COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 25.03.2025 N= 7961

OBIIASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA "704)

1. HAUMEHOBAHME JIEKAPCTBEHHOI O ITPEITAPATA
KanmysT, TabneTku, MOKPHITHIE TUICHOYHOM 000109K0H, 5 Mr + 10 Mr

KanysT, TabneTku, MOKpHITHIE TUICHOYHOM 000104Ko#, 10 Mr + 10 Mr

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB
ﬂeﬁcm@yiou;ue 66114601’)1661: aMJIOJHWIINH, aTopBaCTaTI/IH.

Kaayart, TabiaeTki, HOKPBIThIE IIIEHOYHONH 0007109K0i, 5 Mr + 10 mr

Kaxxgast tabierka, MOKpHITas TUICHOYHOW 000J0uko#, comepxut 5,0 (6,94) mr amuioaunuHa

(B Buae amsioaununa 6ezunara), 10,0 (10,85) Mr aTropBactaTiHa (B BUE aTOPBACTATUHA KAJIbLINSA).

Kaayort, Tabnerky, DOKPBITHIE [IIEHOYHOU 00051040, 10 Mr + 10 Mr

Kaxxnass Tabnmerka, MOKpBITas MJICHOYHOH 00osoukoi, comepxut 10,0 (13,87) mr amnonunuaa
(B Buae amsiopununa 6ezunara), 10,0 (10,85) Mr atopBactaTiHa (B BUE aTOPBACTaTUHA KAJIbLINSA).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, TOKPBITHIE TNICHOYHOH 000I0UKOM

Kaoyom, mabnemxu, noxkpvimvie nienounoi obonoukou, 5 me + 10 me. oBajibHbIE TAOJETKH,

HOKPBIThIE TUIEHOYHON 000J04KOM, Oenoro mpera, ¢ rpaBupoBkoil “CDT” u “051” Ha onHoii
CTOPOHE.

Kaoyom, mabremxu, nokpvimoie nienounou obonouxou, 10 me + 10 me. oBainbHbBIE TaOJIETKH,

MOKPBIThIE TUIEHOYHOM 000JI0UKOM, ToyOoro 1sera, ¢ rpasupoBkoil “CDT” u “101” Ha ogHol

CTOpOHE.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusl K IPUMEHEHHUIO
JlexapcTBeHHbIl npenapar KagysT nmpuMeHseTcs IO CIEAYIOIUM IOKa3aHUsM y B3pOCIBIX B
BO3pacte ot 18 ner:
e AprepuanbHas TUIIEPTEH3USI ¢ TpeMsl U Oosee GakTopaMu pHCKa Pa3BUTHUS CEPIACUYHO-
COCYIUCTBIX COOBITHH ((aTanmpHas U HedaraibHas HIIEeMUYecKas OOJe3Hb cepua
[MBC], HeoOX0auMOCTh B MPOBEICHUN MPOLEAYP PEBACKYJSpU3aAIMU, (aTalbHbId U
HedatanbHbll MHPAapKT MuOKapia [MM], MHCYJIbT W TpaH3UTOpHAs HIIEMHUYCCKAs
aTaka), ¢ HOpMaJIbHOW WJIM YMEPEHHO IMOBBIIIEHHONW KOHIIEHTpAalel xojecTtepuHa 0e3

KJIMHU4ecku BoipakeHHOM NBC.
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TEpamd __ aMIIOJINIL T/IHOM u

e (iyyau, Korga pEeKOMEHIYeTCS K M6I/IHI/IUgIBﬁH

HEBBICOKMMH JI0O3aMH  aTOpBAacTaTHHAa. BO3MOXXHO OJHOBPEMEHHOE IPHUMEHEHHE
Inpemnapara KaI[yBT C JpyrumMu THUIIOTCH3UWBHBIMHA I/I/ WM aHTHAHT'MHAJIbHBIMU
CpeICTBaMHU.

e Ciyyau, KOT/Ia TUTIOJHUITHIEMHYECKAs JJUETa U APYrue HePapMaKoJIOTHISCKUE METOIbI

JICUCHUA JUCIIMIINACMHHN OKa3bIBAIOTCsA MaJIO- UJIN HCB(l)(beKTI/IBHBIMI/I.

4.2. Pe:kuM 103UPOBAHMSI M CIIOCO0 NMPUMEHEHUs
Onna tabnerka npenapara Kagyst conmepxut 5 mr+10 mr winu 10 mr+10 mr (ammnogununa u
aTOpBacTaTHHA, COOTBETCTBEHHO).

PexxnM 103upoBaHus

HauanbHy1o 1 o€ KUBAIOLIYIO 103bl TOJIOMPAIOT MHIUBUAYAIBHO ¢ y4eToM 3(h()EeKTHBHOCTH
U TIEPEHOCUMOCTH 00OMX KOMITOHEHTOB B JICYEHUH apTEePHATBHOIN T'MIIEPTEH3UN/CTCHOKAPIUH U
JUCITATIAIEMUH.

KagysT MOXHO Ha3zHauaTh MalMEHTaM, KOTOpbIE YK€ NPUHUMAIOT OJUH W3 KOMIIOHEHTOB
npernapara B MOHOTEpAIHH.

B  kauecTtBe  cocTaBifMOIIEH  JIEYEHUS ~NIPU  MHOMKECTBEHHBIX  (PaKTOpax  pHUCKa,
aMJIOTMTINH/aTOPBACTATHH JIOJDKEH MPUMEHSTHCS B JIOTIOJTHEHUE K HEMEIMKaMEHTO3HBIM MEpaM,
BKJII0Yasi COOTBETCTBYIOIIYIO JUETY, (pU3HUECKUe YIpaXKHEHUS U CHU)KEHHE Beca y MalUeHTOB C
O’KUPEHUEM, IPEKpallleHHe KypeHHs, a TAKXKe JUIsl JISUCHNs1 OCHOBHBIX 3a00JIeBaHUil, KOT1a OTBET
Ha 3TH Mepbl OblT HenocTtarouHbIM. Ilpu Hauane neueHus ¢ no3bl 5+10 Mr y manueHTOB C
apTepHalIbHON TUINEPTEH3UE HEeOoOXOAMMO KOHTPOJIMPOBaTh aprepuaibHoe nasieHue (AJl) u
KOHIIEHTPALIUIO JIUIKJIOB B IJIa3Me KPOBU KaXkble 2—4 HeJleNu U, IpU He00X0IUMOCTH, BO3MOXKEH

nepesof Ha 103y 10+10 mr.

HUFEC (amnoounum)

Pexomenmyemas no3a cocrasinsier 5-10 Mr oiuH pa3 B CyTKH.

llepsuunas  eunepxonecmepuvemusi U  KOMOUHUPOBAHHASL — (CMEWAHHAS) — OUCTUNUOEMUS.
(amopeacmamun)

Jyist GONBbIIMHCTBA TAIIMEHTOB - 10 M 0JIMH pa3 B CyTKHU; TEPANEBTUUECKOE ICHCTBUE MPOSIBIISIETCS
B TeueHHE 2 Helenb U OOBIYHO JIOCTHTaeT MakCHUMyMma B TeueHHe 4 Helelb; MpH JAIUTEIHHOM

nedeHuH YPGEKT COXpaHsIeTCs.

HDI/IMeHeHl/Ie B KOM6I/IHaIII/II/I C APYI'UMH JEKAPCTBECHHBIMU CPECACTBAMU

Ilpu HEOOXOMUMOCTH OJHOBPEMEHHOTO MPHUMEHEHUS C I[HUKIOCIIOPUHOM, TEIalpeBHPOM,
2 w3 40



COOTBETCTBYET 3KCMEPTHOMY OTUETY

ot 25.03.2025 N= 7961

OoIIeTPEeBUPOM, THUIIPAHABUPOM/PUTOHABUPOM |HUJIU_C '&%M%My%%acgnﬁ&/} 4;'[0321

aTopBacTaTHHA HE JOJDKHA MpeBbimarh 10 Mr/cyT, ¢ KmapuTpoMHUIMHOM — He 6oiiee 20 Mr/cyT.
He pekomennmyercs mNpUMEHSATh aTOPBACTATHH IMALMEHTaM, MOJIYYAIOIUM  TEParuio
JIETEPMOBUPOM COBMECTHO C LIUKJIOCTIOPUHOM.

Crnenyer coOmoAaTe OCTOPOXKHOCTb M IPUMEHATh CaMyl HHU3KYI0 3()QeKTHBHYI 103y
aTopBacTaTMHAa TPH OJHOBPEMEHHOM NPUMEHEHHHM C MHTHOMTOpPaMHU IpPOTeasbl BHpyca
ummyHonepunmra yenoseka (BUY), uaruburopamu remarura C (BI'C), kmapuTpoMuLIIHOM,

HUTPaKOHa30JI0OM U JIECTCPMOBUPOM.

Oco0nlie T'pYHOIIbl TAMEHTOB

THayuenmoi ¢ HapywieHuem QYHKYuu neveHu
AMJIOTUTINH/ATOPBACTATHH MTPOTUBOTIOKA3aH MMAIIMEHTaM C aKTUBHBIM 3200JICBaHUEM TICUCHU WIIH
HEOOBSICHUMBIM CTOWKHM IOBBIIICHUEM aKTUBHOCTU «IIEYEHOUYHBIX» (DepMEHTOB Oojiee yeM B

3 pasza Bbliie HOPMEI (cM. paszaensl 4.3 u 4.4).

HGI/!MEHmbl C HapyuieHuem qbyHKl/ﬂ/ll/l nodexk

VY manueHToB ¢ HapylieHueM (QYHKIUH OYeK KOPPEKIHs 1036l He TpedyeTcs (cM. paszzen 4.4).

./Yuua NOJ2HCUTIOC0 803pacma

VY noXuiblX MalUEeHTOB KOPPEKIUS 103bl HE TpeOyeTcs.

CTH
HccnenoBanus Io 0e30ITacHOCTH NN B(I)(l)eKTI/IBHOCTI/I aMJ'IOI[I/IHI/IHa/ aTopBacCTaTuHA

(xoMOMHUPOBAHHBIN Npenapar) y AeTell He MPOBOIUIHCH.

MakcumanbHasi CyTouHas 103a aTopBactatuHa cocraisier 80 mr, amogununaa — 10 mr.

Crooco0 rmpuMeHeHus

Jns npuema BHyTpb. [Ipenapar Kanyst npunumaror o onHoit Tabnerke 1 pa3 B CyTku B J1t000€

BpEMsA, HE3aBUCUMO OT BPEMCHU IIpUeMa IMHUIIHN.

4.3. IlpoTuBONOKA3aHUS
e [unep4yyBCTBUTENHHOCTh K aMJIOJUIHUHY U JPYTUM MPOU3BOAHBIM JUTHAPONHPHUINHA,
aTOPBACTAaTHHY WU K JIFOOOMY W3 BCIIOMOTATENIbHBIX BEIECTB, IMEPEUHCICHHBIX B
pazzaene 6.1;

L4 AKXTHBHOE 3a00JIeBaHHE IICYCHU HMIIM CTOHMKOE MOBBIINICHUE aKTHUBHOCTU (II€UCHOYHBIX)
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e bepeMeHHOCTb, TEpPHOJ TPYIHOTO BCKApMIIMBAHUS, MPUMEHEHHE Y IKCHIIUH
PENpOIYKTUBHOTO BO3PACTA, HE MOJIB3YIOIUXCS aIcKBATHHIMU METOJIaMU KOHTPALICTIIIH;

eV nereii B Bo3pacte 10 18 et (3peKTUBHOCTD 1 OE30MaCHOCTh HE YCTAHOBJICHBI );

o Tskenas aprepuanbHas TMIIOTEH3Hs (CUCTONMYecKoe aprepuanbHoe aasieHue [CA/I]
Menee 90 MM pT.CT.);

e TspKesbli WM KIMHUYECKU 3HAYMMBIN AOPTaJIbHBIN CTEHO3;

e ['emonmHamMuuecku HecTaOWIIbHAS CepACYHAs HEIOCTaTOYHOCTH mociie octporo MM (1o

aMJIOJIUTIHHY ).

4.4. OcoOble yka3aHHSl M Mepbl PEJOCTOPOKHOCTH NIPH NPUMEHEHUHU

C 0CTOPOKHOCTBIO

[TeueHOYHAsE HEOCTATOYHOCTh MJIM 3a00JIeBaHMs [IEYEHU B aHAMHE3€, XpOHUUYECKas ceplleqHas
HenoctarouyHocTh (XCH) He ummemuueckor stuonoruu III-IV kmacca mo ¢yHKIMOHANIBHON
kraccudukarun  Hpio-Mopkekoit kapauonormueckoii acconmarmu (NYHA), nectaGuibHas
CTEHOKap/Iusi, A0pTaJIbHBIA CTEHO3, OCTPbI MH(PAPKT MUOKapjaa (M B TeueHHe 1 mecsna mocie
HEro), MOXWIOW BO3pacT, HapyleHUs (YHKUMU T0YeK, TUIOTHPEO3, OJHOBPEMEHHOE
NpUMEHeHHe ¢ HMHruouTopamu wium uHAykropamu u3zodepmenta CYP3A4, y maumeHTOB C
HamyreM (aKTOPOB PHCKA pa3BUTHs pabaoMuou3a (HapyleHue QyHKIUHN TOYeK, THIIOTHPEO3,
HACJICACTBCHHBIC MBIIICYHbIC HApyLICHHWs Yy IAUEHTOB B AaHAMHE3€, YK€ IEPECHECEHHOE
TOKCHYecKoe BiusHHe HHrHOuTOpoB ['MI-KoA-pemykrasel [craTnHOB] wim ¢uOpatoB Ha
MBIILIEYHYIO TKaHb, 3a00JieBaHUs TMEUEHUM B aHAMHE3€ W/MIU MAlUEHThl, yHOTpeOstouue
QJIKOTOJIb B 3HAYUTENIbHBIX KOJIMYECTBaX, Bo3pacT crapuie 70 JjeT, cuTyaluu, B KOTOPBIX
OXHIAeTCsl TMOBBIIICHHE KOHICHTPAIIMM AaToOpBacTaTHHA B IUIa3Me KpOBU [Hampumep,
B3aMMOJICUCTBUS C IPYTHMH JICKaPCTBEHHBIMU CPEICTBAMHU]).

Kak u npu Ha3HaueHHMHM JpPyrux OJIOKATOPOB MeEIUICHHBIX KajblmeBbix kaHaioB (BMKK)
HEOOXOAMMO COOMIOJIaTh OCTOPOXKHOCTH Ha (¢GOHE TpHemMa aMJIOJUIMHA TMalMeHTaMu C
CHUHJPOMOM CJIa00CTH CUHYCOBOTO y3J1a (BbIpa’K€HHasl TaXUKapAus, OpaIukapausi), MUTPaIbHbIM
CTEHO30M, TUIIEPTPOUIECKOI 0OCTPYKTUBHON KapJMOMHUOIIATHEN, apTepruallbHOW THITOTEH3HEH.
Taxxe mnpenmapar KagysT ciegyer MHpPUMEHSATb C  OCTOPOKHOCTBIO Yy TAIIMEHTOB,
3II0yTIOTPEOJISTFOIITIX AJTKOTOJIEM.

Oco0ble yKa3aHus

Amnoounun

Ilpumenenue y nayuenmos c cepdetmoﬁ He0OCmMAamo4HOCmbiO

VYV mnamuentoB ¢ XCH (III-IV ¢ynkunonaneHeiii kiacc mo kinaccupukaumu NYHA) He
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BO3HHUKHOBEHUS OTEKA JICTKHX.

[lpy npuMeHeHHH WHTUOUTOPOB 3-THAPOKCH-3-MeTHiIraoTapui-kopepmeHt A (I'MI-KoA)
penyKkTa3pl, B TOM 4YHCJI€ W aTOpBacTaTWHA, OTMEYAIUCh CIy4YaW IIOBBIIICHUS
IMKO3MIMpoBanHoro remorinobuna (HDAL) u KOHIEHTpalMu TUIIOKO3bI B IIIa3Me€ KPOBHU
HaTomak. TeM He MeHee, PUCK TUIEPIIIMKEMUU HUKE CTENECHH CHIDKEHHSI PUCKA COCYIHCTBIX
OCJIOHEHUH Ha (hOHE prUeMa CTAaTHHOB.

Heo6xomumo noanepxanrue TirueHbl 3y00B 1 HAOIOICHHE Y CTOMATOJIOTa (JIJ1s IPEA0TBPACHUS

6OJ'IC3H€HHOCTI/I, KPOBOTOYMBOCTHU U T'HIICPILTIA3UHA ,I[CCGH).

Jluya nosicunozo 8o3pacma

Bpemst noctuxkeHus NMHUKOBOW KOHLEHTpAallMM aMIIOAMIIMHA B IUIa3Me€ KPOBH AHAJIOTHYHO Y
IIOKUJIBIX U MOJIOBIX MALIUEHTOB. Y MOKWIBIX ALIMEHTOB KJIMPEHC aMJIOAUIIMHA IEMOHCTPUPYET
TEHJACHLIMIO K CHIDKEHUIO, 4YTO BEAET K [IOBBIIEHHUIO 3HAUYEHUs IUIOWAAM  T0A
(apmMakoKkuHEeTHYECKOW KpHBOH «KoHIEeHTpamumsa-Bpems» (AUC) u  yBenMueHHIO Iepuoja
nonysbiBesieHus. [loBbimennsie 3HayeHuss AUC u nepuoaa moyBbIBEJCHHS Yy IMALUEHTOB C
3aCTOMHONW CepJeYHOW HEeI0CTaTOYHOCThIO COOTBETCTBOBAIM OXKUIAEMBbIM 3HAYEHHUAM IS
M3Yy4aeMbIX BO3PACTHBIX IPYIII MAMEHTOB. AMJIOJUINH B aHAJIOTUYHBIX J03aX Yy JUL] TIOKUIOTO

BO3pacTa Win 'y Ooiece MOJIOABIX MAIUMCHTOB TAKKC OJJMHAKOBO XOPOUIO IMMEPECHOCUTCA.

HCZDVWQHM}I (bVHKLH/lu nevyeru

VY mnanueHToB ¢ HapyleHMsMM (QYHKIUM TI€YEHU T[EpUOJl IOJYBBIBEJACHUS AaMJIOJUIINHA
YBEJIMYUBAETCS. Y TMAalKMEHTOB C XPOHUYECKOW aJIKOrojbHOM 00je3HbI0 meueHu (kjgacc B mo
knaccupukanun  Yaiina-I1pr0) KOHIEHTpalluM aropBacTaTMHa B IUIa3M€ KPOBU  ObUIH
CYILIECTBEHHO MOBBIIICHBI (IPUMEPHO B 16 pa3 uiss MakcMMalibHOW KOHUIEHTpauuu [Cmax] u B
11 pa3 nns 3madenuss AUC). Ilockonpky mpemapar KamysT coaepKUT aTopBacTaTHH U
aMJIOJUINH, €ro MPUMEHEHHE MPOTHBOINOKA3aHO IMalMEeHTaM C aKTUBHBIMHM 3a00JI€BaHUSMU

ICYCHMU.

Amopsacmamun

Jleticmeue nHa ckelemnble Mblilybl

VY manueHToB, MOJTYyYaBIIMX aTOPBACTaTWH, Habmroganack mMuaiarus (cMm. pasnen 4.8). /luarxos
muonaTuu (007b MM Ca0OCTh B MBIIIIAX B COYETAHMM C TIOBBIIICHHEM aKTUBHOCTH
kpeatuHkrHa3bl (KDOK) Gosee yem B 10 pa3 o cpaBHEHHIO C BEpXHEH rpaHHIICH HOPMBI) CIeTyeT

npeamnojgaratb 'y IMIalnMEHTOB C PpaclnpoCTPaHCHHBIMHU MUAITUSAMU, 0O0JIC3HEHHOCTRIO WJIU
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HeMe/1JIeHHO 00paTUThLCS K Bpauy NPHU NOsIBJIEHUN He00bSICHUMBIX 00J1€il, HanpsizKeHUus1 Win
¢1200CTH B MBIIILAX, OCOOCHHO €CJM OHH CONPOBOKAAITCSH HEAOMOTraHMeM WJIH
Juxopaakoii. Tepanuro npenaparom KanysT cienyer npekpatuTb B Cllydae BBIPAXKEHHOTO
noBblieHuss akTuBHOCTH K@K win npu Hamuuuu NOATBEPXKIACHHOW WM MPEIIoIaraeMoin
MuonaTuu. PUCK MUONaTUU MpH JICUEHUHU JAPYTHUMH IMpernapaTamMu 3TOro Kjacca BO3pacTaeT Mpu
OJIHOBPEMEHHOM  NPUMEHEHUU  JIEKAPCTBEHHBIX  CPEJCTB, MOBBIIIAIONIMX  CHUCTEMHYIO
KOHIICHTpAIIMIO aTopBacTaThHa (cM. pazaen 4.5 u 5.2). MHorue u3 3TuX mpenaparoB HHTHOUPYIOT
MeTaboJIM3M, OIOCpeNOBaHHbIH IUTOXpoMOoM P450 3A4, w/unu TpaHCIOPT JIEKAPCTBEHHBIX
cpencts. U3BecTHO, uTO 1tuToXpoM P450 3A4 — ocHOBHOI N30(epMEHT NIEUEHH, YUaCTBYIOLIHIA B
OouoTpaHcopmanuu aropBactaTuHa. Ha3Hauas aTopBacTaTMH B COYETAaHUH C MPOU3BOJHBIMU
(GbuOpUHOBOI  KUCIOTHI, JPUTPOMULIMHOM, HMMYHOJAETPECCAHTAMHU, MPOTHBOTPHOKOBBHIMHU
mpernapaTaMu MPOU3BOJHBIMU a305a, uHruouropamu npoteassl BUU/BI'C, unrubutopamu
HECTPYKTypHOTO Oenka BupycHoro renatuta C (NS5A/NS5B), neTepMOBUPOM HITH HUKOTHHOBOU
KHACJIOTOH B JIMNHJICHIDKAIOMKX 1o03ax (Ooyee 1 r/cyT), Bpad JOJDKEH TIIATEIBHO B3BECHUTh
OKUJAEMYIO TOJIb3Y U PUCK JICUEHHUS U PETyIIpHO HAOIIOJaTh MAlMEHTOB C IIENIbIO BBISIBICHUS
0oJeil, HalpsHKeHUST U CNIa00CTH B MBIIIIAX, OCOOEHHO B TEYCHHE MEPBBIX MECSIEB JICUCHUS U
B TIEpUO/I TOBBILICHHUS J03bI JI000TO mpenapara. B cnyyae Heo0X0anMOCTH KOMOMHHPOBAHHON
Tepanuu CJleIyeT paccMaTpuBaTh BO3MOMKHOCTb INPUMEHEHMsI 0ojiee HM3KUX HA4YaJlbHBIX U
MOJJICP>KUBAIOIIUX 03 BBIIICNEPEUUCICHHBIX CpeAcTB (cM. pasaen 4.2). He pexkomenmyercs
OJIHOBPEMEHHOE TpHUMeHeHue mpemnapara KaaysT u ¢y3umoBoil KUCIOTHL, MO3TOMY BO BpeMs
nedeHus: (y3uI0BOM KHUCIOTOM pEeKOMEHJOBaHAa BpeMEHHas oTMeHa mnpenapara Kanyst. B
MOJIOOHBIX CUTyallUsIX MOKHO PEKOMEH]I0BaTh NepUoAndeckoe onpeaenenrne aktTuBHoctu KOK,
XOTs TaKOM KOHTPOIb HE MO3BOJSET MPEAOTBPATUTH PA3BUTHE TSHKEIOW MHUOMATUHU (CM. pa3ien
4.5). KagysT MoxeT BbI3BaTh MoBbiieHne akTuBHOCTH KDK (cMm. paszaen 4.8).
3aperucTpupoBaHbl OYEHb pPEIKHE COOOLIEHUS O Pa3BUTHM HMMYHO-OIOCPEIOBAaHHON
HekpoTusupytomei muonatun (MOHM) Bo Bpemst uin mocie Je4eHus HEKOTOPhIMH CTaTHHAMU
(cM. paznen 4.8). MOHM kinuHHUYECKH XapaKTepU3yeTcsi CTOMKOM MpOKCHMalIbHON MBIIIEYHON
C1abOCThI0 M TIOBBIIIEHHBIM YPOBHEM KpEAaTUHKHWHA3bl B CHIBOPOTKE KPOBU, KOTOpPHIE
COXPAHSIOTCSI HECMOTPA Ha MPEKpaleHue JeYeHus cTaTuHaMu, HarnureM antutel K [ MK-KoA-
peayKTa3e U yIydIIeHHEM MPU MPUMEHEHUH UMMYHOIETIPECCAHTOB.

[Ipn npumeHeHUH aTopBacTaTUHA, KaK U APYrHMX IpenapaTroB ATOr0 Kiacca, OMUCAHbl PEAKHE
ciydyad  pabJoMUONIM3a C  OCTPOM  IMOYEYHOH  HEAOCTATOYHOCTHIO,  OOYCIIOBIEHHOU
MUOTI00MHYpHueil. PakTOpoM pHCKa pa3BUTHS PabAOMHUOIIM3a MOKET OBbITh MPEIIECTBYIOLIEE

HapymieHne (YHKIUH To4YeK. TakuMm TMalMeHTaM CieayeT oOecreyuTh Oojiee TIIATeIbHBIN
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BPEMEHHO IPEKPATUTh HJIM IIOJHOCTBIO OTMEHUTH IIPHU IOSBICHUU IIPU3HAKOB BO3MOKHOU
MHUOINATHH WIA HAIWYMK (aKTopa PUCKA PA3BUTHUS TOYEYHOM HEIOCTATOYHOCTH Ha (oHe
pabnomuonusza (Hampumep, TsDKenas ocTpas HMHQEKIMs, apTepualbHas T'MIIOTEH3Hs,
XUpPYpPrUYECKOe BMEIIATENbCTBO, TPaBMa, META0OJIMYECKUE, SHAOKPUHHBIE M  BOIHO-
AJIEKTPOJINTHBIE HApPYIIEHUS M HEKOHTPOIMPYEMbIE CyAOporu). JleuyeHue amiuoOgUIMHOM B

aJICKBaTHOM J103€ C LEJIbI0 KOHTPOJIS apTePUAIbHON TUIIEPTEH3UU MOXKET OBITh ITPOI0JIKEHO.

Jleticmeue na neyens

Kak u npu nmpyuMeHeHUU APYTuX THIIOIMIIHIEMUYECKHX CPEJICTB ATOr0 Kiacca, Mocie JIeUeHHs
aTOPBACTATHTHOM OTMEYali yMepeHHoe (Ooee yeM B 3 pasa 1o CpaBHEHHIO ¢ BEpXHEH rpaHuIieit
HOPMBI) TOBBINICHUE AKTUBHOCTH «IIEYCHOYHBIX» TpPaHCAMHHA3 acrapTraTaMUHOTpaHC(epasbl
(ACT) u ananunamunotpancdepassl (AJIT). Croiikoe MoOBbIIEHHE CHIBOPOTOYHOM aKTUBHOCTH
«TEYEHOYHBIX» TpaHcaMuHa3 (Oosiee ueM B 3 pasza 1o CpaBHEHUIO C BEpXHEH rpaHuiield HOPMBI)
Habmoanock y 0,7 % manueHToB, MOMyYaBIIUX aTopBacTaTuH. YacToTa mogo0HBIX U3MEHEHUH
MIpu IpUMEHEHUU aTopBacTaTuHa B go3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasisna 0,2 %, 0,2 %,
0,6 % u 2,3 %, coorBeTCcTBeHHO. I10BBINNICHHE aKTUBHOCTH «IIEUCHOYHBIX» TPAHCAMHUHA3 OOBIYHO
HE COMPOBOXKIAIOCH JKEITYXOH WU IPYTMMH KIMHHYECKUMHU TposiBIeHusMH. [Ipu cHkeHuun
JI03BI ATOPBACTATHHA, BPEMEHHOW MJIH ITOJTHOH OTMEHE aKTUBHOCTH «IIEYCHOYHBIX)» TPaHCAMUHA3
BO3Bpallajach K HCXOJAHOMY YPOBHIO. bBOJNBIIMHCTBO TAIMEHTOB MPOJOJDKAIH TIPUEM
aTOpBacCTaTHHA B CHUKEHHOM J03€ 0€3 KaKNX-T100 KIMHUYECKUX TOCIEICTBUM.

Jlo Havana Tepanuu, yepe3 6 Henenb 1 12 Henenb nocie Hadana npuMeHeHus npenaparta Kamyst
WM TIOCIIe YBEITUYCHHUS €T0 JI03bI HEOOXO0IMMO KOHTPOJIMPOBATH IMOKa3aTeau (PYHKIIMH TICUYCHHU.
OYHKIWIO MMEYSHH CJIeIyeT KOHTPOJIMPOBATh TAKXKE MPHU TOSBICHUU KIMHUYCCKUX MPHU3HAKOB
MOpaXCHHsI TICYCHU. B cilydae TOBBIINICHUS aKTUBHOCTH «IEYCHOYHBIX» TpPAHCAMHHA3 WX
AKTUBHOCTh CIIEyeT KOHTPOJIUPOBaTh JO TEX IOp, MOKa OHAa HE HopManmu3yercsa. Ecmu
nosbleHne akTuBHocTH ACT mn AJIT Gosnee yem B 3 pasa 1o CpaBHEHUIO C BEpXHEH rpaHuLIen
HOPMBI COXPAHSIETCS, PEKOMEHYeTCsl CHIDKEHUE JI03bI aTOpPBACTaTHHA WM OTMEHA Iperapara
Kanyst (cm. paznen 4.8).

ATOpBacTaTUH ClIeyeT MPUMEHSITh C OCTOPOKHOCTHIO Yy IMAIMEHTOB, KOTOPHIE MOTPEOISIOT
3HAUUTENbHBIE KOJIMYECTBA alIKOTOJISI M/WIIM UMEIOT B aHaMHe3€e 3a00JIeBaHNe MTeYeHH. AKTHBHOE
3a00JIeBaHNEe TICYCHW WJIM TOCTOSTHHO TIOBBIIIICHHAS aKTHBHOCTH «IICUYEHOYHBIX)» TpaHCAMHHA3
TUTa3Mbl KPOBU HESICHOTO TEHE3a SBIIIOTCS IMPOTHBOIIOKA3aHWEM K MPHMEHEHHWIO Ipernapara

Kanyst (cm. paznen 4.3).
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[Ipu peTpoCreKTUBHOM aHalIM3e MOJTHUIIOB MHCYNbTa y naruentoB 6e3 MBC, y KoTopbix ObLI
HEJABHO 3apErHCTPUPOBAH MHCYJIBT WM TpaH3UTOpHas wumemuueckas artaka (THUA),
HaOmronanack Oojiee BBICOKAs YacTOTa BO3HUKHOBEHHS TI'€MOPpParud4ecKUx HHCYJIBTOB Y
NAlMEeHTOB, HAYaBUIMX NPUHMMATh aTOpBAacTaTMH B jao3e 80 Mr, 10 CPaBHEHUIO C TPYIIOH
m1ane6o. [oBbIIEHHBIH pUCK ObUT OCOOEHHO XapaKTEepeH AJIs MALUMEHTOB C TEMOpPPAru4ecKum
MHCYJIBTOM WIM JIAKyHapHBIM WH(pApKTOM B aHaMHe3€ MpPHU BKIIOYEHUH B HccienoBanue. s
NAllMEHTOB C TIeMOpparu4eckKUM HMHCYJIBTOM WM JIaKyHapHbIM HH(GApKTOM B aHaMHe3e
COOTHOILIEHUE OJIb3bl MU PUCKA IPUMEHEHHs aTopBacTaTUHA B 03¢ 80 MI ocTaeTcs HESACHBbIM, U
NOTEHLUAIbHBIA PUCK TEMOPPArUYECKOr0 MHCYJIbTA JOJKEH OBbITh TILATEIBHO B3BELIEH IEPE]
HayasioM JiedyeHust (cM. paszaen 5.1). Opnako y TNaIMEHTOB, TMOJYYalOUIUX TEPAIHIO
aTopBactaTUHOM B J03¢ 80 Mr, ObUIO 3aperucTPUPOBAHO MEHBIIE HHCYJIBTOB JIFOOOIO THIIA
(265 aropBacratun/311 mmame60) W MeEHbIIE CIydyaeB HIIEMUYECKo Ooe3HH cepana

(123 aropBactrarun/204 mane6o).

[ unepenuxemus

Hekotopble NaHHBIE CBHUACTEIBCTBYIOT O TOM, YTO CTATHHBI KaK KIAcC MOBBIAIOT YPOBCHb
[JIFOKO3bl B KPOBH, M Y HEKOTOPBIX MAIMEHTOB, MOJBEPKEHHBIX BBICOKOMY PHUCKY CaxapHOTO
nuabera, MOTYT BbI3BIBATh FMIIEPIIIMKEMHIO TOW CTETICHH, IPU KOTOPOH HE00X0auMo hopmabHOe
JeYCHUE caxapHOro pamabera. ODTOT PHUCK, TEM HE MEHee, IEepPEeBEUIMBACTCS CHIDKCHHUEM
COCYZMCTOTO PHCKa MPH NMPUMEHEHWU CTaTUHOB, U MOJTOMY HE JOJDKEH OBITh MPHYMHOM IS
NPEKPAIICHUs] TepPalui CTaTUHAMU. Y TOJBEPKEHHBIX PHCKY TMAlMCHTOB (YPOBEHH TITFOKO3BI
HATOIMIAK OT 5,6 10 6,9 MMOJIB/11, MHAEKC Macchl Tesna [MMT] > 30 kr/mM2, MOBBINIEHHBIH yPOBEHb
TPUTIMLEPUIOB, apTepualibHas TUIEPTEH3US) CIEAyeT OCYIICCTBISATh MOHUTOPUHI Kak

KIMHUYCCKUX, TaK U OMOXMMHUYECKHUX IOKA3aTeJICH COTIIaCHO HallMOHAJIBHBIM PECKOMCHIALIUAM.

CooOmianoch, 4TO B HECKOJBKUX ciydasgx HHruoutopsl [I'MI-KoA-peaykrassl (cTaTHHBI)
BBI3bIBAIM pa3BuTHe O€ NOVO WM yCyryOJisyld paHee CYHIECTBOBABIIYID TeHEPAIN30BAaHHYIO
MHACTEHHUIO TPaBUC WM TJa3HYI0 MHAcTeHHUIo (cM. paszaen 4.8). B ciyyae BOZHUKHOBEHUS WU
yTSDKEJIEHUS CHUMIITOMOB MMAacT€HUMH TpueM nmpemnapata Kanyst crnenyer mnpekpaTHTh.
CooOmranoch Takke 0 peruauBax MHACTEHUU IPU MOBTOPHOM IPHEME TOTO K€ CTaTHHA U MPHU

npuMeHeHuu apyroro uaruouropa I'MI'-KoA-peaykrassl.

4.5. B3auMmopeiicTBHe ¢ APYrMMH JeKApPCTBEHHbIMH IpenapaTaMM W [pyrue BHJbI

B3aUMOAEliCTBUA
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atopBactaTiHOM 80 Mr y 370pOBBIX JOOPOBOJBIIEB HE MEHSETCS. AMIIOAMIIMH HE OKa3bIBall
BIUsHUA Ha Cmax aTopBacTaTHa, HO BbI3bIBad yBenuueHue AUC Ha 18 %.
BzaumopetictBue npemnapara KamysT ¢ ApyruMu JIeKapCTBEHHBIMH CPEJCTBAMH CHEUAIBHO HE

HU3y4aJIOChb. Huxe npeacrasjicHa I/IH(l)OpMaHI/IH I10 KaXKI0MY KOMIIOHCHTY B OTACJIbHOCTH.

AMII01UIIMH

AMJIO[[I/IHI/IH MOXET 0Oe30macHo INPpUMCHATBCA  OOAHOBPCMCHHO C AHTHOMOTHKAMH W

THUIIOITIMKEMUYCCKUMU CpEACTBAMU JJIA IMIpHEMA BHYTPD.

Hneubumopuot uzogpepmenma CYP3A4

[Tpr OMHOBPEMEHHOM MPUMEHEHUH quiThazema B jno3e 180 Mr m ammogunuHa B J03¢ 5 Mr y
MOXKWJIBIX MAIMEHTOB (0T 69 110 87 JieT) ¢ apTepuanbHON TUIIEPTEH3UEH, OTMEYAETCs MOBBILICHUE
CUCTEMHOM 3KCHO3UIMM amjoaunuHa Ha 57 %. OJHOBpeMEHHOE NMPUMEHEHHE aMIIOAUNMHA U
SPUTPOMHUIIMHA Y 37J0POBBIX H0O0poBobLEB (0T 18 mo 43 neT) He MPUBOAUT K 3HAYUTEIHHBIM
u3MeHeHusAM 3kcno3uimu amnoaunuHa (yBenuuenue AUC nHa 22 %). HecmoTps Ha TO, 4TO
KJIMHUYECKOe 3HaueHHe ATUX S(P(EeKTOB O KOHIA HEACHO, OHU MOTYT OBITH 0Oojee SpKO
BBIPA)KEHBI y MOKUIIBIX TTAIIMEHTOB.

Momubsie  uHruOuTopsl u3odpepmenta CYP3A4 (manpumep, KETOKOHA30Jl, HTPAKOHA30I,
PUTOHABHUP) MOTYT IMPUBOANUTH K YBEITUYCHHUIO KOHIEHTPALMU aMJIOJUIUHA B TJIa3ME€ KPOBH B
Oompmeil crenenu, 4em auiaTHazeM. CIemayeT ¢ OCTOPOKHOCTBIO MPHUMEHSTh aMIIOJUIMH U

uHrnourops! nzopepmenra CYP3A4.

Knapumpomuyun

Knapurpomunun siBnsiercss uaruouropom uzogpepmenta CYP3A4. CymiecTByeT NOBBIIIEHHbBIN
PUCK pa3BUTHUS apTEepUaIbHOM TUIOTEH3MM Y TMAalMEHTOB, MOJYyYalolUX KIAPUTPOMUIIMH
OIHOBPEMEHHO C amwilogunuHoM. IIpum OgHOBpEeMEHHOM INPUMEHEHMM AaMIIOJWIIMHA C

KIIApUTPOMUIIUHOM PCKOMCHAYCTCA TIATCIBHO Ha6J'II-O,[[aTB 3a COCTOAHUEM IMMAallUCHTOB.

Hnoyxkmopwt uzoghepmenma CYP3A4

JlaHHBIX 0 BIUSHUU UHAYKTOPOB n3odpepmenta CYP3A4 Ha hapMakOKMHETUKY aMIIOIUIIAHA HET.
OpnHoBpemMeHHOe TpuMeHeHne HHIyKTopoB n3odepmenta CYP3A4 (nampumep, pudammuiu,
3Bepo0Ol TPOABIPSIBICHHBIN) W aMJIOJAWITHHA MOXKET TPHUBOJUTH K CHIDKEHUIO KOHIICHTPAITUU
aMJIOJIMITMHA B I1a3Me KpoBH. ClieyeT ¢ OCTOPOKHOCTHIO IPUMEHSTh aMJIOUITIH W WHIYKTOPHI

uzopepmenta CYP3A4.
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Lumemuoun

HpI/I OOHOBPCMCHHOM IMPUMCHCHUHU aMJIOAUIIMHA C HTHUMCTUAWMHOM (l)apMaKOKI/IHeTI/IKa

aMJIOJUIIMHA HE MCHACTCA.

I'pevinghpymosuiii cox

OnHoBpeMeHHBIN ofHOKpaTHBIM TpueM 240 mur rpeiindpyroBoro coka u 10 Mr ammioaunuHa
BHYTPh HE COIPOBOXKAAETCS CYIIECTBEHHBIM H3MEHEHHEM (apMaKOKMHETHKH aMIIOMITUHA,
OJTHAKO CJIEyeT YYUTBHIBATH BO3MOXXHOCTb T€HETHUYECKOro moJuMopdusmMa uzopepMeHTa
CYP3A4. B cBs3u ¢ 3TUM, OJJHOBPEMEHHOE ITpUMEHeHue npenapara KamxysTt u rpeindpyra wim
rpeindpyToBOro coka He PEKOMEHAYETCs, BBUIY BO3MOXKHOTO MOBBIIMIEHUS OMOJOCTYMHOCTU
aMJIOAUIMHA Yy  HEKOTOPbIX  IAallMEHTOB, YTO MOXKET HNPHUBOJUTH K  YCHUJIICHUIO
AQHTUTUIIEPTEH3UBHOTO 3 (heKTa aMmIoIUIIHA.

B otimnume ot apyrux BMKK knuHudecku 3Ha4MMOTO B3aMMOACHCTBHS aMIIOIUIIMHA HE ObLIO
OOHapy»eHO MpPH COBMECTHOM IPUMEHEHHH C HECTEPOUAHBIMU MPOTHBOBOCHATUTEIbHBIMU
npenapatamu (HIIBII), ocobenHO nHIOMETalIMHOM.

B03MOXHO ycunenue aHTHAHTMHAIBHOTO M aHTUrunepreHsuBHoro naeucrsus BMKK mnpu
COBMECTHOM TPUMEHEHUH C MUA3UOHBIMU U «NEemIe8blMUy OUypemuKamuy, 6epanamuiom,
uHeubumopamu aneuomeHzunnpespawaroue2o pepmenma (AIP), bema-aopenodbrokamopamu u
HUmMpamamu, a TaKXe YculeHue WX aHTUTUIIEPTEH3UBHOIO JIEHCTBUS IIPU COBMECTHOM
npuMeHeHnn ¢ anbgal-agpeHoOmokaTopaMu, HeHpoienTHKamMu. XOTS TpU  H3yYCHHHU
aMJIOIMIIUHA OTPULIATENILHOTO MHOTPOMHOro 3 deKxTa 0ObIYHO HE HaONIoJalld, TEM HE MEHee,
HekoTtopble BMKK MoryT ycunuBaTh BBIpaK€HHOCTh OTPULIATENILHOTO MHOTPOITHOTO JIEHCTBUS
AHMUAPUMMUYECKUX Npenapamos, euvlzvlearoujux yoaunenue unmepsara QT (Hampumep,
amuonapoH u xuHuauH). [Ipu coBmectHom mnpumenenun BMKK ¢ npenapamamu numus
BO3MO>KHO YCHJIEHHE HEHPOTOKCUYHOCTH JIUTHS (TOIIHOTA, PBOTA, JUapes, aTaKCus, TPEMOP, IIIyM
B yinax). AMJIOAMIIUH He BIWsACT IN VItrO Ha CTereHb CBSA3bIBaHHS C OEJIKaMH IIa3Mbl KPOBH

OUCOKCUHA, (heHUmouna, 8ap@apuna u UHOOMemayuHda.

Anomunuti-/macHuticooeparcanjue aHmayuobsl
WX OmHOKpaTHBIA TIPHEM HE OKa3bIBAaeT CYIICCTBCHHOTO BIHUSHUS Ha (PapMaKOKHHETHUKY

aMJIOJUITINHA.

Cunoenaghun
Onnokparaeni nmpuem 100 mr cunaeHadwmra y manueHToB C ACCEHIMATBHON THUIEPTCH3UEH He
OKa3bIBaeT BIUSHUS Ha MapaMeTpbl (hapMaKOKMHETHKH amjonumnuHa. Ilpu onHOBpeMEHHOM

MMPUMCHCHUHA KaXXIbIN npenapar HE3aBUCUMO CHUKACT AI[
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Jlueoxcun
[Ipy OMHOBPEMEHHOM NPUMEHEHUW aMIIOJUIMHA C JUTOKCHHOM Y 3I0POBBIX J0OPOBOJBICB

ChIBOPOTOYHAA KOHIOCHTPALIUA U MMOYCYHBIN KIIMPCHC JUT'OKCHHA HC U3MCHAIOTCA.

Omanon (anrkozonvcooepoicaujue HaAanUMKU)
[lpy OAHOKpPAaTHOM H TOBTOPHOM IpHMeHeHHH B g03¢ 10 Mr amiioMUNMH HE OKa3bIBacT

CYLIECTBEHHOT'O BIMAHUSA Ha (hapMaKOKUHETHKY ATAaHOJIA.

Bapgapun

AMJIOZ[I/IHI/IH HC BJIMACT HA U3MCHCHUA HpOTpOM6I/IHOBOFO BPCMCHU, BLI3BAHHBIC Bap(l)apI/IHOM.

Huxnocnopunu

HccnenoBanuss B3aMMOJECUCTBUS aMJIOJMIIMHA M LMKJIOCIOPUHA NPOBOJWINCH TOJBKO ¥y
MAlMEHTOB MOCJIe TPAHCIUIAHTALIMY TTOYKHU. DTH UCCIEOBAHUS TTOKA3aIM, YTO AMJIOAUITUH MOKET
nu00 HE BIMATh HA MHUHUMAIBHYIO KOHIICHTPAIMIO ITUKJIOCIIOPHHA B IUIa3ME KPOBH, JIHOO
noBeImaTh ee BIUIOTH A0 40 %. Crnenyer paccMOTpeTh BO3MOKHOCTh KOHTPOJISI KOHILIEHTPALIUU
LIMKJIOCIOPHUHA B IJIa3ME€ KPOBHU y MALIMEHTOB MOCJE TPAHCIUIAHTALMM TOYKU MPU MTPUMEHEHUU

TaKOM KOMOMHAIIMH MpPErapaToB.

Taxpoaumyc

Cy1iecTByeT pUCK IOBBIILIEHUS KOHLEHTPALUU TAaKpOJIMMyca B KPOBH IPU OJHOBPEMEHHOM
OPUMEHEHUH ¢ aMJIOAMNUHOM. Bo wn30exaHue pa3BUTHS TOKCHYHOCTH TaKpOJIMMyca IpHU
OPUMEHEHUH aMJIOJIMIIMHA Yy MAIMEeHTOB, IMOJyYalollUX JIeYeHHE TaKpOJIUMYCOM, Tpelyercs

MOHUTOPHHI €TI0 KOHOCHTpAIWH B KPOBU U KOPPECKIUA OO3BI IIPpH HCO6XOHI/IMOCTI/I.

Muwens panamuyuna y maekonumaiowux (uneuébumopor mTOR)
WNuruburoper MTOR, Takue Kak CHPOJIUMYC, TEMCHPOJIMMYC U 3BEPOJIUMYC, SBISIOTCS
cyoctparamu CYP3A. Amnoaunus siBnsiercs cinadbbim naruouropom CYP3A. Ilpu coBmecTHOM

npuMeHeHnr ¢ nHruouTopamMu MTOR ammoTUIH MOKET MOBBIIIATH UX BO3/ICHCTBHE.

Jlanmponen

B omnpiTax Ha JKMBOTHBIX TIPH OJHOBPEMEHHOM IPHMEHEHHHM BepanaMuiia W JaHTpOJIeHA
BHYTPUBEHHO OTMEUAIHNCHh CJIydad JIETATbHON (QUOPUIUISIMN TIpEACepIuid W CEepACHHO-
COCYJIUCTOM HEJOCTAaTOYHOCTH B CBSI3W C PA3BUTHEM THUIIEpKaTMEMUU. B cBsizu ¢ puCKOM
TUIEepKaTueMuu pekoMeHayercs uzberarp npumeHenuss BMKK, Takux kak amiIonumuvH, y

ManuEHTOB C MMOJO3PCHUEM UJIU HOJITBep)I(HeHHOﬁ 3JI0Ka4eCTBEHHOM mnepTepMI/Ieﬁ, a TaKKE BO
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BpEMA JICHCHHA JaHHOI'O COCTOSHMUA.

Cumeacmamun
MHorokpaTHoe OJHOBPEMEHHOE NMpUMeHeHre amioaunuHaa B 1o3e 10 mr u cumBacratuHa 80 mr
MPUBOJUT K MOBBILICHUIO KOHIIEHTPALIMK CUMBAcTaTuHa Ha 77 % 10 CpaBHEHUIO C MOHOTEpaIiuei

CHUMBAaCTaTHHOM. Cnez[yeT OI'paHHU4YUTh JO3Y CUMBACTAaTHHA 10 20 Mr B CYTKH.

Bausnue na pezynemamul 1a60pamopHuix mecmoe

HewussectHo.

ATopBacTaTuH

[Tockonbky artopBactatuH Metabonmsupyercs uzopepmentom CYP3A4, coBmecTHOE
npUMEHEeHHe aTopBacTtaTHHa ¢ uHruomropamu mzopepmenta CYP3A4 MoxeT npUBOAUTH K
YBEJIMUEHHUIO KOHILIEHTpAallMM aTopBacTaTHMHAa B IUIa3Me KpoBHU. CTeneHb B3aMMOJCHCTBUS U

s dexTa MOTEHIMPOBAHUS OMPEICIIIOTCS BapUaOEIbHOCTHIO BO3JIEHCTBUS Ha H30(EPMEHT

CYP3A4.

Hneubumopvl mpancnopmuoeo benxa

ATOpBacTaTUH MpPEACTaBIsET COOOH  cyOcTpaT TpaHCHOPTEpOB  (EPMEHTOB  IIEYCHU
(cMm. pasgen 5.2).

CoBmecTHOE MpUMEHEHHe aropBacTatuHa B Jo3e 10 Mr u muxiocnopuHa B J03€ 5,2 MI/KI/CyT
IPUBOJUT K YBEJIMYEHHUIO KOHIEHTPAllMU aTOpBacTaTHMHA B IJJa3Me€ KPOBU (COOTHOILIEHHE
AUC:8.7) (cm. pasnen 5.2). HUKIOCTIOpUH SIBISIETCS WHTHOUTOPOM OPraHWYECKOTO aHWOH-
tparcnoprupytoiero nonunentiaa 181 (OATP1B1), OATP1B3, nporenHa, acCONUMPOBAHHOTO
C MHOKECTBEHHOM JiIeKapcTBeHHOW ycToiunBOoCThIO 1 (MJIY 1) u Genka pe3uCTeHTHOCTH K paKy
MoJIOUHOM xene3bl, a Takke CYP3A4, cienoBarenbHO, OH MOBBIINIAET YPOBEHb BO3JIEHCTBUS
aropBactatiHa. CyTo4Has 1033 aTOpBacTaTHHA HE JIOJDKHA MpeBbimarhk 10 Mr (cM. paszaen 4.2).
['nexanpeBup u nuOpenTacsup sBisitorcss uHruoutropamu OATP1B1, OATP1B3, MJIYV1 u 6enka
PE3UCTEHTHOCTH PaKa MOJIOYHOM JKEJIE3Bl, CIEN0BATENbHO, OHU MOBBIIAIOT YPOBEHD BO3IEHCTBUS
aropBactatiHa. CyTo4Has 1033 aTOpBacTaTHHA HE JIOJDKHA npeBbimark 10 mr (cM. pasaen 4.2).
CoBmecTHOE TTpUMEHeHHe aTopBactaTiHa B 103e 20 mr u nerepmoBupa B 03¢ 480 Mr B cyTKH
IPUBOJNJIO K MOBBIIIEHUIO YPOBHS BO3/€HCTBHS aropBacTatuHa (cooTHommenue AUC: 3,29) (cm.
paszzen 5.2). JlerepmoBup sBisieTcss UHruOUTOpoM Tpancnoptepos P-gp, BCRP, MRP2, OAT2 u
neyeHouHoro Ttpancnoprepa OATP1B1/1B3, Takum o00pa3oMm, OH yCHJIMBaeT ypOBEHb
BO3/IeHicTBUS aropBactatnHa. CyTouyHasi J103a aTropBacTaTWHA HE JOJDKHA mpeBbimarh 20 mr

(cM. paznen 4.2).
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Benmmunna OINOCPCIOBAHHBIX JICKAPCTBCHHBIX SaI/IMO)IJaC_TéI/;%%%gXEE I:(b-l -EB i/:lrﬁj Ha

COBMECTHOE NPUMEHEHHUE MPENnapaToB MOXKET OTJIMYATHCS MPU OJHOBPEMEHHOM Ha3HAYEHUU
JETEPMOBHUpaA € LUKJIOCIOpUHOM. He pekoMmeHayercs MPUMEHSATh aTOpPBACTAaTUH MAalUEHTaM,
MOJTyYaIOIUM TEPAUIO JIETEPMOBUPOM COBMECTHO C IIUKIOCIIOPHUHOM.

DOnbacBup u rpazonpeBup sABstorcs uaruoutopamu OATPIB1, OATP1B3, MJIV1 u Genka
PE3UCTEHTHOCTHU paKa MOJIOYHOM KeJe3bl, CIe10BaTeNIbHO, OHU MOBHIIIAIOT YPOBEHB BO3ACHCTBUSA
atopBactatuHa. CleayeT MPUMEHSTh C OCTOPOKHOCTBIO M B CAMOW HU3KOW HEOOXOJIMMOU 1103e
(cMm. pasgaen 4.2).

Puck Muomatuu BO BpeMms JIeUeHMs] JPYTMMH IpernapaTaMHd 3TOr0 Kjacca MOBBIMIACTCS MPHU
OJIHOBPEMEHHOM MPHUMEHCHWH [HMKJIOCIIOPUHA, TPOW3BOAHBIX (UOPUHOBOW  KHUCIIOTHI,
SPUTPOMHUIIMHA, TPOTUBOTPUOKOBBIX IMPENAPATOB MPOU3BOIHBIX a30JI0B 1 HHKOTHHOBOM KUCIIOTHI

B JIMIHMICHIKAIOMIKX 103aX (6osee 1 r/cyT) (em. pasaen 4.4).

T'emghubposun/npouszeoonsie hubpoesoii kKuciomol

[Tpumenenne GuOpaTOB B BHJIE MOHOTEPAITHMH HHOTIa COITPOBOXKIAETCS SBJICHUSMHU CO CTOPOHBI
MBIIIEYHON CUCTEMBI, BKJIFOUast pab1oMuon3. PUCK BOSHUKHOBEHUS ITHX SBJICHUH MOKET OBITh
MOBBIIICHHBIM TPU OJHOBPEMEHHOM NPUMEHEHHU MPOU3BOJHBIX (UOPOCBOI KHUCIOTHI U
atopBactaThHa. Ecim Henb3s M30€kKaTh OJHOBPEMEHHOTO IPHMEHEHHS JTHUX IpenapaTos,
ClIeyeT TPUMEHSATh HAaWMEHBIIYI0 J03y aTOpBacTaTHHA, JOCTATOYHYIO IS JIOCTHIKCHUS
TEpaneBTHUECKUX LEJIeH, W CIEeQyeT OCYIIECTBIATh COOTBETCTBYIOIIEE HaOII0AeHNEe 3a

COCTOSTHHEM MAIHeHTOB (cM. pasaen 4.4).

Dzemumud

[IpumeneHne 33eTMMHOa B BHUAC MOHOTEPAINUU COMPOBOXKIACTCS SBICHUSMH CO CTOPOHBI
MBIIIEYHON CUCTEMBI, BKITIO4as padjaomuoiu3. CiieJoBaTeIbHO, PUCK ITHX SBICHHA MOXET OBITh
yYBEJIMYEH TMPH OJHOBPEMEHHOM TMPHUMEHEHUHU 73ETUMHOA M aropBacTaThHa. PekoMeHmyercs

OCYHICCTBJIATDH HaJJIeKaIllui KIMHAYECKUN MOHUTOPUHT COCTOAHUA TaKUX MAUCHTOB.

Anmayuosi
OnHOBpEeMEHHBIN TPUEM BHYTPh CYCIICH3HH, COJCpIKAIleld MarHus ¥ aTFOMUHUS THIPOKCHUJIHI,
CHI)KaJl KOHIIEHTPAIIMIO aTOpBacTaTWHA B IUIa3Me KpoBH IpumepHo Ha 35 %, 0JHAKO cTeneHb

yMeHbleHus koHueHrpauuu Xc-JIIHII npu sTom HE MeHsu1ach.

Denazon
ATopBacTaTuH HE BIMSIET Ha (hapMaKOKHMHETHKY (heHA30Ha, TTOITOMY B3aUMOJCHCTBUE C IPYTUMHU

npenaparamMu, MCTa6OJII/I3I/IpyIOIJ_[I/IMI/ICH TCMH XK€ I/I30(1)CpMeHTaMI/I HUTOXpOMA, HC OKHUIACTCH.
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HUmparonaszon
OnHoBpeMEHHOE NPUMEHEHNE aTOpBacTaTUHA B o3ax oT 20 Mr 10 40 MI U UTpakoHa3oJja B 103€

200 mr npuBoanio K yBennueHuro 3HaueHns AUC aropBacraTuHa.

I'pevinghpymosuiii cox
[TockonbKy rpedndpyToBBIii COK CONEPKHUT OOUH WM Oo0Jee KOMIIOHEHTOB, KOTOpBIC
uHrn6upyot nzopepment CYP3A4, ero upesmepHoe norpedaenue (6onee 1,2 1 B 1€HB) MOXKET

BbI3BATh YBCIIMUCHUC KOHLICHTPAIIUHX aTOPBACTATUHA B I1JIa3MC KPOBH.

Hueubumopot uzogpepmenma CYP3A4

br10 mokaszaHo, 4To mpruMeHeHue MOIIHBIX HHrHONTOpoB CYP3 A4 npuBOIUT K BRIPAXKCHHOMY
MOBBIIICHUIO KOHILIEHTpauui artopBactathiHa. (OJHOBPEMEHHOI'O MPUMEHEHHS MOUIHBIX
unruoutopo CYP3A4 (Hanpumep, LMKIOCIOPUHA, TEJIUTPOMULIMHA, KIAPUTPOMHUIIMHA,
JIeJIaBUpAMHA, CTUPUIIEHTOJ]a, KETOKOHA30Jla, BOPHUKOHA30ja, WTPAKOHA30Jla, I103aKOHA30I1a,
HEKOTOPBIX MPOTUBOBUPYCHBIX MpenapaToB uis jgedenus supyca rematura C [HCV] (manpumep,
anbacBupa/rpa3onpeBupa) U UHrHOUTOPOB mpoTeassl BUY, BkiItOYas puTOHABHp, JIOMHMHABUD,
aTa3zaHaBUD, UHJIMHABUD, TapYHABUP U T. [1.) CIIEYET [0 MEPE BO3MOKHOCTH n30erars. B ciyyasix,
B KOTOPBIX OJTHOBPEMEHHOI'O MPUMEHEHUS ITUX JIEKAPCTBEHHBIX IPENapaToB C aTOPBACTATUHOM
HEJNb3s U30eXKaTh, CIIEyEeT PACCMOTPETh BOZMOKHOCTh IPUMEHEHUs 00Jiee HU3KUX HadallbHbIX U
MaKCUMaJIbHBIX J]03 aTOPBACTATHHA, & TAKKE PEKOMEHAYETCS COOTBETCTBYIOIIUNA KIMHUYECKUN
MOHHMTOPHHT COCTOSIHUSI TTallUEHTA.

VYmepennble unruOutopel CYP3A4: (Hanpumep, 3pUTPOMUIIMH, AWITHA3€M, BepamaMuil U
¢iIykoHa301) MOTYT TIOBBIIATh KOHIICHTPAIMM aTopBacTaTMHA B IUIa3Me KpoBu. llpu
MPUMEHEHUU SPUTPOMUIIMHA B KOMOMHAIMHM CO CTaTUHAMHU HAOIIOJACs TOBBIIICHHBIH PHCK
Muonaruu. FccinenoBaHuili JIEKQpCTBEHHBIX  B3aMMOAECHCTBUM, OLEHUBAIOIIUX  BJIUSHUE
aMHoOJlapoHa WJIM BepalaMuia Ha aTopBacTaTWH, HE MpoBoAwIuch. Kak amuonapoH, Tak u
BepamaMuil SBISIOTCS U3BECTHBIMH MHTHOUTOpaMu akTuBHOCTH CYP3A4, 1 uX 0AHOBpEMEHHOE
MPUMEHEHUE C aTOPBACTATMHOM MOKET MPHUBOAUTH K TMOBBIILICHUIO YPOBHS BO3ACHCTBUSA
aTopBacTaThHa. Takum o0pa3oM, cieayeT pacCMOTPETh BO3MOKHOCTb IPUMEHEHUS 00J1ee HU3KOM
MaKCHMaJbHOW J103bl aTOpBACTaTMHA, M PEKOMEHIYETCS COOTBETCTBYIOUIMM KIMHUYECKUMN
MOHUTOPUHI COCTOSIHMSI TIAllMEHTa MpU OJHOBPEMEHHOM IPUMEHEHHH C YMEpPEHHBIMU
unruoutopamu CYP3A4. Tlocne Havana TPUMEHEHHUS WM KOPPEKIMH 03Bl WHTHOUTOpA

PEKOMEHAYCTCA OCYHICCTBIIATH Hanﬂemamnﬁ KIIMHAYECKUH MOHHUTOPHHI' COCTOSAHUSA MAlUCHTA.

Hnoyxkmopwt uzoghepmenma CYP3A4

CoBMecTHOE TTPUMEHEHHE aTopBacTaThHa ¢ WHAyKTOpamu n3odepmenta CYP3A4 (manpumep,
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3¢aBUpeH30M WM pUPAMIHUIIMHOM) MOXKE HDI/IB(JE[HTB_IEK:L ‘&ﬁrm - KOH'_I_IlelHTD_thI/II/I

aropBacTaTMHa B IUIa3Me KpPOBU. BcliecTBUME NBOMCTBEHHOTO MEXaHU3Ma B3aMMOJCHCTBHS C
pudamnuimHoM (nHAyKTOpoM H30depmenta CYP3A4 u MHrHOMTOpPOM TPAaHCHOPTHOTO Oelka
renatoriutoB OATP1B1), pekomenmyercs OZHOBpEMEHHOE TNPHUMEHEHHE AaTOpBacTaTHHA H
pudamMnuIHa, MOCKOJIbKY OTCPOUYEHHBIA MpPUEM aTopBacTaTHHA Mocie mpuema pudammnuinHa

MMPUBOJAUT K CYIICCTBCHHOMY CHHXXCHUIO KOHIICHTPAlIUU aTOPBACTATHHA B IJIa3MC KPOBH.

Konecmunon
[Tpu ogHOBpEMEHHOM MPUMEHEHUHU KOJIECTUIIOIA KOHIIEHTPAIUs aTOpBacTaTHHA B IIa3Me KPOBU
CHWXXallach MpuMepHO Ha 25%; onaHako runoiaunuaeMudeckuii s¢ddekr KoMOMHALUU

aTopBaCTATHHA U KOJICCTUIIOJIAa ITPCBOCXO NI TaKOBOM KaKJIOI'0 npemnapara B OTACIIbHOCTH.

Jlueoxcun

[Ipu noBTOPHOM MpHUEME TUTOKCHMHA U aTOpBacTaThHA B J103¢ 10 M paBHOBECHBIE KOHIIEHTPAIIUU
JUTOKCHHA B TUTa3Me KPOBU HE MEHSUTHCh. OTHAKO MPU MPUMEHEHUH JTUTOKCHHA B KOMOWHAIIMH C
aTOPBACTaTHHOM B Jj03€ 80 MI/CyT KOHIIEHTpallMs TUTOKCHHA YBeTUYUBasach npumepHo Ha 20 %.
[TarueHTsl, TMONyYarOIIWE JUTOKCHH B COYETaHWHM C  aTOPBACTAaTHHOM, TPeOyIOT

COOTBCTCTBYHOILICTO Ha6JIIOII€HI/I$I.

Spumpomuyun/Knapumpomuyun

[Ipr onHOBpEeMEHHOM NPUMEHEHUHU aropBacTaThHa U 3puTpomuuuHa (500 Mr yersipe pasa B
cytkn) wim knapurpomunaa (500 Mr aBa pasza B CyTKH), KOTOpbIE HHTHOUPYIOT U30(EepMEHT
CYP3A4, nHaOmonanoch TOBBIIIEHWE KOHLEHTPAllUM aTopBacTaTWHAa B IUIa3Me€ KpPOBU

(cm. pazmenst 4.4 u 5.2).

Azumpomuyun
[Tpu ogHOBpeMeHHOM IpuUMeHeHHuHu atopBacTathHa (10 Mr ouH pa3 B CyTKHM) U a3UTPOMHUIIMHA

(500 Mr oauH pa3 B CyTKH) KOHIIEHTpAIIHMsI aTOPBACTaTHHA B TUIa3Me KPOBU HE MCHSLIIACh.

Tepgpenaoun
[Ipy ogHOBpeMEHHOM NPHUMEHEHWH aTopBacTaTHHA U TepeHaauHa KIMHUYECKH 3HAYMMBIX

U3MEHEeHUH (hapMaKOKMHETUKU TepdeHanHa He BBISBICHO.

Ilepopanvrvie konmpayenmugol
[Ipu omHOBpEeMEHHOM TIPUMEHEHWH AaTOpPBACTaTMHA W TEPOPATBLHOTO KOHTpPAIENTHBA,
COJIepIKaIero HOPATUHAPOH B ATHHUIICTPAANOI, HAOTIOAAI0Ch 3HaYnTeNbHOE oBbIeHne AUC

HOPATUHAPOHA U 3TUHMIICTpanuoina npumepHo Ha 30 % u 20 %, cooTBeTCTBEHHO. DTOT 3(pdexT
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aTOPBACTaTHH.

Bapgapun
[Ipu3HaKoB KIMHUYECKH 3HAYMMOIO B3aMMOJICHCTBHS aTOpBAacTaTMHA C BaphapuHOM HE

00HapyKEHO.

JHunmuazem
CoBMecTHOE TPUMEHEHUE aTopBacTaTiHa B 103€ 40 Mr ¢ quiTrazeMoM B fo3e 240 mMr, TpyUBOAUT

K YBECJIMYCHUIO KOHOCHTpAall aTOpBaCTaTHHA B IIa3ME KPOBH.

Lumemuoun
[TpoBoAMIIOCH HCCIICAOBAHHWE B3aMMOJCHCTBHS aTOpPBAacTaTHHA C IUMETHIMHOM, KOTOPOE HE

BBISIBUJIO KIIMHUYECKH 3HAYMMBIX B3aUMOJICUCTBHH (CM. pasmen 5.2).

Amnoounun
[lpu  omHOBpemMeHHOM mpuMeHeHHMH artopBactatuHa 80mr w  ammomunuaa 10 mr

q)apMaKOKI/IHeTI/IKa aTopBaCTaThuHAa B PaBHOBECCHOM COCTOAHHH HEC U3MCHAJIACDH.

Hneubumopelr npomeas

OnHOBpeMEHHOE NPUMEHEHUE aToOpBacTaTWHA C MHIMOMTOpPaMU NpOTea3’, U3BECTHBIMH Kak
uHruouropel  uzopepmenta CYP3A4, compoBoXJaloch yBEIMYEHHEM  KOHIEHTpalUu
aTopBacTaTMHa B IUIa3Me KpoBH. Kpome TOro, OoTMedanoch NOBBIIIEHHE KOHUEHTpPALUU
aTopBacTaTMHAa IPd OJHOBPEMEHHOM IPUMEHEHHWM C HHruouropamu mporeassi BUY
(KOMOMHaIMM JIONMHAaBHpa W PUTOHABUPA, CAaKBUHABUpAa W PUTOHABHpA, JapyHaBHpa U
pUTOHaBMpa, po3aMIpeHaBup, Ho3zaMIpeHaBUp ¢ PUTOHABUPOM U Hell(pUHABHP), MHTHOUTOpaMU
nporeasbl renarurta C (Gouenpesup), KIAPUTPOMUIIMHOM U UTpakoHa3zosioM. Cienyer coononarh
OCTOPOKHOCTb IPpU OAHOBPEMCHHOM IIPUMCHCHUHU 3THUX NPCIAapaTOB, a TAKKEC IPUMCHATH CaMyIO

HU3KY10 3(p(peKTUBHYIO 103y aTOpBacTaTHHA.

@Dy3uoosas kucioma

XoTs uccae0BaHusl B3aMMOJICHCTBHS aTopBacTaTiHA U (Y3UI0BOM KUCIOTHI HE MPOBOIUINCH,
CYLIECTBYET TMOBBIIIEHHbI pPHUCK pPa3BUTUS pabIOMHOIN3a y NAIUEHTOB, MPUHUMAIOIINX
OJTHOBPEMEHHO CTAaTHHBI, BKJIIOYas aTOPBACTaTUH U (y3UI0BYIO KHCIOTY. MeXaHu3M TaHHOTO
B3aMMOJICHCTBUS HEM3BECTEH. Y MAIMEHTOB, JJIS KOTOPBIX NMpUMEHEHUE (hy3UA0BOM KHUCIOTHI
CUMTAIOT HEOOXOJMMBIM, JIEUEHHWE CTaTHHAMM JOJDKHO OBITh MPEKpPAallleHO B TEYEHHE BCETro

nepuoaa MpuMeHeHust Gpy3uaoBoN KUCIOTHI. Tepamnus cTaTUHaMU MOKET ObITh BO30OHOBIIEHA
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o . |
yepe3 7 IHEeH Mocie MocaeaHero npruema Gy3uapBoi Kuc

B wuCKIIOUMTENBHBIX CIydasx, TJe HEOOXOAWMa MPOJOJDKUTEIBHAS CHUCTEMHAs Tepamnus
Gy3u0BON KHCIOTOH, HampuMep i JICYCHHS] TSDKENbIX WHQEKIHA, HEOOXOAUMOCTh
COBMECTHOT'O ITPUMEHEHHSI aTOpBacTaTHHA U (Py3UIOBOM KUCIIOTHI JOJDKHA OBITh pACCMOTpPEHA B
Ka)XJIOM KOHKPETHOM CJTydae U T0J] CTPOTMM Ha0JIr0IeHHeM Bpada. [lanreHT J0mKeH HeMeIJICHHO
00paTHThCS 32 METUIIMHCKOW IMOMOIIBI0 MPH TMOSBICHHH CUMITOMOB MBIIIEYHON CIaboOCTH,

qyBCTBUTEIBHOCTH WM OOJIH.

Konxuyun

HecmoTtps Ha TO, 4TO UCCIEI0BAHMI OAHOBPEMEHHOTO IPUMEHEHHUS KOJIXUIIMHA U aTOpBACTaTUHA
HE MPOBOJMIOCH, MMEIOTCA COOOIICHHUs] O Pa3BUTHH MHUOMATHH TPHU NPUMEHEHHH JTaHHOU
koMOuHammu. [Ipu OJHOBpEMEHHOM NPUMEHEHUU aTOpBACTaTMHA W KOJIXMIIMHA CIEAyeT

co0Ir0aTh OCTOPOKHOCTb.

pyeas conymcmeyrowas mepanus

B  xiIMHMYECKMX  HCCIIEIOBaHUAX  aTOPBACTATUH  MNPUMEHSJIM B COYETAaHHMM  C
AHTUTUNEPTEH3UBHBIMUA CpPEJICTBAMU M 3CTPOT€HAMH, KOTOPHIE NPUMEHSUIM B KayeCTBE
3aMECTUTENIbHOW  Tepaluu;  NPU3HAKOB  KIMHUYECKHM  3HAYUMOIO  HEXKEJIATEIbHOI'O
B3aMMOJICHCTBUSI HE OTMEUEHO; WCCIEAOBAHUS B3aUMOJCHCTBHS CO crneuupuuecKkumMu

npemnaparaM HEC IIPOBOANUIINCE.

4.6. ®epTHIBHOCTD, 6€PEMEHHOCTD H JIAKTALMSA

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM

Amopeacmamun

JKeHIuHbBI penpoayKTUBHOTO BO3pacTa BO BpeMsl JIEUEHUS JOJIKHBI MOJIb30BATHCS a/IeKBATHBIMU
MeToAaMH KoHTpauenuuu. [Ipenapar MoKHO Ha3HAYaTh KEHIIMHAM PENPOyKTUBHOTO BO3pacTa
TOJBKO B TOM CJydae, €CId BEPOATHOCTh OEpPEeMEHHOCTH HHU3Kasi, a MalUueHTKU

porH(OPMUPOBAHBI O BO3MOXKHOM PUCKE JUIS IIJI0JA.

bepemeHHOCTD

Amopeacmamun
Kany»sT nmpoTtuBomnokasan rmpu 6epeMeHHOCTH, TaK KaK B COCTAB MperapaTa BXOIUT aTOPBACTATHH.
Amnoounun

He PCKOMCHAYCTCA NTPUMCHCHUC aMJIOAUIINHA BO BpEMS 6CpeMCHHOCTI/I.

JlakTarms
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Amopeacmamun

Kanyst npoTuBomoOKka3aH B MEpUOJ KOPMJIEHMsI TIpYyJIbl0, TaK Kak B €ro COCTaB BXOJUT
aTopBacTaTUH. CBEIEHUN O BBIBEJEHUM aTOPBACTAaTUHA C IPYJHBIM MOJIOKOM HET. YUHUTBIBas
BO3MOXKHOCTb Pa3BUTHUS HEXKEJIATENIbHBIX PeaKUUil y ITPyJHBIX IETeH, )KEHIIMHBI, [T0JyJaroline
npenapar, JOJDKHBI IPEKPaTUTh KOPMIIEHUE TPYAbIO.

Amnoounun

He pexomenyercs npuMeHEHNE aMIIOAMIIMHA B IEPUO IPYAHOIO BCKApMIMBaHUS.

OnbIT NpUMEHEHMs IpenapaTa MOKa3blBaeT, YTO aMJIOJUIIUH BBIJIEJIAETCS B JKEHCKOE TPyJHOE
MoJI0KO. CpesiHssl KOHIIEHTpaLus aMJIOAMIIMHA B COOTHOUIEHUH MOJIOKO/T1a3ma coctaBuia 0,85
cpean 31 KOpMSIIEH >KEHIIMHBI, CTPAJAIONICH apTepHaIbHON TUIlepTeH3ueH, 00yClIOBIEHHON
OEpeMEHHOCTBIO U IOJIyYarolell aMJIOAUINH B Ha4aJIbHOM JO3UPOBKE S MI' B CyTKH. J[0o31poBKa
npenapara npu HeoOX0JUMOCTH KOPPEKTHPOBaJach (B 3aBUCUMOCTH OT CPEeIHEH CyTOUYHOM 03Bl
u Beca: 6 Mr u 98,7 MKI/Kr coorBeTcTBeHHO). IIpeamnonaraemas cyTrouHas j03a amJIOJUIINHA,

noJTydaeMasi MIIaJISHIIEM Yepe3 TPYTHOE MOJIOKO cocTaBisieT 4,17 MKI/KT.

DepTUabHOCTH

Amnoounun
B wuccienoBaHusX Ha JKMBOTHBIX aMIIOJWIIMH HE OKAa3bIBAT BIUSHUS HA PENPOAYKTHBHYIO
GYHKIUIO, HO 00J1a1all PEeNPOyKTUBHOW TOKCHYHOCTBIO MPH NMPUMEHEHHH B OYCHBb BBICOKUX

J03ax (B 50 pa3 MPEBLIIAIOIIUX MAKCUMAJIBHYIO PCKOMCHIOBAHHYO NO3Yy JJIA IIE‘,J'IOBeKa).

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeACTBAMH M padoTaTh ¢
MeXaHUu3MaMHu

B nepuon nedenus HeoOXOIMMO COOJIIOIATh OCTOPOKHOCTH NMPHU BOKJIEHUHM aBTOTPAHCIIOPTA U
3aHATUM MOTEHIMAJIbHO ONACHBIMM BUJAAMHU JESITEIbHOCTH, TPEOYIOIIMMHU IOBBIIIEHHON

KOHICHTPAlU BHUMAHUA U 6BICTpOTLI TICUXOMOTOPHBIX peaKuI/nZ.

4.8. HexenatelbHbIe peaKIuu

Pesrome mpoduiist 0e3onacHOCTH

B menom mepeHOCMMOCTh KOMOMHHMpPOBaHHOM Tepamuu Obiia xopomred. Kakux-mubo
HEOKUJAHHBIX  HeXenaTedbHbIX  A(Q(EeKToB  Mpu  KOMOMHHMPOBAaHHOM  Tepaluu  He
3apeructpupoBaHo. HexenaTenbHble 3(QEKThl COOTBETCTBOBAIM BBISBIECHHBIM paHee IpHU
JICYCHUHM aMJIOJIMIIMHOM H/MJIM aTOPBACTaTUHOM (CM. HIDKE). BOJIBIIMHCTBO HeXenaTeabHbIX
3 PeKTOB OBUIM JIETKO MM YMEPEHHO BBIpaKEHHbIMH. M3-3a HexenaTenbHbIX 3((HEKTOB WiIH

OTKJIOHCHHH Ja0OpaTOPHBIX IIOKA3aTeIe JICYCHHE aMJIOJMITMHOM W aTOpPBACTaTHHOM OBLIO
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Tabauunoe PE3IOME HEXKENATCILHBIX PEaKIIU

CJ'IGIIYI-OH_II/IC HEXCJIATCIBHBIC ABJICHUSA, IICPCUYHUCICHHBIC I10 CUCTEMHO-OpraHHBIM KJlaCCaM H

KaTCropuiaM 4aCTOThbl MCXKAYHAPOAHOI'0 CJI0OBaps HEXKEIATCIIbHBIX peaKHHﬁ, BO3HHUKAOMIUX IIPpU

HNpUMEHEHHHU JieKapcTBeHHbIX npenaparoB (MedDRA), yka3aHbl OTIENBHO Ui aMIIOJUITAHA H

aTopBacTaTHa. BHYTpU Ka)KJI0M 4aCTOTHOM I'PYIIIBI HEKEIATENbHbIE PEAKLIUH PACIIONAratoTCs B

nopsiike yObIBaHHS BBIPA)KEHHOCTH. YacToTa pa3BUTHUS OINpeaesseTcs Kak: oueHb yacto (= 1/10),

gacto (ot > 1/100 mo < 1/10), mewacro (ot > 1/1 000 mo < 1/100), peako (ot > 1/10 000 mo

< 1/1 000), ouens peako (< 1/10 000) u yacrora Heu3BecTHA (HA OCHOBAHMH MMEIOIIMXCS TAHHBIX

OIICHUTH HEBO3MOKHO):

CucremHo-oprannbiii | HexxenatenbHas peakuus Yacrora
KJ1acc
AMIIOIUITHH ATopBacTaTUH
Wndexnun u naBasun | Hazopapuarut - Yacto
Hapyuienus co | Jleiikonenus Ouensb penko -
CTOPOHBI KpPOBH U
p p TpombouuToneHus Ouenb penko Penko
nuMdaTraecKkon
CUCTEMBbI
Hapymenus co | 'unepuyBCTBUTENBHOCTD OueHb penko Yacro
CTOPOHBI HWMMYHHOH
p y Anadunakcus - Ouenb penko
CHUCTEMBbI
Hapyuenus I'mnornukemus - Heuacro
MeTabonu3ma u ”
I'mneprioukemus OueHb penko Yacto
MUTaHUS
VYBennueHne Macchl Tela Heuacto Heuacto
CHmxeHue mMacchl Tena Heuacro -
AHopekcus - Heuwacro
Ilcuxnueckue becconnmnna Heuacto Heuacto
HapyLIeHUS
Py N3menenus HactpoeHus | Hewacto -
(BKiTIOYAS TPEBOKHOE
BO30YK/ICHHE)
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Kommapsl
Henpeccus Heuacro HewussectHo
CnyTaHHOCTb CO3HAHUS Penko -
Hapymenns co | CoHnmuBOCTb Yacto -
CTOPOHBI HEPBHOM
p p I'onoBokpysxeHue Yacto Heuacro
CUCTEMBI
['onoBHas 60116 (B | Yacto Yacto
0COOEHHOCTH B Hayaje
JICYCHUS)
Tpemop Heuacrto -
I'uniecresust, nmapecre3ust Heuacro Heuacto
O6Mopok Heuacto -
['unepronyc Ouensb penko -
[Tepudepuyeckas neiiponarus | OueHb peaKo Penko
AMHe3Us - Heuacro
Jucres3us Heuacro Heuacto
DKcTpanupaMuiHbIi cuHapoM | HeusBectHo -
Mpuacrenus rpaBuc - HewnssectHo
Hapymenns co | Heuerkoe 3penue - Heuacto
CTOPOHBI opraHa
p p Hapymenus 3penus (Bkmtodas | Yacto Penxo
3peHUs
JTUTIIIOTIHIO )
I'maznas muactenus - HewuszsectHo
Hapyuenus co | lllym B ymax Heuacro Heuacro
CTOPOHBI opraHa

cllyxa U JJaOupHHTa

IToTeps ciyxa

Ouens penko
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Hapyuienus co | Omryiuenue cepaneOrueHus s ' = ' :
CTOPOHBI cepALa
p pAl Aputmus (Bxirouast | HeuacTo -
OpaauKapInIo, KellyI04KOBYIO
TaxuKapauo U (GUOPHILIAINIO
npeacepauit)
Crenokapaus Penxo -
NudapkT muokapaa OueHb peniko -
Hapymenns co | 'unepemus Yacto -
CTOPOHBI COCYJI0B
p e ApTtepuanbHasi THIIOTEH3HUS Heuacro -
Backynut Ouensb penko -
Hapymenns co | bonsb B ri10TKE M ropraHu - Yacto
CTOPOHBI
p HocoBoe kpoBoTeuenue - Yacto
NBIXaTeNbHOMI
Opplka Yacto -
CUCTEMBI, OpraHoB
IPyAHON KIeTKu u | PuHMT Heuacto -
CpenocTeHUA Kamens Heuacto -
Wutepctuninanbias  OoJie3Hb | - HeusBectHo
JETKUX, B OCOOCHHOCTH MpHU
JIOJITOCPOYHOU Tepanuu
XKenynouno- ['uneprpoduyecknit THHTUBUT | OYeHb peaKo -
KHIIIEYHbIE
TomHoTa Yacro Yacro
HapyLIeHUs
bones B BepxHeW u HumxkHen | Hacto Heuacto
YacTH KUBOTA
PBota Heuacro Heuacto
Hucnencus Yacto Yacro
N3menenus wyactoTel cryna | Hacro -
(BKJTIOYASI TUAPEIO | 3a110D)
CyxocTb BO pTY Heuacro -
Hucres3us Heuacro -
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(MOCAEQCERTENERGL T oot
Juapest, 3a110p, METEAPH3M (MOCAEACBATENBIYE TR :
I'actpur OueHb penko -
[Tankpeatur OueHb pesiko Heuacto
OTtpbKKa - Heuacro
Hapymenns co | 'ematur OueHb penko Heuacro
CTOPOHBI II€YEHU U
p XoiecTtas - Penxo
JKEITYEBBIBOJAIINX
N [TeueHouHas HEJOCTATOYHOCTD | - Ouenb penko
nmyTen
Kenryxa OueHb penko -
Hapymenus co | bynnesnsiii nepMatut, | OueHb penko Penxo
CTOPOHBI ~ KOXHM U | BKJIIOYas NoJUMOpP(pHYIO
ITOJIKOKHBIX TKaHEH ApUTEMY
Ortexk KBunke OueHb peniKko -
[Tonmumopduas sputema Odenb penko -
Anonenus Heuacto Heuacro
Ilypmypa Heuacto -
N3MeHeHue uBeTa KOxu Heuacro -
KoxHb111 3y11 Heuacto Heuacto
KosHas ceinb Heuacto Heuacto
I'uneprunapos Heuacro -
OK3aHTEMa Heuacro -
KpanuBauna Heuacto Heuacto
AHTMOHEBPOTUYECKUH OTEK Odenb penko Penxo
OKCPOIMATUBHBINA JEPMaTUT Ouenb penxo -
CBETOYYBCTBUTEIBHOCTD Ouensb penko -
Cungpom CruBenca— | OueHsb peako Penxo
JI>xOoHCOHAa
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Tokcuyeckuii 3muey MaHBHBIHFl“_- - EHUEATENEN payig W0
HEKPOJIN3

Hapymenus co | OreyHocThb cycTaBoB (BkiIo4as | Yacto Yacto

CTOPOHBI MBILIIEYHOMW, | OTEYHOCTh TOJIECHOCTOITHBIX

CKEJIETHON U | CyCTaBOB)

COEAUHUTEIIBHOMN

A MpI1ieunbie cynoporuy, | Hacto Yacto

TKaHU
MBIIIEYHBIE CIa3MBbl
Aptpanrusa, wMuanrug — (cMm. | Hewacro Yacto
paznen 4.4)
boib B ciuHe Heuacro Yacto
bousb B miee - Heuacto
BoJib B KOHEUHOCTSIX - Yacro
Mpeleynas IOBBIILICHHAS | - Heuacto
YTOMIISIEMOCTD
Muosur (cMm. pazzen 4.4) - Penko
Pabnomuonus, muomnarus (cM. | - Penxo
paznen 4.4)
TennuHomatusi, B  PEAKHX | - Penxo
CITy4asix pa3pbIB CYXOKUIIHUS
NMmyHOOMOCpEenOBaHHAs - HewussectHo
HEKPOTU3HPYIOLAs MUONIATHUSA (cm

paszaen 4.4)

Hapymenns co | Hapymenne Moueucnyckanus, | Hedacro -

CTOPOHBI ~TIOYEK U | HUKTYpus, y4YalleHHOe

MOYEBBIBOSAIINX MOYEHCITyCKaHUE

myTen

Hapymenns co | Umnorenmus Heuacto Heuacto
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CTOPOHBI ['uHEKOMACTHS L i o e PEAKo

pPEenpONYKTUBHON

CUCTEMBI 1 MOJIOYHBIX

JKees
O6mue Hapymenus u | OTek Ouensb yacTo Heuacto
€aKIIMK B  MECTE >

peaKtt [Tepudepuyeckuii oTex - Heuwacro

BBEJICHUSA
[ToBblillIeHHAs! yTOMJISIEMOCTD Yacto Heuacto
ActeHus Yacto Heuacto
bonb B rpyaHOM KileTke Heuacro Heuacto
bonb Heuacto -
Henomoranue Heuacto Heuacto
IInpexcus - Heuacto

JlaGopaTopHbie u | [loBeinieHUE ypoBHe# | O4eHb penko Yacro

MHCTPYMEHTAJIbHbBIE [IEYEHOYHBIX (hepMeHTOB,

TaHHBIE QTaHMHAMUHOTpaHChepa3sl |

acrapTaTaMHUHOTpaHC(epasbl
(mpeumMyIeCTBEHHO

CBHUICTCIILCTBYCT O XOJ'IGCTZBG)

IToBbIIEHHBIN YPOBEHSB | - Yacto
KpEaTUHKUHa3bl B KPOBU (CM.

paznen 4.4)

IIpucyrcTBue JEMKOIUTOB B | - Heuacto

MOYEC

* IIpu NpUMEHEHUN HEKOTOPBIX CTATHHOB COOOINANOCh O CIIydasx caxapHoro auabera: 4actoTa OyJeT 3aBUCETh OT
NPUCYTCTBHSI MJIM OTCYTCTBHS (akTopoB pucka (YpOBEHb TIIIOKO3bI B KpPOBHM HaTomak > 5,6 MMounb/m,

UMT > 30 Kl"/M2 ITOBBIIICHHBII OBCHb TPUI'TIMLCPUI0B, apTCpHUaJIbHAs THIICPTCH3UA B aHAMHE3C ).
b b
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Coo0111eHrEe 0 I0I03pEBAEMBIX HEXKEIATEIbHBIX t)eaLKLII/I;&I

BaxHo cooOmare O M0J03peBAEMbIX HEXENATENbHBIX PEAKUUSAX II0CJIe  PETHCTPALUU
JIEKapCTBEHHOTO Tperapara ¢ Lelbl0 00EeCHeYeHUs] HEMPEephIBHOTO MOHUTOPHHIA COOTHOLICHUS
«I10JIb3a-PUCK) JIEKAPCTBEHHOT 0 IIpenapara. MeMIUHCKUM pabOTHUKAM PEKOMEH Ty€eTCs COO0IIaTh
0 JOOBIX TI0/I03PEBAEMBIX HEXKENAaTeNbHbIX PpEeaKIMsAX JIEKapCTBEHHOIO IIpernapara 4epes
HallMOHAJIBHBIE CUCTEMBl COOOLIEHUS O HEXKENATENbHBIX PEAKUUSAX TOCYAApCTB — YICHOB

EBpa3suiickoro 5k0HOMHUYECKOI0 COH3a.

Poccuiickas ®@enepanus

denepanbhas ciyx0a 1o HaA30py B cepe 31paBOOXPaHCHHS
Anpec: 109012, MockBa, CnaBsHCKas TUI0Mmab, 1.4, crp.l
Tenedon: +7 (800) 550 99 03

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIIEKOMMYHHUKAITUOHHON ceTu «nTepueT:

https://roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

Cenenuii 0 mepeo3upoBKe mpenapara HeT. Kak amIIONWIAH, TaK W aTOPBACTATHH aKTUBHO
CBSI3BIBAIOTCS C OCIIKAMHM IUTa3Mbl KPOBH, IOATOMY CYIIECTBEHHOE YBEIWYCHHE KIIMPEHCa
KOMOMHHPOBAHHOTO IMIpernapaTa Mpu reMoAnaan3e MaJIoBEPOSTHO.

CuMOTOMBI

Cumnmomvi nepedo3uposKuU aAmMiI0OUNUHA:

- ype3MepHas nepudepudeckas Ba3ouIaTaIMs, TPUBOIAIIAS K pe(ISKTOPHON TaXUKapIUH;

- BBIPQXKEHHOE U CTOMKOE CHIKEHUE apTePUAILHOTO JaBJICHUSI, B TOM YKCJIE C Pa3BUTHEM IIOKA
U JIETATBHOTO UCXO/A.

Cumnmompwi nepedo3up061<u amopeacmamuHa. HE O CAaHbI.

Jleuenue

Jleuenue nepedo3uposKu amiooununa:

- IPUEeM aKTHBHPOBAHHOTO YIJISA cpa3y WM B T€UCHHE 2 U TOCJe MpHeMa aMJIOJUIINHA B J103€
10 Mr pUBOAWT K 3HAYMTEILHOW 3a/IepP’KKE BCACBIBAHUS Iperapara. B HEKOTOPBIX Cirydasx
MOXeT OBITh 3()(PEKTUBHBIM TPOMBIBAHHE KETY KA.

- BIpakeHHOE CHIKeHHe AJl, BbI3BaHHOE Mepeio3uPOBKOM aMIIoOIUITHA, TpeOyeT MpoBeIeHUs
AKTUBHBIX MEpOTNPHUSITHH, HANpPABICHHBIX Ha TOJJEpKaHUue (YHKIMH CEpIeYHO-COCYIHCTOM

CHUCTEMBI, BKIIIOYasA KOHTPOJIb ImoKa3areiei pa6OTBI cepana 1 JICTKHX, BO3BBIMICHHOT'O IMTOJIOKCHUA
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- I BOCCTAHOBJICHHSI apTEPHAILHOTO JABICHUS W TOHYCa COCYIOB MOXET OBITh IOJIE3HBIM
IIPUMEHEHHE COCYA0CYKUBAOILEr0 IIpernapara, eciiv HeT IPOTUBOIOKA3aHUM K €r0 Ha3HAUEHHUIO.
- JUIsl YCTpaHEHMs TMOCIENCTBUN OJIOKaIbl KalbIIMEBbIX KAaHAJIOB - BHYTPUBEHHOE BBEJICHUE
KaJIbIUsl TIIOKOHATA.

Crienuuueckux CpeiaCTB U JeueHusi nepedo3uposku amopeéacmamuna HeT. B ciaydae
NEPEIO3UPOBKH CIIEIyET MPOBOJUTh CUMIITOMATUYECKOE U MOAJIEP/KUBAIOIIEE JIEUEHNE 110 MEPE

HEOOXOIMMOCTH.

5. DPAPMAKOJIOTMYECKHUE CBOHMCTBA
5.1. ®apmakoaMHAMHYeCKHEe CBOICTBA
dapmakoTepaneBTHUECKass Tpylna: TUIOIUIUIEMUYECKHE CPEJICTBa; TUIOIMIINACMUYECKHUE

CpeaCcTBa, KOMOMHAIMH; TUTIOTUITHAEMUYECKUE CPEACTBA B KOMOMHAILIUY C IPYTHUMH CPEJICTBAMHU.

Kox ATX: C10BX03
Kanystr — 3T0 KOMOMHHMpPOBaHHBINM TMpernapar, MpeAHa3HAUYCHHBIN Ui JIEYCHHs] COUYETaHHBIX
CEpIICYHO-COCYIUCThIX  3a0oyieBaHUl  (apTepHalbHON  TUNEPTEH3UH/CTEHOKApAUU U

JTUACITATTUACMUHN ).

MexaHu3M ASHCTBUS

AMnomunuH — 93TO npousBogHoe auruaponupuauHa, BMKK, a aropsacratuH —
runoaunuaeMuyeckoe cpenctso, nuuruoutop I'MI'-KoA-penykraszpl. AMIOIUIINH/aTOPBACTaTUH
UMeeT JBa MEeXaHM3Ma JEHCTBUS: aMJIOJUINH MHTHMOMpPYET TOK KallbLius uepe3 MeMOpaHbl B
[JIAJKOMBIIIEYHBIE KJIETKM M KapAMOMHUOLIUTBHI, & aTOPBACTATHH CEJIEKTHMBHO M KOHKYPEHTHO
unrubupyer I'MI-KoA-penykra3y, koropas katanusupyer mnpespaumenue ['MI-KoA B
MEBaJIOHOBYIO KUCJIOTY (IIpeIIECTBEHHUK CTEPOMJIOB, BKIOYasl xoyectepuH). [lo BnusHuIoO Ha
CAJl, mmacronuueckoe aptepuanbHoe naBieHue (JAJ]) M KOHIEHTpaIuio JTUMONPOTEHHOB
Hu3koil otHoctu (JIITHIT) nmpenapar KagysT cyiiecTBEHHO He OTIMYAeTCs OT MOHOTEpanuu

AMJIOJUITMHOM U aTOPBAaCTATUHOM.

dapmakoguaamMuyeckue d3PHeKTol

DapmakoOUHAMUKA AMAOOUNUHA
AMJIOTUTIMH OJIOKUPYET TMOCTYIUICHUE MOHOB KAJBIUS Yepe3 MeMOpaHbI B IJIaIKOMBIIICYHBIC
KIIETKA MUOKapJ/ia U cocyZoB. MeXaHW3M TUIIOTEH3UBHOTO JIEHCTBUS aMIIOAWIMHA O0YCIOBIEH

MMpSAMBbIM paccna6muoumM BJIMAHUCM Ha IN1aIKKUC MBI bI COCYI0B. TouHBIN MEXaHU3M JECHUCTBUS
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YMEHBIIEHUS UIIEMUN MUOKAp/a N0 JEHCTBUEM aMJIOAUIINHA!

1. aMJIOJTUTIIMH PACIIUpPseT nepudeprudecKue apTeproibl 1 TaKuM 00pa3oM CHHXKAeT odlee
nepudepruyeckoe COMpOTUBIICHUE (MIOCTHArPY3Ky). YacToTa cepaeUHbIX COKpAIlleHUu! Mpu 3TOM
HE U3MEHSETCS, UTO0, CJIEA0BATEIbHO, IPUBOJNUT K YMEHBIIECHUIO HATPY3KH Ha CEpJILle, CHUKEHUIO
noTpeOJIeHUsI SHEPTUHU U IOTPEOHOCTH B KHCIOPOJE;

2. MEXaHMU3M JEHCTBUS aMIIOJUIIMHA, BEPOSTHO, TAK)KE BKJIIOYAET B ceOsl paclIupeHue
[JIABHBIX KOPOHAPHBIX apTepHil M KOPOHAPHBIX APTEPUOJ KAK B HEU3MEHEHHBIX, TaK U B
MIIEMU3UPOBAHHBIX 30HAaX MHUOKapja. VX nunatanus yBeJIMUYMBAET MOCTYIUIEHUE KUCIOPOAA B
MHUOKApJl y MAlMEHTOB C Ba30CMAaCTUYECKOW CTeHOKapauen (creHokapaus [IlpuHumerana uinu
BapUaHTHas CTEHOKApAMs) W MpeAOoTBpalllaeT pa3BUTHE KOPOHAPHOM Ba30KOHCTPHUKLUH,
BBI3BAaHHOM KypEHUEM.

VY nanmeHToB ¢ apTepHalibHOM rUnepTeH3ruel pa3oBas CyTOUHas 10332 aMJIOAUITMHA 00eCIIeYnBaeT
KJIIMHUYECKH 3HaYuMoe CHIKeHHe A/l Ha MpoTskeHUu 24 4acoB Kak B IOJIOKEHUU «JI€XKa», TaK U
«cros». [lpu ¢puznonornueckom ypoBHe pH aMitoauIuH npeAcTaBiIeH B BUJIE HOHU3UPOBAHHOTO
COEIMHEHMS, KOTOPOE XapaKTEepPU3yeTCs IOCTEIEHHbIM B3aUMOJEHCTBUEM C peLenTopaMu
KaJbI[MEBIX KAHAJIOB, B CBSA3H C YeM OTMEYAaeTCs MOCTeNeHHOe HacTyIIeHue 3 dexra. braronaps
MEJUICHHOMY Hadayly ACMCTBUS aMJIOJHIIMH HE BBI3BIBACT OCTPYIO apTEPUAIbHYIO TUIIOTEH3HIO.
VY nmanueHToB CO CTEHOKApAMEW MpUMEHEHUEe aMiIoAuNMHa | pa3 B CyTKH yBEIMUYMBAET BpeMs
BBIMIOJTHEHUsST (DU3MUECKON Harpy3KH, MNpeJOTBpaIlaeT pa3BUTHE NPUCTyNa CTCHOKAPAUH U
nenpeccun cermeHta ST (Ha 1 MM), CHMXKaeT YacTOTy HPUCTYNOB CTEHOKapJIUH, MO3BOJISET
COKpPATUTh KOJIMYECTBO MOTPeOIeHUsI TaOJIETOK HUTPOIIULIEPHHA.

AMJIOTUIIUH HE OKa3bIBaeT HEOJIaronpusTHOTO BIMSHUSA HA OOMEH BEIIECTB U JIMMUIbI IIa3Mbl
KPOBHU M MOXET NMPUMEHATHCS y MAIMEHTOB ¢ OpOHXMAbHOW acTMOM, caXapHbIM JHabeToM U
MOJArpPOM.

BBIIO OTMEYEHO, YTO aMJIOJWIIMH MPEIyNPEKIAET MPOTrPECCUPYIONIEE YTONIEHHE WHTHMBI-
MEJUU COHHBIX apTepHUi. Y IMAaIHMEHTOB, MOJYYAOMMX aMJIOJUIINH, OTMEYAEeTCsl 3HAYMTEIBHOE
CHIDKEHHE CYMMAapHOM CMEpPTHOCTH OT CepAEeYHO-COCYIUCThIX coObiTui, MM, wuHCymbTa,
MIPOTPECCUPOBaHUsI XPOHMUYECKON cepaeuHoil HemoctatoyHoctd (XCH), HectaOuibHON
cTeHOKapAuu. Takke CHM)KAEeTCsl 4YacToTa IPOBEIEHHSI YPECKONKHOW TPaHCIIOMHHAIBHON
kopoHapHoit anruormactukn (UTKA) u aopro-kopoHapHoro myHTHpoBaHusa. CHIKaercs

4acTOTa rOCIUTAIN3alHM 10 nosony HeCTaOMIIBHOM CTCHOKAapInu.

@apmaxodunamuka amopseacmamuHa

ATOpBaCTaTI/IH CHMKACT KOHICHTPAIHUIO XOJICCTCPUHA U JIMITIOIIPOTCHHOB B INIa3MC KPOBH 3a CUHCT
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MY OTUETY

«ned4eHoYHbIX» penentopos JIITHII Ha mOBEpXHOCTH KJIETOK, YTO IIPUBOAMT K YCUIICHUIO 3aXBaTa
u kartadbonusma JIITHIL

ATOpBacTaTUH M HEKOTOPbIE €ro MeTaOOJIUTHI SBISIOTCS (apMaKOJIOTUYECKH AKTUBHBIMH Y
yesnoBeka. [IepBUUHBIM MeCTOM JEHCTBUS aTOPBACTATUHA CIIYKHUT NIE€YEHb, /1€ OCYIIECTBIISFOTCS
cunte3 xosecteprna u kiaupenc JIITHIL. Crenens cankenus konuentpauuu JIITHIT koppenupyer
C J1030H Ipernapara B O0JIbIIeH CTeNEeHH, YeM € €0 CHCTEMHOM KOHIeHTpauueil. Jlo3y noaduparor
C y4eTOM OTBeTa Ha jieucHue (cM. pasaen 4.2).

Y nanueHToB € TOMO3UIOTHOM M TETEPO3UTOTHOM CEMEMHON T'MIepX0JIeCTEpUHEMUEH,
HECEMECHHBIMU  (pOpMaMH  THIIEPXOJECTCPUHEMHH W  CMEIIAHHOW  JUCIUNUJIESMUCH U
TUIIEPXOJIECTEpUHEMUEH (BKIIIOYAs MALMEHTOB C CaxapHbIM AMAa0ETOM 2 TUIA) aTOPBACTAaTUH B
no3ax 10-80 Mr cHmwkaeT KoHIEHTpamuu obmiero xosecrepuHa (Xc), Xc-JIIIHIT w
anonunonporenHa B (amo-B), a Takxke nunonpoTeMHOB 04eHb HU3KOM miotHocTH (Xc-JITIOHIT)
u tpurimiepunioB (TI') u BeI3bIBacT BapuadeIbHOE MOBBIIICHUE KOHIIEHTPAIIUU JTUTTONMPOTENHOB
BbICOKOU TutoTHOCTH (XCc-JITIBIT).

AropBacratuH cHuxaet oopazoBanue JITTHIT u uncno yactui JIITHIIL. OH BI3bIBaET BhIpaKEHHOE
u croiikoe mosbiienne aktuBHocTH JIITHIT penenTopoB B coueraHuu ¢ OmaronpusiTHHIMU
n3MmeHeHusMu kadectsa JIITHII vactun. ATtopBactatu cHikaeT koHueHTpauuto Xc-JIITHII y
MAIUEHTOB ¢ TOMO3UT'OTHON CEMEHHON TUIIEPX0JIECTEPUHEMHECH, KOTOpast OOBIYHO HE IOIASTCs
Tepanuu TUHOJUINIEMUYECKUMH CPEICTBAMH.

Y nauuMeHToB ¢ M30JMPOBAHHOW TUIEPTPUIIIMLIEPUIEMUEH  aTOPBACTATHH  CHMXKAET
KOHIIeHTpanuu obmiero xonectepuna, Xc-JIITHII, Xc-JIOHII, ano-B, TT' u Xc-JIITueBII u
NOBbIIIAeT KOHIeHTpanuio Xc-JITIBIIL.

Y nmanueHToB ¢ JAUCOETaNUNONPOTEMHEMHEH aTOpBAaCTaTHMH CHIDKAET KOHIEHTPALUIO
XOJIECTEPUHA JIUITONPOTEUHOB MPOMEKYTOYHOM TIIOTHOCTH.

VY nanuenTos ¢ runepaunonporenHemueii [la u IIb Tunos no @penpuxceny, 06001eHHbIX U3 24
KOHTPOJUPYEMBIX UCCIEIOBAHUM, MeauaHa MnoBbilieHUsT KoHUueHTparuu JIIIBIT npu neuenun
atopBactatHoM (10-80 mr) coctaBmuser 5,1-8,7 %. M3MeHeHus 3Toro nokaszaTels He 3aBUCAT OT
no3bl. [Ipu aHanu3e STHUX MAIMEHTOB BBISBUIM TakKe J0303aBUCHMOE CHUYKEHHUE OTHOILIECHUM
o6muii xonecrepun/Xc-JITBIT u Xc-JITTHIT/Xc-JITIBIT Ha 2944 % u 37-55 %, COOTBETCTBEHHO.
Jleuenne aTopBacTaTUHOM MPHUBOAUT K BHIPAKEHHOMY CHUKEHHIO PUCKA UIIEMUYECKUX UCXOJ0B
u cMmeptHocTd Ha 16 %. Puck moBTOpHOW rocmuTanu3alyd MO TOBOAY CTEHOKapAWU U
MOJITBEPK/ICHHOW HINIEeMHH MHUOKapjaa cHuxkaercs Ha 26 %. BnusiHue aTopBacTaTMHA Ha PHCK
WIIEMUYECKUX HMCXOJO0B M CMEPTHOCTH HE 3aBUCHUT OT MCXOAHOW KoHueHTpauuu Xc-JITTHIT u

comocTtaBuMo y manueHToB ¢ MM 0e3 3ybma Q u HecTaOWUIIbHOW CTEHOKapJauen, MYXYUH U
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YKEHILH, TAallUEHTOB B BO3PACTE MOJIOXKE U cTapiie 65 neﬂlgi{o%g&;zﬁ'm:[ %&I:TBE HO" cr'r-fd%i'caeT

Pa3BUTHC CIICAYIOIIUX OCJIOXKHCHUI:

CHuxeHue prucka

KoponapHblie ociioxxHEeHUS 36 %

(MBC co cmepTenbHBIM HCX010M U HedaTanbHbIi IM)

OO0mme  cepAeYHO-COCYTUCThle  OClokHeHuss u  mpouexypsl | 20 %

PEBACKYISPU3ALIH
OO011re KOpOHAPHBIE OCIOKHEHUS 29 %
Wucynbt (patanbHblil U HedaTanbHbIH) 26 %

CyILeCTBEHHOT0 CHMXKEHHs OOLIEH M cepledHO-COCYMCTOM CMEPTHOCTU HE OTMEYaeTcsl, XOTs
HaOJII01aeTCsl M0JIOKUTENbHAs TEHACHIUS.

VY nmanueHToB ¢ caxapHbIM JuUa0eToM 2 THIla, a TAKXKe XOTS Obl OAHUM M3 CIEAYIOMUX (PaKTOPOB
pUCKa aTOpPBAaCTaTHH BIUSJI Ha PA3BUTHE CEPACYHO-COCYIUCTBIX OCJIOXKHEHHH CIeNyIOUMM

obOpazoM:

OTHOCHUTEIBHOE

CHI)KEHUE PUCKa

OCHOBHBIE  CEPIIEYHO-COCYAMCTBIE  OClOXKHEHUs [datanbabii U | 37 %
HedatanbHblil ocTpeii UM, ckpeiTeiii IM, cMepTh B pe3yibTaTe
oboctpenuss WBC, HecrabunbHas CTEHOKapAus, MIYHTHUPOBAHHE

kopoHapHo#t aprepun, YTKA, peBackynspuzanus, UHCYJbT]

WM (datanbHblit 1 HedaTanbHbIN ocTpelil UM, ckpbiThiil M) 42 %

WucynbT (patanbHbIi 1 HedaTanbHbIH) 48 %

VYV namueHToB ¢ aTepocKiepo3oM Ha (OHE MprueMa aTopBACTaTMHA OTMEYAETCS yMEHBIIECHUE
obmero oOwvema arepombl, Xc-JIIIHII, o6mero xonectepuHa, TPUIIIHLIEPUAOB, amo-B,

C-peakTuBHOrO O€nka, a Takxe oTMevaercs yBenndenue Xc-JITIBII.

5.2. @apmMakoKMHeTHYECKHE CBOIiCTBA

[Tocne mnpuema BHYTphr KOMOMHHMpPOBAHHOTO Tmpemnapara KaaysT 3aperucTpupoBaHbl JiBa
oTueTINBBIX UKA Cmax B M1a3Me KpoBU. KoHILIEHTpanys aTopBacTaTMHA AOCTUTajga MakKCUMyMa
yepe3 1-2 4, a amnoaununa — yepes 6—12 4. CKopocTh U cTeneHb BcacbiBaHUs (OMOI0CTYITHOCTD )
aMJIOZMIIMHA ¥ aTopBacTaTMHA MU MpUMEHeHuu npenapata KaaysT He oTiinyanach OT TaKOBOM

npu OAHOBPCMCHHOM IIPUCME TabJICTOK aMJIOIUIIMHA W aTOpBACTATHUHA: Cmax aMJIOAUIIMHA =
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101 %; AUC amnogununa = 100 %; Cmax aTOpB CTaTHHar‘L'_é;l Hﬁ%%zﬁ%@k:ﬂ%anlml 1165 %.

MY OTUETY

XOoTs OJHOBPEMEHHBI TpPHUEM NHINUA BI3BIBAJI CHIKEHHWE CKOPOCTH W CTENEHU BCACHIBAHUS
aTopBacTaTHHa Mpu npuMeHenuu npenapara Kagyst npumepno Ha 32 % u 11 %, cOOTBETCTBEHHO
(Cmax = 68 % u AUC = 89 %), oqHaKO CXOIHBIC H3MEHEHHUS OMOIOCTYITHOCTH OBUIH BBISBJICHBI
IpY MPUMCHCHHH OJIHOTO aTopBacTaTWHA. [IpM 3TOM IpHeM IMHIM HE OKa3bIBal BIMSHHUS Ha

cTeneHb CHUKeHus KoHueHTpauuu JIITHIIL.

AOGcopOuus

Amnoounun

AMJIOIUIIMH XOPOLIO BCACBIBAETCA I1OCIIE IPUEMA BHYTPb B TEPANEBTUUECKHUX J03aX, JOCTUIAs
Cmax B KpoBu dYepe3 6—12 4 mocie mpuema. AOcomoTHas OWOMOCTYITHOCTH IO pacueTam
coctraBisier 64-80 %. HccnenoBanust in VItro mokasand, YTO IUPKYJHUPYIOUIMHA aMIIOUITHH
npuMmepHo Ha 97,5 % cBs3piBaeTca ¢ Oenkamu I1a3Mbl KpoBH. Ilpuem mumm He BIUSET Ha
BCacChlBaHME aMJIOJUIMHA. BUOIOCTYIHOCTh aMJIOJUIIMHA HE U3MEHSIACh NIOCIE NpUeMa MULIH:
Cmax = 105 % 1 AUC = 101 % 1o cpaBHEHHIO C MMOKA3aTEIISIMH HATOIIIAK.

Amopsacmamun

ATopBacTaTHUH OBICTPO BCACHIBAETCS MOCIE MPHUEMa BHYTPb, KOHIIEHTPALUs €ro B IJ1a3Me KPOBU
JOCTUTAaeT MakcuMyMa uepe3 1-2 4. CreneHb BCAaChIBaHUS M KOHIICHTpAIMS aTOpBAacCTaTHHA B
IUIa3M€ KPOBH TOBBIMIAIOTCS IPOMOPLHUOHATIBHO J03€. AOCONIOTHas OHOJOCTYITHOCTh
aTopBacTaTHHa cocTaBisieT okono 14 %, a cucremHas OHOJOCTYHMHOCTh HMHTHOUpPYIOIIEH
aktuBHOCcTH B oTHomeHun ['MI-KoA-penykrazer — okomno 30 %. Hwuskas cucremnas
OMOIOCTYMTHOCTh OOYCJIOBJIEHa TPECUCTEMHBIM METAa00IU3MOM (BCAaChIBAHMEM) B CIM3UCTOMN
000JI0UKE  JKeNyJOYHO-KHMILIEYHOIO0 TpakTa W/WiIM MeTabolM3MOM TIpU  «IIEPBUYHOM
POXOXKJICHUN» Yepe3 MedeHb. [Tuia HecKoIbKO CHIKAeT CKOPOCTh U CTENEeHb BCachIBaHMS (Ha
25 % u 9 %, COOTBETCTBEHHO, O YeM CBHJIETEIBCTBYIOT pe3ynbTaThl onpeneneHust Cmax 1 AUC),
onHaKo cHwWwkeHne KoHueHTpauuu JIIIHII cxomHO ¢ TakoBBIM Ipu IpHeMe aTopBacTaTHHA
HaTomak. HecMoTpsa Ha TO, YTO mocje MpuemMa aTopBacTaTHHA BEYEPOM €ro KOHLEHTpalus B
wia3Me KpoBH HUXE (Cmax 1 AUC mpumepro Ha 30 %), yeM mocie npuemMa yTpoM, CHUKEHHE

koHueHTpauuu JIITHII He 3aBuCUT OT BpEMEHM CYyTOK, B KOTOPO€E IPUHUMAIOT Ipenapar.

Pacnopenenenune

Amnoounun
O0beM pacripeienieHus: paBeH nmpumepHo 21 1.
Amopeacmamun

Cpennuii 00beM pacIipelieieHusl aTopBacTaTHHa cocTtaiser okojio 381 n. Cs3p ¢ Oenkamu
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cocrasiseT okoio 0,25, T. €. aTOpBACTaTHH IIJIOXO IPOHUKAET B APUTPOLIUTHL.

BI/IOTDaHC(bODMaHI/IH W SJIMMHHAaIA

Amnoounun

[Tepuon nonyseiBenenus (T12) amnoaunuHa y3 miasMel KPOBH COCTaBisAeT 0KoJI0 3550 u, yTo
II03BOJIIET HAa3HAyaTh Ipenapar oAUH pa3 B CyTKU. PaBHOBeCcHas KOHLEHTpaLUs B I1J1a3M€ KPOBU
JOCTUTaeTcs yepe3 7—8 MHel MOCTOSHHOTO Mpuema mpenapata. Metabonu3upyercs B EYeHH C
o0pa3oBaHNEM HEAKTUBHBIX MeTab0IuTOB; 10 % HensmeHnennoro npenapara u 60 % metadbonuToB
BBIBOJISAITCS. IOYKAMHU.

Amopeacmamun

ATOpBacTaTUH B 3HAYMTEIBHOW CTENEHUW MEeTabOJIM3UpYyeTcs ¢ 0O0pa3oBaHHMEM OpPTO- U Mapa-
THIPOKCHIMPOBAHHBIX MPOU3BOIHBIX U PA3IMYHBIX IPOIYKTOB OeTa-oKucCIeHus. In vitro opto- u
napa-ruJIpOKCHIMPOBAHHbIE META0OIUTHI OKa3bIBalOT MHTHOUpytomiee aeiicteue Ha ['MI'-KoA-
penyKTasy, COIOCTaBUMOE C TaKOBBIM artopBactaTuHa. [IpumepHo 70 % CHMXEHHS aKTHBHOCTH
['MI'-KoA-penyKTa3bl IPOUCXOIUT 32 CYET JCHCTBUS aKTUBHBIX HUPKYIUPYIOIIUX METAOOIUTOB.
Pe3yabTaThl HCCIEIOBaHUI IN VIrO 1al0T OCHOBaHHSI MPEANOI0XKUTH, YTO [UTOXpoM P450 3A4
IEUYECHN WrpaeT BAXHYIO poiib B MeTaboimu3Me aropBacTtaTuHa. B monb3y 3rtoro (akra
CBUJICTEJILCTBYET IMOBBIIIEHUE KOHLEHTPALMKM aTOpBACTaTMHA B IIa3M€ KPOBU YEJIOBEKA IPU
OJIHOBPEMEHHOM TpHUeMe IPUTPOMHULINHA, KOTOPBIN SBJISETCSI HHTUOUTOPOM 3TOTr0 N30 epMEHTa.
UccnenoBanus iN VIitro Takxke MOKa3aly, 4TO aTOPBACTATHH SBIISICTCSl CIa0bIM HHIHOMTOPOM
nuroxpoma P450 3A4. He oTmeudeHO KIMHUYECKHM 3HAYMMOTO BJIMSHUS aTOpBAacTaTWUHA Ha
KOHIEHTPALUIO B IUIa3Me KpOBU TepdeHaaNHa, KOTOPbI MeTa00IN3UpyeTcs TJIaBHBIM 00pa3oM
nutoxpoMoM P450 3A4, mosToMy MajgoBEpPOSITHO, YTO aTOPBACTATUH OKA3bIBAET CYLIECTBEHHOE
BIMSIHUE Ha (DApMaKOKHHETUKY JAPYTruX cyocTpaToB nutoxpoma P450 3A4 (cm. pasnen 4.5).
ATopBacTaTUH M €ro MeTa0OJUTHI BBIBOISTCS TJABHBIM 00pa3oM C JKEIYbI0 B PE3yJIbTATEe
MEYCHOYHOIO0 W/WIM BHENEYEHOYHOro MeTab0oju3Ma, aTopBacTaTMH HE IOJBEpraercs
BBIPAKECHHON KUIIEYHO-TIEYEHOYHON penupKyIsunu. T12 aTopBacTaTiHa cOCTaBIIAET OKOJIO 14 4,
npu 3toM Ti2 uHruOupyromei aktuBHocTH B oTHomeHuM I'MI-KoA-penykrasel Gmaronaps
HaJMYHMIO aKTUBHBIX METa00MTOB cocTaBisieT okojo 20-30 4. [Tocie mpuema BHYTph MOYKaMU
BBIBOIUTCS MeHee 2 % T03Bl.

ATOpBacTaTUH SBJISETCS CyOCTPaToOM JUIsl TPAHCIIOPTEPOB (PEPMEHTOB IE€UEHH, TPAHCIIOPTEPOM
OATPIB1 u OATP1B3. MerabonuramMu aropBactaTuHa sBistorcs cyocrparsi OATPIBI.
AToOpBacTaTUH TakKe UACHTHUPHUIMPYETCs Kak cyocTpaT TpaHcnoprepoB orToka MJIV1 u Genka

PE3UCTEHTHOCTH paka MOJIOYHOM *KeJie3bl, KOTOpble MOTYT OIpaHUYMBATh KUILIEYHYIO a0COpOIINIO
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(MOCNEODBATENBEHOCTE 0004)

¥ OUITMApHBIN KIMPEHC aTOpBacTaTHHA.

Oco0Bble IpVIIILI MAIUEHTOB

Iloueunas Hedocmamounocms

Konnenrpanuu amjogunuHa B IUIa3M€ KPOBU HE 3aBUCAT OT CTENEHH IOYEYHOMN
HEJIOCTATOYHOCTH; OH HE BBIBOJUTCS IIPH TUAIIU3E.

3aboseBaHus MOYEK HE BIUSIOT Ha KOHIEHTPAIMIO aTOpBAacTaTHHA B IIa3Me€ KPOBHU, B CBSI3H C
S9TUM KOPpPEKLIMU [03bl Yy TMAIUMEHTOB C HapylleHneM (yHKUIMM T[O4eK He Tpedyercs

(cMm. pasaen 4.2).

Ileuenounas neoocmamounocmo
KonnenTpanus aropBacratuHa B IUIa3Me€ KpOBU 3HAUUTENbHO MOBBIMAETCS (Cmax IPUMEPHO B
16 pa3, a AUC npumepHo B 11 pa3) y naieHTOB ¢ alIKOTOJIbHBIM HUPPO30M IeueHH (kiacc B mo

knaccupukanuu Yaina-ITero) (cm. pasaen 4.3).

Jluya noowcunozo eospacma

Bpewmsi, HeoOxoqumoe Aiisi TOCTHXKEHUS MaKCHUMAaJIbHOM KOHIIEHTpAIMM aMIIOJAMIIMHA B IJIa3Me
KpPOBH, MPAKTHUYECKU HE 3aBHCHT OT Bo3pacTa. Y MAIMEHTOB MOXHJIOTO BO3pacTa OTMEuYeHa
TEHJICHIHS K CHIDKCHHIO KIIMPEHCa aMJIOAMIIMHA, YTO TPUBOAUT K yBenuueHuto AUC u nepuon
nonyBeiBeieHust (T12). Y mamueHTtoB, pa3nuuHbiX Bo3pacTHbiX rpymn ¢ XCH nHabmomanoch
yBenuuenue AUC u nepuoaa Tip. IlepeHOCMMOCTh amMIIONMIMHA B OJHUX U TEX K€ J103aX Y
MOXKWJIBIX ¥ MOJIOJIBIX MALMEHTOB OJJMHAKOBO XOPOIIas.

KonmenTpamum aropBactaTiHa B Ijia3Me KpOBH Y TIAIIMEHTOB B BO3pacTe 65 JIET U CTapIie BhIIIe
(Cmax mpumepro Ha 40 %, AUC npumepro Ha 30 %), yeM y B3pOCIBIX MAIUEHTOB MOJIOIOTO
BO3pacTa; pa3jINM4Mil MPHU OLEHKE B 0€30MacHOCTH, d(PPEKTUBHOCTH WM JOCTHHKCHHUH IieNen
TUITOJIMITUIEMUYECKOM Tepanuy y MOXKUJIBIX MAlMEHTOB B CPaBHEHUH € OOIIeH momyssiuued He

BBISABJICHO.

eTn
Hccneoosanus amnooununa
B omHOM KIMHUYECKOM HCCIIEIOBAaHUM C JTUTEIHLHBIM MPUMEHEHHEM Tpernapara 73 manueHTa
JIeTcKoro Bo3pacta (0T 12 mecsiieB A0 17 €T BKIIOYUTENBHO) C apTepUaIbHOM TUNIEPTEH3UEH
oJTyJaad amMJIOAWNHH B cpexHeM B jgo3e 0,17 mr/kr B cyrtku. KiupeHc amiomumiHa y
UCIBITYEMBIX MAJIBUYMKOB M JCBOYCK ¢ MeIuaHoW maccel Tena 45 kr cocraBwr 23,7 u 17,6 n/q4
COOTBETCTBEHHO. JTH TMOKa3aTelN HaxXOIATCS B JUama3oHe, OMU3KOM K OMyOIMKOBAHHOMY

pacueTHOMY 3HaueHHWIo, paBHOMY 24,8 /4 uis B3pOCIOro 4venoBeka ¢ maccoil Tema 70 Kr.
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Cpennuii pac4eTHBIH 00BEM pacrpeaesieHusl s HaHI/Ié-II{TO'B-lg*EIa?(;—CO% %ﬁzﬁﬁ lIr ' 'tl)CTiiBn;m

11301 (25,11 n/kr). Tlpenapar momIep)KUBajl CHIDKEHHUE AapTEPHAILHOTO JaBICHUS Ha
HPOTSDKEHUH BCETo 24-4acoBOr0 MHTEpBaJIa JO3HUPOBAHUS, IIPH 3TOM KOJICOAHUST KOHIEHTPAIUU
npenapara OT MAaKCUMaJbHOM /10 MUHUMAJIbHON HE3HAYUTENIBHO BJIUSUIM HA TMIOTEH3WMBHBIN
s dext npenapara. [Ipu cpaBHeHHM ¢ panee HaOIOAaBIIeHCS PapMaKOKMHETUKON Y B3POCIBIX,
II0JIy4YE€HHBIE B 3TOM HCCIIEIOBAaHUM PE3YJIbTaThl YKa3bIBAIOT HA TO, UTO JI03UPOBAHUE IIpernapara
C 4aCTOTOM OJMH pa3 B CYTKU SABJISETCS IPUEMIIEMBIM.

Hccneoosanus amopsacmamuna

B otkpeiTOM 8-HeaenbHOM HCCIeI0BaHUU Ha craauu pa3Butus Tamnepa 1 (N = 15) u cragun
pasutus Tannepa > 2 (N = 24) y nauueHToB JeTCKOro Bo3pacra (B Bo3pacte ot 6 10 17 jer) ¢
reTEepPO3UTOTHOM HACIEIACTBEHHOM THIIEpXOJeCTEpUHEMUE U HCXOAHbIM ypoBHeM X-JIITHII
> 4 MMOJB/TI, TAUMEHTHI Mmoiydand A03y 5 wiu 10 Mr aropBacTaThHa B BHJE JKEBATEIbHOU
tabsetkn Wi 103y 10 mimm 20 Mr aropBacTaThHa B BHUJE TaOJETKH, MOKPBITON IJICHOYHOU
000JI04KOM, COOTBETCTBEHHO. Macca Tena Oblla €JUHCTBEHHOM 3HA4YMMOM KOBapuaToil B
nonyiauuonHod @K moxenu  atopBactatuHa. Kaxymuiics nepopanbHbI  KIMpPEHC
aTOpBACTaTHHA y MAIIMEHTOB JAETCKOIO BO3pacTa ObLI CX0K C TAKOBBIM JIJISl B3POCIBIX MAI[IEHTOB
IpU AJJIOMETPUYECKOM MacluTabupoBaHuM 10 Macce Tena. HaOmoganocs corijacoBaHHOE
camwkenue ypoHs X-JIITHII m OX B pauamazoHax »SKCIO3UMUMI aTopBacTaTMHA M O-

THAPOKCHATOpBACTATHUHA.

[Ton
KoHnentpanus aropBactaTiHa B TIa3Me KpOBH Y sKeHIIUH oTiindaeTcs (Cmax mpuMepHo Ha 20 %
Boile, a AUC Ha 10 % HIke) OT TaKOBOH Y MY’>KYMH, OJTHAKO KIIMHUYECKU 3HAUUMBIX Pa3Iuunit

BJIMAHUA NIpCIIapaTra Ha JIMITHIHBIA oOMeH Y MYK4YUH U KCHIIUH HC BLISIBJICHO.

JlekapcTBeHHBIE B3AUMOJIENCTBUSI

Hccneoosanus amopeacmamuHa
I/IH(I)OpMaI_II/ISI 0 BJIHIAHHUHK OJHOBPEMCHHOI'O IIPUMCHCHUA JICKAPCTBCHHBIX IMPCIAPATOB Ha
q)apMaKOKI/IHeTI/IKy aropBaCTaTMHa, a TAKXKC O BJIMAHHWHK aTOpBaCTaTWHA Ha (1)apMaKOKI/IH€TI/IKy

OJIHOBPEMEHHO MPUMEHSAEMBIX JIEKAPCTBEHHBIX MpernapaToB 00001eHa HIXKE.
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ot 25.03.2025 N= 7961
BnusiHue ogHOBpEMEHHO MPUMEHIEMBIX neKaDCTBeHHg&"frbéﬁérﬁ‘a:ﬁ'ﬁ frd '&)'E%K:fﬁr&fkhiﬁé'fjﬂxv
aTopBacTaTHHA
[IpumeHnsemsli OJIHOBPEMEHHO | ATOpBacTaTHH
mpernapaT u peKuM JO3UPOBAHUS
Jo3za (mr) CootHomenne | CooTHOIIEHUE
AUC% Cma&
uxnocnopun 5,2 mr/kr/cyt., | 10mr 1 p./eyr.?, | 8,7 10,7
cradWiIbHas 103a 28 nHeit
*Tunpanasup 500 mr
2 p./cyT.%/putonaBup 200 mr | 10 mr, pa3zoBas no3a® | 9,4 8,6
2 p./cyT6., 7 nHen
*T nexanpesup 400 mr
10 mr, 1p./eyr?,
1 p./cyT.?/mubpenTtacBup 120 mr 8,3 22,0
T nHen
1p./cyr., 7 nueit
*Tenanpesup 750 Mr ommH pa3/8
20 mr, pazoBas go3a® | 7,9 10,6
yacos ¢, 10 nuei
#In6aceup 50 mr
1 p./cyt®/rpazonpeBup 200 mr | 10 mr, pazoBas mo3a® | 1,95 4,3
1 p./cyt®. 13 nueit
“BomenpeBup 800 Mr 3 p./cyT.t,
40 mr, pazoBas go03a® | 2,3 2,7
7 nuei
7 a
CumenpeBup 150 mr 1 p./cyT?,
40 mr, pa3oBas go3a® | 2,12 1,70
10 mgueit
# Tormnasup 400 mr
20 mr 1p./cyt.?,
2 p./cyr.%/putonasup 100 mr 5,9 4,7
4 musg
2 p./cyr.%, 14 nueit
*#iCaxpunasup 400 mr | 40 mr 1p./eyr?, | 3,9 4,3
2 p./cyr.%/putonasup 400 mr | 4 nHs
2 p./cyr.5, 15 nueit
#Knapurpomumus 500 Mr 2 p./cyt.5, | 80 mr 1p./eyr.?, | 4,5 5,4
9 nueint 8 nHeit
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BinstHue OJHOBPEMEHHO NPUMEHSIEMBIX NeKapCTBEHHRIX TPCTADATOR i (PAPMAKGKARETHKY

aTopBacTaTHHA

[IpumeHnsemsli OJIHOBPEMEHHO

rpenapar u pexxum J03UpOBAHUS

ATropBacTtaTuH

#Napynmasup 300 mMr 2 p./cyT.°
10 mr 1p./cyT.?,
/putonasup 100 Mr 2 p./cyt°, 34 2,2
4 mus
9 nHeit
# Hrpakonazon 200 mr 1 p./cyt.?, | 40 mr, pazoBas qo3a® | 3,3 1,20
4 nmug
#JlerepmoBup 480 Mr 1 p./cyT., | 20 Mr, pasoBas g03a® | 3,29 2,17
10 nnei?
# docamnpenasup 700 mr 2 p./cyt.°
10 mr
/putonaBup 100 mMr 2 p./cyT. 6 2,5 2,8
1 p./cyT.%4 nust
14 nuen
#*docamnpenaBu 1400 mr | 10 mr 1p./cyT.?,
P P Py 2,3 4,0
2 p./cyr.5, 14 nueit 4 nus
# Henduuasup 1250 mr 2 p./eyr.b, | 10 mr 1 p.Jeyr. &
¢} p p./ey p./ey 174 2
14 nuen 28 nueit
TpeitndpyroBsrit  cox, 240 mn | 40 mr, pasoas no3a® | 1,37 1,16
1p./cyr® *
Hunrtnazem 240 mr 1 p./cyr.?, | 40 mr, pasoas qo3a® | 1,51 1,00
28 mueit
Oputpomuniida B jgo3e 500 mr | 10 mr, pasoBas go3a® | 1,33 1,38
4 p./cyT.,* 7 nHe
AwmiomunuH B o3¢ 10 mr, pasoas | 80 mr, pa3osas qo3a”® | 1,18 0,91
Zo03a
[Mumernaua B goze 300 wr | 10 mr 1p./eyr?, | 1,00 0,89
4 p./cyTt.”, 2 Heenn 2 Henenu
Konectumnon B 1o3e 10 mr 2 p./cyt.5, | 40 mr 1 p./cyt?, | He ompeneneno | 0,74**
24 uenenu 8 Henenb
Maanokc TC® 30 ma 4 p./cyt. %, | 10 mr 0,66 0,67
17 nueii 1 p./cyt.2,15 nueii
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BinstHue OJHOBPEMEHHO NPUMEHSIEMBIX NeKapCTBEHHRIX TPCTADATOR i (PAPMAKGKARETHKY

aTopBacTaTHHA

[IpumeHnsemsli OJIHOBPEMEHHO | ATOpBacTaTHH

rpenapar u pexxum J03UpOBAHUS

Ddaupens 600mr 1 p./cyr.?, | 10 mr, 3 qus 0,59 1,01
14 nueit
Pupavmur 600 mr 1 p./cyT.?, | 40 mr, pasoBas qo3a® | 1,12 2,9

7 nHeit (coBMeCTHOE pUMeHeHue) |

# Pupammun 600 mr 1 p./cyr. 2 | 40 mr, pasoBas go3a® | 0,20 0,60
5 nHel (B pa3aenbHBIX J03aX) T

# Fempu6posun 600 mr 2 p./cyt. 5, | 40 mr, paszosas no3a® | 1,35 1,00
7 nHelt

*®enodubpar 160 Mr 1 p./cyT.?, | 40 mr, paszoBas no3a® | 1,03 1,02
7 nHelt

& TIpeacTaBisieT COOTHOIIEHHE MEXIY OJHOBPEMEHHBIM IPUMEHEHHMEM IIPENapaToB W aTopBacTaTHHA B BHJIE
MOHOTEpAaIuu.

# Cwm. pasmenst 4.4 u 4.5 1 monydenns HHPOPMALNH O KIHHHYECKOM 3HATUMOCTH.

* Bbonee Boipaxennoe nosbitieHrne AUC (cootHorienne AUC 1o 2,5) w/unu Cax (cootHomenne Cmax mo 1,71)

Ha0JII01a10Ch TPU U30BITOYHOM YHOTpeOIeHuH rpeindpyroBoro coka (= 750 mu - 1,2 11 B 1eHb).

** COOTHOIIICHHE Ha OCHOBE 00pas3ia, B3ATOr0 OJJHOKPATHO Yepe3 8—16 vacoB mocie npuema 036l

"B cBA3M ¢ ABOMHBIM MEXaHM3MOM B3aHUMOJEHCTBHUS CO CTOPOHBI pH(aMIMHA PEKOMEHIYETCs OJHOBPEMEHHOE
MIPUMEHECHNE aTOpBacTaTWHA ¢ pU(aMIMHOM, TaK KaK NMPHMEHEHHE aTOpBAacTaTHHA Yepe3 HEKOTOPOE BpeMs
mocye prdaMITmHa COMPOBOKIATOCH CYIIECTBEHHBIM CHIDKEHHEM KOHIICHTPAIHi aTOpBacTaTHHA B IUTa3Me.

i Jlo3a cakBHHaBHpa ¢ PUTOHABHPOM, HCIOJIH30BAHHAS B 3TOM HCCIICIOBAHUH, HE MPUMEHSCTCS B KIMHHYECKON
mpaktuke. [Ipy HCIONB30BaHWM B KIMHUYECKUX J03aX IIOBBIIICHHE YPOBHS BO3JCHCTBHS aTOpBACTATHHA,
BEpOsITHO, OyJer Oojiee CyIIECTBEHHBIM, YeM HaOioJaeMoe B 3TOM HccienoBaHuu. lloaToMmy cremyer c
OCTOPOXKHOCTBIO IIPUMEHSITH TIpenapaT U UCHOJIb30BaTh CAMYIO HU3KYHO HEOOXOAMMYIO J103Y.

® OpuH pa3 B CYTKH.

6 Jla pasa B CyTKH.

® OIHOKPATHBIH MIpUEM.

" Tpu pa3za B CyTKH.

" YersIpe pa3a B CyTKH.

¢ Kaxnple 8 1acos.

Busane aTopBaCTaTuHa Ha q)apMaKOKI/IHeTI/IKy IMPUHHUMACMBIX OTHOBPEMCHHO JICKAPCTBCHHBIX

IpernapaToB
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AropBactaTuH IIpumeHnsiemslit OI[HOIBDGMBH}{gi f;b-egﬁ:ﬁ;; :E'S'JH&'E(%&JO:&%% :'
[Tpemapat/mo3a (mr) CootHomienue | CooTHOLIIEHUE
AUC% Crmax®
80 mr 1 p./cyr.?, | Aatunupun 600 mr, pasoBast go3a® | 1,03 0,89
15 nuen
80 mr 1 p./cyr.?, | Aurokcun 0,25 mr  1p./cyr?, | 1,15 1,20
14 nueit 20 nueii
40 mr 1 p./cyr.?, 22 nus | IlepopaibHOE POTHBO3aYATOTHOE
cpencto, 1 p./cyr.?, 2 Mecsima
- Hopatunapon 1 mr; 1,28 1,23
- OTUHWIACTPAIUOI 35 MKT 1,19 1,30
TunpanaBup 500 mr
10 mr, pa3oBas mo3a® 2 p./cyt.5/puronaBup 200 mr | 1,08 0,96
2 p./cyT. ° 7 nueit
docaMIipeHaBup 1400 Mr
10 mr 1 p./cyr.2, 4 nust 0,73 0,82
2 p./cyt.5, 14 nueit
docamnpenasup 700 mr 2 p./cyT.°
10 mr 1 p./cyt.?, 4 qust | /puronaBup 100 Mmr 2 p./cyr., | 0,99 0,94
14 nuent
& TIpe/CTABIAET COOTHOLICHHE MEKILy ONHOBDEMEHHBIM IPUMEHEHHEM [PENapaToB H aTOpBACTATHHA B BUIE
MOHOTEpaNuH
# Cw. pasien 4.5 s omydernst HEBOPMAIHT O KITHHIHUECKOi 3HAUNMOCTH.
@ OMH pas B CyTKH.
S Jlea pasa B CyTKH.
® OHOKpaTHAs J103a.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Hepeqeﬂb BCIIOMOraTeJbHbIX BEeIIECTB

Kaxayat, TabIeTKH, DOKPBITHIE INIEHOYHOU 000104K0M, 5 mr + 10 Mr

Kanpius kapbonat

Kpockapmeriosa HaTpus
[enmron03a MUKPOKpUCTAITNYECKAS
Kpaxman npexenaTuHu3UpOBaHHBIN

[TommcopOat 80

['unponosa (I'mapoxkcunponuiIesutoao3a)

Kpemuus nMOKCH KOJITTOWAHBIN
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(MOCNEODBATENBEHOCTE 0004)

Omnanpaii Il 6enbrii 85F28751 (monmMBHHUIOBBINA CIUPT, TUTaHA quOKcHI, Makporod (I1217) 3000,

TaJbK).

Kaayort, TabneTky, DOKPBITEIE IIEHOYHOW 00051040, 10 Mr + 10 Mr

Kanbius kapbonat

Kpockapmenno3a Hatpust
[ennromn03a MUKPOKpUCTAIIITNYECKAST

Kpaxmain npexxenatiHU3MpOBaHHbBIN

[Tonucopbat 80

['unponoza (I'mapoKCUIPONUIIEIIIIN03a)

Kpemuust 1MoKCu KOJITTOUAHBIN

Marnus cteapar.

IInenounasn obonouka:

Omnanpaii Il romy6oit 85F10919 (mMONMMBHHWIIOBBIA CHOUPT, THTAaHA JUOKCHI, MAaKpOTOJI

(T13I') 3000, TasbK, J1aK aTFOMUHUEBBIH HAa OCHOBE HHIUTOKAPMUHA).

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok roqHocTH (CPOK XpaHeHHs])

3 roza.

6.4. Oco0ble Mepbl NPE0CTOPOKHOCTH NIPH XPAHEHUH

XpaHuTb 1pu TeMIiepatype He Boiie 25 °C.

6.5. XapakTep u cofep:kaHue NePBUYHONH YIAKOBKH

7 wnn 10 Tabnetok B 6uuctep U3 nonmamuy/anoMuaneBoi ¢ponsru/I1BX.

1, 2, 4 unu 8 6muctepoB mo 7 Tabnetok wu 1, 2, 3, 5, 6, 10 unu 20 6muctepos no 10 tabieTox

BMECTE C MHCTPYKLHEHN MO MPUMEHEHHUIO MOMEIIAI0T B KAPTOHHYIO MayKy, Ha JIUIIEBOH CTOPOHE

KOTOPOH C IIETBI0 KOHTPOJS TIEPBOTO BCKPBITHUS HAHOCUTCSA Mep(OpUpOBaHHAS CTPOUKa,

HallOMHUHAroIas OuCpTaHus IMOJTYKOJICII; OOKOBEIC MMOBCPXHOCTHU IMAYKU IINIOTHO CKIICUBAIOTCH IIPHU

YIIaKOBKC IIpcriapara.
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6.6. OcolOble Mepbl MPeIOCTOPOKHOCT npn'”%plﬁ%&érﬁ”%i}h%ﬁﬁ {oro

JIEKAPCTBCHHOI'0 npemnapara HJIHA 0TX0/10B, MOJIYYCHHBIX mnmocJjie NPUMEHECHUSA
JIEKAPCTBCHHOI'0 IIpennaparTra v IPyru€ MaHUMyJsiiuu € nmpemaparom

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA
Coenunennsle IlItater AMepuku

Buatpuc Cnemmantu 9121Cu

Komnunsz ®eppu Poya, 3711, MoprantayH, 3anagnas Buppxunaus 26505, CLLIA
+1 724-514-1800

info@viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

info@viatris.com

7.1. [IpeacTraBuTeb AepKATENsA PETHCTPANMOHHOTO YI0CTOBEPEHMS

IIpereH3uu HOTDG6HTCHCﬁ HaOpaBJISTh 110 aJIpECy.

Poccuiickas ®@egepanus

00O «Buarpucy

125315, r. MockBa, JIeHuHTpaacKuil MpocnekT, 1. 72, K. 4, 2-if aTax, oM. 9, kom. 1
Tenedon: +7 495 130 05 50

®axkc: +7 495 130 05 51

DrexkTpoHHas moyra: ru.info@viatris.com

8. HOMEP PETMCTPAIIMOHHOTI'O YIOCTOBEPEHHUS
JITI-Ne(004297)-(PT-RU)

9. IATA TIEPBUYHOMN PEIMCTPAIIMM (IIOJATBEPXKJIEHHSI PETMCTPAIIVHA,
NNEPEPET'UCTPALIUN)
Jara nepBoii peructpauuu: 16.01.2024

10. JATA IEPECMOTPA TEKCTA
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OO0mas xapakTepucTUKa JICKAPCTBEHHOTO Iperiapara K%&?E&%ﬁﬂ%@gﬁdﬂ%ﬂhm

noptaie EBpazniickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHHUKAIIHOHHON CETH

«UuTepuer» https://eec.eaeunion.org.
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