Kaszarellb CepAedHO-COCYAMCTOH
3a00/1€Ba€MOCTH M CMEPTHOCTH NpH npuéme B 03¢ 8-16 Mr (cpeansis jo3a 12 Mr) oauH pa3 B
CYTKH HCCJIEJIOBATIOCH B XOJI€ PAaHJAOMH3HPOBAHHOTO KIMHAYECKOTO MCCIIEIOBAHHS C YYaCTHEM
4937 noxunbix nauueHToB (Bospact or 70 go 89 ger, 21% naumeHtoB B Bo3pacte 80 jier u
cTapliie) ¢ aprepHaJibHOW TMNEepPTeH3Hen MATKOH U YMEPEHHOH CTENEHH TSHKECTH. MOJTyYaromuX
Tepanuio KaHlecapraHa LIMJIEKCETHIOM B cpeaHeM B Teuenue 3,7 ser (uccinenoBanue SCOPE -
UCCIeIoBaHHE KOTHHTHUBHBIX (DYHKIMI M NporHO3a y MNOXKWIBIX NalMeHToB). [lanmeHTs!
NOJIyYaIH KaHJecapTaHa LWJIEKCeTH]l WM 1uianebo, npu HeoOXOAMMOCTH B KOMOMHAUMH ¢
JIPYTHMH aHTHIHIIEPTEH3UBHBIMH cpejcTBamu. O0a pexxuma Tepanuu nokasaim s¢dexkruBHoe
CHHIKEHHE CHCTOJNIMYECKOro u auacronndeckoro AJl (¢ 166/90 no 145/80 mm pr.ct. B rpynmne
NalMEHTOR, NOJYYaBIINX KaHaecapras, u ¢ 167/90 1o 149/82 MM pr.cT. B KOHTPOJILHOH IpyIie)
Ha (one xopoueit nepenocumocti. KorHutusHas GyHKIHS W Ka4e€CTBO KH3HH COXPAHAIHCH HA
XOpOoIlEM YpoBHE B 00€HX I'pyINax nauMeHToB. Mex 1y 9TUMH JIBYMsl IpYIIIaMH [ALMEHTOB He
HAOMI01a7I0Ch CTATUCTHYECKH 3HAYUMBIX Pa3IHMYMil 4acTOThI PA3BHUTHA CEPACHHO-COCYAMUCTHIX
OCJIOKHEHHH 10 NMEPBHYHONH KOHEYHOH TOYKe, BKIIOYAIOUIEH CepaeyHO-COCYIMCTYIO CMEPTh,
pa3BuTHe HedaTanbHOro WHpapkTa MHOKapiaa ¥ HedarajibHOro MHCyJbTa. OgHAKO B rpynne
MalMeHTOB, MOJIyYaBIIMX KaHECapTaH, PUCK pa3BUTHA HedaTanbHOro MHCynabTa OblT Ha 28%
HUKE, YeM B KOHTPOJbHOH rpynne (oTHocuTelbHbli puck = 0,72, 95% noBepUTEIbLHbIH

untepsan 0,53-0,99, p=0.04).

Cepoeynas HedocmamoyHocms

CornacHo pesyJsibraTaM nporpaMmbl kinHuueckux uccienopanuit CHARM (Kanpecapran npu
cepaeyHON HepoctaTouHOCTH — Ouenka CHuxkenus Yposus CMepTHOCTH U 3a00/1€BaeMOCTH) €
yyactieM 7599 nanmeHTOB NMpUMEHEHHe KaHjecapTaHa IHIeKceTHIa (Cpe/iHas /103a COCTaBHIIa
24 Mr/cyTKM) NPHBOJAMIO K CHHXKEHHK YacTOTbl CMEPTEIbHBIX HCXOAOB M  4acTOThI
FOCITHTAIH3AIMU O TOBOY XPOHUYECKOH Cep/IeYHOI HEeJOCTATOYHOCTH, a TAaKkKe YJIy4IICHHIO
CHCTOJINYECKOH (DYHKLIHMH JIEBOIO xKelly1ouka. Meinana JunteIbHOCTH Habm0/IeHHs coCcTaBlIsia
37.7 mecsnes.

B uccneposanun CHARM-Alternative (n=2028) y mnanueHTOB €O CHWKEHHOH (pakinei
BbIOpoca neoro xkenyaouka (PBIDK) < 40%, ve nonyyaBumx uHruburopsr AIID n3-3a mioxoi
MEPEHOCUMOCTH (B  OCHOBHOM HM3-3a Kauwiss — 72%), KOMOMHUPOBAHHBIH KpPUTEPHUI,
BKJTIOYABIIHIA CMEPTh OT CEPJICHUHO-COCYAMCTRIX 3a00IeBaHM HITH TIEPBYIO TOCTTHTATINA3AIUIO 1O
I0BOJly XPOHHYECKOH CEpACYHOH HEA0CTATOYHOCTH, ObLI 3HAYMTENLHO HMKE B IpyIie

[TALIHEHTOB. MMOJYYaBIIUX KaHJAecapTaH. MO CpPaBHEHHUIO C rpyrmoﬁ nuamnedo (COOTHOI.IJCHHC



puckoB = 0,77, 95% noseputensHbii  uHTepBan 0,67-0,89, p<0,001). Cuwuxenune
OTHOCHTEIBHOTO pHcKa cocTaBHIo 23%. TIpH 5ToM ObLIO OTMEUEHO MOJIOKHTENLHOE BIHSHHE
KaHJccapTaHa W Ha KakAyl M3 COCTABJISIOIIMX 3TOr0 KOMOMHHUPOBAHHOIO KPHTEpHS.
IlpuMeHeHHEe KaH/iecapTaHa [UJICKCEeTHIa IPUBOIMIIO K YIYYIICHHIO (YHKIIHOHAIBLHOTO Kjacca
XPOHHYECKOH cep/ieyHON He0CTaTOuHOCTH 10 kiaccupukauun NYHA (p=0,008).

B wuccinenoBanun CHARM-Added (n=2548) y naumenToB co cHmxeHHOH ®BJIDK < 40%,
noaydaBmux HWHrHOuTOpHl ATID, KOMOMHMPOBAHHBIH KPHUTEPHi. BKIIIOYABIIHH CMEPTh OT
CEPAECYHO-COCYAUCTBIX 3a00/1€BaHUN MM [EPBYIO OCHMTAIN3ALHIO 110 [I0BOAY XPOHHYECKOMH
CepeYHON HEJAOCTATOYHOCTH, ObUI 3HAYHUTENILHO HHUKE B TPYNINE TMAlMEHTOB, MOJyYaBIIAX
KaHjecapTaH, MO CpaBHeHHIO ¢ rpynnoit mianebo (cootnowenue puckos = 0.85, 95%
joBeputenbHbiii  uHTepBan  0,75-0,96, p=0,011), 4ro COOTBETCTBOBAIIO  CHHXEHHIO
OTHOCHTENbHOTO pucka Ha 15%. [lpumenenue kanjecapraHa NIMJIEKCETHIA TNPHBOJIWIO K
YAYYIICHHIO (YHKUMOHAIBHOIO Kjacca XPOHHMYECKOH CEpAEdYHOH HEJ0CTaTOYHOCTH 110
knaccupukanun NYHA (p=0,020).

B wuccnenoanun CHARM-Preserved (n=3023) y nauuentoB ¢ ®BIDK > 40% ne Obuio
BBISIBJICHO CTATHCTHYECKH [OCTOBEPHBIX pa3jH4YMi 3HAYECHHS KOMOMHMPOBAHHOIO KpPHTEPHS
dpdexTHBHOCTH, KOTOpBIH BKIOYaN B cedsf 4acTOTY CMEPTEIbHBIX MCXO/0B OT Cep/evHo-
COCYAMCTBIX 3a00JIeBAHMH MJIM 4acTOTY MEPBOH TIOCIHTAJIM3ALMM 110 NOBOAY XPOHHYECKOMH
Cep/IeYHON HEJO0CTAaTOYHOCTH, B IPyNnax KaHjecapraHa W rnianedo (COOTHOIIEHHE PHCKOB =
0,89, 95% nosepurenbubiii uutepBan 0.77-1,03, p=0,118). Ilpu s1oM OBLIO OTMEUYEHO
NOJIOKHUTEIbHOE  BJIMSHHE  KaHjJecapraHa Ha OJHY M3  COCTaBISAIONUX  JIAHHOTO
KOMOWHHPOBAHHOTO KPUTEPHSA — CHHXKEHHE YacTOThI TOCHTATH3AIMH 110 NTOBOY XPOHUYECKOH
CepACYHON HEAOCTATOYHOCTH.

B oOwemuenHoM anamuze Bcex 3-X uccnenoBanui nporpammel CHARM He Obu10 mosmyueHo
JOCTOBEPHBIX PA3/IMYMii HACTOTHl CMEPTEIbLHBIX HCXOJ0B OT BCEX [PHYMH B Ipynnax
KaHjecaprada v mianebo (coornomenue puckoB = 0,91, 95% noepurensHbiii uHTepBan (,83-
1,00, p=0,055).

CHMKEHHE YacTOTbl CMEPTE/IbHBIX MCXOAOB MJIM YacTOTbl TOCIHUTAIM3AUMH 1O MOBOAY
XPOHHUECKOH cep/ieyHoH HeJ0CTaTOYHOCTH Ha (OHE TepamuH KaHJecapTaHOM He 3aBHCENO OT
BO3pacTta, Ioja M comyrcrBytoumed Ttepanuu. Kangecapran taxke Obul 3ddexktuBen y
MarMeHToB, MPUHHMABIIHX OeTa-a/ipeHo0IoKaTopsl B coyeTaniu ¢ HHruouTopamn AllD, npu
3ToM 3 QeKTUBHOCTL KaHJecapTaHa HE 3aBHcela OT TOro, I[PHHUMAET JIM [alUeHT
ONTUMATBHYIO 103y uHTHOHTOpa ATID Hu Her.

VYV nauMeHTOB € XPOHHYECKOH cepacdHod HegocrarouHocThio U OBJDK < 40%. npuém

KaH/iecapraHa crnocoOcTBOBAN CHHUIKEHHIO obuero ﬂCpH(l)CpPl'-lCCKOI‘O COCYyAUCTOroO



COMPOTHBJICHHA H KalW/UIAPHOro JI@BJICHHA B JICTKHX, TOBBINCHHK AKTHBHOCTH PCHHHaA H

KOHIICHTpAIlHKH aHTHOTEH3HHA I1 B nna3me, a TakKe CHUIKEHHIO YPOBHS alIbJIOCTEPOHA.

DapMaKOKHHETHKA

Beacwieanue u pacnpeoenenue

Kanjnecaprana uMIEKCETHI1 SBJISCTCS INPOJEKAPCTBOM /Ul npHéMa BHYTpb. bbicTpo
npeBpalaeTcs B aKTHBHOE BEIECTBO — KaHJEcapTaH MOCPE/ICTBOM Y(PHPHOTO IHJIpOJIH3a MpH
BCACBIBAHMHM M3 [MIIEBAPHTEILHOIO TpaKTa, Hpo4HO cBa3biBaercss ¢ A'Tj-peunentopamMu w
MEJUIEHHO JIMCCOIMMPYET, HE HMeeT CBOHCTB aroHucta. AOcomorHas OHOJ0CTYNMHOCTH
KaHjlecaprana 1ocje npuemMa BHYTPb pacTBOpa KaHJecapraHa LIMJIEKCeTHIa COCTABIISET OKOJIO
40%. OtnocuTenbHas OHOJOCTYITHOCTh TabJETHPOBAHHOIO Mpenapara [0 CPaBHCHHIO C
NEepoOpaibHBIM PAacTBOPOM cocTaBigeT npudanusurensio 34%. Takum oOpasom, pacueTHas
abcomoTHas OuoaocTynHocTh TabiaeTupoBaHHOM (opmbl  npenapara coctasiser  14%.
MakcumanbHas KOHUEHTpalHUs B ChIBOPoTKe KpoBH (Cmax) nocturaercs yepes 3-4 wyaca nociie
npuema tabnerupoanHoit  Gopmel npenapara. llpu  yBesmueHuM J103b1  npenapata B
PEKOMEH/IyeMbIX  TIpejieiax  KOHIEHTpalus  KaHJecapTaHa  [OBBILIACTCS  JIMHEITHO.
DapMaKOKHHETHYECKHE 1apaMeTpbl KaHJecapTaHa He 3aBUCAT OT nosia nauuenta. [puém numm
HE OKa3bIBACT 3HAYMMOIrO BJIHAHHSA HA IUIOIIAAbL MO/ KPHBOH «KOHUEHTpauus - spems» (AUC),
T.€. NHILIA CYUIECTBEHHO HE BiIWseT Ha OWojocTynmHOCTHL npenapara. Kanjaecapran axkTHBHO
cBsA3bIBaeTCA ¢ Oenkamu nmiasmel (>99%). Ob6bem pacnpeaenenus kanjaecaprana cocrasiser 0,1
J/KT.

Memabonuzm u 6vleeoenue uz opeanuzma

Kanaecapran, B OCHOBHOM, BBIBOJUTCS M3 OPraHH3Ma C MOYO#H U JKE/TYbI0 B HCH3MEHEHHOM BHJIE
U JIMIIb B HE3HAYMTENLHOH cTeneHH Mmetabonusupyercs B nedeHu. [lepuoa nosnysbiBeneHus
KaHjiecaprana cocrapiser npubimsurenpbHo 9 yacoB. Kymyisitmu npenapara B OpraHusme He
Habmoaercs.

O6mmii kaMpeHc KaujecapraHa coctaiser okojo 0,37 MI/MHH/K, NPH 3TOM [OYCUHbIH
KiaupeHe — okono 0,19 ma/mun/kr. IToueynas skckpenus KanjaecapraHa OCylUIeCTBIAETCS MyTeM
K1y004KOBOH (DMIbTpALMH M aKTHBHOH KaHaibLeBO# cekpeuuei. [Ipu nepopaibHoMm npuéme
PaJHOaKTHBHO-MEUYEHHOI0 KaHjiecapTaHa IHJIeKCeTHIa 0KoJo 26% OT BBEJICHHOIO KOJHYeCTBa
BBIBO/IMTCA ¢ MOYOH B BH/IE KaHJecapTaHa U 7% B BHJIC HCAKTHBHOIrO MeTabOJIHTA, TOIAa KaK B
kajne obnapyxuBaercs 56% OT BBeJEHHOT0 KOJIWYeCTBa B BHJE KanjecaptaHa u 10% B Buje
HEaKTHBHOro MetabosuTa.

V noxuieix nauneHTos (ctapie 65 net) Cmax u AUC kanjaecaprana yseanunBaiores Ha 50% u

80%, COOTBETCTBEHHO, 10 CPaBHCHHIKD C MOJIOABIMH IMALMCHTAMH. OHAaKO TIUIIOTEH3UBHbIH




abdexT M yacToTa BO3HMKHOBEHMs 1000YHBIX S((EKTOB NpH INPUMEHEHHWH Ipenapara
Atakann® He 3aBUCAT OT BO3pacTa NalMeHTOB.

VYV nanMeHToB ¢ JIETKHM M yMepeHHbIM Hapyiienuem ¢yHkuun noyek Cmax u AUC
kanjgecaprana yseauuuBaiuch Ha 50% u  70% COOTBETCTBEHHO, TOrJa KakK [E€pPHOJ
MOJTYBBIBE/ICHUS Tperapara HEe W3MEHACTCS MO CPAaBHEHHWIO C MALMEHTAaMH ¢ HOPMaIbHOMH
bynkumeit novek. Y nanMeHTOB ¢ TsKeNnbIM HapyiieHueMm ¢ynkiumu novyek Cmax u AUC
kanjzecaprana ypeanuuBaiuch Ha 50% u 110% coOOTBETCTBEHHO. a NMEPHOJ TOJYBbIBEJICHHS
npenapara yBelWYHMBaICS B 2 paza. Y NalHEHTOB, HAXOJALIMXCS Ha reMojauainse, OblIH
BbISIBJICHBI TakHe ke (papMakoKHHETHYeCKHe napaMeTpbl KaHJIecapTaHa, Kak Yy MalMeHTOB ¢
TSKEITbIM HapylieHHeM QYHKIHH 10YeK.

B 1Byx HccenenoBaHMSX C ydacTHEM MAIMEHTOB C JIETKHM HJIH YMEPECHHBIM HapyIICHHEM
(GyHKUMH neyeHn oTMeyaioch nosbitienne cpeanero sHavenns AUC kanjecapraHa nmpuMepHO
Ha 20% B oaHoM HccnenoBannu M Ha 80% — B apyrom (cM. paszgen «Crnocod npuMeHeHHs H
A03b1»). OnbIT TPHUMEHEHHs Y MAUHMEHTOB C TAKEIbIM HapylleHHeM (QYHKUHH [CYCHH

OTCYTCTBYET.

ITokazanus K npuMeHeHHIO
ApTtepHanbHas THIIEPTCH3HUS.
Cepnieynas HEJOCTAaTOYHOCTh M HAPYLICHHE CHCTOJIMYECKOH (YHKLUHMH JIEBOrO KeIy/I04Ka
(camxkenne @OBIDK < 40%) B kauecTBe JIOMONHHUTENLHOW Tepanuu K HWHIHOMTOpaM
aHruoTeHsuHnpespaitatoniero gpepmenra (AII®) uwim npu HenepeHOCHMOCTH HHIHOMTOPOB

ATI® (cM. paznen «DapMakoiMHAMHKA ).

IIporuBonokazanus

[ToBbleHHas YyBCTBHTENBHOCTh K KaH/JAecapTaHa IMJICKCETHIY WM JPYIHM KOMIOHEHTaM,
BXOJUIIMM B COCTAB IIpenapara.

bepemennocTs M mepHox rpyaHoro BckapmiiMBaHus (eM. pasuaen  «llpumeHenue npu
OepeMeHHOCTH H B TEPHO/L TPYHOTO BCKAPMIHBAHUSA ).

Taxenpie HapylieHUs QYHKIMH NIEUYCHH H/HIIH X0JIECTas.

HenepenocumMocTh  naKkTo3bl, JeUUMT  JaKTasbl M CHHAPOM  IJIHOKO30-rajlaKTO3HOM
manbabcopOImnm.

OnnoBpeMeHHOE NMPHMEHEHHE C ATMCKHPEHOM M Iperaparamu, COACPKAIIMMH ATMCKHPEH, Y
NAalMEHTOB ¢ caxapHbiM JAMabeTOM W/HJIM C YMEPEHHBIMH HJIH TSKEJIbIMH HapylIeHHSAMH
dynkunn novexk (ckopocth Kiyboukosoit ¢uiabtpauun (CK®) menee 60 mn/mun/1,73 o

10 MOBEPXHOCTH Tea).




OjnoBpemenHoe npumenenne ¢ uHruOutopamu All® y nauumenToB ¢ auabeTHueckoi

HedponaTuei.

C 0CcTOPOKHOCTLIO: Y TIAIIHEHTOR C BBIPAKEHHOH NMOYEYHOH HEJ0CTaTOUYHOCTBIO, Y MAIMEHTOB €
XPOHHYECKOH CepAeYHOH HEA0CTATOYHOCTBIO, ABYCTOPOHHUM CTEHO30M IOYEYHbIX apTepuil WK
CO CTEHO30M apTepHH €JMHCTBECHHOH I[TOYKH, C TEMOJWHAMHYECKH 3HAYMUMBIM CTEHO30M
A0OPTAJIbHOIO H MHUTPAIBHOIO KJlallaHa, [10CjIe [epecalky I0YKM B aHaMHE3e, Y IALHEHTOB C
uepedpoBackysipubiMi  3abosieBanusimi 1 MBC, y naumeHTOB €O CHHIKEHHBIM 00BEMOM
HUPKYJIUPYIOLIEH  KPOBH, C  TUNEpPKaTHEMHEW, y  MalMEeHTOB  C  TEPBHYHBIM
rMIEepaIbI0CTEPOHH3MOM, C IUNepTPOPUUECKON KapJHOMHONATHEH, ¢ TEPMHHAILHON cTajnen
MOYEYHOH HEJ0CTAaTOYHOCTH (KIMPEHC KpeaTHHHHA MeHee 15 MII/MHH) H TSKEIbIM HapyIICHHEM
(YHKIMH NeYEeHH H/WIIH XO0JIECTAa30M KIMHUYECKHH ONBIT NPUMEHEHUs] OrpaHUYeH, BO3pacT 10

18 ner (3¢ pexTuBHOCTL U 6E30MACHOCTL HE YCTAHOBIICHBI).

Ilpumenenne npu GepeMeHHOCTH H B IIEPHO FPY/IHOI0 BCKAPMJ/IHBAHUS

bepemennocmo

[Ipumenenne npenapata ATtakana® B MepHoj OepPeMEHHOCTH MPOTHBOMOKA3aHO (CM. pasjeln
«IIpoTuBONIOKA3aHMs»).

[TauMenTKH, NTPHHUMAIOIIME TTpenapaT ATakau ., J0MKHbI OBITH TpeyNpekIeHbl 06 TOM 10
[UIaHUPOBAHUs OepeMEHHOCTH, 4TOOBI OHM MOTIM OOCYAMTHL aIbTEPHATHBHBLIE BapHAHTHI
TEepaniH CO CBOMM JieyaluM BpayoMm. B ciydae HacTynuieHus OEpeMEHHOCTH Tepanus
npenapatoM ATakaua® JI0MKHA OBITH HEMEUIEHHO NpeKkpalleHa W, NpH HeoOXOIMMOCTH,
HA3HAYEHO AJIbTCPHATHBHOE JICUYCHUE,

[Ipenapatel, oka3bIBaloOIME NpsMOe JIEHCTBHE Ha PEHHH-aHTHOTEH3WH-alIbJ0CTEPOHOBYIO
CHCTEMY., MOI'YT BbI3bIBaTb HAPYIIECHUS PA3BUTHS I1J10J@ WJIK OKa3blBATh HEIaTHBHOE JICHCTBHE
Ha HOBOPOXKJIEHHOTO, BIUIOTH JI0 JICTATLHOINO MCXOJa, NPH IPUMEHEHUH [penapara B Nepuojl
OepemenHocTH. M3BecTHO, UTO Tepanmus aHTAaroHUCTAMH pPElenTopoB aHrnoTeHswHa Il mMoxer
BbI3bIBATh HApPYLUCHHS Pa3BUTUs 1U104a (HapylieHHEe (QYHKLUHH [OYEK, OJIMIOTMAPAMHHOH,
3aMe/UleHHe OCCH(HMKAIMKH KOCTeH wYeperna) M pa3BUTHE OCTIONKHEHHH Y HOBOPOKICHHOTO
(moyeyHas HEZIOCTATOYHOCTD, APTEPHAIbHAS THIIOTCH3HUS, THIICPKAITHEMHUSL).

Ilepuoo epyonoeo eckapmiuearus

B Hactosiliee BpeMsi HEM3BECTHO, NPOHMKAET JIM KaH/ecapTaH B IpyJHOe MOJI0OKO. B cBs3u ¢
BO3MOYKHBIM HeKeJIaTeTbHBIM JIeHCTBHEM Ha FPYHBIX JeTel, ATakana" He cleayeT MPHUMEHATH

B I[ICPHOJI I'PYAHOI'O BCKapMJIMBaHHA.



Cnoco6 npuMeHeHHs H 103bI

Atakaun® creyeT NMpHHMMATh OJMH pa3 B CYTKM BHE 3aBHCHMOCTH OT npuema nuuu. Jlis
obecricyeHHs MPUBEJACHHOIO HUKE PEKUMa J03MPOBaHMS BO3MOKHO NMPHMCHEHHE MNpernapara
Atakana® B nekapcTBeHHO# Gopme TabreTok 1o 8 u 16 Mmr.

Apmepuanvnas eunepmen3us

PekoMen/lyeMas HavyalbHas W NOJUICPKHBAIONIAs J103a TIpenapata ATakana" COCTaBiseT 8 mr
oauH pa3 B cyTku. Jlo3a moxer ObiTh yBeiauuena a0 16 Mr oauH pas B cytku. [laumenrtam,
KOTOPBIM HE YJIal0Ch JOCTATOYHO cHH3MTH AJl mocne 4 Henenb npuéMa npenapara Atakaia® B
J103€ 16 Mr B CYTKH, PEKOMEHIYeTCS YBEJITHUHTD JI03Y JI0 32 MI OJIHH pa3 B CYTKH.

B ciyuae, ecam Tepanus npenapatoM AtakaHi® He INPHBOAMT K cHukKeHHO AJl 10
ONTUMAJIBHOTO YPOBHS, PEKOMEH/1yeTCSl M3MCHHTh CXEMY JICUCHHS.

Tepanusi J0/mKHA KOPPEKTHPOBATLCS B COOTBETCTBHM ¢ ypoBHeM AJl. MaxkcumanbHbli

aHTHFHHCpTCHBHBHblﬁ 3¢¢6KT JOCTHTAeTCs B TeUEHHE 4 He/leIb OT Havalla JeYeHHS.

i AyueHmasl ROICUNIN020 603pacma
Y nanueHToB MOXKHUIOTO BO3pacTa HET HEOOXO0IMMOCTH KOPPEKTHPOBATHL HA4YalIbHYIO J103Y

npernapara.

Hayuenmor ¢ Hapyuwenuem Qynkyuu novex

HauanbHas cyTouHas /103a y MAlMEHTOB C JIETKHM WIIH YMEPEHHBIM HapylieHHeM (yHKIHH
nouek (kiupeHc kpeaturuHa 30-80 mu/mun/1,73 M’ TUIOIIA/IH NOBEPXHOCTH Tea), BKIKOYAs
MAIlMEHTOB, HAXOJAIMXCS Ha remoauanuise, coctaBnser 4 mr (Y2 tabnerku no 8 mr). Jlozy
clie/yeT THTPOBaTh B 3aBUCHMOCTH OT TepameBTHuUeckoro s¢gdexra npenapara. KiMHuueckui
OINBIT NPUMEHEHMS Mperapara y NalueHTOB ¢ TSXKEIbIM HapylleHHeM (PYyHKIMH NoYeK (KIUpeHe

kpearununa menee 30 mu/mun/1,73 m?

MJIOLIAM TIOBEPXHOCTH TeJla) WIH TePMHHAILHOM
MOYEYHOH HEAOCTATOYHOCTBIO (KJIMPEHC KpeaTHHUHA MeHee 15 MJI/MHH) OrpaHuucH (cM. pasjen

«Ocobble ykazaHus»).

Tayuenmuv ¢ napywenuem gynxyuu nevenu

HavanbHast cyTouHas Jio3a npenapara y NalMeHTOB ¢ HapyleHHeM (DYHKIMU MEYEeHH JIerkoi u
cpeaHeit creneHu TskectH coctapisier 4 mr (Y2 tabnerkd no 8 mr). Bo3MOXHO yBelnuyeHue
JI03B1 TPH HEOOXOMMOCTH. ATakaH " MPOTHBOMOKA3AH MAIMEHTaM C TSKETbIMH HapyIIEHHAMH

(byHKLlHH MEYEHU W/ MIIH XOJIECTa30M (CM. pa3sjiein ((HPOTHBOIIOKZBaHHH»).

Conymemeyiowjas mepanus
ITpumenenue npernapara Atakana® COBMECTHO C JMYPETHKaMH THA3MIHOIO THNA (HApuUMep,
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PHIPOXJIOPOTHA3HT) MOKET YCHIIHTh MMIIOTEH3HBHBII 3 dekT npenapara Arakana®.
[l'unosonemus
Pexomentyemas HavanbHas j03a npenapata Atakaua® cocrasnser 4 mr (V2 Tabnetku no 8 mr)

O/JIMH pa3 B CYTKH.

Cepoeynas HedocmamoyHocms

PexoMeniyemas HauajibHas J103a npenapara Atakann® cocrasiseT 4 mr (Y2 Tabnetku no 8 mr)
OJMH pa3 B CcyTKu. lloBblmenne a03b1 10 32 MI OJMH pa3 B CYTKH WJIH J0 MaKCHMAaJIbHO
MepeHOCHMON J103bl TTPOBOTHTCA MyTeM e€ Y/IBOGHHS C MHTEpBaJaMH He MeHee 2 Hesenb (CM.

pazaen «Ocobble yKazaHus»).

Ocobvle epynnbl nayuenmos
[lanuenTaM NoOXUJIOro Bo3pacTa M NALMEHTAM C HapylICHHeM (YHKUMH 110YEK, NEYEHH WU

rUNoBOJIeMHEl He TpedyeTcs H3MEHEeHHEe HaYabHOM 036! Npenapara.

IIpumenenue y oemeit u noOpocmros
BesonacHocTh W 5 deKTHBHOCTL NMpUMeHeHus Tipenapata Atakana” y JieTeil W NoApoCTKOB (B

BO3pacte /10 18 jieT) He YCTaHOBJICHBDI.

Conymemeyrowas mepanuisi

Araxkana1"™ MOXKHO Ha3HAYaTh COBMECTHO C JAPYTHMH CPE/ICTBAMH, IIPUMEHSIEMBIMH TP TEPAIIHU
XPOHHYECKOH Cep/leyHON HeJ0CTAaTOYHOCTH, Hanpumep, ¢ wuHruOutopamu AllD, OGera-
a/lpeHOOIOKATOpAaMH, JMYPETHKaMH M CepJCYHBbIMH [JIMKO3uAaMHu (cM. pasaensl «Ocobble

yKazauus», «DapMakoIHHAMHKA»).

IlobouHoe neiicTBHE

Apmepuanvnas 2unepmen3us

[1oGounbie 3 dexTbl B X0/ KIMHHUECKHX HCCIIE0BAHHH HOCHIIM YMEPEHHbIH W NPexo i
XapakTep M OBUIM COMOCTAaBMMBI MO Yactote ¢ rpynmnoif minanedo. OOmas wacrora
BO3HUKHOBEHHs 11060uHBIX 3¢ dekToB Ha (oHe npuéma npenapara Atakanja® He 3aBuceNa OT
7103b1 Mpenapara, 1oja H Bo3pacTa nanuenTa. Jactora ciayvaeB rnpexpaiieHnus Teparnuu B CBSI3H €
nooouHbMH 3 dexramu OblIa CXOAHOH NPH NPUMEHEHUN KaHaecapTaHa uuiekceruia (3,1%) u

nnanebo (3.2%).



B xome o0beauHEHHOro aHaau3a JAHHBIX [POBEJCHHBIX HCCIEAOBaHMI coo0WaIoch O
caeaytommx  nodounsix dpdexrax, wacto (>1/100) BerpeuaBmmxcs Ha Qone npuéma
Kanjecaprana uniekcetuaa. Onucannbie nodounsie dpdexTsr HabMOAAIHCH ¢ YACTOTONH XOTH
Ob1 Ha 1% OGosbiue, yeMm B rpynne niaueto. [1o atomy onpeneneruto Hanbosee 4acTo OTMEHATH
rOJI0BOKPYKEHHE/BEPTHT O, TOIOBHYIO O0JIb B pecriupaTopHbie HHEKIHN.

B rtabauue wumxe npexacrasiensl noGounple d(P(eKTbl, OTMEUCHHbIE B KIMHUYECKHX
UCCIIEIOBAHHUSAX M ITPH MOCTMAPKETHHIOBOM MIPUMEHEHHH.

YactoTra BO3HMKHOBEHHS 1I0OOUYHBIX peakiinii B TabiMiax pasjena npejicraBieHa B cieylomei
rpajauuu: odeHb yacto (> 1/10), wacro (> 1/100, < 1/10), newacto (= 1/1000, < 1/100), peaxo (>

1/10000, < 1/1000) 1 ouens peaxo (< 1/10000).

Kaace cucrembl opranos Yacrora Hexenatenbnas peakiust
HUudexunonnsie wu napasuraphsie | Yacto Pecnupatophbie undexiun
3abosieBaHus
Hapymienuss co ctopoHsl kpoBH H | Ouenb peako| Jleiikonenus, HEHTPONEHUs H
JUMQpATHYECKOH CHCTEMBI arpaHyJoIUTO3

Hapywenus co croponbl oOmena | Ovensb pesko| 'mnepkanueMus, runoHaTpueMus

BCUICCTB U IHTAHUA

Hapymenusi co croponsl HepsHo# | HacTto ['010BOKpYKEHHE/BEPTUTO,  TOJIOBHAs
CHCTEMBI Gonb

Hapyiuenus co ctoponsl | Oyens peako| Kamens

JAbIXaTEeNbHON  CHCTEMBL,  OpPraHoOB

IPYAHOH KJIETKH H CPEOCTEHHS

Hapyuienus co ctoponbl | Ouens peaxo| TomnoTa

KEITYAOYHO-KHIIEYHOTI0 TpaKTa

Hapymenns co croponsl neuenu u | Ouensb pejko| IoBbIICHHE aKTHBHOCTH «IIEYEHOYHBIX

KETYEBBIBOSILMX MyTeH ¢epmenToB,  Hapymienue  GyHKIHH
IeYEHH HIIH IenaTuT
Hapymenns co cTopoHbl Koxu M | OueHb peiko| AHTHOHEBPOTHYECKHI OTEK, KOJKHas

[IOJIKOKHBIX TKaHEH ChIlNb, KPpAITHBHHUIIA, KOJKHBIH 3y

Hapyuienust co CTOPOHBI CKeJeTHO

Yacto

Bonb B criune

MBIIEYHOH U COeIMHUTEILHON TKaHH!

OueHb peako

ApTpairus, MHAJITHs

Hapymenuss co CTOpPOHBI TOYEK H

MOYEBBIBOAAIINX NMyTEH

Ouenb peako

Hapyiuenue QyHKUMM 1oyek, BKIHOYas
MOYEYHYIO HEJIOCTAaTOYHOCTh y

NPeAPAciOIOKEHHBIX NALUKUCHTOB (CM.
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pazzien «Ocobble ykazaHus»)

OG6umue paccrpoiicTBa ¥ Hapymenus | Hacro Cnaboctb

B MECTEC BBC/ICHHUS

Jlabopamopnsie nokazameiu: B 1EIOM TPH NPHMEHEHMH npenapatra ATakana® He ObuIO
OTMEYEHO KJIHHMYECKH 3HAYHMBIX M3MEHEHUH CTaHaapTHBIX 1abopaTopHbiX nokasaresnei. Kak u
NpH NPUMEHEHHUH JPYIHX HMHIHOMTOPOB PEHHH-aHIHOTEH3WH-AlIbJA0CTEPOHOBOH CHCTEMBI,
MoxkeT Habmoaatbes HeGOIbIIOE CHHKEHHE KOHIeHTpainuu remornobuna. Habmonanocs
YBEJHYEHHE KOHUEHTPALMH KPeaTHHHHA, MOYEBHHBI HTH KQJTHS M YMEHbIIEHHEe KOHIEHTpallnH
Hatpus. [loBbimenne akTHBHOCTH anaHuHamuHoTpaHcgepasst  (AJIT) Obul0  OoTMEUEHO
HECKOJILKO yallle TPy NPUMEHeHHH npenapara Atakan” B cpaBHenuy ¢ mnaue6o (1,3% nporus
0,5%). Ilpu npumeHennn npenapara Atakaua® oOblYHO He TPeOyeTcs peryJsipHOro KOHTPOJs
nabopatopHbiX nokasatenei. OJHaKO y HAUMEHTOB ¢ HapylleHHEM (YHKUMH [04eK
PEKOMEHJIyeTCSl IIEPHOJIMYECKH KOHTPOJIMPOBATH KOHIEHTPALMIO Kalus W KpeaTHHHHA B

CBIBOPOTKE KPOBH.

Cepoeunast HedocmamoyHocms

[ToGounbie 2 dexTsl, BoIsBICHHbIC Ha (OHE IPUMEHEHHUS Tpenapara ATakaHa" y NalKeHTOB C
CEPACYHON HEJIOCTATOYHOCTBIO, COOTBETCTBOBAIH (PapMaKOJIOTHYECKHM CBOHCTBAM mpenapara
3aBUCEJIM OT COCTOSIHUS naunenTa. B xozxe kimnnyeckux uccnenosannit CHARM npoBojauniocs
cpasHenue rnpenapata Artakana® B jo3ax a0 32 mr (n=3803) ¢ muane6o (n=3796). 21% wu3
rpYIIbl NAIHEHTOB, N0JYyYaBUIMX KaHaecapTaHa iuiaekceTua, u 16,1% w3 rpynnsl naiMeHTos,
NOJTy4aBIIMX T1anedo0, MPEeKpaTHIM JICYEHHE H3-3a BO3HHKHOBEHHMS 10004YHBIX 3(deKToB.
HauGonee wuacto BerpeuaBmmumucs nobouneiMu  dddextamn  ObUIH  rHNEpKaIHEMHus,
BbIp@KEeHHOE CHUKeHHE AJl u Hapywienne QyHKUMH 1oYeK. DTH sBjieHus Oblin Dosiee YacThIMHU
y nanueHToB crtapme 70 €T, NMalMEeHTOB € caXxapHbiM JHa0eTOM WM [OJYHYaOLMX ApyrHe
npenaparbl, BAHAIOLIME HA PEHMH-AHTHOTEH3WH-AIbLJOCTEPOHOBYIO CHCTEMY., B YaCTHOCTH,
uHruouTOp AIl® M/ KM CHHPOHOJIAKTOH.

B rtabnune nwxe npeacraBnenbl nodouHble  SPGEKTh, OTMEYEHHBIC B KIHHHYECKHX

HCCJICJZIOBAHUSAX H ITIPH TOCTMAPKCTHUHIOBOM IIPUMCHCHHH.

Kaace cucremsl opranos Yacrora HexenareqbHan peakuus
Hapymenuss co crtoponsl kpoBu u | Ouenb peako| Jleiikonenus, HEHTPONEHUs H
UMpaTHYECKOH CHCTEMBI arpaHyJiolHTo3
Hapywenuss co croponsl oOmena | Yacrto ['unepkanuemMus
BEIIECTB U ITUTAHUS Ouenb peako| I'nnonarpuemus
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Hapywenuss co croponbl HepHO#H | Ouenb pesko| ["onoBokpyxkenue, ronosHas 60b

CHCTEMbI
Hapyiuenus co cTopoHbI COCYA0B Yacto BeipaxkenHOe cHHxenne AJ|
Hapyenus co croponbl | Oyens penko| Kawmens

JIIXaTCIbHOW  CHCTEMBI., OprafHoB

IPY/IHON KJIETKH U CPEIOCTEHHS

Hapyimenus co croponbl | Ovens peaxo| Tomnora

KCITYAOHHO-KHIICYHOI'O TpaKTa

Hapyiienuss co ctopons! nedend u | Ovenb pesko| [loBblieHHe aKTHBHOCTH «ITEYCHOYHBIX M)
JKETYEBBIBOAALINX ITyTEH bepmenToB,  HapyuieHue  GyHKUMH

NMEYCHHU HIIH TeNnaTuT

Hapymenus co ctoponbl koxkH H | OueHb pesiko| AHTHOHEBPOTHYECKHH OTeK, KOXKHas

[1OJIKOKHBIX TKaHEH Chblllb, KpalitiBHHU LA, KOJKHBIH 3yA

Hapyme}mﬂ CO CTOPOHBI CKECJICTHO- Ouenb PEAKO bosib B crinHe, apTpajirus, MHaJirusi

MBIIIIEYHOH H COETUHUTENBHON TKAaHH

Hapymenus co croponsl nowek u | Yacrto Hapymenue GyHKUMH 1oYek, BKIOYas
MOYEBbIBOJISILIMX 1Ty TeH MOYEYHYIO HE/IOCTATOYHOCTh y
NPEeAPACIIONOKEHHBIX MAUKUEHTOB (CM.

paszzaen «Ocobble yKazaHHs »)

OOmwme pacctpoiictBa U Hapymenus | Ouens peako| Cnabocts

B MCCTC BBCJ/ICHHA

Jlabopamopnvle usmenenusi: NOBBILIECHHE KOHUCHTPALMM KPEATHHHHA, MOYEBHHbBI W KaJlMs.

PCKOMCHllyeTCS! KOHTPOJIHUPOBATH KOHIUECHTPALIMIO KPCATHHHHA U KaJIus B CbIBOPOTKE KPOBH.

Ilepeno3npoBka

Cumnmonbl

Anann3 (apMakoJOrHyecKHX CBOWCTB Iipenapara I03BOJIS€T MpeanosaraTb, 4T0 OCHOBHBIM
NPOABJICHHEM [1E€PEAO3HPOBKH MOXKET ObIThb KIMHHYECKH BbIpakeHHOe cHUkeHue AJ] u
roJIOBOKpYKeHHe. bbUlH onmucaHbl OT/eNbHbIE Cay4YaW Nepeo3upoOBKH npenapata (o 672 Mmr
KaHjecapraHa IMJIEKCETH/Ia), 3aKOHYMBIUMECS BbI3JIOPOBICHHEM MNAUMEHTOB 0e€3 TskKesbIX
NOCJIE/ICTBHH.

Jleuenue

[lpn  pa3BUTHM  KIMHMYECKH BBIPAXKEHHOTO CHWKeHHs AJ] HeoOX0aHMMO IPOBOJHTH

CUMIITOMATHYECKOEC JICHCHHUE H KOHTPOJIHPOBATL COCTOSHHE MalHECHTA. YnoxuTh nainueHTa Ha
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CNHMHY, NPHNOAHATL HOTH. [Ipn HeoOXxoauMocTH crieyer yBelHduTh 00beM HHPKYIHPYIOIEeH
TJia3Mbl KPOBH, HAIIPUMED, NYTEM BHYTPUBEHHOIO BBeeHHs 0.9% pacTBopa Hatpus xjaopuia. B
ciyyae  HEOOXOAMMOCTH MOryT OBITh Ha3HAYeHbl CHMIATOMHMETHYECKHE IIpenaparhl.

KaﬂnecapTaH HE BBLIBOJHTCH C [TOMOIIBIO TEMO/IHATH3A.

BianmojeicTBre ¢ APYraMH JIEKAPCTBEHHBIMH CPEACTBAMH

OanoBpeMeHHOE TPHMEHEHHE AHTArOHHCTOB PELENTOPOB aHrHoTeH3uHa Il ¢ npemaparamw,
COJICpKALMMH AJIMCKHPEH, MPOTHBONOKA3aHO Yy MNAllHEHTOB C caxapHbM aHabeToM W/WimM ¢
YMEPEHHOH MM THKeNoi noveyHoil HexoctatouHocThio (CK® menee 60 ma/mun/1,73 M2
IJIOLIA/IM TIOBEPXHOCTH Tejla) W HEe PEKOMEHIyeTcs Yy JIpYruX nauueHtoB. OIHOBpPEMEHHOE
NPHMEHCHHE  AHTArOHHUCTOB  peuentopoB anrvorensuHa Il ¢ uurnburopamm  AllD
MPOTHBOMOKA3aHO Y MAlMEHTOB ¢ JAnabeTHueckoil HedponaThed U He peKOMEHyeTCesl y JAPYIuX
nauueHToB (cM. pasaens! «lIpotuBonokazaunus» u «Ocobblie ykazaHus»).

B (apMakoKHHETHUYECKHMX HCCIIeI0BAHHSAX OBITO H3YYEHO COYETAHHOE TPUMEHEHHE Ipernapara
Atakana® ¢ IHAPOXJIOPOTHA3sHAOM,  BapapHHOM,  JIMTOKCHHOM,  TePOPATbHBIMH
KOHTpALCNTHBAMH  (STHHHIIICTPAIHOJI/IEBOHOPrecTpes), IIMOCHKIaMHJIOM, HU(EIHITHHOM H
sHananpuioM. KiimHudecku 3Ha4uMoro GpapMakoKHHETHYECKOTO B3aUMO/ICHCTBHS BhISBICHO HE
ObL10.

Kannecapran wmeraGonusupyercs B IICYEHH B HE3HAYMTENLHOH creneHH (M30(hepMeHTOM
CYP2C9). llposejieHHble HCCIEIOBAHNUS TIO B3aHMOJICHCTBUIO HE BBISIBHJIM BJIMSHMS Ipeniapara
Ha usodepmentl CYP2C9 u CYP3A4, seiicTBue HA ApyrHe H30()epMEeHTLI CHCTEMBI IIMTOXPOMA
P450 e usyueno.

CoBMmecTHOE NpHMEHEHHE mpenapata ATakaHa® ¢ JPYTHMH THIOTCH3MBHBIMH CpPEICTBAMH
NOTEHUUPYET IHIIOTEH3UBHbLIN Y deKT.

OnbIT npUMeHeHHUs APYTHX JICKAPCTBEHHBIX CPEACTB, JACHCTBYIOUIMX HA PEHHH-AHTHOTEH3HH-
IbJI0CTEPOHOBYIO CHCTEMY, MOKA3bIBACT, YTO COMYTCTBYIOIAs Tepanus kaauiicOeperaioimmumu
JMYPETHKAMH, TperapaTaMy Kajlusl, 3aMEHHTENIIMH COJIH, COJIEPKAIUMH KalWif, H JPyrHMH
CpPe/ICTBAMH, KOTOPBIC MOI'YT [OBbILATL COACPKAHHE KAIHS B CHIBOPOTKE KPOBH (Hampumep,
renapuH), MOKET MPUBOJINTH K PA3BHTHIO THIICPKATHEMHH.

[Ipn couyeranHoM Ha3HA4YeHHM NpenaparoB AuTHS ¢ HHrHOMTOpamu AIlID coobmanoch 06
00paTHMOM TNOBBIIECHHH KOHUEHTPAIMH JIKTHS B CHIBOPOTKE KPOBH M PA3BHTHH TOKCHYECKHX
peakumid. [logoOHble peakiMu MOTYT BCTpeyaThbCss W NPH  TIPUMEHEHHH AHTAarOHMCTOB
pelenTopoB aHrHoTeH3uHa II, B CBA3H ¢ 4eM PEeKOMEH/yeTcsi KOHTPOJIHPOBATh KOHIEHTPAIIHIO
JIHTHS B CHIBOPOTKE KPOBH IPH KOMOMHHPOBAHHOM TNPUMEHEHHH 3THX I1perapaTos.

an COBMCCTHOM MPHUMCHCHHH AHTArOHUCTOB PEUENTOPOB AHTHOTEH3WHA Il n HECTEPOHTHBIX
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npoTHBoBocnanuTenbHbIX npenaparos (HIIBIT), B ToM uucne, cenekTHBHBIX HHTHOMTOPOB
LHKJIOOKCHI€Ha3bl-2,  AUETHJICAIMIHMIOBOH  KHCJIOTBI  MOMKET  OTMEYaTbCs  CHHIKEHHE
FHIIOTEH3HBHOTO 3 deKTa.

Kak w npu npumeneHun wuuruburopo Alld., coBMECTHOE NPUMEHEHHE AHTAIOHHCTOB
peuentopos anruorenszuna Il u HIIBIT moxeTr yBennuuBath pucK HapyleHus: GyHKIMH MOYEK,
BKJIIOYAs OCTPYIO [OYEUHYIO HEAOCTATOMHOCTD, MOBBILLCHHE COAEPKAHHUS KaJIMsl B ChIBOPOTKE
KPOBH, OCODEHHO Yy MalHEHTOB CO CHHKeHHOH (yHkuued noyek. Creayer cobmoaarb
OCTOPOKHOCTH TIPH COBMECTHOM TPUMEHEHHHM STHX NpenapatoB, OCOOCHHO Yy MOKMIIBIX
NAUHEHTOB H Y [AUMEHTOB CO CHUKEHHbIM 00bEMOM uMpKYIupyiowei kposu. [lauuenram
HEOOXO0/IMMO KOMIIEHCHPOBAaTh IOTEPIO JKMJIKOCTH M TILATEIBHO KOHTPOJIMPOBATH (PYHKIHIO
MoYeK 1ocijie Hayana KOMOMHHPOBAHHOMN TEPariH | NNEePHOTMYECKH Ha (POHE TaKOH TeparnuH.

BrozocTynHOCTh KaHaecapTana He 3aBHCHT OT IpHeMa MHILH.

Ocobbie ykazanus

Hapywenue ¢pynkyuu novex

Ha ¢one tepanuu npenapatom Atakaua”, Kak ¥ I[pH I[PUMEHEHHH JAPYIHX CPEACTB,
YTHETAIOUIHX PEHHH-aHTHOTEH3UH-AJIbIOCTEPOHOBYIO CHCTEMY, Y HEKOTOPBIX MAllHEHTOB MOTYT
OTMEYaThCs HapyleHUst GYHKIHU OYeK.

[1pu npumenerny npenapata Atakana® y NaUMEHTOB ¢ apTepHaIbHOI THIIEPTEH3HEl U TKEN0i
MOYEYHON HEJOCTATOYHOCTBIO (KJIMpEHC KpeaTHHHMHAa MeHee 30 MIJI/MHH) pEKOMEHIyeTcs
NEePHOIMYECKH KOHTPOIHPOBATh COJIEPKAHHE KT U KOHIIEHTPAIMIO KPeaTHHHHA B CBIBOPOTKE
KpoBH. KJIMHHYECKHil ONBIT NPUMEHEHMs Ipenapara y NalHeHTOB ¢ THKEIbIM HapylleHHEM
(GYHKIIMHM MOYeK MM TePMHUHAIBLHON CTajnel NoYeyHol HEIOCTaTOYHOCTH OTPaHHYEH (KJIMPEHC
KpeaTHHHHa Menee 15 Ma/mMuu). TakuMm nanmeHtam crejyeT OCTOPOKHO THTPOBATh 103y
npenapara Arakana® 1101 TaTe bHLIM KoHTposem AJl.

Y nanueHToB ¢ CepAevHON HEA0CTATOYHOCTHIO HEOOXOAMMO MEPHOAHYECKH KOHTPOJIHPOBATH
(GyHKIHIO noYeK, 0COOEHHO y MallHEeHTOB B Bo3pacTe 75 JeT M cTapiie, a TakKe Y MallHeHTOB ¢
HapyuienueM QyHkuud nodek. Ilpu  noBelmenuu  103bl  npenapata  Atakauja®  Takke
PEKOMEH/TyeTCS KOHTPOJIHPOBATH CO/ICPKAHNE KAJIUs M KOHIEHTPALIMIO KpeaTHHHHA.

B kiMHHYeckue HCClefOBaHHS npenapata ATakaHa© TpH  XPOHMYECKOH  cepsieuHoit
HEJIOCTATOYHOCTH HE BKJIHOYAJIMCh MALMEHThl ¢ KOHLEHTPALMEH KpeaTHHUHA > 265 MKMOuIb/1 (>

3 mr/mn).

Coemecmuoe npumenenue ¢ uneubumopamu AP npu cepoeunoit nedocmamoynocmu

[Ipyn npumeHeHnn Kanaecaprana B komOuHauuu ¢ uuruburopamu AIID moxeT yBeIMuHBaTHCS
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PHCK pa3BHTHA 1OOOYHBIX P HeKTOB, 0CODEHHO HapyleHHs QYHKIHH MOYEK W THIIEPKaTHEMUH
(cm. pasnen «Ilobovnoe neficTBue»). B aTHX ciyyasx HeoOX0aMMO THIaTe/IbHOE HAOIIOACHHE H

KOHTPOJIb 1a00paToOpHbIX 1OKa3arTesie.

Temoouanus

Bo Bpems remoauannza AJl Moxker 0coOEHHO YyBCTBHTEIILHO PearMpoBaTh Ha OJIOKHPOBAHHE
AT -peuentopoB BCICACTBHE CHHXEHHA oObeMa [UIa3Mbl KPOBH H  aKTHBALAH PEHHH-
AHTHOTEH3UH-AIBJIOCTEPOHOBOH CHCTEMBbl. B CBS3M ¢ 4YeM malMeHTaM, HaxoAdlMMCs Ha
reMojMaiu3e, CcleAyeT OCTOPOKHO THTpoBaTh npenapat Atakaua” 0o  TIIATETbHBIM

KoHTposieM AJl.

Cmenos noueunott apmepuu

Y nauMeHToB ¢ JBYCTOPOHHHM CTEHO30M HOYEYHOH apTepHH HIH CO CTEHO30M apTepHH
€/IMHCTBEHHOW TMOYKH, [penaparbl, OKa3bplBalOLIME BIMSHHE HA PEHHH-AHTHOTEH3WH-
ILJ0CTEPOHOBYIO CHCTEMY, B YacTHOCTH, WHTHOMTOpHI AII®, MOryr BbI3BIBaTH MOBBILICHHE
KOHUCHTPALHH MOYEBHHBI M KpeaTHHHHA B ChIBOpoTKe KpoBH. [Tojo6ubie 3hdexTs MOXKHO

OKHAaTh NPH HA3HAYCHHH aHTArOHUCTOB PELUCNTOPOB AHI'HOTEH3HHA I1.

llepecaoka nouku
Knunuyeckuit onbIT npuMeHenus npenapara Atakanj" y NaiMeHToB, NEPEHECHTNX MepecaKy

[TOYKH, OI'PaAHHYECH.

Apmepuanrvnas cunomenzus

V NaluMeHToB ¢ CepAeYHON HEJ0CTATOYHOCTBIO Ha (JOHE Teparuy npenapaTtoM ATakaHja® MOXKeT
Pa3BUTLCS apTrepuaibHas runoten3ns. Kak u npu npuMeHeHun Apyrux npenaparos, BIHAIOLIHMX
Ha PCHHH-QHIMOTCH3MH-AILJOCTEPOHOBYIO CHCTEMY, TMPHYHHON pPa3sBUTHUs apTepHAIbHOMN
THTIOTEH3HH Y MAalMEHTOB C apTepPUAIbHOH runepreH3uel Moxer ObITh yMeHbIIEHHe 00bema
LUHPKYJIHPYIOIIIEH KPOBH, Kak Habaoaaercs y NALMEHTOB, MOJYYAIOUIMX BBICOKHE JI03bI
aaypetukoB. [lostomy B Hauvane TepanmuM creayeT COOMOAATH OCTOPOXKHOCTH M, IPH

HCO6X0,’IHMOCTH, IMPOBOJHTHL KOPPEKIIMIO I'MIIOBOJICMHH.

Jleounas 610ka0a peHuH-an2uOMen3ul-a1b00CMEPOHOBON CUCMEMbI
He pexomenjyercs aBoiinas 00Kajna peHHH-AHIHOTEH3MH-AIbAOCTEPOHOBONH CHCTEMBI MYTEM
KOMOMHMPOBAaHMS KaHJEcapTaHa LHJIEKCeTHJIa M QIHCKUPEHAa, BBH/Y YBEJIWUYCHHsS pHCKa

Pa3BHTHs apTEPHATLHONH THIIOTEH3HH, FMIICPKATHEMHH ¥ H3MEHEHHS (DYHKILIHH MOYeK.
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OaHOBpeMEeHHOE NPHMEHEHHE AHTArOHHCTOB PeuUenTopoB aHruoteHsuHa Il ¢ npenaparamu,
COZICp/KALMMH ATHCKMPEH, MPOTHBOIOKA3aHO Y TALMEHTOB C CaxapHbIM AunabeToM W/MIHM ¢
yMEpeHHON MM THKeNol nodeyHoi Hemoctatoynocthio (CK® menee 60 ma/mun/1,73 wm?
IUIOLIA/N TIOBEPXHOCTH TeEJla) M HE PEKOMEHIYETCsl Y APYIMX HauueHToB. OIHOBpPEMEHHOE
NPUMEHEHHWE AHTAroOHWCTOB  peuenTtopoB anrumotrensuHa Il ¢ unruburopamu  AllD
MPOTHBONOKA3aHO Y MALMEHTOB ¢ AuabeTHyeckol HedponaTHel U He PEKOMEH/YeTCs Y JAPYIHuX

nauueHToB (cM. pasjaen «lIpoTuBonokasanus»).

Obwas anecmesust u xupypaus

Y nanMeHToB, MOTYYAIOUIMX aHTArOHHCTHI aHrHoTeH3uHa II. Bo Bpems nposejeHus oOmeH
AHECTE3HH M [IPH XMPYPIrHUYECKHX BMEIIATEILCTBAX MOKET PAa3BUTLCS apTepHA/IbHAs THIIOTEH3HS
B pesyibTarte OJ0Kaabl PeHHH-AHTHOTEH3HH-AIbA0CTEPOHOBON cHCTeMbl. OYeHb PEJKO MOryT
OTMEYATLCH CAY4YaH TSOKENOH apTepuHalbHON THNOTEH3WH, Tpedyloued BHYTPHBEHHOIO

BBEJICHHS KUKOCTH W/HITH BaszoINpeCCoOpoB.

Cmenos aopmaibno2o u MumpaibHoO20 Kianama wiu eunepmpogpuueckas obcmpykmuenas
KapouomMuonamus

[lpy HasHayenun npenapara ATakanja'. Kak M JPYrHX Ba30[WJIAaTaTOpOB, IALMEHTaM ¢
runeprpoduyeckoii 0OCTPYKTHBHOIN KapJAHOMHONATHEH WM TIeMOJAMHAMHYCCKH 3HAYMUMBIM

CTCHO30M A0PTAILHOI'O HJIH MUTPAJILHOI'O Ki1arnaHa CJI€ayeT cobmoaarh OCTOPOIKHOCTb.

ITepeuunviii 2unepansoocmeponuzm
[TaumenTel ¢ nNEpBHYHBIM THIEPAIBLIOCTEPOHH3MOM OOBIYHO PE3HCTCHTHbI K TEepanuu
FHIIOTEH3WBHBIMK  TIpEnaparaMH, BIHSAIONMMH  HA PEHHH-AHTHOTEH3HUH-ATh0CTEPOHOBYIO

CHCTCMY. B ¢Bsi3M ¢ 3THM Amxauu‘” HE PEKOMEHAYETCA HAa3HAYATh TAKHUM IAlITHCHTaM.

'unepranuemus

Knunuueckuit ONbIT NpHMEHEHUs JAPYIMX [PENaparoB, BIHAIOIIMX HA CHCTEMY PEHHH-
AHTHOTEH3HH-ATLI0CTEPOH, MOKA3BIBAET, YTO OJTHOBPEMEHHOE Ha3HAueHHe npenapata ATakaua’
¢ KanuicOeperalolMMH JIMYPETHKAMH, [pernapataMH Kajliusi MM 3aMEHHUTEISAMH  COJIH,
COACPXKALIMMH KaJIMH, WIH JIDYTMMH [pernapataMH, KOTOpbIe MOTYT YBEJIHYHTH COJEplKaHHe
Kalius B KPOBM (HampuMep, rernapHH), MOXKET NPHBECTH K Pa3BUTHIO TMIICPKAIHEMHH V
NALHEHTOB ¢ apTepHAIbLHON rUnepTeH3ueil.

Y NaumeHToB ¢ cep/IeYHol HEeJ0CTATOYHOCTBIO Ha JOHE Teparmuy npenaparoM ATakaHa" MOXeT

pazBuBaThCs rHnepkaniemus. [Ipy HazHadenun npenapara Atakana® NaiMeHTaM ¢ CepeuHoi

16




HE/I0CTATOYHOCTBIO PEKOMEHAYETCSl PEryJsipHbIH  KOHTPOJIbL COJEPIKAHUS KaJnsi B KPOBH,
0CODEHHO TpPH COBMECTHOM Has3HayeHHH ¢ uHruOGutopamu AIlD u kanmiicOeperarommmu

JAHYPCTHKAMH.

Obwue

IlauuenTel, y KOTOPBIX COCYAMCTBIH TOHYC W (hYHKIIHS MOYEK MPEUMYIIECTBEHHO 3aBHUCAT OT
aKTHBHOCTH PEHHH-AQHTHOTEH3HUH-aJIbJIOCTEPOHOBOI CHCTEMBI (HAlIpUMEP, NMALIMEHTHI C TAKEIOH
XPOHHYECKOH Cep/IeYyHON HEJA0CTATOYHOCTBIO MM 3a00JICBAHHAMM TOYCK, BKJIKOYAs CTEHO3
MOYEYHOH aprepuH), OCOOEHHO YyBCTBHTEIbHbI K IpenaparaMm. JCHCTBYIOHUIMM Ha pPeHHH-
AHIHOTEH3HH-ATb/IOCTEPOHOBYIO cUcTeMY. HasHauenue nogoOHbBIX CPeACTB CONMPOBOXKAACTCS Y
ITUX MALKCHTOB PE3KOH apTepHalibHON MMIOTEH3HEH, a30TeMHeH, OMrypHel u pexe — OCTpoil
MOYEYHOH HEI0CTATOYHOCTHIO. BO3MOXKHOCTL pa3sBUTHS NepedHCICHHbIX (deKToB He MOoKeT
ObITb MCKJIIOYEHA W TNpPH NPHMEHEHHH AHTATOHUCTOB pelEnTOpoB aHruoreHsusa Il. Peskoe
cHiwkenue AJl y mauMeHTOB ¢ MIIEMHYeCcKOH O0se3HbIO cepiala Wi 1epebpoBacKyIspHbIMH
3a00JIeBAHUAMH aTEPOCKIIEPOTHYECKOTO TeHe3a NMPH NPUMEHEHHH JIOObIX aHTHIHIIEPTEH3UBHBIX

CPCIACTB MOKET NPUBOJIUTL K PA3BHTHIO HHd)apKTa MHOKap/ia Hjid HHCYJIbTa.

Biausinne Ha ¢cnoco6HOCTH YNPaBJsiTh TPAHCHOPTHBLIMH CPEACTBAMH, MEXAHH3MAMH
Bimsnue Ha ciocoOHOCTb YIpaBisTh aBTOMOOH/IEM HIIH paboTaTh ¢ TEXHHKON HE H3ydanoch, HO
(apmakosMHaMuyeckue CBOMCTBa mpernapara yKashlBalOT Ha TO, 4TO 11000HOE BIHMAHHE
OTCYTCTBYET.

[Tpr BOXK/IEHMM aBTOTPAHCNIOPTA M 3AHATHAX MOTEHUHAILHO ONACHBLIMH BHIAMH JIEATEILHOCTH,
TPeOYIOLIMMHM TOBBIIEHHOH KOHIEHTPALMH BHHMAHUS H OBICTPOTHI TICHXOMOTOPHBIX PEAKLHi,
CIIE/yeT yYHThIBATh, YTO NPH NPUMEHEHHHU IIpenapaTa MoxeT HaboAaTbCs roJIOBOKPYKEHHE H

YCTANOCTh.

®opma BbINyCKa
Tabnerkn no 32 mr. Ilo 14 TaGaerok B 6mmcrepe u3 [IBX/TIB/IX/amomunus, no 2 6iaucrepa B

KapTOHHYIO Ma4YKy ¢ HHCTPYKLHEH 110 IPUMEHEHHIO.

Yenosus xpaneHust

Xpanuth npu Temneparype nuke 30°C, B HEAOCTYITHOM JU1st JieTel MecTe.

Cpoxk roanocTu

3 rona. He IMMPUMEHATH MO HCTCYCHHUH CPOKA I'OJAHOCTH.
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Yeaosus ornycka

Ornyckator 1o peuenry.

(UHpOopMaAUUA YKA3ZBIGACHICA MOJILKO RPU YNAKOSKe Ha npeonpuamusx Acmpa3enexka Ab,

Hlseuun, Acmpa3enexa I'moX, l'epmanusn):

HaumeHoBanue M IOpHAHYECKHH ajapec aepikateis (BjagejbUa) PerHcTPalHOHHOIO
YA0CTOBEpPEHHS

Actpa3eneka Ab, SE-151 85 Coaepranbe, IlIBeuuns

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

Ilponssoaurenn
Acrtpa3eneka Ab, SE-151 85 Coaepranse, IlIBenus
AstraZeneca AB, SE-151 85 Sodertalje, Sweden

DacoBmHK (MePBHYHAN YIIAKOBKA)

1. Actpa3eneka Ab, SE-151 85 Coznepraise, llIBenus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

2. Actpa3eneka 'M6X, Tuncnanep Ber 183, 22880 Beneins, ['epmanus
AstraZeneca GmbH, Tinsdaler Weg 183, 22880 Wedel, Germany

Ynakosmuk (BTopH4Has (nmorpebHTe/IbCKAsl) YNAKOBKA) H BBINYCKAWIHA KOHTPOJIbL
KayecTBa

1. Actpa3eneka Ab, SE-151 85 Cozxepransbe, LlBeus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

2. Actpa3enexa I'MOX, Tuncnanep Ber 183, 22880 Benens, 'epmanus

AstraZeneca GmbH, Tinsdaler Weg 183, 22880 Wedel, Germany

HaumenoBanue, aipec opraHu3anim, ynoJJHOMOYEHHOM 1epAKaTe/IeM HIH BJiajie/IbiemM
PErHCTPANMOHHOIO Y/1I0CTOBEPEHHS JIEKAPCTBEHHOT0 NMPENapaTa /Ui MeIHIHHCKOI0
NPHMEHEHHS HA NPHHATHE NPeTeH3Hil 0T noTpedHTe. I5:
IIpencraButensctBo Actpa3eneka IOK Jlumuren, BemukoGpuranus, B r. Mockse u
00O Actpa3eneka PapmMacblOTHKA3
125284 Mocksa, yn. beropas 1. 3, ctp. |
Ten. +7495 7995699
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daxc +7495 7995698

Kannecaprana umnexkcerus npouspoautcs no avuensuu “Takeda Pharmaceutical Company
Limited™.
ATakan]l — TOBapHbIH 3HAaK, COOCTBEHHOCTH IPYIINbI KOMIaHui Actpa3eHeka.

©AstraZeneca 2006-2018

Hau UHPOopMaUUA Ka3bl6Aemca __moJabKo _Nnpu__ynakoske Ha __npeonpusmuu__ 000

«Acmpa3enexka Huoacmpus», Poccusn):

HaumenoBanue M 1opuaHueckwii ajpec aepxkareias (BJaJenblia) pPermcTPalHOHHOIO
YA0CTOBEPECHHS

Actpa3eneka Ab, SE-151 85 Conepranse, 11IBenns

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

IIponssoaurens
Actpa3eneka Ab, SE-151 85 Coxepranse, llBeuus
AstraZeneca AB, SE-151 85 Sodertalje, Sweden

®acoBmHK (MEPBHYHAS YIIAKOBKA)
Actpa3eneka I'mM6X, Tuncaanep Ber 183, 22880 Besnenn, 'epmanus
AstraZeneca GmbH, Tinsdaler Weg 183, 22880 Wedel, Germany

Ynakopmuk (BropuuHas (norpedHTE/IbCKAS]) YNAKOBKA) H BbINYCKAIIIHNA KOHTPOIbL
KavecTBa

000 «Acrtpa3eneka Unaactpus»

249006, Poccus, Kanyxckas obnactb, bopoBckuii paiion. aepesus JloOpuno, 1-biii BocTounbiii

npoes, BiajacHue 8

Hanmenosanne, agpec oprann3anun, yno.JTHOMOYEHHOH JepKATEEM HIN BJIA/IeIbIEM
PErHCTPANHOHHOIO Y/10CTOBEPEHHS JIEKAPCTBEHHOTI0 NPEeNnaparTa st MeAHIHHCKOI0
NPUMEHEHHS HA NIPHHATHE NPETEH3Hii 0T NoTpeduTe/n:

000 Actpa3eneka @apmacblOoTHKAN3
125284 Mocksa, yi1. berosas . 3. ctp. |
Ten. +7495 7995699
(akc +7495 7995698
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Kanzecaprana umiekcerwn npousBoautces no iauueHsun “Takeda Pharmaceutical Company
Limited™.
ATakaH/l — TOBapHbIH 3HAK, COOCTBEHHOCTH IPYIINbl KOMINaHHH AcTpa3eHeka.

©AstraZeneca 2015-2018

PykoBoauTeIIb IPYIIBI 10 PErHCTPALIHH

Cuerupena l1.b.
OUO
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MWHUCTEPCTBO 3JIPABOOXPAHEHWS] POCCUMCKON ®

MHH3IPAB,POCCHH

00125904~ 171

EPALITMN
COTJAACOBAHO
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MHCTPYKLIWA
110 IPUMEHEHHUIO JIEKaPCTBEHHOIO Npernapara Ui MeAHUMHCKOIO IPUMEHEHUS

Ataxkana®
HaMMEHOBAaHME JIEKAPCTBEHHOrO Npenapara

Tabaerkn, 32 mr

nekapcTBeHHas popma, 103UpoBKa

Actpa3enexka AB, IlIsenus

HAWMCHOBAHUEC NIPOU3BOAUTEIIA, CTPaHaA

N3menenne Ne |

Jlata BHecenus M3MeHeHus «

171018
» 20 I.

Crapas peraknus

Hosas penaxnus

(unpopmauus ykasvieaemea moJibKo npu
ynaxkoeke na npeonpuamuax Acmpa3enexa
AD, Hlgeyun, Acmpa3enexa I'moX,

Iepmanun):

Ilponssoaurenn

Actpa3eneka Ab, SE-151

85 Coaepranse,
LIBerms
AstraZeneca AB, SE-151 85 Sodertalje,

Sweden

PacoBmHK (MepBHYHAS YNIAKOBKA)

1. Actpa3eneka Ab, SE-151 85 Couxepraise,
IIBenus

AstraZeneca AB, SE-151 85 Sodertalje,
Sweden

2. Acrpa3eneka I'M0X, Tuncpanep Ber 183,
22880 Benens, ['epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,
22880 Wedel, Germany

YnakoBmuk (BTOpHYHAS
(moTpebuTeILCKANA) YNAKOBKA) H

¢unQogmagun VKa3bleaemca mojlbKo npu

YHaKkogKke Ha npednpuamuax Acmpa3ernexa
AD, llgeyusn, Acmpa3enexa I'moX,

TIepmarnusn):

IIponssoaurenns

Actpa3edeka Ab, TI'aprymaBaren, 151 85
Conepranse, l11Benns

AstraZeneca AB, Gartunavagen, 151 85

Sodertalje, Sweden

®acoBmHK (MePBUYHAS YIIAKOBKA)

1. Actpa3enexka Ab, I'aprynaBaren, 151 85
Copnepranse, l1IBenns

AstraZeneca AB, Gartunavagen, 151 85
Sodertalje, Sweden

2. Actpa3eneka I'mM6X, Tuncpanep Ber 183,

22880 Benens, 'epmanns

AstraZeneca GmbH, Tinsdaler Weg 183,
22880 Wedel, Germany

YnakoBmuk (BTOpHYHas
(noTpeburebeKas) yNaKoBKa) 1]




Usmenenne No 1 x JICP-001353/08-290208 C. 2

Crapas peaakuusi

HoBas pexakuus

BBINYCK2I MM KOHTPOJIb Ka4YecTBa

1. Acrpa3eneka AB, SE-151 85 Conepranse,
IIBenns

AstraZeneca AB, SE-151 85 Sodertalje,
Sweden

2. Acrtpa3eneka I'mM0X, Tuncpanep Ber 183,
22880 Benens, I'epmanus
AstraZeneca GmbH, Tinsdaler

22880 Wedel, Germany

Weg 183,

Hiu_(unpopmayua _ykasvieaemcs _moibKo

BBINYCKAIOMHE KOHTPOJIb KA4ecTBa

1. Actpa3enexka Ab, I'aprynamaresn, 151 85
Copepranbe, llIBeuus

AstraZeneca AB, Gartunavagen, 151 &5
Sodertalje, Sweden

2. Acrtpa3eneka I'mM0X, Tuncupanep Ber 183,
22880 Benenn, I'epmanus
AstraZeneca GmbH, Tinsdaler

22880 Wedel, Germany

Weg 183,

Hnu _(undopmayus _ykazvieaemes _moibKo

npu VHAKOBKeE Ha npeonpuamuu

npu YRAKOGKE Ha npeonpuamuu

000 «Acmpa3enexa Huoacmpusy, Poccun):

000 «Acmpa3enexa Huoacmpusy, Poccus):

[TpousBoauTein
Actpa3enexka Ab, SE-151 85 Copnepranse,
HIBenus

AstraZeneca AB, SE-151 &85 Sodertalje,

Sweden

dacoBmMK (MePBHYHAS YIAKOBKA)

Actpa3eneka I'mM0X, Tuncnanep Ber 183,
22880 Bexnens, ['epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,
22880 Wedel, Germany

YinakoBumHk (BropuuHas
(morpebuTeILCKAN) YHAKOBKA) H
BBINYCKAKIMHAH KOHTPOJIb KayecTBa

000 «Actpa3eneka Mnpactpus»

249006, Poccus, Kamyxckas  obnacts.

Bopogckuii paiion, jaepeBusi JloGpuHo, 1-biii

BocTounblii npoesj, Biajesue 8

Ilponssoaurenn

Actpa3eneka ADB, Taprynaparen, 151 85
Conepranse, I11Benns

AstraZeneca AB, Gartunavagen, 151 85

Sodertalje, Sweden

@acoBmMK (MEPBHYHAS YIAKOBKA)
Actpa3eneka I'mM6X, Tuncnanep Ber 183,
22880 Benens, I'epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,
22880 Wedel, Germany
Ynakosnuk (BTopuyHasn
(norpedurTesbcKast) YIAKOBKA) H
BBITYCKAIOIMHH KOHTPO/Ib KAYeCTBA

000 «Actpa3eneka Mupactpus»

249006, 00J1aCcTh,

Poccusi,  Kamyxckas

bopogeckuii paiton, nepeus JloOpuuo, 1-blii

GYHBIHpOoe3l, BiajaeHne 8

CTdE
\ fh},‘, 2
4

PykoBoauTenb rpynbl 1o perucTpauu

| O\ %

Cuerupéna I1.b.




