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COTJJACOBAHO

MHCTPYKIUA
[TO MEJTMIIUHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOI O TTPEITAPATA

ATAKAH/I®

Haumenosaunue 1ekapemeennoco npenapamdad

Perncrpanmonnusiii nomep: 11 NO14373/01
Toprosoe nanmenoaune: Atakana” (Atacand”)
MexayHapoaHoe HENATEHTOBAHHOE HANMEHOBAHNE: KaHlecapTan

Jlekapcrennasi popma: TabieTku

Cocrasn

Heucmeayiowee seugecmaso

Onna tabsieTka coAepAKUT JACHCTBYIONIETO BelecTBa Kanjlecaprana uniekceria 8,0 mr uin 16,0
MT.

Benomoeamenvuvie geecmaea

Kapmesuiosa kajibuus (KapMesulo3bl KajbLMeBas €ojb) 5.6 M, rMnposiosa (rupoKCHIpOIuI
ueunonosa) 4.0 Mr, kpacutenb xkeneza okena kpacHbiit E 172 0,065 mr (Juis 103upoBki 8§ mr),
0,26 mr (Juist 103upoBKH 16 Mr): nakTo3el MoHoruapar 89.4 mr (Juis po3uposku 8 mr), 81.4 mMr

(s 1o3upoBku 16 Mr), Mmaruus creapat 0.4 Mr, Kykypy3ubiit kpaxmai 20.0 mr, makporo 2.6 mr.

Onucanne

ATtakan1” 8 MI': CBETIIO-PO30BBIC KPYIJIbIE ABOSKOBBINYK/IbIE TA0JICTKH, ¢ PUCKOI M IPABHPOBKOJ

A Ha oaHo# cropone u 008 na 1pyroi ctopone.
CG

Atakann” 16 Mr: po30oBbie KpyTJible ABOSKOBBITYK/IbIe TabIeTKH, ¢ PHCKOIT H 'PaBHPOBKOH A Ha

oaHO# cTopoHe 1 016 Ha Apyroii cTopoHe. CH

®apmax0'repanemu-{ecxan rpynna: aHTaroHucT pelenTopoB aHrHoTeH3nHa I1.

Koa ATX: CO9CA06

DapMaKoI0rHYecKHe CBOHCTBA

DapMaKoIHHAMHKA




Aunrnorensun Il — OCHOBHO# ropMOH PEHUH-AHIHOTEH3UH-AJILAOCTEPOHOBOH CHCTEMBL, KOTOPBIN
MIPACT BAXKHYKO POJIb B IATOICHE3€E apTEPHAIbHOI IMIICPTEH3HH, CEPACUHOI HEA0CTATOYHOCTH U
JAPYTHX CEePACYHO-COCYAUCTHIX 3aboneBaHuii. OCHOBHBIMH (H3HONOrHYECKHMH S deKxTamu
anroreHsuna Il #BAsIOTCS  BA30OKOHCTPHKUMS, CTHUMYJSILMS TPOAYKLUHH  QJIbIOCTEPOHA,
peryyisiins BOAHO-3JIEKTPOJMTHOIO IFOMEOCTa3a M CTHMYJISLMS KIeTO4YHOro pocra. Bee a1H
shdexTel  onocpenoBaHbl  B3auMojeiicTBHeM aHrnoTeHsuHa Il ¢ aHTHOTEH3MHOBHLIMM
peuentopamu 1 tuna (AT -penentopst).

Kanaecapran — ceneKTHBHBI aHTaroHucT peuentopoB anrunorenzuna Il 1 tuna (AT)-
peuenropos). Kanaecapran He MHrHOMpYeT aHrHoTeH3MHNpeBpamaromuii gepment (AlID),
KOTOPBII  OCYHIECTBISET NpeBpaiieHue aHruoreHsuna | B anrumorensus Il u  paspywaer
OpajnknuuH: He BiaugeT Ha AIID n ne NpUBOIUT K HAKOTUTCHHIO OpaJIMKHHIUHA WK cYOCTaHIIHN
P. Ilpu cpasnenun kanaecaprana ¢ nuruouTopamMn AII® pa3BuTHe Kalis peke BCTpevanoch y
MalMeHTOB, TOJYYaBIIMX KapjecapraHa nuiaekcetwa. KanaecapraH He CBs3bIBacTcs C
pelenTopamMu JIpyrux ropMoHoB M He OJOKHpYeT MOHHbIE KaHalbl, yYaCTBYIOIIHE B PEryisiini
(Gynxkimii  cepaeuno-cocyancToii cuctembl. B pesyanrate Oaokuposanns ATi-peuentopos
aurnoTensuna Il npouexo T J10303aBMCMMOE TIOBBIIICHHE AaKTUBHOCTH PCHHHA, KOHLUCHTPAIIMH

aHruoreHsuHa I, anrnorensuna Il u cunxkenune KOHIICHTPAIIHH aJTbJ0CTEPOHA B IJIa3M€ KPOBH.

A‘I?Hl(,’pll(l.'lhll(l}l cunepmenud

ITpu apTepnanbioii runepTens3nn KanJaecapTal BhI3bIBACT /10303aBUCHMOE JUTHTEIIBHOE CHHKEHUE
aprepuaanbioro jgasnenus (AJl). Anturuneprensusubii  3¢dekt npenapata o0ycIoBICH
CHMIKeHHeM 0011ero nepudepnyeckoro conpoTHBICHHS COCYI0B, 6€3 M3MECHCHHS YacTOThHI
cepacunbix cokpamenui (YCC). He ormeuanoch ciiyuyaeB BBIPAKEHHOH apTepHATBHOM
FHMIOTEH3HH nocjie mpuéMa MepBoil /1036l NnpenapaTta, a TakkKe CHHIPOMa OTMEHBI (CHHIAPOM
«PHKOLIETAY) 1OCIIE [PEKPALLEHHS TePATTHH.

Havajo anTUrunepreHsMBHOrO ACHCTBHSI [0C/E INpHeMa [epBOM JI03bl  KaHJecapTraHa
nMiIeKceTHIa 0ObIYHO pa3BUBaeTcs B TedeHHe 2-X yacoB. Ha doHe npojospkatomieiics tepannu
npenapaTtoM B ()MKCHPOBAHHON /03¢ MakcuMaibHoe cHWkeHHe AJl oOblYHO J0CTHTaercs B
TeyeHHe 4 Heaelb M COXPAHAETCs Ha NPOTS/KeHMM JledeHus. Kanjgecaprana LMIIEKCETHII,
Ha3Ha4aeMbll OJIMH pa3 B CyTKH, obecneunmBaeT p(eKTHBHOE H TUlaBHOE CHUWKeHHe AJ] B
TeueHHe 24 4acoB ¢ He3HauMTeNbHbIMU KosieOanusimu AJl B MHTEpBalaX MEKIY HpUEMaMH
odepenHOM  J103bl  npenapata. [lpuMenenme KanjecapraHa IMJIEKCeTHJIa COBMECTHO C
THIPOXJIOPOTHA3HIOM NPHUBOAMT K YCHJICHHIO aHTUIMIEpPTeH3uBHOIO 3¢ddexra. CoBMecTHOE
NpUMEHEHHE KaHjecapTaHa LMICKCETHIAa M THAPOXJIOPOTHA3KAa (MJIM aMJIOAMIIMHA) XOPOLIO

TICPCHOCHUTCA.
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Db dexTHBHOCTH Mpenapara He 3aBUCHT OT BO3pAcTa M 1oJia NarmeHToB.

Kanjecaprana nuiekceTH1 yBeTHUMBALT MOYEHHbIH KPOBOTOK M HE M3MEHSET WIIH K€ TOBbIIIAET
CKOpPOCTh KJIYOOUKOBOiH (MIIBTPALMK, TOrAa Kak IOYCHYHOE COCYJHCTOE CONPOTHUBJICHUE M
¢uabTpanmMonnas (paxumsa cuwkaiores. [Tpuem kanjaecaprana nmiekceTwna B go3e 8-16 mr B
TeueHue 12 Hexesb HE OKasblBACT HEraTMBHOIO BIMSHUSA HA KOHUCHTPALMIO IJIHOKO3bI M
JMIUAHBIA TPOQUIIL Y NALMEHTOB C apTePUaIbHON runepTeH3neii 1 caxapHbsimM anadeTom 2 Tuna.
Kimnuueckoe jeicTBHE KaHjecapTaHa LMJIEKCETHIIA Ha MOKasarelb CepaevyHO-COCYAUCTOMN
3a00/1€BAEMOCTH W CMEPTHOCTH I1pH npuéMe B 103e 8-16 mr (cpeanss go3a 12 Mr) oauH pa3s B
CYTKH MCCJIEIOBAIOCH B XO/1€ PaHIOMH3HPOBAHHOTO KJIHHHYECKOTO MCC/IC/IOBAHUSA C YHaCTHEM
4937 noxuiablX nauMeHToB (Bospact ot 70 go 89 ser, 21% naunenrtos B Bo3zpacte 80 siet u
cTapiuie) ¢ apTepHaIbHON THIIEPTEH3HEH MATKOM M YMEPEHHOM CTEIeHH TAKECTH, MOIYHaOMX
TEpaINMIO KaH/ecapTaHa LMJICKCETHIIOM B cpeiHeM B TeucHue 3.7 net (uccaenoanne SCOPE —
MCCIIC/I0OBAHWE KOTHMUTHBHBIX (YHKUMHA M NPOrHo3a y NOKMIBIX nauuentoB). IlanmenTs
MOJdyyaau KamjecapraHa IWIeKceTHn wian nuanebo, npm HeodOXoAMMOCTH, B KOMOMHALMN C
JAPYIHMHM  IMIIOTEH3MBHBIMU  cpejerBamu. O0a  pexuma  Tepanuu  nokazaau s gekrnsioe
CHHIKEHHE CHCTOJMYECKOro W jmactonunueckoro AJl (¢ 166/90 no 145/80 mm pr.ct. B rpymine
NAUMCHTOB, NOJyYaBIIUX Kanjecapran, U ¢ 167/90 n0 149/82 MM pr.cT. B KOHTPOIBHOI Tpynine)
Ha (one Xopomeii nepeHocumoct. KoruutueHas (GyHKIUMS W Ka4€CTBO KH3HH COXPAHSIIMCH Ha
XOpolleM ypoBHe B 00€HX rpymnnax naiHeHToB. Mexk/1y 3THMH JIBYMs IPYIIIaMH [ALHCHTOB HE
HaO/I01a10Ch CTATUCTHYECKH 3HAYNUMBIX Pa3IMuMii 4aCTOTBI Pa3BUTHS CEPIACUHO-COCYMCTBIX
OCJIOKHEHUI 110 NEPBUYHON KOHEUHOH TOYKE, BKIIOYAIONICH CEepACHHO-COCYJAMCTYH) CMEPTh,
pasBUTHE HECMEPTENLHOr0 HH(papKTa MHOKap/a U HECMEPTEILHOr0 HHEY IbTa. O/THAKO B rpyrnne
MalHEHTOB, MOIYYaBIIMX KaH/ecapTaH, PUCK Pa3BUTHI HECMEPTEILHOIO HHCY IbTa Obll Ha 28%
HHUKE, YeM B KOHTPOJIbHOI rpyrine (oTHOCHTeAbHBIN puck = 0,72, 95% noBeputenbHblit HHTEpBaI

0,53-0,99, p=0,04).

Xponuueckas cepoeynas HedoCmamoyHocms

CornacHo pesynbTataM nporpammbl KiuHuueckux uceienoBannii CHARM (Kangecapran npu
XPOHHYECKON cepaeunoi HepoctatoyHocTH — Ouenka CHmxeHus Ypous CMepTHOCTH M
3aboneBacMocTH) ¢ ywacTHeM 7599 nauMeHTOB NPUMEHEHHME KaHjecapraHa IHJIeKCeTHIa
(cpeinss 103a cocTaBHiIa 24 MI/CyTKH) MPABOIUIIO K CHHIKEHHIO YaCTOThl CMEPTEIBHBIX HCXO/I0B
¥ HEODXO/IMMOCTH B rOCITMTAIM3ALIMH 110 TOBOY XPOHHYECKON CepAeUHO HEJ0OCTATOYHOCTH U K
YJAYYIIEHUIO CUCTOJIMYECKOH PYHKIMH JIeBOTO kKeny/10uKa. Menana JUIMTeIbHOCTH Hab 110 1e s
coctaBnsna 37,7 mecses.

B uccnenopannn CHARM-Alternative (n=2028) y naumeHTOB o CHUAKEHHOI (pakimeii BeIOpoca




aesoro xkenyaouka (OBJDK) < 40%, ve nonyuapmmx uHrudurop Alld u3-3a HenepeHOCUMOCTH
(B OCHOBHOM H3-3a Kamuid — 72%), KOMOMHHMPOBaHHBIN KPUTEPHil, BKIIOYABIIHA CMEpTh OT
CEPACHHO-COCYANCTHIX 3a00s1eBaHUil MM MEpPBYIO FOCMUTATIN3ALMNIO 110 MOBOIY XPOHHYECKO
CEPACYHONH HEA0CTATOYHOCTH, ObLI 3HAYMTEIBHO HWKE B IPYNIE NALMCHTOB, NOJIYyYaBIIMX
KaHjecaprad, Mo CcpaBHeHWIO ¢ rpynnoil muanedo (cootHomenue puckoB = 0.77. 95%
aosepurenbHblii uHTEpBan 0,67-0,89, p<0,001). CuukeHne OTHOCHTEIBLHOIO PHCKA COCTABHIIO
23%. Tlpu HTOM OBLIO OTMEYEHO TMONIOKMTENILHOE BIMSHHE KaHJecapTaHa M Ha KaKAYl0 H3
COCTABISIIOIINX ITOr0 KOMOMHHPOBAHHOTO KpHTepus. [IpumMenenne kanaecapTana 1HIeKceTHIA
IIPUBO/IMIIO K YTYHIIEHHIO (PYHKIIMOHAIIBHOTO KJ1acca XPOHUYECKOMH Cep/IeYHOM HEI0CTaTOYHOCTH
1o kihaccupukannn NYHA (p=0,008).

B uccnenopanun CHARM-Added (n=2548) y naumentoB co cHukennoii OBJIK < 40%,
noJayyaBiinX HMHruouTopel AIl®, xoMOMHMpOBaHHBIN KpUTEpHil, BKIIOYABIIHH CMEpPTh OT
CEPACYHO-COCYAMCTBHIX 3a00JIeBaHNIT MM NEPBYIO TOCHUTAIH3AIMIO 110 TOBOAY XPOHHYECKOH
CEPACUHON HE0CTATOMHOCTH, OblT 3HAYMTEIBHO HWKE B TPYIIC NALMCHTOB, NOJIYYaBIIMX
KaHjecaprad, 110 CpaBHeHHio ¢ rpynnoit muanedo (cootnomenne puckoB = 0,85, 95%
jJoseputenbupii - uHTepsan  0,75-0,96, p=0,011), Y10  COOTBETCTBOBANO  CHHIKCHHIO
OTHOCHUTEJILHOTO pHcka Ha 15%. Ilpumenenue kaHaecapTaHa IMJICKCeTHIa TIPHBOAMIO K
YAYYIIEHHIO  (YHKIIMOHAIBHOIO Kjlacca XPOHHMYECKOH CepAeYHOM HEJ0CTATOYHOCTH 110
kiaaccupukanun NYHA (p=0,020).

B nccnenopannn CHARM-Preserved (n=3023) y naumeHToB ¢ COXPAHEHHOH CHCTOJIMYECKOI
Gynkimeit (PBJIK > 40%) ne 66110 BRISBICHO CTATHCTHYECKHM J10CTOBEPHBIX PA3IHUMIi 3HAUCHMS
KOMOMHHPOBAHHOTO KpHTEPHs d(PPEeKTUBHOCTH, KOTOPLII BKIIOYAN B ce0sl 4aCTOTY CMEPTEILHBIX
HCXO/IOB OT CEPACYHO-COCYMCTHIX 3a00JIeBaHUIT WIIM 4aCTOTY MEPBOH TOCHHTAIHM3ALMM 110
MOBO/ly XPOHMYECKOH cep/evHOoll HEJOCTATOYHOCTH, B TPYMNax Kaujecaprana W rmuanebo
(cootnomenne puckos = 0,89, 95% nopepurenpubiit uurepsan 0,77-1,03, p=0,118). Ilpu s1oMm
ObLJIO OTMEYEHO TOJOKHTENLHOE BIHAHHE KaH/lecapTaHa Ha OJHY M3 COCTABISIONIMX JIAHHOIO
KOMOHHHPOBAHHOIO KPHTEPHSI — CHWKEHHE HaCTOThI TOCHUTAIN3ALINIH 110 TIOBOLY XPOHHYECKOI
CepAEYHON HEJI0CTATOYHOCTH.

B oObeaunennoM ananmse Beex 3-x uccneaoBanuii nporpaMMel CHARM He 661710 nOIyYeHO
JIOCTOBEPHBIX Pa3/IMYMi  4acTOThl CMEPTEJIbHBIX MCXOJIOB OT BCEX NPHYMH B Ipylnax
KaHjiecaprana u niauedo (coornomenue puckos = 0,91, 95% nosepurenbHbiii naTeppan (.83-
1,00, p=0,055).

CHWKEeHHE 4acTOThl CMEPTEJIbHBIX HMCXOJOB WM 4YacTOTBl TOCHUTAIN3AIMHA 10 TMOBOJIY
XPOHHYECKOH Cep/IEYHON HeJ0CTATOYHOCTH Ha (hoHe Tepanuu KaH/IecapTaHOM He 3aBMCEIO0 OT

BO3pacTa, 1oja u conyrcrsyroulei tepanuu. Kangecapran takixe Obli1 9 (pekTHBEH y MALIMEHTOR,
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npuHuMaBiiuX Oera-aapeHo0a0KaTopbl B couetaHun ¢ uHTHOMTOpamu AllD. npu stom
3¢ GeKTHBHOCTH KaHIecapTaHa He 3aBUCesIa OT TOro, MPUHUMAET JIH NAIMEHT ONTUMAIBHYIO J103Y
uarnoutopa AI® nam ner.

Y NauMeHTOB ¢ XPOHMYECKOH CepAeyHOH HEJ0CTATOYHOCTBIO M CHHXKECHHOH CHCTOIMYECKOM
dyukuueit nesoro xemyaouka (PBJIK < 40%), npuém kangecaprana cnocoOCTBOBAN CHHKEHHIO
obmero nepudpepuueckoro cocyJHCTOro CONPOTUBICHUS ¥ KaMJUIAPHOIO J4aBJICHUS B JICTKHX,
MOBBIILICHUIO AKTHBHOCTH PEHHHA M KOHUEHTpalMu aHrnoreHsnHa Il B niasme KpoBH, a Takxke

CHHXCHHIO YPOBHSA aJIbJOCTEPOHA.

DapMaAKOKHHETHKA

Bceacwieanue u pacnpeoenenue

Kanaecaprana 1MIEKCeTHN1 SBISETCA NPONEKApPCTBOM I8 NpHEMa BHYTPb. bbicTpo
[IPEeBpAINACTCS B aKTHBHOE BEIECTBO — KaH/ECapTaH 10CPEACTBOM PUPHOIO rMIpoiu3a IpH
BCACBIBAHUH M3 THINCBAPUTEILHOIO TpaKTa. NPOYHO cBa3eiBaeTes ¢ A'lj-perientopamMu u
ME/UIEHHO JINCCOIIMMPYET, HE HMMeeT CBOHCTB aronucta. AOcomoTHas OHOAOCTYINHOCTD
KaH/ecapTaHa 1ocjie 1pHeMa BHYTPb pacTBOpa KaHjccapraHa LHICKCeTHIa COCTaBIAsEeT OKOJIO
40%. OthHocuTenbHas OHOAOCTYMHOCTH TabJETUPOBAHHOTO Tpenapara MO CpPaBHEHUIO C
pacTBOPOM JUIs [IpUeMa BHYTPb cocTasigeT npubausutensio 34%. Takum obpaszom, pacueTHas
abcomoTnas OuosocTynHocTh TabneTpoBaHHOI  (opmbl  mpenapata cocraBisetr 14%.
Maxkcumanbias KOHUEHTpauus B chiBOpoTke KposH (Cmax) jocTHraercs uepe3 3-4 yaca noclie
npuema TabneTupoBanHoil opmbl npenapara. [lpn yBenmueHun J03b1 penapara B npejiesiax
PEKOMEH/IyeMBIX KOHIIEHTpallHs KaHjecapTaHa nopblnaeTes TuHeliHo. DapMaKOKHHEeTHYECKHe
napameTphbl KaHjecapTraHa He 3aBHCAT OT noja nauucHra. I1puésm nuim He okasbiBaeT 3Ha4MMOro
BJIMSIHUS HA MJI01MA/Ib MO KPHBOH «KOHIEHTpalns - BpeMs» (AUC), T.e. 0/(HOBPEMEHHBIIH Npuem
NUIM  CYIICCTBEHHO HE BauseT Ha OuozocTynHocTh npenapara. Kanjgecapran akTHBHO
CBs3bIBAETCA ¢ OenkaMu mnuasmbl KpoBu (>99%). OObeM pacnpejelicHus KaHIecapTaHa

cocrasnsiet 0.1 1/kr.

Memabonusm u evieoenue usz opeanuzma

Kanjecapran, B OCHOBHOM, BBIBOAMTCS U3 OpPraHM3Ma [104KaMH M JKeJI4blo B HCH3MCHCHHOM BH/IC
W JIMIIb B HE3HAYMTEIBHON crenenn metabonusupyercss B nevyeHu. [lepmoa nomymeiBeieHUs
KaHjecaprasa cocrasisieT npubimusnTesbHo 9 yacos. Kymysisiuus B opraHu3me He HaO/oaaeTcs.
OO0mmit KIMpeHc KanaecapTana coctapiseT 0kos10 0,37 MJI/MHH/KT, IPH TOM MOYEYHBIH KIHPEHC
— okono 0,19 ma/mun/kr. IloueyHass “KCKpeuusi KaHjaecapTaHa OCYIUECTBIACTCS IyTeM

K1yO00ouKoBOH (HUIBTPaMKM M aKTUBHON KaHanbleBoW cekperuu. [lpu npuéme BHYTPDH




PaIMOAKTHBHO-MEUYEHHOI0 KaHjecaprana nujiekceTnia okoao 26% o1 BBEJICHHOIO KOJHYECTBA
BBIBOJAMTCS 1OYKAMHU B BH/IE KaHjecapTaHa H 7% B BUJIe HEAKTHBHOIO MeTa00JIMTa, TOI/1a KaK B
Kane obHapyxuBaeTcs 56% OT BBeJEHHOTO KOJMUYECTBA B BHAe KaHjecaprana u 10% B Buae
HEAKTUBHOI0 MeTadoIuTa.

V noxunabiX nauueHToB (crapiie 65 ner) Cmax u AUC kanaecaprana ysennuupaiorces Ha 50% u
80%, COOTBETCTBEHHO. MO CPABHEHUID € MOJIOJABIMU mnaneHTamM. OJHAKO THNOTEH3HBHBIH
3(PEKT M YacTOTa BO3HUKHOBEHMS 1000UHBIX Y(EKTOB IIpH NPUMEHEHHH npenaparta Atakana”®
HE 3aBUCAT OT BO3pacTa MalMeHToB.

Y NauMeHTOB ¢ JIETKUM H YMEPeHHBbIM HapylueHueM Qpynkunn noyek Cmax n AUC kanjecaprana
yBemnunBanuck Ha 50% u 70% cooTBETCTBEHHO, TOT/Ia KaK MEPHO/ MOJIyBBIBEJICHUS Nperapara
HE M3MEHSIETCS 10 CPABHEHMIO ¢ NMAIIMEHTAMH ¢ HOpPMalnbHOH (yHKIMelH novek. Y nmanmeHTos ¢
TAKEIBIM HapymeHneM GyHkimnn noyek Cmax u AUC kanaecaprada ypeianuusaiuch Ha 50% n
110% cooTBeTCTBEHHO, a NEPHOJI NMOJYBBLIBEJICHUS TpernapaTta yBequuuBaica B 2 paza. Y
NalMEHTOB, HAXO/UILIMXCA HA reMoanannse, ObUIM BBISIBJICHBI TaKHE ke (PAPMAKOKHHETHYCCKHE
napamMeTphl Kanjiecaprana, Kak y nalMeHTOB C TSKeIbIM HapyleHneM (pyHKIHH MoYek.

B AByX Hccie10BaHUSX € yUACTHEM HAIMEHTOB € JICTKMM HJIM YMEPEHHBIM HapylieHeM GyHKIiuu
MeYeHH 0TMEYalloch MoBkileHue cpejHero 3Hadenns AUC kanaecaprana npumepHo Ha 20% B

O/IHOM HccnieoBaHnu U Ha 80% — B aApyroM (eM. pazaen «Crnocod npuMeHeHns U 10351»). OnbIT

ITokazanust K NnpUMEHCHHIO
ApTepHanbHas runepTeH3ns.
XpoHuyeckas ceplcuHas HEJOCTATOYHOCTh W HapylleHHe CHCTOJMYECKOH (hYHKIIHH JeBOro
Kenynouka (cHmxkenne @BJDK < 40%) B kauecTBe JIONOJIHUTEILHON Tepanun K HHIHOUTOpaMm
aHruoTeH3uHnpespamaiountero pepmenta (AITM) uam npu nenepeHocumocTi HHrHOUTOpOB AlTD

(cMm. pa3jien «DapMakoAMHAMMKEY).

IlpornBonokaszanus

[ToBpimeHHas YyBCTBHUTEIbHOCTh K KaHACCApTaHA LMJICKCETHIY MM JAPYIHM KOMIIOHEHTaMm,
BXO/USIIIIMM B COCTaB IIpenapara.

bepeMeHHOCTL M MepHOA  IpyJHOro BeKapmimBaHusi (cMm. pasjaen  «lIpumeHenue npu
OepeMEHHOCTH U B IEPHO/L IPYAHOIO BCKAPMIIMBAHUS).

Taxenvie nHapymenus GyHKIIMKA NEYEHH H/HIIH X0JIeCTas.

Bospact 10 18 siet (3¢ pextBHOCTL U 6€30MaCHOCTH HE YCTAHOBJIEHDI ).

HCﬂCpCHOCHMOCTb JAKTO3BbI, ,uedmum JIAKTas3hbl 4] CHHJIpOM IIHOKO30-TalaKTO3HOM
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masibabcopOumu.

OIHOBpPEMEHHOE TIPUMEHEHHE ¢ AIMCKUPEHOM M MpenapaTtamMi. COJepKalliMH aJluCKUPEH. ¥
MAIHEHTOB C CaXapHBIM JAHAa0eTOM H/HJIH C YMEPEHHBIMH MJTH TSKEIbIMH Hapy LICHUAMHU ) YHKLIAH
noyek (ckopocth Kiyboukopoit ¢uastpammn (CK®) menee 60 ma/mun/1.73 M2 niowaau
MOBEPXHOCTH TeJa).

OnHoBpeMeHHOEe NpuUMeHeHHe ¢ uHruOuTopammu All® y naumeHToB ¢ auadeTHUECKOi

HedponaTHeii.

C OCTOPOKHOCTBIO: Yy MAUMEHTOB C TAXKEIOH NOYeyHOH HEA0CTATOYHOCTBIO (KJIMPEHC
KpeaTHHuHa Menee 30 MJI/MUH), JIBYCTOPOHHMM CTE€HO30M MOYEYHLIX apTepuil WK CTEHO3OM
apTepuH CJIMHCTBCHHOH I0YKM, C IEMOAMHAMHMYCCKM 3HAYMMBIM CTEHO30M a0pTaJbHOIO M
MHTPAJIbHOTO  KJamaHa. Toclie [nepecajki  NOYKM B aHaMHe3e, Yy TNallMeHToB ¢
uepedpoBacKyISIpHBIMH ~ 3a00J1eBaHMAMM M HulemHuyeckoit  Oozesubio  cepaua (MBC),
FUIEPKATMEMHUCIE, Y NALMEHTOB CO CHIKCHHBIM 00bCMOM LMPKYIHPYIOLICH KPOBH, C IEPBUYHBIM
FUIEPAILAOCTEPOHH3MOM (OTCYTCTBYET JOCTATOMHOE KOJIMYECTBO JIAHHLIX MO KIHHHYECKNM

MCCIIEA0BAHUAM), THIEPTPOPGHUCCKOH 0OCTPYKTHBHON KapAHOMHUONIATHEHA.

ITpumenenne npu GepeMEHHOCTH H B IEPHOX FPY/AHOI0 BCKAPM/INBAHNS

bepewvennocme

[Ipumenenne npenapara Artakaun” BO BpeMms OepeMEHHOCTH TPOTHBONOKA3aHO (CM. pasjien
«ITporuBonokasanusi»). IlawienTkn, npuauMalomme npenapar Atakana™, 10JKHBL ObITh
npeynpexkaeHs 06 3TOM JI0 MIAHUPOBAHUSA OEPEMEHHOCTH, HYTOOBI OHM MOITH OOCY/IHTH
aJIbTEPHATHBHBIC BADHAHTBI TCPAIIMK CO CBOMM JICUAILIMM BPayOM.

B ciyyae auarHocTHpoBaHHS OCPEMEHHOCTH Tepanmus npenapatoM Atakana® A0KHA ObiTh
HEMEJUICHHO NPEKpALIeHa U, IPH HEOOXOAMMOCTH, HA3HAYEHO AJIbTEPHATHBHOE JIEYEHHE.
ITpenaparpl, okaspiBalOMe NpPAMOE JCHCTBHE HA PEHHH-AHIMOTECH3MH-JIbA0CTEPOHOBYIO
CHUCTEMY. MOTYT BBI3bIBATh HAPYIIEHUS Pa3BUTHA I1J10/1a TN OKa3bIBaTh HEraTHBHOE JICHCTBHE Ha
HOBOPOXKIEHHOI'0, BILIOTH /0 JIETAJILHOIO HMCXO0Ja, NPH NPHMEHEHHM Ipernapara BO BpeMs
HepemenHocTH. M3BECTHO, 4TO Tepanus aHTarOHUCTAMM PELEnTOpoB aHrHoteHsuHa Il Moxer
BBI3bIBATH HAPYIICHUS pa3BUTUsl 1J0Aa (HapyumieHne (YHKUMH 10Y€K, OJHIOTMPAMHHOH,
3aMe/UIeHHe OCCHU(HKAlMM KOocTell uepemna) M pa3sBUTHE OCJIOKHEHHMI Y HOBOPOXKICHHOIO
(nmoyeyHas HeJI0CTaTOYHOCTD, apTepHaIbHAsA THIOTEH3Us, THIIEPKATHEMHA ).

[lepuoo epyonoeo sckapmausanus

B Hacrosiee BpeMs HEW3BECTHO, NMPOHMKAET JIM KaHJAecapTaH B rpyjaHoe Moaoko. OjaHako,

KaHjecapTaH BbIJICIACTCS B  MOJIOKO JIAKTHPYIOIUMX Kpbic. B CBA3M ¢ BO3MOMKHBIM




HeKeNaTebHBIM JIeiiCTBHEM Ha TPY/IHBIX JieTeil, Atakaua”® He clejiyeT NPHUMEHSTh B IIEpHOJL

I'PYAHOI0 BCKapMJIMBaHHS.

Cnocob npuMeHennst H 1035l

ATaKaHJIm caeayer npuHuMaTh OJIMH pa3 B CYTKH BHEC 3aBUCHUMOCTH OT ITpHCMA TTHILH.

Apmepuanvnas 2unepmensus

Pekomen/lyemas HayaibHas M NOUICP/KUBAIOLIas /103a npenapara Artakaia® cocrasiusier 8 mr
O/iMH pa3 B cyTKH. [Tarmmentam, kotopeiM Tpedyeres janbHelinee cHmkerne AJl, pekomenayercs
YBEJIUYUTEL 103y 10 16 Mr ouH pa3 B CyTKH. MakcUManbHbIH aHTHrHNEPTEH3UBHBIN dQdexT
JIOCTUTAETCA B TeueHue 4 HeJlellb 0T Havasa JeyeHHs.

B cayuae ecam Tepanus npenapatom Atakana” He NpUBOMT K CHIKeHHIO AJ] 10 onTHManbHOTO

YPOBHS, PpCKOMCHIYCTCA J00aBUTDL K TCparuHu THA3UJIHbINA JAUYPETHK.

[TanmenTsl HOXKUIOr0 BO3pacTa

VYV HanMeHTOB MOKHIOTO BO3pacTa HET llCOﬁX(),‘lHM()CTI-I KOPPEKTHPOBATL HA4YaJIbHYIO J103Y

npenapara.

TTanmeHThl ¢ HAPVIIIEHUEM (DVHKIIMH TTOYEK

VY nanMenToB ¢ J1erkuM WM YMEPEHHBIM HapyiieHneM (DYHKIIMH NoYeK (KJIMpeHe KpeatuHuHa 30-
80 Mua/Mun). BKIIOYAs MAllMEHTOB, HAXOAAIIMXCA HA reMojHaIu3e, HavaabHas Jlo3a mpenapara
coctagasetr 4 Mmr (% Ttabnerkm no 8 wmr). Jlosy cieayer THTpOBaTh B 3aBHCHMOCTH OT
TepanesTHueckoro 3dexra npenapara.

Kaunnuecknii onpiT npuMEHEHHs 1Ipenapara y nalMeHToB ¢ TSHKEILIMH HapyIIeHHIMH (QYHKIHHI
MOYEK WJIH TEPMUHAIBHON CTa/Meil NoYeuHONH HEL0CTaTOYHOCTH (KIMPEHE KpeaTHHHUHA MeHee 15

MJI/MHH) orpannyes (em. pasaen «Ocobbie yKazaHus»).

[TanpenTsl ¢ HapymeEneM OVHKIMU [IeYEHH

Y nauueHTtoB ¢ HapymenueM (YHKIIMH TI€YeHM JIerKOi M Cpe/iHel CTEMeHH THKECTH
PEKOMEH/IYeTCSl HAYMHATD JICYCHHE ¢ CYTOYHOMH J03bl 4 MI' 0auH pa3 B ¢yTkH (%2 Tabiuetku no 8
Mr). Bo3MOKHO yBesinueHue 10361 TIPH HEOOXOAMMOCTH. ATakana" NPOTHBOIIOKA3aH NalMeHTaM
C  TSKEIBIMH  HapylleHMsIMH  (QYHKUMH TI€YE€HH W/WIM  XoslecTazoM  (cM.  pasjen

«ITpoTHBONOKa3aHUAY).

ConyTtcTByiomas Tepanus




Ilpumenenue npenapata ATtakana® COBMECTHO ¢ AMYpPeTMKAMHM THA3WIHOTO THNA (Hanpumep,

FUIPOXJIOPOTHA3ML) MOKET YCHJIMTh AHTHIMIIEPTEH3MBHbII 3 dekT npenaparta Atakann”.

Xponuveckas cepoeunas HeOOCmamoyHocms

Pexomen lyemMas HauanbHas j103a npenapata Atakanj® cocrtasiser 4 mr (¥ Tabnetkn no 8 mr)
O/MH pa3 B CcyTKW. [loBbimenne 1036l 10 32 MI OJIMH pa3 B CYTKH WM JI0 MaKCHMAJIbHO
NEPEHOCHMMON 103bl MPOBOAUTCS 1yTeM €€ YJIBOCHHUS ¢ MHTEpBaJlaMH He MeHee 2 Helellb (CM.

pazaen «Ocolble yKazaHHsA»).

OcoOble rpyibl NaUMEHTOB

[TarenTam MoKMUIOrO BO3pacTa ¥ nmaluCHTaM ¢ HaApylICeHUEM (1)_\'HKI[HH IHOYCK MJIKM NCYCHH HC

Tpedyercst H3MEHEeHHe HavalILHOIl 10351 Tpenapara.

[TpuMmenenue y jieTei ¥ noJipocTKOB

Bezonacuocts 1 3 peKTHBHOCTL NpUMeHeHus Tpenapata Atakana” y Jieteil u mojpocTkos (B

Bo3pacTe /10 18 jier) He yeranosieHb! (eM. pasaen «TporuBonoxkazanus»).

ConyreTByiolas Tepanus

Atakann"® MOXKHO Ha3HAYATH COBMECTHO € JAPYTMMH CPEICTBAMM, IPUMEHSCMBIMHI TIPH TEpanum
XPOHHYECKON  Cep/IeYHON  HEJ0CTaTOYHOCTH, Harpumep, uurnbutopamu AlldD, Gera-
aZpeHo0I0KaTOpaMH, JIMYPETHKAMH M CEpACHHBLIMH IJIHKO3MIaMu (cM. pasaensl «Ocobbie

yKazanus», «PapMakoauHaAMHUKa).

IToGounoe neiicrene

Apmepuanvnasn eunepmenzusi

[ToGounbie 3pPeKTh B X0/1€ KINHUUECKHX MCCIIEJTOBAHUI HOCHIN YMEPEHHBIH M NPEXOsIunii
Xapakrtep ¥ OblJIM CONOCTABHMBI 110 YAaCTOTE ¢ rpynioi niaanedo. O61as 4acToTa BOSHHKHOBEHUS
nobounbix hdexToB Ha GonHe npuéma npenapara AtakaHa® He 3aBMce]a OT 03Bl TIpenapara,
1ojla ¥ BO3pacTa nauMeHTa. Yacrora ciyyaeB npekpaiieHus TeparuM B CBSA3M ¢ MOOOYHBIMH
dhdexramu ObuIa CXOAHON NPH NPHUMEHEHMH KaHiecapraHa wuiaekcerwia (3,1%) u nuane6o
(3,2%).

B xoae 00beAMHEHHOrO aHajiM3a JaHHLIX [POBEJACHHBLIX HCCIEJA0BaHHI Cco00mAnoch o
cueayrommx 1nodouneix addexrax, wacrto (>1/100) BcrpewaBmuxcs Ha (oHe npuéma
KaH/ecaprada uuiexkcetnaa. Onucansabie nodounbie 3 dekTsl HabOAAINCH ¢ YaCTOTOMH XOTS OBl

Ha 1% OGoabme, uem B rpynne nnane6o. 1o stomy onpenenennio Haunbosiee 4acTO OTMEYAIH
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rOJIOBOKPYKEHUE/BEPTHTO, FOIOBHYIO 60Ib M pecnupaTopHbie HHMEKIMN.

B Tabnuue Huxe NPEICTABJICHBI

noboYHkIe 3q)q)eKTbl. OTMEYEHHBIC B KIHHHYCCKHUX

HCCICJOBAHUAX M [IPH NOCTMAPKETHHIOBOM IIPUMEHEHHH.

Yactora BOZHHKHOBEHHs 110OOUHBIX peakuuii B Tab/Muax pasjena NpeacTaBicHa B CleAYIOei

rpajanuu: oueHn yacro (= 1/10), wacto (= 1/100, < 1/10), newacto (= 1/1000, < 1/100), peako (=
1/10000, < 1/1000) u oyens peaxo (< 1/10000).

Kaace cucremsl Opravos

Yacrora

Hexenarenbnasi peakuus

Mudexunonnsie M napasuraphbie

3abo0JIeBaHNA

Yacrto

Pecniupatopubie HHpeKIIHH

Hapymienust co CTOpoHbI KpPOBH M

IIHM(!)ZITH YECKOM CHCTEMBI

OueHb peIKo

Jleiikonenus, HCHTPOINECHUS n

arpasyJoIHTo3

Hapymenus co croponsl obOmena

BCUICCTB H ITUHTAHHA

OueHb peJiko

anepxannemm, FHTTOHATPHEMHA

KCIIHCBLIBOISALINX llyTCﬁ

Hapymennsa co cropons Heprhoii | Hacro ['0;10BOKpYKEHHE/BEPTHTO,  TOJIOBHAs
CHCTEMBI bonb

Hapymenns co croponsl | Ouens pesko| Kamens

JAbIXAaTeJIbHOM  CHCTEMBI, OpPraHoOB

IPY/AHO# KI€TKH U CPeI0CTEHUS

Hapymenns co cToponbl | Ouens peako| TowmHoTa

KENYI0MHO-KNIIEYHOTO TPaKTa

Hapymenust co croponbl nevenun u | Ovens pesiko| Iossimenne AKTHBHOCTH

«IeYeHOYHBIX» (JepMEHTOB, HapylIeHHe

()YHKLMH [IEUEHU MU FenaTuT

Hapymelms CO CTOPOHBI KOXM H

[IO/IKOYKHBIX TKAHEH

O4eHb pesiko

AHFI‘IOHCBPOTH‘ICCKHﬁ OTCK, KOXKHas

ChITThb, KparmMuBHHIIA, KOZKHBII 3YA

Hapyuienuss co CTOpOHBI CKeNeTHO:

Yacro

bone B criuHe

MBIIIEYHOM U COCIHHHUTEILHON TKAHH

Ouenb pejko

ApTpairus, MHAITHs

Hapymemm CO CTOPOHBI TIOYEK M

MOYEBBIBOISIIMX ITyTEH

OdeHsb pejiko

Hapymenue (GyHKUMH 1OYEK, BKIIOYas
MOYETHYIO HEI0OCTATOYHOCTh y
PEPACTIONOKEHHBIX [ALMEHTOB (CM.

paszznen «Ocobble yKa3aHus»)

OOmme paccTpoiicTBa H HApyLIEHUS

B MECTC BBCJICHHUA

Yacro

CnabocTth

Jlabopamopunvie nokazamenu: B 1€NOM, NP NPUMEHEHHH TNpenapata ATtakaua® He ObLIO
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OTMEUEHO KJIMHMYECKH 3HAUYMMBIX M3MEHEHHI CTaH1apTHRIX TabopaTtopHbix nokasareneii. Kak u
NpUA NPUMEHEHHU JPYTUX CPEJICTB. BIMUAIOMIMX MM JICHCTBYIOIIMX HAa PEHHH-AHTHOTEH3MH-
aJlbJOCTEPOHOBYIO CHCTeMY, MoxkeT Halmoaartbess HeOOJbLIOE CHMKEHHE reMorio0HHa.
HabGmonanock yBeIMYeHHE KOHUCHTPALMHY KPEaTUHHHA U MOYEBHMHBI, YBEIHUCHHUE COAEPKAHUS
KaJIust ¥ yMeHbIIeHHe cojiepxkanus Hatpus. [ToBbinenne ak THBHOCTH aJlaHMHaMHHOTpaHcepasbl
(AJIT) 6bLIO OTMEUYEHO HECKOJIBKO Yallle IIPH IIPUMEHEHUH [penapara Atakana” B CpaBHEHHH ¢
naane6o (1.3% npotus 0.5%). Ilpu npumenennu npenapata Atakana® o6suHO He Tpebyercs
PEryJIsipHOro KOHTpOJIs sabopaTOpHBIX TokasaTesneil. OJHAKO y NalMeHTOB C HapylmIeHHEM
(YHKIMH  1OYEK PEKOMCHJYETCS [EPHOAMYECKH KOHTPOIMPOBATL COJCPIKAHHE Kalui M

KOHIICHTPAIHIO KPpCaTHHHHA B CBIBOPOTKE KPOBH.

.-Yp()llll‘lE('K(l}l (‘ep()(_"lH(l}l HEOOCMamoyHoOChb

[o6ounsie H(pdexThl, BIABICHHbIE HA GOHE MPUMEHEHNS TpenapaTa ATakaua® y NalMeHToR ¢
XPOHHYECKON  Cep/ledHOH  HEJIOCTAaTOYHOCTBIO.  COOTBETCTBOBAIM  (hapMaKOIOTHYECKHM
CBOJICTBAM nperapara ¥ 3aBUCCIM OT COCTOSAHMS NauuenTa. B Xoae KIMHHYECKUX Heclea0Batnii
CHARM nipoBosminocs cpagienme npenapata Atakana” B g1o3ax 10 32 mr (n=3803) ¢ ninaue6o
(n=3796). 21% nauMeHTOB W3 IpynIbl KavjlecapraHa uujiekceTwia, u 16,1% naumeHtoB u3
rpynnel mianedo npekpaTHIM JIeUEHHE M3-3a BO3HMKHOBEHMS NOOO4HBIX peakumii. HanGonee
4acTo BCTpEeyaBMUMHCA NoO0YHBIMH YdekTamu ObIIM THNepKaTHeMus, BHIPaKEHHOE CHHKEHHE
AJl n Hapywenue QyHKUMH nouek. DTH aBjieHus Obun GoJiee YacTBIMK Y NalMeHToB crapiie 70
JIET, NAIMEHTOB ¢ CaXapHbIM /IMAdETOM MM NOJYYAlOUMX APYIHE NpPenaparsl, BIHMIONIHE Ha
PEHHUH-AHIHOTEH3UH-A/IBA0CTEPOHOBYIO CHCTEMY, B 4YacTHOCTH, WHrubutop AllD wu/wim
CITUPOHOJIAKTOH.

B Ttabnune wmxke npejactapieHbl 1000YHbIe  HQPEKTBI, OTMEYEHHBIC B  KIMHHYCCKHX

HCCJICOBAHUAX U TTPH NOCTMAPKETHHIOBOM NMPUMEHCHWUH.

Kanace cuerembl opranosn Yacrora Hexenarenbnasi peakuust
Hapymenus co croponbl kpoBu u | Ouens peako| Jleiikonenus, HEHTPONCHUsA "
muMdaTnuecKoii cucTeMbl arpaHyJIoLuTo3
Hapymwenuss co croporsl oOmena | Hacto ['unepkanuemus
BEIIECTB U TUTaAHHUA Ouenb peako | I'unonarpuemus

Hapymenuss co ctoponbl HepBHO# | OueHb peaxo| ['onoBOKpyKeHHe, rojioBHas 60Jib

CHCTEMBI
Hapyuenus co cTOpoHbl cOCY10B Yacro Bripaxennoe cuuxenne AJ|
Hapyienus co croponbl | Ouens peaxo| Kamens

JIBIXATEJILHOW  CHCTEMBI, OpraHos
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v

TPY/IHOM KJIETKH M CPeIOCTEeHUS

Hapymenus co ctoponsl | Ouens pesiko | TomnoTra

JKCITYI0YHO-KHIICYHOI'O TpaKTa

Hapywenust co croponsl neyeHu u | Ouens peako| [loBeimenue AKTUBHOCTH
JKEJTUEBBIBOAAIMX My TEH «TMEYCHOYHBIX» (PEPMEHTOB, HapyIICHHE

d)YHKlIHld MEYCHH MJIK I'CHaTUT

Hapymennst co cTopoHbl KOKH H | O4eHb pe/Iko| AHTHOHEBPOTHUECKHIT OTeK, KOXKHas

MOJAKOKHbBIX TKaHel ChIIlb, KPAlMBHHUIA, KOKHBIHI 3Y/1

Hapymenus co crtoposbl ckeleTHO4 OueHb pejiko| bonp B criuHe, apTpairus, MAaarus

MBITIICUHOH ¥ COCJIMHHUTEILHON TKAaHW

Hapymenus co crtopousl nouek u | Yacto Hapymenue QyHKIHH MOYEK, BKIIOYas
MOYEBbIBOJISAIMX 1Ty TCH 1OYEHHYIO HE/I0OCTATOYHOCTh y
Npe/IpacnoIoKeHHbIX MAlMEHTOB (CM.

pazaen «Ocolble yKa3aHusi»)

O6mue paccrpoiictea u Hapyuwenus | Ouenb peako| Cinaboctpb

B MCCTC BBCJICHHUA

./](160[)("71()[”!!)1(' uzmenenus! NOBbIICHUE KOHUECHTPAIIHH KPpEeaTHHHHA H MOYEBHHBI, 1IOBBIILICHHE
COZICPIKAHHNA KaJlh4. PeKoMCH,’IyCTCﬂ KOHTPOJIMPOBATH KOHICHTPAIIHKO KPECATHHHHA U COJICPKAHME

KaJIusl B CbIBOPOTKE KPOBH.

ITepenosnponka

Cuvnmontol

Anann3 (papMakoIOrHYeCKMX CBOWCTB Mpenapara Mo3BOJISET TPEANOI0KHTb, YTO OCHOBHBIM
[IPOSIBJICHUEM  [IEPEO3HPOBKH  MOKET OBIThb KJIHHMYECKH BbipakeHHOe cHukeHue AJl u
TOJOBOKPYKeHHUE. BblM onucanbl OT/Ae/IbHBIE CIy4au NEepelo3upOBKU npenapara (10 672 Mr
KaH/lecapraHa IMJIEKCeTH/Ia), 3aKOHYMBIIHECS BBI3/IOPOBICHHEM MAlHEHTOB 0e3 TAKEeIbIX
MOCJICJACTBHH.

Jleyenue

ITpu  pa3sBUTMM  KJIMHMYECKM BbIPAXKEHHOro cHwkeHusi AJl  HeoOX0AMMO  IIPOBOAMTHL
CHMIITOMAaTHYECKOE JIEYEHHE W KOHTPOIHUPOBATH COCTOSHUE TMallMeHTa. YIIOKHTh MalMeHTa,
NPHIIOAHATL HOXKHOH KoHew kposatu. llpu HeobOxoaumocTn crieayer yBeauuuTh 00beM
LHMPKYJUPYIOIIEH T1a3Mbl KPOBH, HAaNpUMep. NMyTeM BHYTpHBeHHOTO BBejaeHHs 0,9% pacTtsopa
HaTpUs Xjopujaa. B ciaydae HeoOXoauMocTH MOryT ObIThb Ha3HA4€Hbl CHMMIIATOMHMETHYECKHE

npenaparsl. KaHnecapTaH HE BBLIBOJIUTCA C IMOMOIIBIO I'EMO/11aJIu3a.
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B3aumoeiicTBHE ¢ IPYTHMHE JIEKAPCTBEHHBIMH CPEJACTBAMH

OnHOBpeMEHHOE I[PUMEHEHHE AHTArOHMCTOB peuenTopoB aHruorensuHa Il ¢ npenaparamm,
COJIepKalllMMH  aJIMCKHPEH, MPOTHUBOMOKA3aHO Y MAIlHEHTOB € caxapHbiM auabeToM M/WiIHN ¢
YMEPEHHOM WM Tskenoi noueunoii Hepoctatounoctbio (CK® menee 60 ma/mun/1,73
IUIOINAAM TIOBEPXHOCTH Tejla) U HE PEKOMEHJYeTcsl Yy JAPYruX nanueHToB. OJHOBpPEMEHHOE
NPUMEHEHHE AaHTaroHMCTOB  perientopoB aHruorensuna Il ¢ uuruburopamu  AllD
MPOTHBONOKA3aHO Y NMAMEHTOB ¢ AuabeTnyeckoil HedponaTueil u He PEKOMEHYETCS Y APYTHX
nanueHToB (eM. pasaenst «lIporuBonokaszanusa» n «Ocobble yKazaHus»).

B dapMakoKHHETHYECKUX HCCIIE/0BAHNAX OBUIO M3YU€HO COYETAHHOE MPHUMEHEHHE Npenapara
Atakaua® ¢ rUAPOXJIOPOTHA3MAOM.  BapapuHOM,  JIMIOKCHHOM,  I[1€POPajbHBIMHU
KOHTpalenTuBaMu (ATHHWINCTPA MO/ IeBOHOprecTpe), ramdeHkIaMuaom, Hudeaunuiom u
sHananpuioM. KinHuuecku 3HaunMoro GpapMakOKMHETHYECKOTO B3aUMO/ICHCTBHS BBISIBJIEHO HE
OBIN10.

Kanyiecapran wmerabonusupyercss B TNeYeHM B He3HAUMTENLHOH cTenenu (m3ohepMeHToM
CYP2C9). IlpoBe/ieHHbIE HCCHICI0OBAHMS 110 B3aMMOJCHCTBHIO HE BBISIBUJIM BJMSHUA npenapara
na uzodepmentsl CYP2C9 u CYP3A4, neitctue Ha apyrue n30epMeHThl CHCTEMBI IIHTOXPOMA
P450 ne uzyueno.

OIHOBpPeMEHHOE IIPUMEHEHHE Npenapara ATakana® ¢ APYTHMH THIOTEH3HBHBIMH CPeICTBAMH
MOTEHIMPYET AHTHTHIEPTEH3UBHBIIH Y deKT.

OnbIT NPUMEHEHHS APYIHX JICKAPCTBEHHBLIX CPEJACTB, JICHCTBYIOUMX Ha PEHHH-AHTHOTEH3HH-
aJIbJIOCTEPOHOBYIO CHCTEMY, NOKA3bIBACT, YTO COMYTCTBYIOLIAs Tepanus KaiauiicOeperaronmmu
JUYPETUKAMH, NpenaparamMy Kajims, 3aMEHUTENSAMM COIH, COJACPKALIUMHM Kaluid, ¥ JPyrumu
CPECTBAMM, KOTOPBIC MOI'YT MOBBIATE COJACPKAHHE KalHA B ChIBOPOTKE KPOBH (Hanmpumep,
rernapiH) MOKeT MPUBOJAMTH K PA3BUTHIO TMIIEPKATHEMHH.

Ilpu coueranHom HazHaueHHM npenapatoB Juths ¢ uuruduropamu AllD coobmanocs 06
00paTHMOM TOBBIIIEHHH KOHUCHTPALMK JIMTHS B CHIBOPOTKE KPOBH M Pa3BHTHM TOKCHYCCKHX
peakuuii. [To100HbIe peakMu MOTYT BCTPEYATLCS M PH TPUMEHEHHH AHTaroHUCTOB PElleNTOPOB
aHrnoteHsuHa Il. B CBS3M ¢ ueM PEKOMEHIYETCS KOHTPOIMPOBATH KOHIEHTPALMIO JIMTHS B
CBIBOPOTKE KPOBH NMPH KOMOMHUPOBAHHOM MPUMEHEHUH ITUX IIPENAapaToB.

ITpn 0O1IHOBPEMEHHOM IPUMEHEHHM AHTArOHUCTOB PELICIITOPOB aHIHOTEeH3uHa 1] 1 HecTeponIHBIX
npotuBoBocnanuTenbubiX npenapatos (HIIBIT), B ToM wmncne cenexTtuBHbIX HMHrHOMTOPOB
LUMKJIOOKCHI€HAa3bl-2, ALETHJICATMIIHIOBOH KHCaoThl (Bonee 3 r/CyTKH) MOMKET OTMeqaThes
CHHIKEHHE aHTHTUTIEPTEH3UBHOTO P eKTa.

Kak u npu npumenenun unruburopos AIID, onnoBpemMeHHOEe NpHMEHEHHE aHTArOHHUCTOB

penentopos anruoren3una Il u HIIBII moxet yBenuuBaTh pUCK HapylweHus GyHKIMH 10YCK,
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BKJIIOUAS OCTPYIO MOYEYHYIO HEJA0CTATOYHOCTh, MOBbIIIEHHE COJEPKaHUS KaJlus B ChbIBOPOTKE
KPOBH. OCOOCHHO Yy MALMEHTOB €O CHWXKCHHOM (yHkuuel mnovek. Crneayer cobmoaars
OCTOPOJKHOCTH TMPH OJHOBPEMEHHOM MPHMEHEHHUM ITHX IpenaparoB, 0OCOOCHHO Y TOKHIIBIX
MalHEeHTOB M Y MAlMEHTOB CO CHHKEHHBIM 00BEMOM LHMPKyJUpylomiei KpoBu. [lanueHram
HEOOXOMMO KOMIIEHCHPOBATH [OTEPK KUAKOCTH M PErysipHO KOHTPOJIUPOBaATh (DYHKIIHIO
MOYeK Mocjie Havana KOMOMHUPOBAHHOI Teparuu 1 NepuoIndYecku Ha (poHe Takoif Teparnuu.

BHOJZIOCT_VIIHOCTI: KagjaecapTana HC 3aBHCHT OT IIpUEMa ITHIIH.

Ocobbie ykazanus

Hapywenue pynryuu novex

Ha one Tepanun npenapatom Atakana”™. Kak M 1pH NPUMEHEHUM JIPYTUX CPEICTB, BIUSIONINX
VITH JICHCTBYIOIIMX HA PEHHH-AHTMOTEH3MH-aJIbIOCTEPOHOBYIO CHCTEMY, Y HEKOTOPBIX IIALIUEHTOB
MOTYT OTMEHAThCS HApYIIEeHUs (PYHKIIHH TTOYEK.

IIpu npumenennn npenapara Atakana”™ y naiMenTos ¢ apTepHaibHOil THIIEpTEH3Hell 1 TaKe0i
MOYEYHON HE/I0CTATOYHOCTHIO (KIMpPEeHC KpeaTuHuHa MmeHee 30 MJI/MHMH) peKOMEHAYeTCs
HEPHOJIMYECKH KOHTPOJIHPOBATEH CO/ICPKAHNE KAJIUs U KOHIICHTPALMKO KpPeaTHHUHA B CHIBOPOTKE
KpoBH. KJIMHUYECKHIi ONBIT NPUMEHEHUS NIpenaparta y NalMeHTOB C TSKeJIbIMH HApYIIeHUsAMH
(GYHKIINHM MOYeK MM TEPMUHAILHOI CTaanell MOYEYHOM HE0CTATOYHOCTH OFPAHUYCH (KIMPEHC
KpeaTHHHHAa Menee 15 ma/mMun). TakuM nanMeHTam crieyeT OCTOPOKHO THTPOBATh J03Y
npenaparta ATakaua" NOJ THIATE/bHBIM KOHTposieM AJl.

Y nauMenToB ¢ XpPOHHYECKOH Cep/evyHON HEJA0CTATOYHOCTBIO HEOOXOAMMO MEPHOAHYECKH
KOHTPOJIMPOBaTh PYHKUHMIO 1104eK, 0cOOEHHO Y NAlMEHTOB B BO3pacTe 75 JieT u cTapiie. a Takke
y MALMEHTOB ¢ HapymenneM QynKinn nodex. [1pu nosbIeHun 10361 Npenapata ATakana® Takxe
PCKOMEH/IYETCSl KOHTPOJIMPOBAThL COJIEP/KAanHe Kaaus U KOHIIEHTPALMIO KpeaTHHHHA.

B kanmunyecknwe wmccnenoBanms npenapara  Atakaua®  Ipu XpOHMYECKOi  cepieunoii
HEJI0CTATOYHOCTH HE BKJIIOYAJIMCH NMAUUEHThl ¢ KOHIEHTpalMel KpeaTuHuHa > 265 MKMouib/J1 (>

3 mr/mn).

Cosmecmnoe  npumenenue ¢ uneubumopavu  AIIP  npu  xponuveckoi  cepoeynou
HeooCmamo4Hocmu

ITpu npumenenuu kanjaecaprana B KoMOHHaIMM ¢ nHruouTopamu AITdD MOKeT yBeTHYHUBATHCS
PHCK pa3BUTHs M0OOYHBIX 3 (PeKkTOB, 0COOCHHO HapyleHHs GYHKIHU OYeK W MMIepKaIHeMHH
(cMm. pasznen «Ilobounoe aeicTBrey). B 9THX caydasx HeoOX0AMMO TiIaTeIbHOE HabmoaeHne U

KOHTPOJIb 1a00paTOPHbIX MOKa3aTelIeH.
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I'emoouanus

Bo Bpems remoamanmza AJ] MoxeT 0coGeHHO YYBCTBHTENLHO pearupoBaTh Ha OJ0KHpPOBAHHE
ATi-peuenTtopoB BCIEACTBHE CHHKEHHs OObEMa IU1a3Mbl KPOBM W AKTHBAIIMH PEHUH-
AHI'MOTEH3HH-AIBJAOCTCPOHOBOIT cHCTeMbl. B CBS3M ¢ 4eM mnalMeHTaM. HaXOAAIMUMCs Ha

reMO/IHaIu3e, CICAYET OCTOPOKHO THTPOBATH NMpernapaTt ATaKaH,TlK NOJL TIIATECIbHBIM KOHTPOJIEM

All.

Cmenos novevnou apmepuu

Y [auMeHToB € JIBYCTOPOHHMM CTCHO30M II0YEYHOH apTrepud WM CTEHO30M apTepuH
€/IMHCTBEHHON  TMOYKM  Tpenaparbl, OKa3bIBAalOIME BIAHAHWE HAa  PEHUH-AHTHOTEH3MH-
QJIbJIOCTEPOHOBYIO CHCTEMY, B 4acTHOCTH, HHIMOMTOpEI AIID, MOryr BeI3biBaTh NOBHILICHHE
KOHLICHTPALMH MOYEBHHbI M KpPEeaTHHUHA B ChIBOPOTKe KpoBH. IlojsobuHble 3ddexTsr MoKHO

OJKHIAATH NPH IMTPHMEHEHUH aHTArOHHCTOB PELCITOPOB aHIHOTEH3HHA 1.

lepecaoka noyku
Knunuueckuii oneIT npuMenennus npenapata Atakana” y naiMenToB, NEPEeHECHINX Tepecajiky

[NOYKH, OI'PaHHUYCH.

Apmepuanvias eunomen3sus

Y naumeHToB ¢ XPOHMYECKOH CEPACYHON HEI0CTATOYHOCTBIO Ha (hOHE Tepanmuy npenaparom
ATakann”® MOKeT pa3BHTHLCA apTepuanbhas runotensus. Kak u 1npu npuMeHeHMH Jpyrux
[penaparoB, BIMAIOIIMX HA PEHUH-AHTHOTEH3HH-AIBOCTEPOHOBYIO CHCTEMY, IIPHUYMHOIN
Pa3BUTHS apTEPUAIBHON MMIIOTCH3UM Y NALMEHTOB ¢ apTepualibHOil runeprensueii Moxer ObITh
yMeHblIeHHe 00beMa UPKYIUpYIoneii KpoBu, Kak Hab/110/1aeTcst y NalueHToB, NOay4alonux
BBICOKHME J103b1 JMYPeTHKOB. [lodTOoMy B Hauasie tepanumn caeayer cob/r01aTh 0OCTOPOKHOCTD H,

npu HEOOXO0IMMOCTH, MPOBOIMTH KOPPEKUHIO M'HITOBOJICMMH.

Heounas broxkada penun-an2uomen3un-a1b00cmepono6ou Cucmembl

He pexomenayercs jaBoiinas Oy0kajna peHHMH-aHTHOTEH3HH-ATbJI0CTEPOHOBOM CHCTEMBI MyTEM
KOMOMHMPOBAaHM KaHecapTaHa [MJIeKCeTHIAa M &JIMCKMPEeHa, BBUY YBEIMYCHUS PHCKA Pa3BUTHS
apTepHaIbHON M’MNOTEH3HH, MHIIEPKATHEMHH W U3MEHEHNS (YHKIIMHU TTOYEK.

O/IHOBpEMEHHOE [PUMEHEHHE AHTArOHMCTOB PELENTOpPoB aHruoreHsuna Il ¢ npenaparamuy,
COJIepKAIMMH aTMCKHPEH, MPOTUBONOKA3aHO Y MAlMEHTOB C caxapHbiM auabeToM HM/MiM ¢
YMEPEeHHOH MM Tskenoii noveunoit Hepocratounoctbio (CK® menee 60 ma/mun/1,73 m?

TUIONIA/IM  TOBEPXHOCTH Tejla) M He PEKOMEHJYeTCA Y JIPYTUX nainueHToB. OJHOBpPEMEHHOE
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IPUMCHCHHE AHTAarOHMCTOB  peuentopoB adruorensuna Il ¢ uuruburopamu  AllD
MPOTHBOINOKA3aHO Yy MALMEHTOB ¢ JuadeTndeckoii Hepponatueii U He PeKOMEHAYETCH y JAPyrux

nauueHToB (cM. paszjen «[TporuBonokasanus»).

Obwas anecmesus u Xupypeus

VY nauMeHToB, NOJYHAKOUWIMX AHTAroHUCTHl aHruorensuHa Il Bo Bpemst nposeaeHus oOuwiei
AHECTE3MHM M NIPU XUPYPIHYECKUX BMEILATEILCTBAX MOKET Pa3BUThCS apTepHaibHas TMITOTCH3US
B pe3yiabTaTe OJOKaAbl PEHHUH-AHTMOTEH3UH-ANILIOCTEPOHOBOIH cHcTeMbl. OueHb PeaKO MOTyT
OTMEUATBCS C/IyYau TSHKEI0H apTepuaibHOH MHIIOTEH31H, TPeOYIOLIeH BHYTPUBEHHOTO BBEACHHS

TUIa3MO3aMelaloIINX PACTBOPOB H/WJIH Ba30MPECCOPOR.

Cmenos aopmaibHo2o u MumpaivHo20 Kianana uiu unepmpouueckas 00CcmpyKmuenas
KapouoMuonamus

[Ipn nasmavennn npenapara ATakaua ., KaK M JPYrMX Ba3oAWIaTtaTopoB, NalMeHTaM ¢
runeprpoduyueckoii 00CTPYKTHBHON KapaAHOMHONATHEH MM TeMOAMHAMMYECKH 3HAYMMBIM

CTCHO30M A0PTAJILHOTO HIIH MUTPAJILHOTO KllanaHa CcJeayeT CO6.‘IIOJ'laTb OCTOPOIKHOCTb.

Iepeuunbiit 2unepairvOocmeponusm
ITaumenTel ¢ NEPBHYHLIM  IMIEPAIBAOCTEPOHHIMOM  OOBIYHO PE3UCTEHTHBI K  Teparuu
THIMOTCH3MBHBIMU  IIpENapaTaMi, BIMAIOIIMMH  HA  PEHUH-GHIMOTECH3HMH-AJILA0CTEPOHOBYIO

cucteMy. B cBa3n ¢ 3tum Atakana” He peKOMEH/1lyeTCs Ha3Ha4YaTh TAKMM NallMeHTaM.

lunepranuextus

Kaunuueckuit  onbIT npUMEHEHMs JIPYTUX NPEnapaTtoB. BINAIONIMX HA CHCTEMY PEHHH-
AHTHOTEH3MH-AJILOCTCPOH, TI0KA3BIBACT, YTO 0JAHOBPEMEHHOE Ha3HAYeHHUe 1penapara Atakana"
¢ KanuicOeperalomUMH JHYpeTHKAMH, NpenaparaMM KajJus WIH  3aMCHUTENISIMH  COJIH,
COACPKALIMMH KaJIMH, WK JIPYTUMH TpenapaTaMu, KOTOpble MOTYT YBEIWYHThH COJAEepKaHue
KaJIisl B KPOBH (HaIIpUMeEp, relapHH ), MOKET IPUBECTH K PA3BUTHIO TMIIEPKATHEMHH Y NTAIIMEHTOB
C apTepHaILHON THIIEPTEH3HEH.

Y NalMeHTOB ¢ XPOHMHYECKOW CEp/euHON HEA0CTaTOYHOCTBIO Ha (hoHe Tepanuu mpenaparom
Atakanja” MOXeT pa3BUBaThCs THNepKaamemus. IIpu HasHauyeHuu npenapata Arakaua”
MalHEeHTaM € XPOHHMYECKOH CEp/EYHONH HEAOCTATOYHOCTBIO PEKOMEH/YETCH PperyJisipHbli
KOHTPOJIb COJIEPXKAHNA KaJIUsl B KDOBH, OCOOCHHO NMPH COBMECTHOM Ha3HAYE€HHUM ¢ HHTHOUTOpaMH

All® u kanmiicOeperalomiuMu AHYPEeTHKAMH.




Obwue

[TareHThl, Y KOTOPBIX COCYJAMCTBIH TOHYC M (DYHKIIMS MOYEK MPEUMYIIECTBEHHO 3aBHCAT OT
AKTHBHOCTH PCHUH-aHIHOTEH3UH-JIbJIOCTEPOHOBOH CHCTEMBI (HanpuMeEp, MAlMEeHThI ¢ TKEN0H
XPOHUYECKOH CepevHOoi He/0CTaTOYHOCThIO WM 3aD0JeBaHUSAMH MOYEK, BKJIIOYAs CTEHO3
IIOYEYHOH apTepuu), OCOOCHHO YYBCTBHTE/bHbI K IpenaparaMm, JCHCTBYIOIIMM Ha PEHHMH-
AHTHOTEH3UH-AJIb/IOCTEPOHOBYIO cucTeMy. Ha3zHayeHue nmoJoOHBIX CPEJICTB COMPOBOKAACTCS Y
ITHX IALUMEHTOB PE3KOH apTepHalibHOM MMNOTeH3Uel, a30TeMuel, OJIMrypueii U pexe — ocTpoit
IOYEYHOH HEJ0CTAaTOYHOCTHIO. BO3MOKHOCTL pa3BUTHS NEPEYUCIICHHBIX YPPEKTOB HE MOXKET
OBITH MCKJIIOUEHA M IIPH NPUMEHEHHWH AHTAroOHMCTOB perentopos anruorensuna Il Pe3koe
cHUKeHMEe AJ] y mauMeHToB ¢ MIIEMUYECKOH 0O0JE3HBIO cepialla uin uepedpoBacKyIsspHBIMH
3a0071eBaHUAMH  aTEPOCKIEPOTHYECKOTO TeHe3a MNpH NMPUMEHEHWH JHOOBIX THIMOTEH3MBHBIX

CpCACTB MOJKCET IPUBOANUTDL K Pa3BUTHIO mubapma MHOKap/ia HJid HHCYlIbTa.

Binsinue na cnocodnocrhb YHupapJasitb TPAHCIHOPTHLIMH CPEICTBAMH, MEXaHH3MaMH
Brausnue Ha cnocobHoOCTh YHPapJsTh ABTOMOOMJICM MJIN pa60TaTb C TEXHUKOH He H3Y4aJ10Ch, HO
(l)apMaK()J.ll‘lHHMH‘ICCKHC CBOMHCTBA npenaparta YyKasblBalOT Ha TO, HYTO noj1o0HOe  BIANSHUE
OTCYTCTBYCT.

an BOKJIEHHUH aBTOTpPAHCIIOPTA U 3aHATHAX MOTCHIIHAIBHO ONMACHBIMH BH/IAMH JICATCIILHOCTH,
TpC6lelllHMH MOBLILIEHHOMH KOHIICHTPAIlHH BHUMAHHUA H 6blCTpOTbI NMCUXOMOTOPHBIX peaxuuﬁ.
CICAYET YUHTBIBATL, YTO MPH NMPUMCHCHHUH TIpenapata MOxKeT Habo1aThes IF'OJIOBOKPYKCHHC H

[MOBBIILICHHAS YTOMIIACMOCTD.

PDopma BbIyCKA
Tabnerkn no 8 u 16 mr.
[To 14 Tabnerok B 6xuctepe u3 HIBX/IIB/IX/amomunus, no 2 6aMcrepa B KapTOHHYIO HAYKY C

MHCTPYKLMEH 110 IPUMEHEHHUIO.

YeiaoBust XxpaHneHust

Xpanuts npu temnepatype Huxe 30°C, B HEIOCTYITHOM JUISA JIETEi MecTe.

Cpok roanocTn

3 roaa. He IIPUMCHSATD 10 UHCTCHCHHUH CPOKaA rOAHOCTH.

YeaoBust oTnycKa

OTnycKaloT 1o perenty.
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(unopmanusn_yKkaspigaemcsa _mojbKo _npu_ynakoeke Ha_npeonpusmusax Acmpa3eneka Ab,

Hlgeuun, Acmpa3enexka I'méX, l'epmanus):

HaumenoBanme M wopuandeckuii ajgpec aep:karte/si (B/Jaje/iblia) PerucTpamHOHHOIO
YA0CTOBEPEHHS

Actpa3eneka Ab, SE-151 85 Conepranwe, I1Isenus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

Ilpounssoaurenn
Actpa3eneka Ab, SE-151 85 Coaepranse, Il1Benns
AstraZeneca AB, SE-151 85 Sodertalje, Sweden

MacoBmuK (MePBUYMHAS YIIAKOBKA)

1. Acrpa3eneka Ab, SE-151 85 Coaepranne, Il1senns

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

2. Actpa3enexa I'm6X, Tuncaanep Ber 183, 22880 Beyens, ['epmanns

AstraZeneca GmbH, Tinsdaler Weg 183, 22880 Wedel, Germany

Yinakopmmk (Bropuunast (nmorpefuTennCcKkasi) yHaKOBKa) H BBINYCKAMINA KOHTPO/Ib
KayecTna

I. Actpa3eneka AB, SE-151 85 Conepranne, I11senus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

2

2. Actpa3eneka I'mOX, Tuncnanep Ber 183, 22880 Bejens. 'epmanns

AstraZeneca GmbH, Tinsdaler Weg 183, 22880 Wedel, Germany

HaumenoBanme, aipec opranu3anuu, Yo rHOMOYECHHOI epKaTe/IeM HIIH BJIa e/ IbIeM
PErHCTPANHOHHOIO YI0CTOBEPEHHS JIEKAPCTBEHHOT0 NPenapara it MeTHIHHCKOT0
NPHMEHEHUS HA TIPHHATHE NPETEH3HIH 0T HoTpedHTeIs:
IlpeacrasurenscTBo Actpa3eneka IOK Jlumures, BennkoOpurtanus, B r. Mockse u
000 Actpa3eneka PapMacbrOTHKAN3
125284 Mocksa, yi. berosas a. 3. ctp. 1
Tes1. +7495 7995699
(akc +7495 7995698

Kanjecaprana nmnekcetun npousBoautces no junensun “Takeda Pharmaceutical Company
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Limited™.

ATakaH/1 — TOBapHbI 3HaK, COOCTBEHHOCTB IPYIIbl KOMIaHuit Actpa3eHeka.

©AstraZeneca 2003-2018

Hnu  (undpopmauusn yrazsieaemcss moJbko npu  yhakoeke Ha npeonpusmuu 000

«Acmpa3enexa Hnoacmpusz», Poccus):

HanvenoBanne u 1opuindeckuii ajapec jepkareisi (BJaje/iblia) PerHcTpalHoOHHOIO
YA0CTOBEPEHHS

Actpa3eneka Ab, SE-151 85 Conepranne. I11Berus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

ITponssoaurens
Actpa3eneka Ab, SE-151 85 Coaepranse, lllBeuns
AstraZeneca AB, SE-151 85 Sodertalje, Sweden

DacoBmHK (NePBHYHAS YIIAKOBKA)
Acrtpa3eneka I'mMOX, Tuncnanep Ber 183, 22880 Benens, 'epmanus
AstraZeneca GmbH, Tinsdaler Weg 183, 22880 Wedel, Germany

Ynakopmuk (Bropuusasi (morpeduTebeKas) YIAKOBKA) H BLINYCKAKUMHE KOHTPOJIbL
KadecTna

000 «Acrpa3enexka Unaactpuz»

249006. Poccus, Kanysxckas obaacts, bopoBekuii paiton, aepests J1o6puno, 1-b1ii BocTouHbli

npoe3sj, BJIaJICHHUE 8

HaumenoBanue, ajpec Opranu3anuu, YHoJTHOMOYEHHOI Aep/KaTe/IeM HIIH BJaje/bleM
PErHCTPANHOHHOIO Y/I0CTOBEPEHHS JEKAPCTBEHHOI0 NPENapaTa /I/isi MeTHIHHCKOI 0
NPHMEHEHHs HA NPHHATHE NPETEeH3HI 0T noTpedbuTeNIsI:

000 Actpa3eneka DapmacblOTHKAT3
125284 Mockga, yi. berosas a. 3, cTp. 1
Ten. +7495 7995699
(bakc +7495 7995698




Kannecaprana uuiexcetun mnpousBoautcs no aunen3un “Takeda Pharmaceutical Company

Limited™.

ATaKkaH/1 — TOBapHBIH 3HAK, COOCTBEHHOCTH IPYIITHI KOMIaHUiT AcTpa3eHeka.

©AstraZeneca 2015-2018

PyKoBOMTENb TPYNIBI O PErUcTpalni
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MHUHUCTEPCTBO 3/IPABOOXPAHEHUA PO[:CI/H/ICKO,I/I_CDE EPALIMA

HHCTPYKLIMA
M0 MPAMEHEHHUIO JIEKaPCTBEHHOIO Npenapara s MEIHLIHHCKOTO IPUMEHEHUS

Arakana®
HaMMEHOBAHHE JICKAPCTBEHHOIO NIpenapara

Tabaerkn, 8 mr, 16 mr
JekapcTBeHHas popma, 103MpoBKa

Actpa3enexka AB, IIIsenus

HAWMCHOBAHUE IIPOU3BOJAHUTEIA, CTPAHA

Hsmenenne No 1

Jlara BHecenusi UsMeHeHns «

» | 20 ) ¢4

Crapas peraxknus

HoBasi penaknus

anogmang VKa3sbleaenmca moibKo npu

ynaxkoeke na npednpuamusax Acmpa3enexa
Ab, lllseuun, Acmpa3enexa I'moX,

lepmanun):

IpomsBoanTenn

Acrpa3eneka AbB, SE-151

I11Benms

AstraZeneca AB, SE-151 85 Sodertalje,

Sweden

PacoBmuK (MepBHYHAA YIAKOBKA)

1. Acrpa3eneka Ab, SE-151 85 Coneprainse,

[IIBenus

AstraZeneca AB, SE-151 85 Sodertalje,

Sweden

2. Acrpa3eneka I'mM6X, Tuncmanep Ber 183,

22880 Benens, 'epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,

22880 Wedel, Germany
YnakoBmuk (BTOpHYHAaN

(morpeduTebCcKas) YIAKOBKA) |

85 Copepranbe,

(unopmayua ykasvigaemca moavKo npu

ynaxkoexe Ha npeonpusmuax Acmpa3enexa
AbB, Illseyun, Acmpa3enexa ImoX,

Tepmanun):

IIponsBoaurens

Actpa3eneka Ab, I'aprynaBsaren, 151 85

Copepranbe, 11IBenns
AstraZeneca AB, Gartunavagen, 151 85

Sodertalje, Sweden

@acoBmHK (HePBHYHAS YIIAKOBKA)
1. Acrpa3eneka AD, I'aprynamaren, 151 85
Coneprainse, 1lIBenus

AstraZeneca AB, Gartunavagen, 151 85
Sodertalje, Sweden

2. Actpa3eneka I'mM6X, Tuncmanep Ber 183,
22880 Bepenb, I'epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,

22880 Wedel, Germany

YnakoBmuk (BTOpHYHasn

(moTpebuTeIBLCKAN) YNAaKOBKA) H




Mamenenne Ne 1 xIIN014373/01-250309 _ C. 2

Crapasn peaakuus

Hopas pepaxkuus

BBIITYCKAIONHI KOHTPOJIb KaYecTBa

1. Acrpa3enexa Ab, SE-151 85 Copuepranse,
[IIBenust

AstraZeneca AB, SE-151 85 Sodertalje,
Sweden

2. Acrtpa3eneka I'mM6X, Tuncnanep Ber 183,
22880 Benens, I'epmanus
AstraZeneca GmbH, Tinsdaler
22880 Wedel, Germany

Weg 183,

Hnu _(undhopmauun _ykasvleaemca mobKo

BBINTYCKAIOMA KOHTPOJIb Ka4ecTBa

1. Acrpa3eneka Ab, l'aprynaBaren, 151 85
Conepranne, [IBerps

AstraZeneca AB, Gartunavagen, 151 85
Sodertalje, Sweden

2. Actpa3eneka I'mM6X, Tuncnanep Ber 183,
22880 Bepens, ['epmanus
AstraZeneca GmbH, Tinsdaler

22880 Wedel, Germany

Weg 183,

Hnu (undpopmauus ykaszviéaemcsa MoJabKo

npu___ynaxkoexke _Ha__npednpuamuu__ 000

npu__ynakoske Ha __npednpusmuu 000

«Acmpa3enexa Hndacmpusy, Poccua):

IlponsBoauTenn
Actpa3eneka Ab, SE-151 85 Copnepranse,
IIBenus

AstraZeneca AB, SE-151 85 Sodertalje,

Sweden

®acoBmuUK (MepBHYHAN YIAKOBKA)
Actpa3enexka I'M0X, Tuncpanep Ber 183,
22880 Benens, I'epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,
22880 Wedel, Germany

YnakoBumk (BTOpuuHan
(moTpebuTeIBCKAN) YHaKOBKa) H

BBINY CKAKIIHH KOHTPOJIb Ka4ecTBa
000 «Acrpa3enexa Uagactpus»

249006,
boposcknii paiton, nepeBHs Jlobpuuo, 1-brif

Poccusi, Kamyxckas  oGnacrs,

Bocrounslii npoes, BiajaeHue 8

«Acmpa3enexa Huoacmpuszy, Poccus):

IIponsBoaurens

Actpa3enexa Ab, T'aprynaBaren, 151 85
Conepranse, [lIBenus

AstraZeneca AB, Gartunavagen, 151 85

Sodertalje, Sweden

®acoBnpK (MepBAYHAA YIIAKOBKA)
Acrtpa3eneka I'MOX, Tuncpmanep Ber 183,
22880 Benens, 'epmanus

AstraZeneca GmbH, Tinsdaler Weg 183,
22880 Wedel, Germany
YnakoBmuk (BTOpHYHasn
(noTpedurenbekas) YIaKOBKA) "
BBINYCKAIOIHAI KOHTPOJIb Ka4ecTBa

000 «Acrpa3eneka MupacTpus»

249006,

Kanyxckas  obnacts,

Poccus,,
f/

PyKoBOAMTENb TPYNIIBI IO PETHCTPALIAH
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