COOTBETCTBYET 3KCMEPTHOMY OTUYETY
 o110.01.2024 N=160
OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA
KanysT, TabneTku, MOKPHITHIE TUICHOYHOH 000109K0H, S Mr + 10 Mr

KanysT, TabneTku, MOKpHITHIE TUICHOUHOM 000104uKo#, 10 Mr + 10 Mr

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB
Heticmeyrowue sewjecmsea’. aMIOIUIINH, aTOPBACTATHH.

Kaayst, TabieTKi, HOKPBITHIE IIIEHOYHONH 0007109K0i, 5 Mr + 10 mr

Kaxxgast tabieTka, MOKpHITas TUICHOYHOW 000J0uko#, comepxut 5,0 (6,94) mr amiioaunuHa

(B Buae amsionpununa 6ezunara), 10,0 (10,85) Mr atropactaTiHa (B BUE aTOPBACTATUHA KAJIbLINSA).

Kaayst, TabieTk, DOKPBITHIE [IEHOYHOU 00051040, 10 Mr + 10 Mr

Kaxxnass Tabmerka, MOKphITas MJICHOYHOH 00oyoukor, comepxut 10,0 (13,87) mr amnonunuaa
(B Buae amsiopununa 6ezunara), 10,0 (10,85) Mr atopBactaTHa (B BUJE aTOPBACTaTUHA KAJIbLINSA).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB NMPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE TNICHOYHOH 000I0UKOM

Kaoyom, mabnemxu, noxkpvimsie nienouynou _obonouxou, 5 me + 10 me. oBallbHbIE TAOJETKH,

HOKPBIThIE TUIEHOUHOW 000J0uKoif, O6enmoro neera. Ha oxHoil cropone HaneceHo “Pfizer”, Ha
apyrou — “CDT” u “051”.

Kaoyom, mabremxu, noxkpvimoie nienounou obonouxou, 10 me + 10 me. oBanbHBIE TAOJIETKH,

MOKPBITHIE TJIEHOYHOM 000JI04KOM, Tomyooro nsera. Ha ogHolt ctopone HaHneceHo “Pfizer”, Ha

apyrou — “CDT” u “101”.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusl K IPUMEHEHHUIO
JlexapcTtBeHHbIN npenapar KaaysT mpuMeHseTcss Mo CIEAYIOLUM IOKa3aHUsAM y B3pOCIBIX B
BO3pacte ot 18 ner:
e AprepuanbHas THIEPTEH3Us ¢ TpeMs U Oojee (pakTopaMu pHUCKa pa3BUTHS CEPIEUHO-
COCYIUCTBIX COOBITHH ((aTanmpHas U HedaraidbHas HIIEMUYecKas OOJNe3Hb cepua
[MBC], HeoOX0omuMOCTh B MPOBEICHUU MPOLEAYP PEeBACKYIspU3aliu, (aTaibHbIA U
HedatanbHbll WHpAapKT MuOKapaa [MIM], WHCYNBT M TpaH3UTOpHAs HIIEMUYECKas
aTaka), C HOpMaJIbHOW WJIM YMEPEHHO IMOBBIIIEHHONW KOHIIEHTpAalMel xojecTtepuHa 0e3

KJIMHU4eckH BoipakeHHOM NBC.
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HEBBICOKMMM JI03aMHM  aTOpPBacTaTHMHA. BO3MOXXHO OIZHOBPEMEHHOE IPUMEHEHUE
npenapara KamysT ¢ JApyruMH TUIOTEH3MBHBIMH W/MIM  aHTHAHTMHAJIbHBIMH
CpEACTBaMHU.

e Cnyyau, KOT/Ia TUNIOJUIHUAEMHYECKAs JHETa U APyrue HeapMaKoJIOTHIECKUE METOIbI

JICUCHUA JUCIIMIINACMHHN OKa3bIBAaIOTCs MaJIO- UJIN HCB(l)(beKTI/IBHBIMI/I.

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

Pexxum 103upoBaHus

HauanbHyro ¥ H0J1€p’KUBAIOLIYIO J103bl HOAOUPAIOT MHIUBUAYAIBHO € yueToM 3((HEeKTUBHOCTH
U MIEPEHOCUMOCTH 00OMX KOMITOHEHTOB B JICYEHUH apTEPHAIbHON TUIEPTCH3UN/CTEHOKAPIUU U
JUCITUTIAIEMUH.

KagysT MOXHO Ha3HauaTh MalMEHTaM, KOTOpbIE YK€ IPUHUMAIOT OJUH W3 KOMIIOHEHTOB
npernapara B MOHOTEpAIHH.

B kadectBe  cocTaBifMOIIEH  JIEYEHUS ~NIPU  MHOMKECTBEHHBIX  (PaKTOpax  pHUCKa,
aMJIOJTMTTNH/aTOPBACTATHH JIOJDKEH IPUMEHSTHCS B JIOTIOJTHEHUE K HEMEIMKaMEHTO3HBIM MEpaM,
BKJII0Yasi COOTBETCTBYIONIYIO JUETY, (PU3NUECKUe YIPaXKHEHUS U CHIDKEHHE Beca y MalueHTOB C
O’KUPEHUEM, IIPEeKpallleHHe KypeHHsl, a TaKXKe JUIs JISYeHNs1 OCHOBHBIX 3a00JIeBaHUI, KOT]a OTBET
Ha 3TH Mepbl OblT HemocTtarouHbIM. Ilpu Hauvane nedeHus c¢ a03bl 5+10 Mr y manueHToB C
apTepHalIbHON TUINEpPTeH3UEH HEeOoOXOAMMO KOHTPOJIMpOBaTh aprepuainbHoe nasieHue (AJl) u
KOHIIEHTPALUIO JIUIKJIOB B IJIa3Me KPOBU KaK/ble 2—4 HeJleNu U, IpU He00X0IMMOCTH, BO3MOXKEH

nepesof Ha 103y 10+10 mr.

HUEBC (amnoounumn)

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

Ilepsuunas  eunepxonecmepunemusi U  KOMOUHUPOBAHHASL — (CMEWAHHAs) — OUCTUNUOEMUS.
(amopeacmamum)

Jyist GONBbIIMHCTBA TAIIMEHTOB - 10 M 0JIWH pa3 B CYTKU; TEPANEBTUYECKOE ICWCTBUE MPOSIBIISETCS
B TeueHHE 2 Helenb U OOBIYHO JOCTHTaeT MakcuMyMma B TeueHHe 4 Helelb; MpH JIUTETbHOM

nedeHuH YPGEKT COXpaHsIeTCs.

HDI/IMeHeHl/Ie B KOM6I/IHaIII/II/I C APYI'UMMU JICKAPCTBECHHBIMU CPCACTBAMU

[Ipy HEOOXOAMMOCTH OJHOBPEMEHHOTO MPUMEHEHHsS] C [HMKJIOCHOPUHOM, TEIAPEBUPOM,
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aTopBacTaTHHA HE JOJDKHA MpeBbimarh 10 Mr/cyT, ¢ KnapuTpoMUIMHOM — He 6osiee 20 Mr/cyT.
He pekomennyercs mpUMEHSATh AaTOPBACTATHH  MAal[MEHTaM, IOJYYAIOUIMM  TEPaIuio
JICTEPMOBHPOM COBMECTHO C HIUKIIOCTIOPHUHOM.

Cnenyer coOm0olaTh OCTOPOKHOCTh W TMPUMEHSTH CaMyl0 HH3KYI0 J(QQEKTUBHYIO 103y
aTopBacTaTMHAa TPH OJHOBPEMEHHOM NPUMEHEHHHM C MHTHOMTOpPaMHU IpPOTeasbl BHpYca
ummyHoaeduiura dyenoseka (BUY), maruburopamu remaruta C (BI'C), kmapurpoMumnmHOM,

HUTPAaKOHa30JI0M U JIECTCPMOBHUPOM.

Oco0nlie I'pYHOIIbI TAWMEHTOB

THayuenmoi ¢ HapywieHuem yHKyuu neveHu
AMJIOTUTINH/ATOPBACTATHH MTPOTUBOTIOKA3aH MMAIIMEHTaM C aKTUBHBIM 3200JICBaHUEM TICUCHU WIIH
HEOOBSICHUMBIM CTOMKHM TMOBBIIICHHEM aKTUBHOCTH «TI€YEHOYHBIX» (pepMeHTOB Oolee yeM B 3

pasa BblIlIe HOPMEI (cM. paszaens 4.3 u 4.4).

HGI/!HEHmbl C HapyuieHuem qbyHKl/ﬂ/ll/l no4exk

VY manueHToB ¢ HapyleHueM (QYHKIHMH [TOYeK KOPPEKIHs 103kl He Tpedyercs (cM. pasaen 4.4).

./Yuua NOJ2HCUTIOC0 803pacma

VY noXuibIX MalueHTOB KOPPEKIHS 103kl HE TpeOyeTcs.

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

(xoMOMHUPOBAHHBIN Npenapar) y AeTel He MPOBOIUINCH.

MakcumanbHasi CyToyHas J103a aTopBactatuHa cocraisier 80 mr, amnogununaa — 10 mr.

Crooco0 rmpuMeHeHus

s npuema BHyTpb. [Ipenapar Kanyst npunumarot o onHoit Tabnerke 1 pa3 B CyTku B Jt000€

BpEMA, HE3aBUCUMO OT BPEMCHU IIpUeMa IMHIIU.

4.3. IlpoTuBONOKA3aHUS
e [umep4yBCTBUTEIHHOCTh K aMJIOJUIIMHY M JIPYTUM TPOU3BOIHBIM JIUTHIPOITHPHUINHA,
aTOPBACTATHHY HJIU K JIIOOOMY M3 BCITOMOTATEIIbHBIX BEIIECTB, IEPEUHCICHHBIX B pa3jielie

6.1;

L4 AxTHBHOE 3a00JIcBaHUE IIEUEHH HJIM CTOMKOE ITOBBIIEHNE aKTUBHOCTH «II€YCHOYHBIX)
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e bepemenHocts, mepuoj TPYJHOTO BCKapMIIMBAHUS, MPUMEHEHHE Yy JKEHIIUH
PENpPOAYKTUBHOTO BO3PACTA, HE TIOJIB3YIOMINXCS aICKBATHBIMUA METOAAMH KOHTPAIICTIIINH;

e V nereii B Bo3pacte 10 18 net (3¢(heKTUBHOCTH U 6€30MaCHOCTh HE YCTAaHOBJICHBI);

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

e TspKenbli WK KIMHUYECKH 3HAYUMbBIN a0pTaJbHbIA CTEHO3;

e ['emomuHamMU4ecKH HecTaOWIIbHAs CepleUHas HEJOCTaTOYHOCTh mociie octporo UM (mo

aMJIOJIUTIMHY).

4.4. OcoOble yka3aHHSl M Mepbl IPEJOCTOPOKHOCTH NIPH NPUMEHEHUHU

C 0CTOPOKHOCTBIO

[TeueHOYHAsE HEOCTATOYHOCTh MJIM 3a00JIeBaHMsI [IEYEHU B aHAMHE3€, XpOHHUYECKas ceplievHas
HenoctarouHocTh (XCH) He umemudeckor stumonoruu III-IV kimacca mo ¢yHKuMOHAIBEHON
kraccupukanun  Hpio-HMopkekoit kapamosnormdeckoii accommarmu (NYHA), HecraGuibHas
CTEHOKapIusi, a0pTaJIbHBIA CTEHO3, OCTPBIA HH(PAPKT MHUOKapa (U B TeueHue 1 Mec mocie Hero),
HOXKWJION BO3pacT, HapylleHUs: (QyHKIMM NOYeK, TMIIOTUPEO3, OJHOBPEMEHHOE NMPUMEHEHHUE C
uHTHOUTOpamMu wim uHaykropamu nzodpepmenta CYP3A4, y nanueHToB ¢ HanmuunueMm (GpakTopoB
pucKa pa3BUTHUs pabaoMuonn3a (HapyumeHue (YHKIUU IOYEK, TUIIOTHPEO3, HACJIEICTBEHHbIE
MBILLIEYHBIE HAPYIIECHUS y MAlUEHTOB B aHAMHE3E, YK€ NEPEHECEHHOE TOKCUYECKOE BIIUSHUE
uaruoutopoB  I'MI-KoA-penykrassl [craTuHOB] mim (UOpaTOB Ha MBINICYHYIO TKaHb,
3a00JIeBaHN MIEYEHU B aHaMHE3€ U/UJU NAlUEeHThI, YIIOTPEOIIIOIINEe aJKOT0JIb B 3HAUYUTEIbHBIX
KOJIMYeCTBaxX, Bo3pacT crapuie 70 Jer, cuUTyallid, B KOTOPBIX OXKMJAETCSl IOBBIIIEHUE
KOHIICHTpALlMK aTOpBacTaTWHA B IUIa3Me KPOBU [HAampHMep, B3aMMOACHCTBUS C JPYTHMH
JIEKapCTBEHHBIMU CPEICTBAMHU]).

Kak u npu Ha3HaueHHH JpPyrux OJIOKATOPOB MeEIUICHHBIX KajblmeBbix kaHaioB (BMKK)
HEOOXOAMMO COOMI0aTh OCTOPOXKHOCTh Ha (¢OHE TpHemMa aMJIOJUIIMHA TalMeHTaMu C
CHUHAPOMOM CJIa00CTH CUHYCOBOTO y371a (BbIpa)K€HHAs! TAXUKAPAUSL, OpaJuKapausi), MUTPaIbHbIM
CTEHO30M, TUIIEPTPOPUIECKOI 0OCTPYKTUBHON KapJMOMHUOIIATHEN, apTepruallbHOW THITOTEH3HEH.
Taxxe mnpemapar KagysT cinegyeT NOpUMEHSTb C  OCTOPOKHOCTBIO Yy  MAlMEHTOB,
3II0YTOTPEOIIAIONINX ATKOTOJIEM.

Oco0ble yKa3aHus

Amnoounun

Ilpumenenue y nayuenmos c cepdelmoﬁ He00Cmamo4HoCmbo

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

[lpy npuMeHeHHH WHTUOUTOPOB 3-THAPOKCH-3-MeTHiIraoTapui-kopepmeHT A (I'MI-KoA)
penyKTa3pl, B TOM 4YHCJI€ W aTOpBacTaTWHA, OTMEYAIUCh CIy4aW IIOBBIIICHUS
IMKO3MIMpoBaHHoro remoriobuna (HDAL) u KOHIEHTpalMu TIIIOKO3bI B IIa3Me€ KPOBHU
HaTtomak. TeM He MeHee, PUCK TUIEPIIIMKEMUH HU)KE CTENCHH CHIDKEHHS PUCKA COCYAMCTBIX
OCJIOHEHUH Ha (hOHE MpreMa CTATHHOB.

Heo0xonuMo nojaaepanne TArUeHbI 3y00B M HAOIOICHHE Y CTOMATOJIOTa (1715 PEA0TBPAIICHUS

6OJ'IG3H€HHOCTI/I, KPOBOTOYMBOCTHU U T'HIICPILTIA3UHA ,I[CCGH).

Jluya nosicunozo 8o3pacma

Bpems noctukeHus NMUKOBOW KOHLEHTpalMM aMJIOAMIIMHA B IIa3Me€ KPOBU AHAJIOTHYHO Y
IIOKUJIBIX U MOJIOZBIX NALIUEHTOB. Y MOXKWIBIX ALIMEHTOB KJIMPEHC aMJIOAUIIMHA IEMOHCTPUPYET
TEHJACHLIMIO K CHIDKEHHIO, 4YTO BEAET K [OBBIIECHHUIO 3HAUYEHUs IUIOWAAM  TOA
(apmMakoKuHETHYECKOW KpHBOH «KoHIEHTpaiumsa-Bpems» (AUC) u  yBenuueHHIO Iepuoja
nonysbiBesieHus. IloBbimennsie 3HadeHuss AUC u nepuoaa MoyBbIBEJCHUS Yy IMAlUEHTOB C
3aCTOMHON CepJIeUHOW HEeIO0CTaTOYHOCThIO COOTBETCTBOBAIM OXKUIAEMbIM 3HAYEHHUAM IS
M3Y4aeMbIX BO3PACTHBIX IPYIII NAUEHTOB. AMJIOJUINH B aHAJIOTUYHBIX J03aX Y JIUL] TIOKUIIOTO

BO3pacTa uin 'y Ooiee MOJIOJBIX MAIITMECHTOB TAKXKE OJITMHAKOBO XOPOMIO IEPECHOCUTCA.

HCZDVWQHM}I d)VHKZ/ﬂ/ll/l nevyeru

Y nanWeHToB C HapyHICHUSMH (QYHKIWW TE€YEHH TEepUOJl TOJTYBBIBEICHHUS aMIIOTUIIHA
YBEJIMYUBAETCS. Y MAalMEHTOB C XPOHUYECKOM aJKOrojbHOW 00je3Hbl0 nedeHu (kiacc B mo
knaccupukanun  Yaiina-I1pr0) KOHIEHTpalluM aropBacTaTMHa B IUIa3M€ KPOBU  ObUIH
CYILIECTBEHHO MOBBIIICHBI (TIPUMEPHO B 16 pa3 s MakcuManbHON KOHIEHTpAHH [Cmax] 1 B 11
pa3 nns 3HaueHuss AUC). Ilockonbky npenapar Kanyst coaepkuT aTopBacTaTHH U aMJIOIUIINH,

€T0 MPUMCHCHHUEC ITPOTHBOIIOKA3aHO MallMCHTaM C aKTUBHBIMU 3a00JICBaHUSIMH TICUCHH.

Amopseacmamun

Jleticmeue nHa ckenemmble Mblliybl

VY manmueHToB, MOJTYYaBIINX aTOpBAacTaTWH, HaOmromanack mMuainrus (cMm. pasznmen 4.8). /lmarHos
muomatud (0o WM €1abOCTh B MBIIIIIAX B COYETAHHMH C TMOBBINIEHUEM aKTHUBHOCTHU
kpeatunkuH3bl (KOK) Gonee uem B 10 pa3 1mo cpaBHEHUIO ¢ BEpXHEW TpaHHIICH HOPMBI) CIIeTyeT
npeanoyiaraTb 'y MalUMEHTOB C PaclpOCTPAHEHHBIMH MHUAITUSMHU, OOJE3HEHHOCTBIO WIIU

c1a00CTHIO MBI W/ WM BBIPOKEHHBIM MOBbITIIeHHEM akTUBHOCTH KOK. IanumeHTHI A0/1KHBI
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¢J1a00CTH B MBIIILAX, OCOOEHHO €CJIH OHHM CONPOBOXIAKTCH HEJIOMOTaHUEM WJIH
Juxopaakoil. Tepanuio npenaparom Kanyst cieayer npekparutb B Ciydae BbIPaKEHHOI'O
noBblieHuss akTuBHOCTH K@K win npu Hammuuu NOATBEPXKIACHHOW WM MPEIIoIaraeMoin
MuonaTuu. PUCK MUONaTHX Mpu JICUEHUU APYTHUMHU IpenapaTamu 3TOr0 Kjacca BO3pacTaeT Mpu
OJIHOBPEMEHHOM  NPUMEHEHUU  JIEKAPCTBEHHBIX  CPEJICTB, MOBBIMIAIOIIMX  CUCTEMHYIO
KOHIIGHTPALMIO aropBacTatuHa (cM. pa3zaen 4.5 u 5.2). MHorue u3 3TUx MmpenapaToB HHTrHOUPYIOT
MeTaboJIM3M, OIOCPeNOBaHHbIH IUTOXpoMOoM P450 3A4, w/unu TpaHCIOPT JIEKAPCTBEHHBIX
cpenct. M3BecTHO, uTo 1iuToxpom P450 3A4 — ocHOBHOM M30()epMEHT MeYeHH, YJaCTBYIOUTUI B
onorpancopmanu aropBacraruHa. HazHadas aTOpBaCTaTMH B COYETAHWH C TMPOM3BOIHBIMU
(GUOPUHOBOW  KHUCJIOTHI, JPUTPOMHUIIMHOM, HWMMYHOJCIIPECCAHTAMHU, TPOTHBOTPHOKOBBIMHU
npernapaTaMu MPOU3BOJHBIMU a305la, uHruouropamu npoteassl BUU/BI'C, unrubutopamu
HECTpYKTypHOro Oenka BupycHoro renatuta C (NS5A/NS5B), netepMoBHPOM HITM HUKOTUHOBOU
KHACIOTOH B JIMNHJICHIDKAIOMKX 1o3ax (Oomee 1 r/cyT), Bpad IOJKEH TIIATEIFHO B3BECHUTh
0XKHJIAEMYIO TI0JIb3Y M PUCK JICUYCHHUSI M PETyIsIpHO HAOJIOATh MAIMEHTOB C LIEJbIO BBISIBICHUS
0oJeil, HalpsHKeHUST UM cNTa00CTH B MBIIIIAX, OCOOEHHO B TEYCHHE MEPBLIX MECSIIEB JICUCHUS U
B MIEPUOJ MOBBIIIEHUS J03bI JII000T0 mpemnapara. B ciydae HeoOXoIuMOoCcTH KOMOMHHPOBAHHON
Tepanuu CJeAyeT paccMaTpuBaTh BO3MOXHOCTh MPUMEHEHHS Oo0jiee HU3KUX HavalbHBIX M
MOJIEP’KUBAIONINX 103 BBIIICTIEPEUNCIECHHBIX CpencTB (cM. paznmen 4.2). He pexomenmyercs
OJIHOBPEMEHHOE TpHUMeHeHue mpemnapara KaaysT u ¢y3umoBOil KUCIOTHL, MO3TOMY BO BpeMs
nedeHuss (y3u7OBOM KHUCIOTOM peKOMEHJOBaHA BpeMEeHHas OTMeHa mpemnapara Kamyst. B
MOJAO0OHBIX CUTYalMsIX MOKHO PEKOMEH/I0BATh MEPHUOANUYECKOe ornpeseneHrne akTuBHOCTH KODK,
XOTSI TAKOM KOHTPOJIb HE TO3BOJISIET MPEIOTBPATHTH PAa3BUTHE TSHKEIOW MHUOTATUU (CM. pas3jen
4.5). KagysT MoeT BbI3BaTh noBbiiieHHe akTuBHOCTH KDK (cMm. pasmen 4.8).
3aperucTpupoBaHbl OYEHb pPEIKHE COOOLIEHHS O Pa3BUTHH HMMYHO-OMOCPEIOBAaHHON
HekpoTusupytomieit muonatun (MOHM) Bo BpeMst uiu mocse Je4eHUs] HEKOTOPhIMU CTaTHHAMU
(cMm. paznen 4.8). MOHM KIMHHYECKH XapaKTEPU3YeTCs] CTOMKON MPOKCHMAaTbHON MBIIICYHON
CabOCThI0 M TIOBBIIIEHHBIM YPOBHEM KpPEAaTUHKHWHA3bl B CHIBOPOTKE KPOBU, KOTOPHIE
COXPaHSAIOTCS HECMOTPsI Ha IPEKpallleHHe JIeueHUus cTaTuHamMu, HainuueM antuten K HMG CoA
peayKTase v yIyqIIeHHEeM MPU MPUMEHEHUH UMMYHOICTIPECCAHTOB.

[Ipu mpuMeHEHWM aTopBacTaTHWHA, KaK U APYTHX MPEnapaToB ATOTO Kiacca, OMUCAHBI PEAKHE
ciydan  pabIOMHOIM3a C  OCTPOM  TIOYEYHOH  HEJAOCTATOYHOCTHIO,  OOYCIOBJICHHOMH
MUOTIO0MHYpHel. DaKkTOpOM pHCKa pa3BUTUS PaOAOMHUONIN3a MOKET OBITh MPEIIECTBYIOIIEE
HapymieHne (QYHKIUH To4YeK. TakuMm mMarueHTaM CleayeT o0ecreyuTh Oojiee TIIaTeTbHBIN

KOHTPOJIb 32 COCTOSIHUEM CKEJIETHO-MBIIIEYHOU cucTeMbl. Tepanuto npemnaparoM Kagyast ciegyer
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MUOMATAN WM HATW4YuKd (PakTopa pHUCKAa Pa3BUTHUS IMOYEYHOM HEJOCTATOUYHOCTH Ha (oHe
pabmomuonu3a (HampuMmep, TsDKenas ocTpas UHGQEKIus, apTepualibHas THIOTEH3US,
XUPYPTUYECKOE BMEIIATENILCTBO, TpaBMa, METa0OJMYECKUE, OSHIOKPUHHBIE H  BOIHO-
AJIEKTPOJIMTHBIC HAPYIICHUST M HEKOHTPOJIUpPYEMbIe Cynoporu). JleueHHe amIOJUIIHHOM B

aJICKBaTHOM J103€ C 1EJIbI0 KOHTPOJI apTEPHAIbHON TUIIEPTEH3UU MOXKET OBITh ITPOI0JIKEHO.

ﬂeﬁcmeue HA ne4YeHb

Kak u npu npuMeHeHUu JpYTUx THIIOIMIIHIEMUYECKUX CPEACTB 3TOTO Kjacca, Mocie JeueHus
aTOPBACTaTUTHOM OTMeEYau ymepeHHoe (Oosee ueM B 3 pasza 1o CpaBHEHUIO C BEpXHEH rpaHuiiei
HOpPMBI) TIOBBIIICHHE AKTHUBHOCTH <«II€UYEHOYHBIX)» TpPaHCAMHHA3 acrmapTaTaMUHOTpaHchepasbl
(ACT) n ananunamunorpancdepassl (AJIT). Croiikoe MOBBIIEHHE CHIBOPOTOYHON aKTUBHOCTH
«TEYEHOYHBIX» TpaHcaMuHa3 (Oosiee ueM B 3 pasza M0 CPaBHEHHIO C BEpPXHEH rpaHULIe HOPMBI)
Habmonanock y 0,7 % mauueHToB, MOMy4YaBIIMX aTopBacTaTuH. YacToTa mogoOHBIX U3MEHEHUN
MIpu IpUMEHEHUH aTopBacTtatuHa B go3ax 10 mr, 20 mr, 40 mr u 80 mr cocrasisuia 0,2 %, 0,2 %,
0,6 % u 2,3 %, coorBeTcTBeHHO. [10BBINIEHNE AKTUBHOCTH «I1€UYEHOYHBIX» TPAHCAMUHA3 OOBIYHO
HE COMPOBOXKIAIOCH JKEITYXOH WU JPYTUMU KIMHHUYECKUMHU HposiBIeHUsIMH. [lpu cHIKeHUu
JI03bl ATOPBACTAaTHHA, BPEMEHHOW WJIM MOJIHOM OTMEHE aKTUBHOCTD «II€UEHOYHBIX)» TPaHCAMUHA3
BO3BpaIllajach K MCXOAHOMY YPOBHIO. bBOJBIIMHCTBO TAIMEHTOB MPOJOJIKAIH TPUEM
aTopBacTaTHHA B CHUYKEHHOM J103€ 0€3 KaKUX-T100 KIMHUYECKUX TTOCIICICTBUM.

o nauana Tepanuu, yepe3 6 Henenb U 12 Henenb nociie Hayana npuMeHeHus npenapara Kanyst
WM TIOCIIe YBETTMYEHHUS €r0 J103bI HE0OXO0IMMO KOHTPOJIUPOBAThH MOKa3aTeau (PYHKIIUU TEUYEHU.
OYHKIUIO TEUYEHU CIIeAYET KOHTPOJIUPOBATH TAKXKE MPHU TOSIBICHUU KIMHUYECKUX MPU3HAKOB
MOpaKeHUsI TledyeHU. B ciydae TOBBINIEHHUS AKTHBHOCTH «IIE€YEHOYHBIX» TpaHCAMHUHA3 HX
aKTHUBHOCTH CJIETYeT KOHTPOJIUPOBATH JI0 TE€X TMOp, TMOKa OHa He HopMmanu3yercs. Ecmu
nosbleHne akTuBHocTH ACT mm AJIT Gosnee yeM B 3 pasa 1o CpaBHEHUIO C BEpXHEH rpaHuLIeH
HOPMBI COXPaHSIETCsl, PEKOMEHAYETCSl CHUKEHUE JI03bl aTOpBAaCTAaTMHA WJIM OTMEHA Iperapara
Kanyst (cm. paznen 4.8).

ATopBacTaTuH CcleAyeT MPUMEHSITh C OCTOPOKHOCTBIO y TAI[UEHTOB, KOTOPBIE MOTPEOISIOT
3HAUUTENbHBIE KOJIMYECTBA alIKOTOJISI M/WIIM UMEIOT B aHaMHe3€e 3a00JIeBaHNe MTeYeHH. AKTHBHOE
3a00JieBaHNEe MEYCHH WM TIOCTOSHHO TMOBBIMICHHAS aKTUBHOCTh «IIEUEHOYHBIX» TpaHCaAMHHA3
MJa3Mbl KPOBU HESCHOTO TeHEe3a SIBISIOTCS MPOTUBOIOKA3aHUEM K MPUMEHEHUIO Tperapara

Kanyst (cm. pasnen 4.3).

Ipoduraxmuxa uncyrema nymem_azpeccugno2o crudcerus ypoeneu xoaecmepuna (SPARCL)

[Tpu peTpocreKTUBHOM aHaNW3€ MOJATHIIOB MHCYNbTAa y manueHToB 0e3 MBC, y KoTopsIx ObLI
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HENAaBHO 3apPETUCTPUPOBAH HMHCYIBT HIIH TpaHSHf@H'éﬂ-l Efenirhearas —4raka” '-'{-*ﬂI}IA),

HaOmomanace Ooyiee BBICOKAsh 4YacTOTa BO3HUKHOBEHUS TE€MOPPArHYECKUX HHCYIBTOB Y
MAIMEHTOB, HAYABIIUX MPUHUMATh aTOPBACTaTHH B J03¢ 80 MTI, MO CPaBHEHHUIO C TPYMION
riane6o. [ToBBIEHHBIH PUCK OBUT OCOOCHHO XapaKTEPeH Ui MAIlMEHTOB C FeMOpPParun4ecKuM
WHCYJIFTOM WJIM JIAKyHApHBIM WH(pApKTOM B aHaMHeE3€ NMpPHU BKIFOYEHUH B HccienoBanue. s
MAIUEHTOB C TEeMOPPArvYecKuM WHCYJIBTOM WM JIAKYHAPHBIM HH(PAPKTOM B aHAMHE3E
COOTHOIIIEHUE TOJIb3BI M PUCKA MIPUMEHEHHUS aTopBacTatuHa B qo3¢ 80 M ocTaeTcs HESICHBIM, U
NOTEHIMATIBHBIN PUCK TEMOPPArn4ecKoro WHCYIbTa JOJDKEH OBITh TIIATELHO B3BEIICH IEpe
HayayioM JiedeHuss (cMm. pazaen 5.1). OpHako y TaIUMEHTOB, IMOMYYAIONUX TEPaIHio
aTopBacTaTHHOM B 03¢ 80 Mr, ObUIO 3aperucTpUPOBAHO MEHBIIE HWHCYIHTOB JFOOOT0 THIIA
(265 aropmacratun/311 mnane60) W MEHbBIIE CIIy4aeB HIIeMUYecKord Oonesnum cepama (123

atopBactatus/204 miaie6o).

Tunepenuxemus

Hexotopsie maHHBIE CBHIETEIBCTBYIOT O TOM, YTO CTAaTHHBI KakK KJIACC TOBBIIIAIOT YPOBEHBb
[JIIOKO3bI B KPOBH, U Yy HEKOTOPBIX MAlMEHTOB, MOABEPKEHHBIX BBICOKOMY PHCKY CaxapHOTO
nuabera, MOTYT BBI3BIBATH TUIIEPIIIMKEMUIO TOM CTETIEHHU, IPU KOTOPO HE00X0AuMO (hopMaIbHOE
JCYCHHE CcaxapHoro amadera. DTOT PHUCK, TEM HE MeEHee, IEPEBEUIMBACTCS CHIDKCHHEM
COCYJIMUCTOTO PUCKA MPHU MPUMEHEHUHM CTATUHOB, M MOATOMY HE JOJDKEH OBITh MPUUYUHON ISt
MPEeKpaIIeHUs] Tepanuyd CTaTUHAMU. Y TMOJBEPKEHHBIX PUCKY MAalMEHTOB (YPOBEHb TIIOKO3bI
HATOIIAK OT 5,6 10 6,9 MMOJIB/11, MHAEKe Macchl Tena [MMT] > 30 kr/M2, TIOBBIIIEHHBIH yPOBEHb
TPUTJIULIEPUIOB, apTepuaibHas THUIEPTEH3Us) CIEAyeT OCYIIECTBISITh MOHUTOPUHT Kak

KIIMHUYECKHUX, TaK 1 OMOXMMHYECKUX ITOKa3aTeJIeH COTJIacCHO HallMOHAJIbHBIM PCKOMCHAUSAM.

4.5. B3amMmopeiicTBMe ¢ JPYTMMH JIEKAPCTBEHHBIMH IIpenaparamMM M JApyrue BHABI
B3aMMO/JEHCTBHUA

[Tokazano, 4yto ¢apmakokuHeTHKa amiofunuHa 10 Mr mpu KOMOWHHUPOBAHHON Tepamuu C
atopBactaTiHOM 80 MT y 370pOBBIX JOOPOBOJIBIIEB HE MEHSETCA. AMIIOTUIIMH HE OKa3bIBaJl
BIUsSHUS Ha Cmax aTopBacTaTHAa, HO BbI3bIBaJ yBennueHue AUC Ha 18 %.

BsaumonerictBue npenapara KagysT ¢ Ipyrumu JIEKapCTBEHHBIMHU CPEACTBAMHU CIIELUATIBHO HE

HN3y4aJioChb. Hixe MMpeaAcCTaBJICHA I/IH(I)OpMaI_II/ISI IO KaXXI0MYy KOMITIOHCHTY B OTACJIBHOCTH.

Amitogunun

AMIOIUNIUH MOXKET 0€30macHO TMPUMEHSTHCS  OJHOBPEMEHHO C AaHTHOMOTHKAMH U

THIIOTTIMKCMUYCCKUMU CPpECACTBAMU I IpUEMa BHYTPb.
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HUneubumopuot uzogpepmenma CYP3A4

[Ipu ogHOBpEeMEHHOM MpPUMEHEHUHU auiiThazema B go3e 180 mMr m amjoaunuHa B A03€ 5 MI Y
MOXKWIBIX MaMEeHTOB (0T 69 110 87 JieT) ¢ apTepuaabHOM THIIEPTEH3HEH, OTMEYAeTCs MOBBILICHUE
CHCTEMHOM 3KCHO3uLMM amiiogunuHa Ha 57 %. OIHOBpeMEHHOE NMPUMEHEHUE aMJIOAUIIUHA U
SPUTPOMHUIIMHA Y 370POBBIX J0OpoBObIEB (0T 18 mo 43 neT) He MPUBOAUT K 3HAYUTEIHHBIM
M3MEHEHUsM 3kcno3unuu amionunuHa (ysenumuenne AUC Ha 22 %). HecmoTpst Ha TO, 4TO
KIIMHUYECKOe 3HadeHHe AITHX A(P(EKTOB J0 KOHIA HESCHO, OHH MOTYT OBITh 0Oojee SpKO
BBIPQXXECHBI y MOKUIIBIX MAI[IEHTOB.

Momnble uHrHOUTOPHI H30epMenTa CYP3A4 (Hanmpumep, KETOKOHA30Jl, HMTPAaKOHA30JI,
PUTOHABUP) MOTYT NMPUBOJIUTH K YBEIWYEHUIO KOHLEHTPALMU aMJIOJUIIMHA B IJIa3ME€ KPOBU B
Oospiiel crerneHu, dyem awithazeMm. Cleayer ¢ OCTOPOKHOCTHIO NPUMEHSTh aMIJIOAWNUH U

uHruouTopsl nzohepmenta CYP3A4.

Krnapumpomuyun

Knaputpomunun siBiisiercst naruouropom nzopepmenta CYP3A4. CymecTtByeT NOBBIICHHBIN
PHCK pa3BUTUS apTEPUANbHOM TUIOTEH3UMM Y NalMEHTOB, MNOJYYAIOIUX KIAPUTPOMHUIIMH
OJTHOBPEMEHHO C aMJIOAMNUHOM. Ilpm OJHOBpEMEHHOM NPUMEHEHHH AaMJIOJUIIMHA C

KJIAPUTPOMUIIMHOM PEKOMEH IYEeTCs TIIATEbHO HAOII0AaTh 32 COCTOSIHUEM MaIleHTOB.

Hnoykmopwr usogpepmenma CYP3A4

JlaHHBIX 0 BIMSHUM UHAYKTOPOB n3odpepmenta CYP3A4 Ha papMakOKMHETHKY aMJIOIUITMHA HET.
OpnHoBpeMeHHOE TpuMeHeHue HMHAYyKTopoB Hu3odepmenta CYP3A4 (nampumep, pudamnuiu,
3Bepo00i MPOABIPSIBICHHBII) U aMJIOAUIIMHA MOKET NMPUBOJUTH K CHMIKEHUIO KOHIEHTpPALUU
aMJIOAMIIMHA B I1a3Me KpoBH. ClieyeT ¢ OCTOPOKHOCTBIO IIPUMEHATh aMIIOAUIIMH U UHAYKTOPBI

uzodpepmenta CYP3A4.

Lumemuoun
[Ipy  ONMHOBPEMEHHOM TPUMEHEHUHM aMJIOJUINHA C [MMETHIUHOM (apMaKOKHHETHKA

aMJIOJUITMHA HE MCHACTCA.

I'peiingppymosuwiii cox

OnHOBpeMeHHBIN OHOKpaTHbIM mpueM 240 mi rpeingpyroBoro coka u 10 Mr amiaogunuHa
BHYTPb HE COIPOBOXK/AETCS CYIIECTBEHHBIM H3MEHEHHEM (apMaKOKMHETHKH aMJIOJMIIMHA,
OJIHAKO CJIEyeT YYUTHIBATb BO3MOXXHOCTh TE€HETHYECKOro MoJuMopdusMa u3zopepMeHTa
CYP3A4. B cBs3u ¢ 3TUM, OJHOBPEMEHHOE TIpUMEHEHHUe npenapara Kanyst u rpeiindpyra wium

rpeindpyToBOro coka He PeKOMEHIYeTCs, B BUIY BO3MOKHOTO MOBBIIIEHUSI OMOJIOCTYITHOCTH
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AMJIOJMIMHA Y HEKOTOPBIX  IIALMEeHTOB,| 4To 'ﬂfaﬁxé{Eﬂ'ﬁEﬁBEERH Uk T:'}'fén'ﬁ(]:hmo

AQHTUTUIIEPTEH3UBHOTO 3 (heKTa aMmIoUIHIHA.

B otnuune ot apyrux BMKK knmHu4ecky 3Ha4MMOTo B3aMMOACWCTBUS aMJIOJUIHMHA HE OBLIO
OOHapy’K€HO IpPU COBMECTHOM IPUMEHEHUM C HECTEPOMAHBIMHU IPOTHBOBOCHIAIUTEIbHBIMU
npenaparamu (HIIBIT), oco6eHHO MHIOMETAIIMHOM.

B03MOXHO ycunenue aHTHAHTMHAIBLHOTO M aHTUrunepreHsuBHoro naercrsus BMKK mnpu
COBMECTHOM TMPHUMEHEHHH C MUA3UOHBIMU U «NEeMIe8biMU» OUYPemuKamu, 6epanamuiom,
uHeubumopamu aneuomeHzunnpespawaowezo pepmenma (AIP), bema-aopenodrokamopamu u
Humpamamu, a TaKXe yculeHue WX AHTUTUIEPTEH3UBHOIO JCWCTBUS IPH COBMECTHOM
npuMeHeHun ¢ anbgal-agpeHoOmokaropaMu, HeHpoilenTHKamMu. XOTS TpU  H3YYCHUH
aMJIOIMTIMHA OTPHULIATEIFHOTO MHOTPOIHOTO 3 deKTa 0OBIYHO HE HaONI0JaNIM, TEM HE MEHee,
HekoTtopble BMKK MoryTt ycunuBarh BBIPaK€HHOCTh OTPULIATEIBHOIO MHOTPOITHOIO JEHCTBUS
AHMUAPUMMUYECKUX Npenapamos, 6evi3vieaowjux yoaunenue unmepsara QT (Hampumep,
amuonapoH u xuHuauH). [lpu coBmectHom npumenenun BMKK ¢ npenapamamu aumus
BO3MOYKHO YCHJICHHE HEHPOTOKCUYHOCTH JIUTHSI (TOITHOTA, PBOTA, TMApesi, aTAKCHS, TPEMOP, ITyM
B ymiax). AMJIOIUIKH HE BIHsET IN Vitr0 Ha cTeneHb CBA3bIBAHMS C OEJIKaMH IUIa3Mbl KPOBU

OU2OKCUHA, henumouna, saphapuna u UHOOMemayuHa.

Anmomunuti-/macnuticooepaicawjue aHmayuovl
WX OJHOKpaTHBIM TIPHEM HE OKAa3bIBACT CYIICCTBCHHOTO BIMSHHUS Ha (DapMaKOKHHETUKY

aMJIOJUITNHA.

Cunoenacghun
OpnnokpatHelii pueM 100 Mr cungeHaguiIa y MAlUMEeHTOB 3CCEHIMAIbHOM THIIEPTEH3UEH He
OKa3bIBaeT BIMSHHUSA Ha IMapaMeTpbl (apMaKOKMHETHKH amjoAunuHa. llpu omHOBpeMEeHHOM

NPUMEHEHUHN KaXIbli Ipenapar He3aBUCUMO CHIKaeT A/l.

Jueokcun
[Ipy OAHOBPEMEHHOM NPUMEHEHWW aMIIOJUIIMHA C JIUTOKCHHOM Y 3/IOPOBBIX JOOPOBOIIBIIEB

CBIBOPOTOYHAA KOHIOCHTPALUA U MMOYETHBIN KIIMPCHC JUT'OKCHHA HEC U3MCHAIOTCA.

Omanon (ankozonv codepircawjue HaNUMKU)
IIpy ONHOKpPAaTHOM M IOBTOPHOM NPHUMEHEHUHM B J03¢ 10 MI amJIOOUIIMH HE OKAa3bIBacT

CYIICCTBCHHOI'O BJIUSAHUA HA (bapMaKOKI/IHeTI/IKy 9TaHOJIa.

Bapgapun

AMJ'IO)II/IHI/IH HE BJIMSCT HA U3MCHCHUA HpOTpOM6I/IHOBOl"0 BPEMCHH, BbI3BAHHLIC Bap(l)apI/IHOM.
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Luxnocnopun

UccnenoBanusi B3aUMOJCUCTBUSL aMJIOJIUNMHA M IUKJIOCIOPUHA IPOBOJUIUCH TOJIBKO Y
MalMEeHTOB MOCJI€ TPAHCIUIAHTALIMY MTOYKU. ITH UCCIICOBAHUS TOKA3aJI1, YTO aMJIOJIUITUH MOXKET
aub0 He BIUATH HA MUHUMAIbHYIO KOHIIGHTPALMIO IUKJIOCIIOpPUHA B IUIa3Me€ KPOBH, JMOO
NOBbIATH €€ BIUIOTh 10 40 %. Cinengyer paccMOTpeTh BO3MOXKHOCTh KOHTPOJISl KOHLIEHTPALUU
IMKJIOCIOPHUHA B IJIa3ME KPOBU y MAIMEHTOB MOCJE TPAHCIUIAHTALUU MMOYKU MPU TPUMEHEHUU

TaKoW KOMOMHAIIMH MpPErapaToB.

Takponumyc

Cy1iecTByeT pUCK MOBBIIICHUS KOHIEHTPALMU TaKpOJIMMYycCa B KPOBH IMPU OJHOBPEMEHHOM
NpUMEHEHUU C amioAunuHoM. Bo wu30exkaHue pa3BUTHUS TOKCHUYHOCTH TaKpoJuMyca IMpHU
NPUMCHCHUY aMJIOJUIIMHA y TAIMCHTOB, MOJYYAIONIUX JICYCHHE TaKPOJIUMYCOM, TpeOyercs

MOHUTOPHHI €TI0 KOHIOCHTpPAIWH B KPOBU U KOPPCKUHWA OO3LI ITPpHU H€O6XOIII/IMOCTI/I.

Muwens panamuyuna y maekonumaiowux (uneubumopor mTOR)
HNuruburoper MTOR, Takue Kak CHPOJIMMYC, TEMCHPOJIMMYC U SBEPOJIIMMYC, SBISIOTCS
cyocrparamu CYP3A. Amnonunun siBnsiercs: cnadbiv naruouropom CYP3A. [Ipu coBmMecTHOM

IMPUMCHCHHHU C I/IHFI/I6I/ITOpaMI/I mTOR AMJIOAUIIMH MOXKCT IIOBBIIIATH UX BOBI[GﬁCTBPIC.

Jlanmponen

B onbplTax Ha JKMBOTHBIX INPU OJHOBPEMEHHOM IPHMEHEHMM BEpallaMWia W JIaHTPOJICHA
BHYTPUBEHHO OTMEUYAINUCh CiIydaud JeTalbHOH (GUOPWULILKMN TpeiAcepaAuil U  cepleyHo-
COCYIMCTOM HENOCTaTOYHOCTU B CBS3M C DPA3BUTHEM TUIIEpKAIMEMUH. B cBs3u ¢ puckoM
runepkanueMun pekoMmenayercss uzOerarb npumeHeHuss BMKK, Takux kak amioaunuH, y
MALAEHTOB C MOJO3PEHUEM MU ITOATBEPKICHHON 3JI0Ka4€CTBEHHOM TMIIEPTEPMUEH, a TAKXKE BO

BpEMA JICHCHHUA JaHHOT'O COCTOSHUA.

Cumeacmamun
MHOrokpaTHO€ OJJHOBPEMEHHOE MPUMEHEHUE aMmIoauInHa B 703¢ 10 mr u cumBacratuHa 80 mMr
MPUBOAUT K MTOBBIIICHUIO KOHIIEHTPAIIMN CUMBAacTaTHHA Ha 77 % 10 CpaBHEHUIO ¢ MOHOTEpanuen

CHUMBaCTaTHUHOM. CHGILYGT OTpaHU4YUTL NO3Y CUMBACTAaTUHA N0 20 Mr B CYTKHU.

Brusanue na pesynbsmamol 1a60pamopHbix mecmos

HewnssectHoO.

ATopBacTaTuH
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[TockoabKy —aTOpBacTaTUH  MeTaboiu3upyetcs I/ISH&)‘CIPMEE’RDME“EWQKL'FI T coBmddtuoe

npUMEHEeHHe aTopBacTaTHHa ¢ uHruomropamu uzopepmenta CYP3A4 moxeT NpUBOAUTH K
YBEJIMUEHUIO KOHILIEHTpAallMM aTopBacTaTHMHAa B IUIa3Me KpoBHU. CTeneHb B3aMMOICHCTBUS U
3¢ ¢exTa MOTCHUUPOBAHUS OIPECNIAIOTCS BapHaOEIbHOCTbIO BO3IEHCTBUS HAa H30(EpPMEHT

CYP3A4.

Hneubumoper mpancnopmuoeo benxka

ATOpBacTaTUH MpPEACTaBIseT COOOH  cyOcTpaT TpaHCHOPTEpOB  (EPMEHTOB  IE€YCHU
(cMm. pasgen 5.2).

CoBMecTHOE MPUMEHEHHE aTopBacTaTUHA B A03¢ 10 Mr u mukiocrnopuHa B Jo3e 5,2 MI/Kr/cCyT
IPUBOJUT K YBEIMYEHHUIO KOHIEHTpAllMU aTOpBacTaTHMHA B IIJJa3M€ KPOBU (COOTHOILEHHUE
AUC:8.7) (cm. pasgen 5.2). HuKIOCTIOPUH SBISETCSI WHTHOMTOPOM OPraHMYECKOTO AHUOH-
tpancnoptupyioiiero noaunentuaa 1B1 (OATP1B1), OATP1B3, nporerHa, acCOIUUPOBAHHOTO
C MHO>XECTBEHHOH JieKapcTBeHHON ycTohuuBocThi0 1 (MJIY1) u Oenka pe3suCTEeHTHOCTH K paKy
MosiouHOM skene3bl, a Takxke CYP3A4, cienoBarenbHO, OH TOBBIIMIAET YPOBEHb BO3JICUCTBUS
aropBactatiHa. CyTo4Has 103a aTOpBacTaTHHA HE JI0JDKHA npeBbimarh 10 Mr (cM. paszaen 4.2).
['mexanpeBup u nudpentacsup spistorcsa naruouropamu OATP1B1, OATPIB3, MJIV1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOH >KeJIe3bl, CJIE0BATEIbHO, OHU MOBBILIAIOT YPOBEHB BO3IEHCTBUS
aropBactatiHa. CyTo4Has 1032 aTOpBacTaTHHA HE JI0JDKHA npeBbimarh 10 Mr (cM. paszaen 4.2).
CoBMecTHOE pUMEHEHUE aTopBacTaThHa B 103e 20 Mr u serepmoBupa B 103€ 480 Mr B CyTKH
MPUBOJIMIIO K MOBBIIIEHUIO YPOBHS BO3/elicTBUS aTopBacTtaTuHa (cootHomenue AUC: 3,29) (cm.
paszzen 5.2). JlerepmoBup sBisieTcss UHTHOUTOpOoM Tpancnoptepos P-gp, BCRP, MRP2, OAT2 u
neyeHouHoro TtpaHcnoprepa OATP1B1/1B3, Takum o00pa3om, OH YyCHIMBaeT ypOBEHb
BO3/eiicTBUS aropBacTaTuHa. CyTouyHas /103a aTOpBacTaTHMHA HE JIOJDKHA MpeBblmaTh 20 Mr
(cM. paznen 4.2).

Bennuuna omocpenoBaHHBIX JieKapcTBeHHBIX B3ammojaeictBuii CYP3A u OATP1B1/1B3 nHa
COBMECTHOE TMPUMEHEHHE MPEenapaToB MOXKET OTIUYAThCA MPHU OJHOBPEMEHHOM Ha3HAuYEHUU
JeTepMoBHpa ¢ IUKIocropuHoM. He pexomeHnyercs NMpUMEHSATh aTOpBacTaTUH MNALMEHTaM,
MOJTYYaIOLIUM TEPAIHIO JIETEPMOBHPOM COBMECTHO € IIUKIOCTIOPUHOM.

OnbacBup u rpazomnpesup sBisitorcs uHruoutopamu OATP1B1, OATP1B3, MJIY1 u Genka
PE3UCTEHTHOCTH PaKa MOJIOYHOM JKEJIE3Bl, CIEA0BATENbHO, OHU MTOBBIIIAIOT YPOBEHD BO31EHCTBUS
atopBactatuHa. CileayeT IpUMEHSITh C OCTOPOKHOCTHIO M B CAaMOW HU3KOW HEOOXOJAMMON 1103€
(cMm. pasaen 4.2).

Puck muonatuu BO BpeMs JICUEHHUS IPYTUMH IperaparaMH 3TOro Kjacca MOBBIMIACTCA HpU

OIHOBPCMCHHOM  NPHUMCHCHUU  LUKIIOCIIOPpHUHA, IPOU3BOJHBIX (1)H6pHHOBOfI KHUCJIOTHI,
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SPUTPOMHUIIMHA, TPOTUBOTPHUOKOBBIX IPENapaTop npomﬂ:gﬁ;ﬁ;ﬁg FTO ',‘1]1_ RHkOT B ot kicroTH

B JIMITUICHIKAIONINX J03ax (Oosiee 1 r/cyr) (M. pasaen 4.4).

T'emghubposun/npouszsoonvie hubpoesoii Kuciomol

[Ipumenenne GuOpPATOB B BUIC MOHOTEPAIIMU WHOTIA COIIPOBOXKIACTCS SIBICHUSIMHU CO CTOPOHBI
MBIIICYHON CHCTEMBbI, BKIIFOYast pabIoOMUOJIH3. PUCK BO3HUKHOBEHHUS 3TUX SBJICHHI MOXKET ObITh
MOBBIIICHHBIM TPHU OJHOBPEMEHHOM MPUMEHCHHU MPOU3BOAHBIX (UOPOEBO KHUCIOTHI U
atopBactaThHa. Ecin Henb3s M30€KaTh OJHOBPEMCHHOIO IMPHMEHEHHS 3THUX IIpErnapaTos,
CllelyeT NPUMEHSATh HAaWMEHBIIYI0 03y AaTOpBACTATHHA, JOCTATOYHYIO Ui JOCTHXKCHUS
TEpANeBTUUECKUX IIeJICH, W CICIyeT OCYIIECTBIATh COOTBETCTBYIOIIEE HAOIOJICHHE 3a

COCTOSTHHEM MaIKeHTOB (cM. pasnen 4.4).

Dzemumud

[TpumeHeHne 33eTMMHOA B BHAEC MOHOTEPAIMU COIPOBOXKIACTCS SBICHUSAMH CO CTOPOHBI
MBIIIEYHON CUCTEMBI, BKITI04as padjaomuoiu3. CiieJoBaTeIbHO, PUCK ITHX SBJICHHA MOXKET OBITh
YBEJIMUEH TIPH OJHOBPEMEHHOM IPUMEHEHUHU 33ETUMHUOA W aTopBacTaTWHA. PeKoMeHIyeTcs

OCYHICCTBJIATDH HaI[J'IC)KaH_II/Iﬁ KIIMHAYECKUH MOHHUTOPHHI' COCTOSAHHA TAKHUX IMAITUCHTOB.

Anmayuool
OnHOBpeMEHHBIN MpPUEM BHYTPb CYCIICH3HH, COJAEpIKaIleld MarHus U aTlOMUHUS TUIPOKCHUIIBI,
CHW)KaJT KOHIICHTPAIIMIO aTOpBacTaTHHA B IJIa3Me KPOBHU MpUMepHO Ha 35 %, OJIHAKO CTENeHBb

ymenbienus koHnenrpauuu Xc-JIITHII mpu sTom HE MeHsuTach.

Denaszon
ATopBacTaTHH HE BIMsET Ha (papMaKOKUHETUKY (peHa30Ha, TOATOMY B3aUMOJICHCTBUE C APYTUMU

npenapaTamMmu, MeTaboIU3UPYIOLUIUMUCS TEMHU Ke U30(epMEHTaMH LIUTOXPOMA, HE OXKHUIAETCS.

HUmparonaszon
OpnHoBpeMeHHOE MPUMEHEHNE aTopBacTaThHa B o3ax oT 20 mr 10 40 Mr U UTpakoHa3oJja B 103€

200 mr npoBoawIio k yBenuueHuto 3Hauenust AUC atopBacTaTuHa.

I'peiingppymosuwiii cox
[Tockonpky TrpednpyTOBBIA COK COJAEPKHUT OAWMH WM OoJiee KOMIOHEHTOB, KOTOpBIS
uHruoupyrot nzodpepmeHT CYP3A4, ero upesmepHoe norpediaenue (Oosee 1,2 1 B 1eHb) MOKET

BbI3BATh YBCIMYCHUC KOHICHTPAIIUN ATOPBACTATUHA B IJIa3MC KPOBHU.

HUneubumopuot uzoghepmenma CYP3A4
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MOBBIIICHUIO KOHIIEHTpauui artopBactatiHa. (OJHOBPEMEHHOIO MPUMEHEHHUS MOIIHBIX
unruoutopoB CYP3A4 (Hampumep, UMKIOCIOPUHA, TEIUTPOMHUIIMHA, KIAPUTPOMUILIMHA,
JlelaBUpAHA, CTUPHUIIEHTOJIa, KETOKOHA30ja, BOPUKOHA30J1a, WUTPAKOHA30Ja, I103aKOHAa30Ia,
HEKOTOPBIX  NPOTHUBOBHPYCHBIX  mpemaparoB  ansa  jedeHus  HCV  (mampuwmep,
anbacBUpa/Tpa3onpeBrupa) U UHrHOUTOpPOB mpoteassl BUY, Bkirodas pUTOHABUD, JIOTIMHABHD,
aTazaHaBUP, UHAUHABUD, JApYHABUP U T. J.) CIEAYET 10 MEPE BO3MOKHOCTH 30erath. B ciydasx,
B KOTOPBIX OJIHOBPEMEHHOI'O PUMEHEHUS 3TUX JIEKAPCTBEHHBIX MPENapaToB ¢ aTOPBACTATUHOM
HeJb3s U30€XKaTh, CIEyEeT PACCMOTPETh BO3MOKHOCTh IIPUMEHEHUS 00J1ee HU3KUX HadallbHbIX U
MaKCUMAaJIbHBIX JI03 aTOPBACTATHHA, a TAKXKE PEKOMEHIYETCS COOTBETCTBYIOIIUNA KIMHUYECKUN
MOHUTOPUHT COCTOSIHMSI TMTAIIUEHTA.

Ymepennbie unruOutopel CYP3A4: (Hanpumep, SpUTPOMUIIMH, AUIATHA3EM, BepamaMuil U
¢biykoHa30J1) MOTYT TOBBIIIATh KOHIIGHTPAIMM aTopBacTaTMHAa B IUIa3Me KpoBu. llpu
MPUMECHCHUN SPUTPOMUIIMHA B KOMOWHAIIMM CO CTaTHHAMHU HAOJIIOJIAJICS TOBBIIICHHBIA PHCK
Muonaruu. FccinenoBaHuili  JIEKQpCTBEHHBIX  B3aUMOACHCTBUM, OLEHUBAIOIIMX  BJIMSHUE
aMuoJapoHa WM BepalaMuiia Ha aTOpPBACTATHH, HE NpoBoawWiauch. Kak amuomapoH, Tak u
BeparaMuil SBISIOTCS U3BECTHBIMU MHTHOUTOpamMu akTuBHOCTH CYP3A4, u ux ogHOBpEeMEHHOE
MPUMEHEHHUE C aTOPBACTATMHOM MOKET MPHUBOAWTH K TOBBIIMICHUIO YPOBHSA BO3JACHCTBUS
aTtopBactatuHa. Takum oOpa3oMm, CIeayeT pacCMOTPETh BO3MOXKHOCTh MPUMEHEHHUsI 00Jiee HU3KOH
MaKCUMaJbHOM J03bl aTOPBACTaTMHA, U PEKOMEHAYETCS COOTBETCTBYIOIIMM KIMHUYECKUN
MOHUTOPUHI COCTOSIHMSI TAlMEHTa IMpU OJHOBPEMEHHOM IPUMEHEHHH C YMEpPEHHBIMU
unruoutopamu CYP3A4. Ilocne Havanma mpuUMEHEHUS WIM KOPPEKIUU 1036l MHTHOUTOpA

PEKOMCHAYCTCA OCYIICCTBIIATH Ha)memamnﬁ KITUHAYECKUH MOHHUTOPHHI COCTOSAHUSA MALUCHTA.

Hnoyxkmopwt uzoghepmenma CYP3A4

CoBMecTHOE NMPUMEHEHHUE aTopBacTaTHMHa ¢ MHAYKTopamu u3zodepmenta CYP3A4 (nanpumep,
saBUpeH30M WIH pUDAMIUIMHOM) MOXET NPUBOJUTH K CHIDKEHUIO KOHIEHTpaluu
aTopBacTaTHHa B IUIa3Me€ KPOBH. BceiencTBue NBONCTBEHHOIO MEXAHM3Ma B3aWMOJCHCTBHS C
pudpamnuiHoM (uHIyKTOpoM H3odepmenTa CYP3A4 u MHrHOMTOpOM TpPaHCIOPTHOIrO Oeka
renarouutoB OATP1B1), pexkomennayercss OZHOBpEMEHHOE NPUMEHEHHE aTopBacTaTUHA U
pudaMIuIHa, MOCKOJIbKY OTCPOYCHHBIM NpUeM aTopBacTaTHHA IOcie mpuema pudaMmuiHa

IMPUBOJUT K CYHIECTBECHHOMY CHHXKCHUIO KOHICHTPAIIUHU aTOPBACTATHHA B IJIa3MC KPOBH.

Konecmunon
[Ipu oTHOBpEMEHHOM IPUMEHEHUH KOJIECTUIIO0JIA KOHLIEHTpaIMsl aTOpBacTaTUHA B TJIa3Me KPOBHU

CHW)Xallach MpuUMepHO Ha 25 %; OJHAKO TUIMONHMHUIEMUYECKH 3PdeKkT KoMOMHAIUU
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Jueokcun

[Ipu noBTOPHOM MpHUEME TUTOKCHMHA U aTOpBacTaTUHA B J103¢ 10 M paBHOBECHBIE KOHIIEHTPAIIUU
JTUTOKCHHA B IJIa3M€ KPOBH HE MEHSUTHCh. OHAKO MPU MPUMEHEHUH JUTOKCUHA B KOMOMHAINH C
aTOpBAaCTaTHUHOM B Jj03€ 80 MI/CyT KOHIIEHTpallUs TUTOKCHHA YBETHYHUBaiach npumepHo Ha 20 %.
[TarueHTHl, TMONyYANOIIME JUTOKCHH B COYETAaHWHM C  aTOPBACTATHMHOM, TPeOYIOT

COOTBCTCTBYIOILICTO Ha6JIIO,IIeHI/I$I.

Spumpomuyun/Knapumpomuyun

ITpr oHOBpEMEHHOM IMPUMEHEHMM aTopBacTaTHHa W 3puTpoMuiuHa (500 mr yersipe pasza B
CyTKn) win kinaputpomunuHa (500 Mr nBa pasa B CyTKH), KOTOpbIe HHTHOUPYIOT H30(epMeHT
CYP3A4, nHaOmonanoch TMOBBILIEHWE KOHLEHTPAllMM aTropBacTaTWHAa B IUIa3Me€ KpOBU

(cMm. pasaenst 4.4 u 5.2).

Azumpomuyun
[Tpu ogHOBpEeMEHHOM MpUMEHEeHUH atopBacTtaTtuHa (10 Mr oAMH pa3 B CYTKH) U a3UTPOMHUIIMHA

(500 Mr onuH pa3 B CyTKH) KOHIICHTPAIIHUsI aTOPBACTAaTHHA B IJIa3M€ KPOBHU HE MEHSIIIACh.

Tepghenaoumn
[lpy OMHOBpEMEHHOM NPUMEHEHHWH aTOpBAcTaTHHA M Tep(eHaIMHA KIMHHUYECKU 3HAYUMBIX

U3MEHEeHUH (papMaKOKMHETUKU Tep(deHaHa He BBISBICHO.

IlepopanvHuvle konmpayenmuevl

[Ipy OIHOBPEMEHHOM TPUMEHEHHH aTopBacTaTUHA W TMEpOpPaIbHOrO0 KOHTPALENTHUBA,
COJEPIKALIET0 HOPITUHAPOH U STUHUIIICTPAIUOI, HAOII0JaJI0Ch 3HaUnTeNbHOE noBbinienne AUC
HOPATUHAPOHA U 3TUHWIACTpauoia npumepHo Ha 30 % u 20 %, cooTBETCTBEHHO. DTOT 3(pdexT
clleflyeT YYUThIBaTh MPHU BbIOOpE MEepOpaibHOTO KOHTPALENTUBA JUIs JKEHIIUHBI, TPUHUMArOIIEH

aTOpBACTaTHH.

Bappapun
[Tpu3HaKkOB KIMHUYECKHM 3HAYMMOTO B3aWMOJCUCTBUS aTOpBacTaTWUHAa C BaphapuHOM He

0oOHapyXeHO.

Junmuazem
CoBMecTHOE MPUMEHEHHE aTopBacTaTuHA B 103€ 40 Mr ¢ quinTuazeMoM B J103€ 240 mMr, MPpUBOJAUT

K YBCIIMUCHUIO KOHOCHTpAIWU aTOPBACTAaTHHA B IUIa3ME KPOBH.
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(NOCNEOOBATENEHOCTE 0001)

Lumemuoun

HpOBOI[I/IJIOCb HUCCJEIOBaHUE B3aUMOACHCTBUSI aropBacrtaTuHa ¢ OUMETUAWMHOM, KOTOPOC HC

BBISIBIJIO KIIMHHYECKH 3HAYMMBIX B3aUMOJICHCTBHH (cM. paszen 5.2).

Amnoounun
[Ipu onHOBpeMEHHOM mpuMeHeHuu aropsactatuHa 80 wMr u amoaunuHa 10 wmr

q)apMaKOKI/IHeTI/IKa aTopBaCTaTuHa B paBHOBECHOM COCTOSAHHUH HC U3MCHAJIACH.

Hneubumopwl npomeas

OnHOBpeMEHHOE TNPUMEHEHHE aTOpBAaCTaTHHA C HMHTHOMTOpPAMH MpPOTEas, MU3BECTHBIMH Kak
unruoutopel  m3odepmenta CYP3A4, compoBoXKAanoch YBETUYEHHEM KOHIEHTpPALUU
aTopBacTaTMHa B I1a3Me KpoBH. Kpome TOro, oTmMeqasoch NOBBIILIEHHE KOHLEHTPALUU
aTopBacTaTMHAa Ipd OJHOBPEMEHHOM IPUMEHEHHMM ¢ UHrubutopamu nporeazsl BUY
(KOMOWHAIIMM JIOMMHABHpAa W PUTOHABUpPA, CAaKBHHABUpAa W PUTOHABHpA, JOapyHaBUpa U
puTOHaBUpa, ¢ho3ammnpeHaBup, Go3zaMIpeHaBUp C PUTOHABUPOM U HeN(UHABUD), UHTUOUTOpAMU
npoteasbl renaruta C (GouenpeBup), KIAPUTPOMUIIMHOM U UTpakoHa3osoM. CreayeT cobmoaaTh
OCTOPOXHOCTh IIPU OJTHOBPEMEHHOM IPUMEHEHUH 3TUX MPENapaToB, a TAKXKE MPUMEHITh CAMYIO

HU3KYIO0 9 ()EeKTUBHYIO 103y aTOpBacTaTHHA.

@y3udosas Kucioma

XoTs Wccne0BaHusl B3aMMOJICHCTBHS aTopBacTaTUHA U (Py3HIOBOM KUCIOTHI HE MPOBOIUIHCH,
CYHICCTBYECT HOBBIIIEHHBIN PUCK PaA3BUTHA pa6}10MI/IOJ'II/ISa Y MNalmMeHTOB, HNPWHUMAIOIINX
OIHOBPCMCHHO CTAaTUHBI, BKJIIOYAasd aTOPBACTATHH U (bYSI/II[OByI-O KHCJIOTY. MexaHu3m JaHHOT'O
B3aMMOJICHCTBYSI HEU3BECTECH. Y TMAIIMEHTOB, IJS KOTOPHIX NMpUMEHEHHE (DYy3UT0BOU KHCIOTHI
CUMTAIOT HEOOXOJWMBIM, JICUCHHWE CTATHHAMH JOJKHO OBITh MPEKpPAaIlleHO B TEYEHHE BCETO
nepuoAa mpuMeHeHus: Gpy3uoBoi KUCIOTHL. Tepamus cTaTHHAMH MOXKET OBITh BO30OHOBIJIEHA
yepe3 7 IHEe Mociie MOoCcaeaHero npruemMa (y3u0Bol KUCIOTHI.

B HCKIIOYNTEIIBHBIX cirydasx, rae HGO6XOI[I/IMa NpoAOJDKUTCIIbHAA CHUCTEMHAsA TCpanunsi
Gy3uI0BOIl  KHCIOTOM, HampuMep M JIeYeHHsS TSDKENbIX WHOEKIHd, HEeoOXOAUMOCTh
COBMECTHOTO MPUMEHEHHsI aTOpBACTaTHHA M (DYy3U0BOM KHCIOTHI JOJKHA OBITH PACCMOTpPEHA B
KaXJIOM KOHKPETHOM CJTy4ae ¥ MOJI CTPOTHM HaOro/ieHueM Bpava. [lanieHT nomkeH HeMeJICHHO
06paTI/ITI)CSI 3a MG)IPIIII/IHCKOf/i IIOMOIIIBIO IMpPHU TOABJICHUHU CUMIITOMOB MBIIIIEYHOH CJ'Ia6OCTI/I,

YYBCTBUTCIIbHOCTU HUJIN 0oIIH.

Konxuyun

HCCMOTpH Ha TO, 4TO HCCIIeI0BaHUM OIHOBPCMCHHOTO NTPUMCHCHUS KOJIXUIIMHA U aTOpBaCTaTUHA
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KOM6I/IHaI_[I/II/I. HpI/I OOAHOBPEMCHHOM IIPUMCHCHHWH AaTOpBACTATHMHA MW KOJXHUIMHA CJICAYCT

co0Ir0aaTh OCTOPOKHOCTb.

Lpyzas conymcmeyiowas mepanus

B  kiuHMYecKuMX ~— HCCIEAOBaHUSAX  aTOpPBACTaTUH  NPUMEHSJIM B COYETAaHHH  C
AQHTUTUIIEPTEH3UBHBIMU CPEJICTBAMU M JICTPOT€HAaMH, KOTOpble TNPUMEHSJIM B KauecTBe
3aMECTUTEIIbHOM  Tepamuu;  NPU3HAKOB  KIMHUYECKH  3HAYUMOTO  HEXKEJIaTeJbHOIo
B3aMIMOJICHCTBHUSI HE OTMEUEHO;, WCCIEAOBAHUS B3aUMOJCUCTBUS CO  CHEU(DUICCKUMU

npenaparaMu HEC IIPOBOAHUIINCE.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JAKTALUSA

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM

Amopsacmamun

JKeHHBI penpoyKTUBHOTO BO3pacTa BO BpeMs JI€UeHUs JODKHBI MOJIb30BATHCS a1eKBATHBIMU
MeToaaMu KoHTpareniuu. [Ipenapar MoKHO Ha3HAYATh KEHITUHAM PEMPOIYKTUBHOTO BO3pacTa
TOJILKO B TOM Cllydae, €CIId BEPOSTHOCTh OCPEeMEHHOCTH HH3Kas, a [alUCHTKA

HpOHH(bOpMI/IpOBaHBI O BO3MOJXHOM PHCKE JIA I1JI0JA.

bepemeHHOCTD

Amopeacmamun
Kanyst npoTuBonokasan mpu 6epeMeHHOCTH, TaK KaK B COCTaB MperapaTa BXOJAUT aTOPBACTATHH.
Amnoounun

He pexoMenayeTcst npuMeHeHUE aMJIOIUTIHA BO BpeEMsI OEpEeMEHHOCTH.

JlakTanus

Amopeacmamun

Kanyst npoTuBomnokasaH B MepuOJl KOPMIJIEHMSI TpylIbl0, TaK Kak B €ro COCTaB BXOJUT
aTopBacTaThH. CBeleHUN O BBIBEIEHUM aTOpBAcTaTMHA C TPYAHBIM MOJIOKOM HET. YUUTbIBas
BO3MOXKHOCTh PA3BUTHUS HEXKEJIATEIBbHBIX PEaKIUil y TPYJHBIX JIETel, )KeHIMHBI, MMOTyJYarolue
npenapar, JODKHBI TPEKPATUTh KOPMIICHUE TPYAbIO.

Amnoounun

He pekomenayercst npruMeHeHne aMIIOAUIIMHA B IEPUOJ TPYAHOTO BCKAPMIIBAHUSL.

OneIT IpUMEHEHUs Mpenapara MOoKa3blBaeT, YTO aMJIOJUINH BBIACIAETCS B KEHCKOE I'PYIHOE

MOJIOKO. CpeI[Hﬂﬂ KOHIOCHTpAaNus aMJIOAUIINHA B COOTHOLICHUHU MOJIOKO/TIJIa3Ma COCTaBHIIA 0,85
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cpeau 31 KopMmsIeH >KEHIIMHBI, CTPaJarolieit apTepHg}'f;'}i;}aEr%g%%&%Héﬁj LS6ychoBietmoii

0OEepeMEHHOCTBHIO U NOJyYaIOLIe aMIIOAUIIMH B HAYaJIbHOM J103UPOBKE 5 MTI' B CyTKH. Jlo3npoBKa
npernapara npu HeoOXOAMMOCTH KOPPEKTUPOBAIACh (B 3aBUCHMOCTH OT CPEIHEH CYTOYHOM 1036l
u Beca: 6 Mr u 98,7 MKI/KI COOTBETCTBEHHO). [Ipenmonaraemas cyTouHas /103a aMJIOJIUIIAHA,

noJjryyaemMasi MIIaJIcHIIEM uepe3 IpyIHOE MOJIOKO cocTaBisieT 4,17 MKI/KT.

DdepTUabHOCTD

Amnoounun
B wuccienoBaHusX Ha JKUBOTHBIX aMJIOJUIIMH HE OKa3bIBAJI BJIMSHHUS Ha PENPOIYKTHBHYIO
GyHKIMIO, HO 00JaJan pernpoyKTHBHOW TOKCUYHOCTBHIO MPHU MPUMEHEHHH B OYCHHb BBICOKUX

no03ax (B 50 pa3 npeBbILAIONMX MAKCUMAIbHYIO PEKOMEHI0BAHHYIO J103Y JIJISl YETIOBEKA).

4.7. BausiHde HA CHOCOOHOCTH YNPABJSATH TPAHCIOPTHBIMU CpeACTBAMHM M padorarh ¢
MeXaHU3MaMH

B nepuox neueHust HeOOXOIUMO COOJIIOATH OCTOPOXKHOCTD MPH BOKIIEHHH aBTOTPAHCIIOPTA U
3aHATUU TOTEHIMAJIBHO ONACHBIMH BUAAMHU JESITEIBHOCTH, TPEOYIOIIMMHU IOBBIIICHHON

KOHICHTPpAlUX BHUMAHHUA U 6BICTpOTLI IICUXOMOTOPHBIX peaKHHﬁ.

4.8. HexenartelbHbIE peaKIUU

Pesrome nmpoduist 0e30macHOCTH

B memom mnepeHocMMOCTh KOMOMHUpPOBaHHON Tepanuu Obuta  xopomeil. Kakux-nmmu6o
HEOXKHJIAHHBIX ~ HEXeNaTeNbHbIX  A(PQPEeKTOB NpH  KOMOMHUPOBAHHOM  Tepamuu  He
3apeructpupoBaHo. HexenarenbHble 3(QQEKTbl COOTBETCTBOBAJIN BBISBICHHBIM paHee Mpu
JICUECHUHN aMJIOJUIIMHOM A/ aTOpPBACTaTUHOM (CM. HI/I}KG). bonpmmHCTBO HeEXenaTeaTbHBIX
3 PeKTOB ObUIM JIETKO WM YMEPEHHO BBIpaXXKEHHbIMH. M3-3a HexenaTenbHbIX 3((EKTOB MU
OTKJIOHEHUIl J1a0OpaTOpHBIX MOKa3aTeJel JiedeHue aMIIOJUIMHOM M aTOpPBaCTaTHHOM OBLIO

npekparieHo y 5,1 % nanuenTos, a miamedo — y 4,0 %.

Tabauunoe pEe3IOMe HeXKeNIaTeIbHbIX peaKIIni

Crnenyrolue HeKenaTeabHbIE SIBICHUS, MEPEUYNUCICHHBIE 10 CUCTEMHO-OpraHHBIM KilaccaMm U
KaTeropusiM 4acTOThl MEXYHApOJHOTO CIOBaps HEXeNaTeNIbHbIX peakiiil, BOSHUKAIOIMIMUX MpU
NpUMEHEHHHU JieKapcTBeHHbIX npernaparoB (MedDRA), yka3aHbl OTIENBHO I aMIIOJUITAHA H
aTopBacTaTHMHA. BHYTpM Ka)K[0l 4aCTOTHOM IPYIIIBI HEXKEIATENIbHbIE PEAKIIUHU PacIoaratoTcs B
nopsijike yObIBaHHUSI BBIPAXKEHHOCTH. YacToTa pa3BUTH ONpeaessieTcs Kak: oueHb yacto (= 1/10),

gacto (ot > 1/100 mo < 1/10), mewacto (ot > 1/1 000 mo < 1/100), peaxo (ot > 1/10 000 mo <
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1/1 000), ouens peako (< 1/10 000) u yactora eH3BeCI‘:£lc1':(:1;:1-I g%%&ﬁﬁﬁ%ﬂ%ﬁﬁkb% 'ﬁi'l:élfhmx

OIICHUTH HEBO3MOKHO):

CucteMmHo-opranubiii | HexxenartenbHas peakuus YacroTa
KJ1acc
AmitogunuH ATopBacTaTuH
Wndexnun v naBasun | Hazopapuurur - Yacro
Hapymenus co | Jlelikonenus OueHb peniko -
CTOPOHBI KpPOBU U
p P TpomOoruToneHus OueHb peniko Penxo
muMQpaTUIeCKOn
CUCTEMBI
Hapyienus co | 'unepuyBCTBUTEIBHOCTh Ouensb penko Yacrto
CTOPOHBl ~MMMYHHOMH
p y Anadunakcus - Ouensb penko
CUCTEMBI
Hapymenns I'unornukemus - Heuacto
MeTaboau3mMa u ”
IM'uneprivkemus Ouensb penko Yacrto
MUTaHUS
VYBennueHne Macchl Tela Heuacto Heuacto
CHmKeHre Macchl Tena Heuacto -
AHOpekcust - Heuacto
[Tcuxuueckne becconnuma Heuacto Heuacto
HapyIlIeHus
Py N3menenus HactpoeHus | HewacTo -
(BKITFOUAS TPEBOKHOE
BO30YKICHHE)
Kommapsl - Heuacto
Henpeccus Heuacro HewussectHo
CnyTaHHOCTh CO3HAHUS Penko -
CoHnuBOCTB Yacto -
I'onoBokpyxeHune Yacto Heuacto
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T TIEL .'_.;.-'-'_'_”.” TR 01
Hapymenus co | ['onoBHas 60y (8 Ml otV EA TEN By g VUV T
CTOPOHBI HEPBHOH | 0COOEHHOCTH B Hayajie
CUCTEMBI JICYCHMS)
Tpemop Heuacrto -
I'unecresunst, mapecres3us Heuacro Heuacro
O6MOpoK Heuacto -
['unepronyc OueHb peniko -
[Tepudepuyeckas neitponatust | O4eHb peaKo Penko
AMHe3us - Heuacto
Jlucres3us Heuacto Heuacto
DKcTpanupamMuaHbiid cuaapoM | HemsectHo
Hapymenns co | Heuerkoe 3peHne - Heuwacrto
CTOPOHBI opraHa
p p Hapymenus 3penus (Bkirouast | Yacto Penko
3pEeHUs
JTUTLIIOTIHIO )
Hapymenns co | lllym B ymax Heuacto Heuacro
CTOPOHBI opraHa
p p IToreps cityxa - Ouenb penko
cllyxa U JJaOupHuHTa
Hapymenus co | Omyienue cepaneOneHus Yacro -
CTOpPOHBI cepAla
p pan Aputmus (Bxirovast | Heuacto -
OpasuKapauIo, JKeIy104YKOBYIO
TaxUKapauo 1 (GUOPHILISLIHIO
npeacepauii)
CreHokapnus Penxo -
Wudapkt muokapaa Ouenb penko -
Hapymenns co | 'mnepemus Yacto -
CTOPOHBI COCYJIOB
p e ApTrepuanbHasi TUIIOTEH3HS Heuacro -

Backynur

Ouenb peako

bonsb B 1110TKE M rOpTaHn

Yacrto
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.01.2024 N= 160
TMOCTTEOLBATENTBH T i1
Hapyuienus co | HocoBoe kpoBoTeuenhe U I TELVIEA TETIDH g WOUT)
CTOPOHBI
p Ogplmka Yacto
NBIXaTeIbHOMN
Punut Heuacto -
CUCTEMBI, OpraHoB
rpyadoi  kinerku u | Kamrens Heuacro -
cperocTeHuA Wutepcrunmanbias  O0JIE3HB | - HewussectHo
JETKUX, B OCOOEHHOCTH IpH
JOJrOCPOYHOM TEparuu
Kenynouno- ['uneprpoduuecknii THHTUBUT | OYeHBb peaKo -
KHILIEYHbIE
TomHoTa Yacro Yacto
HapyLICHUs
bonp B Bepxueld u HmkHe# | Yacro Heuwacro
4acTu KUBOTA
PBora Heuacto Heuacto
Jlucnencus Yacto Yacto
N3menenuss wyactotel cryna | Hacro -
(BKJTIOUAs TUAPEIO U 3a1op)
CyxocTb BO pTY Heuacro -
Jlncres3us Heuacro -
[uapes, 3amop, METeopu3M - Yacto
I'actpur Odenb penko -
ITankpeatur Odenb penko Heuacro
OTtpbIkKa - Heuacto
Hapyenus co | 'ematur Odenb penko Heuacro
CTOPOHBI TIEYEHU U
p Xonecras - Penxo
KEITYEBBIBOSAIINX
. ITeyuenounas HeIOCTATOYHOCTE | - OueHb penko
nyTen
Kentyxa Ouenb penko -
Hapymenns co | bymesnslii nepMatut, | OdeHb peako Penxo
CTOPOHBI ~ KOXH W | BKJIOYas OJIMMOP(DHYIO
MOJIKOKHBIX TKaHEeH SpUTEMY

21 u3 39




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.01.2024 N2 160
TS TIEL '_.;.-'-'_'_”.”I.I, T5 IF,I_IJ

Orex Kaunke M -Ouént'pesio = B TE VUL
[Tonmumopduas sputema OueHb penko -
Anonenus Heuacto Heuacto
ITypmypa Heuacro -
N3MeHeHue uBeTa Koxu Heuacro -
KoxHblit 3y Heuacto Heuacto
Kosxnas ceinp Heuacro Heuacro
I'unepruapos Heuacro -
DK3aHTeMa Heuacto -
Kpanueauna Heuacro Heuacro
AHTMOHEBPOTUYECKUHN OTEK OueHb penko Penko
OKcoanaTUBHBINA AEpPMATUT Ouensb penko -
CBETOUYBCTBUTEIBHOCTh Ouensb penko -
Cungpom CruBenca — | O4eHb peiko Penko
JI>KOHCOHAa
Toxcuueckuil d3MUAEpMaIbHbIA | - Penxo
HEKPOJIHN3

Hapymenns co | OreyHocth cycTaBoB (Bkitouas | Yacro Yacto

CTOPOHBI MBIIIEYHOMU, | OTEYHOCTh TOJIECHOCTOMHBIX

CKEJIETHOMN U | CyCTaBOB)

COEAMHUTEIIBHOMN

a1 MpIieunbie cynoporwy, | Hacto Yacto

TKaHU
MBIIIIEYHBIE CIa3MBbl
Aptpanrus, wmuanrusg (cMm. | Hewacro Yacto
paznen 4.4)
bosb B cniuue Heuacro Yacto
bousb B miee Heuacto
Bbosib B KOHEUHOCTSIX - Yacro
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.01.2024 N2 160
o TTER .'_.;.-'-'_'_”.” T TE 11
Mereunast HOEpmleHHa';iI LITELUBATENBH Hadge iV I
YTOMJISIEMOCTh
Muosur (cM. paszen 4.4) - Penko
Pa6nomuonus, muomarus (cM. | - Penkxo
paznen 4.4)
TennuHonatusi, B  PEAKHUX | - Penxo
CIIy4dasix pa3pbiB CYXOKUIUS
NmmyHoomnocpenoBanHas - HewuspectHo
HEKPOTU3HUPYIOLIAS] MUOIIATHS (cm
paznen 4.4)
Hapyienus co | Hapymenne moueuncnyckanus, | Hedacro -
CTOPOHBI ~TNIOYEK W | HUKTYpHS, y4alieHHOe
MOYEBBIBOISIIINX MOYEHUCITYCKaHUE
nyrei
Hapymenuns co | Ummorennusa Heuacto Heuacto
CTOPOHBI
P I'muekomacrtus Heuacro Ouensb penko
PENpPOAYKTUBHOU
CHCTEMBI 1 MOJOYHBIX
JKenes
O6mme Hapymenus u | Otex Ouenb yacTo Heuacto
€aKIIMM B  MeECTe "
peart [Tepugepuyeckuii orex - Heuacro
BBEJACHUS
IToBbIlIeHHAs yTOMIISIEMOCTD Yacro Heuacto
Acrenus Yacto Heuacto
bonb B rpyaHoOM KileTKe Heuacro Heuacro
bons Heuacto -
Henomoranmne Heuacto Heuacto
IIupexcus - Heuacro
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
oT 1'].:3_ 2024 Nz 1_'32 _
JIaGoparopHble u | [loBblmenue yposaeit [MOudnsperro = E Yacg WUH T

UHCTPYMEHTAJIbHBIE [IEYEHOYHbBIX (bepMeHTOB,
JlaHHBIE aJlaHMHaAMHUHOTpaHcdepassl U
acrnapTaraMHUHOTpaHC(epasbl
(mpeuMyIECTBEHHO

CBUJIETEIBLCTBYET O X0JIECTA3E)

[ToBbllICHHBIH YPOBEHB | - Yacto
KpeaTUHKUHA3bl B KPOBU (CM.

paznen 4.4)

IIpucyrcrBue JEMKOUUTOB B | - Heuacro

MOYC

* IIpyu MpUMEHEHUU HEKOTOPBIX CTATHHOB COOOIIANIOCh O CIydasx caXxapHOro guadera: yactoTa OyAeT 3aBUCETh OT
NPUCYTCTBUSL WJIM OTCYTCTBHS (aKTOpOB pHCKa (YpOBCHb TJIOKO3bI B KPOBH HATONIak => 5,6 MMOJIB/I,

UMT > 30 kr/m%, NOBBILIEHHBIH YPOBEHL TPUIIIMIIEPUIOB, apTEPHATbHAS THIIEPTEH3US B AHAMHESE).

COO6H.I€HI/IC O IMOA03PEBACMBIX HCKCIATCIbHBIX PCAKIIUAX

BaxxHOo cooOmare O M0J03pEeBAEMbIX HEKENATENbHBIX PEAKIUSX IOCNIE  PErHCTPALUN
JIEKapCTBEHHOTO TIperapaTta ¢ HeNbl0 00ECHeYeHUs] HEeMPEphIBHOTO MOHHTOPHHIA COOTHOIICHUS
«I10JIb3a-PUCKY JIEKAPCTBEHHOT O Ipenapara. MeMIMHCKUM pabOTHUKAM PEKOMEH TyeTcsl COOOIIaTh
0 JMOOBIX T0/I03PEBAEMBbIX HEXKeNaTeNbHbIX peaKIMsAX JIEKapCTBEHHOIO IMpernapara 4epes
HaIlMOHAJIbHBIE CUCTEMBI COOOLIEHHSI O HEXKeNaTeNbHbIX pPEaKUUsAX TOCYJapCTB — YIECHOB

EBpa3suiickoro 5KOHOMUYECKOTO COHO3a.

Poccuiickas ®@egepanus

®denepanpHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs
Anpec: 109012, Mocksa, CnaBsHCKast TUI0Ma b, 1.4, crp.1
Tenedon: +7 (800) 550 99 03

OnektpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B MH(GOPMaAIMOHHO-TEIEKOMMYHUKAI[HOHHOM ceTn «HTEpHET»:!

https://roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka
CaezeHmii 0 Tepeo3upoBKe mpenapata HeT. Kak amIIomunuH, Tak U aropBacTaTHH aKTHBHO

CBSI3BIBAIOTCS € O€IKaMM IIa3MBbl KpOBH, IMO3TOMY CYHIECTBECHHOC YBCIMYCHUEC KIIMPCHCA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 10.01.2024 N= 160

KOMOMHUPOBAHHOTO TIPENapaTa Py reMoIuaInBe Manoﬁ%:;;r;[%;': BATENBHOCTE 0001)

CHMITOMBI

Cumnmomsvi nepedo3uposKy ami0OUnUHA:

- ype3MepHas nepudepudecKas Ba3ouiaTaius, MPUBOIAAIIas K peIeKTOPHON TaXUKaPAHH;

- BBIPAKEHHOE M CTOMKOE CHUKEHUE apTEePHAIIBHOTO JAABJICHUS, B TOM YHCIIC C PA3BUTHEM IIIOKa
U JICTAJILHOI'O UCXO0/Ia.

Cumnmomuwi nepedos*upoezm amopeacmamuHa.: HC OIMCAHBI.

Jleuenue

Jleuenue nepedo3upoexu amioOununa:

- MpUeM aKTUBHPOBAHHOTO YTJIS Cpa3y WM B TEUCHHE 2 U TOCIE TprueMa aMIoAuIiHA B 103¢ 10
MT MPUBOJUT K 3HAYMTEIBHOM 3aIep)KKEe BCAChIBAHUS Mperapara. B HEKOTOPBIX ClTydasiX MOXKET
ObITh 3 (EKTUBHBIM MPOMBIBAHUE KENY KA.

- BEIpaKeHHOE CHWXeHHE AJl, BRI3BaHHAS MEPEI03UPOBKON aMIIOIUITHHA, TPeOyeT POBEICHIMS
AKTUBHBIX MEPONPHUATHN, HAINPABJICHHBIX HA TOJACpX)aHWEe (YHKIUU CEPICIHO-COCYTUCTON
CHCTEMBI, BKJIFOUasi KOHTPOJIb [TOKa3aTelei paboThI ceplilia U JIETKUX, BO3BBIIICHHOTO TIOJI0XKCHUS
KOHEYHOCTEH, KOHTPOJIb 00beMa IUPKYITHPYIOLICH KPOBH U JIUype3a.

- 11 BOCCTAHOBJICHHSI apTEPHAIHLHOTO JIABICHUS W TOHYCA COCYJOB MOXET OBITh TOJE3HBIM
MPUMEHEHHE COCYI0CYKUBAIOIIETO TIperapara, eCJii HeT IPOTHUBOIOKA3aHHUA K €r0 Ha3HAUCHUIO.
- ISl YCTpaHEHUs TOCIEICTBUN OJIOKaJbl KalbLIMEBHIX KAaHAOB - BHYTPUBEHHOE BBEICHUE
KaJbIUs TTIOKOHATA.

Crienuduueckux CpeiaCTB UL JeueHuss nepedosuposku amopeacmamuna HeT. B ciydae
MIEPEI03UPOBKH CIICTYET MPOBOIUTH CHMIITOMATHYECKOE U MOJIJICPKUBAIOIIEE JICYCHUE 110 Mepe

HEOOXOOMMOCTH.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmakoaMHAMHYeCKHe CBOIiCTBA
®apMakoTepaneBTUYECKasl TpyNna: TUIOJUINHUIEMUYECKHE CPEACTBA; THUIOJIUIUIEMUYECKHE

CpcacTea, KOM6I/IHaI_II/II/I; TUIOJIMITUACMHUYCCKUC CPCACTBA B KOM6I/IHaI_II/II/I C Apyrumu CpcacTBaMu.

Kox ATX: C10BXO03

KagysT — 3T0 KOMOMHHMpOBaHHBIM TNpemnapar, NpelHa3HAYEHHBIH Ul JICYEHUS COYETaHHBIX
CepACYHO-COCYTUCThIX  3a0ojeBaHuUi  (apTepUalbHOM  THMNEPTEH3UU/CTEHOKApIUU U

JTUCTUTTUICMUHN ).
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 10.01.2024 N= 160
(NOCNEOOBATENEHOCTE 0001)

MexaHu3M IeHCTBUS

AmiogunuH  — 93T0 mpousBoAHoe auruaponupuanHa, BMKK, a aropBacratun —
THIIOJIMNTHIEMUuYecKoe cpeacTBo, nuHruoutop ['MI'-KoA-penykTassl. AMIOAUIMH/aTOPBACTATHH
UMeeT JBa MeXaHW3Ma JCHCTBHs: aMJIOJUNNH MHTUOMpPYET TOK KajbIUs 4yepe3 MeMOpaHbl B
[JIaIKOMBILIEYHbIE KJIETKM M KapJAMOMHMOLUTBHI, a aTOPBACTATUH CEJIEKTUBHO U KOHKYPEHTHO
unruoupyer I'MI'-KoA penykrazy, koropas karanusupyer unpespauienue ['MI-KoA B
MEBAJIOHOBYIO KUCJIOTY (IIPEIIECTBEHHUK CTEPOMJIOB, BKJIOYasl xosectepuH). Ilo BausHuIO Ha
CAJl, nmacromuueckoe aptepuanbHoe aamieHue (JJAJ]) w1 KOHIEHTpaIuioo JUIONPOTEHHOB
Huskoi minotHoctu (JIITHIT) mpemapar KamysT cymecTBeHHO HE OTJIMYAETCS OT MOHOTEpaIuu

AMJIOJUITMHOM U aTOpBAaCTAaTUHOM.

q)aDMaKOZ[I/IHaMI/I‘-IeCKI/Ie Bd)d)eKTBI

DapmakoOUHAMUKA AMAOOUNUHA

AMtouIuH OJOKHPYET MOCTYIUICHHE MOHOB KalbIMsS 4epe3 MEMOpPaHbI B TJIaJJKOMBIIICYHbIC
KJIETKA MUOKapJia U COCyloB. MeXaHNU3M THIOTCH3UBHOTO JICHCTBUS aMJIOJAMITHHA OOYCIIOBJICH
MPSIMBIM PACCITA0SIFONIMM BIUSHUEM Ha IJ1aJIKKE MBIIIIBI COCYI0B. TOYHBIN MEXaHU3M JICHCTBUS
aMJIOJIMTINHA TIPH CTCHOKApIUU OKOHYATEILHO HE YCTAHOBJICH, OJHAKO W3BECTHO JIBAa IIYTH
YMEHBIICHUS UIIEMHUH MUOKap/a Mol ICHCTBHEM aMJIOTUTTIHA:

1. aAMJIOIMITHH PACIIUPSET NMepruepruIecKue apTePHOIBl H TAKUM 00pa3oM CHIDKAET o0iee
nepudepruaeckoe COMpOTHBIICHUE (TIOCTHATPY3Ky). YacToTa CepJeUHbIX COKPAIEHUH MPU 3TOM
HE U3MEHSETCS, YTO, CIIeA0BATEIHHO, MPUBOANT K YMEHBIIIEHUIO HATPY3KH HA CEp/ille, CHIXKEHUTO
noTpebIeHUs] PHEPTUH U IOTPEOHOCTH B KHCIOPOJIE;

2. MEXaHHW3M JIeHCTBHS aMJIOJUIMHA, BEPOSTHO, TAK)KE BKIIOYAECT B CeOSl pacIIUpeHue
TJIABHBIX KOPOHAPHBIX apTepUil M KOPOHAPHBIX apTephoSl KaKk B HEU3MEHEHHBIX, TaK U B
UIIEMH3UPOBAHHBIX 30HAX MHUOKapja. VX aunmatanusi yBeIWYHBACT MOCTYIUICHUE KHCIOPOaa B
MHUOKap]l y TMAIleHTOB C Ba30CMAacTHYeCKOW cTeHokapauei (creHokapaus llpuHiiMerana umu
BapHaHTHAsg CTCHOKApAMs) W TMpeAOoTBpalllaeT pa3BUTHE KOPOHAPHON Ba30KOHCTPHUKIIUH,
BBI3BAHHOUW KYPEHUEM.

VY manueHToB ¢ apTepuallbHOM THIIEPTEH3UEH pa3oBasi CyTOYHAs J103a aMJIOIUITHA 00ecTieunBaeT
KIIMHUYECKH 3HaYUMoe cHIbkeHne A/l Ha mpoTsokeHUH 24 9acoB Kak B TIOJOKEHUU «IEkKay, TaK U
«cros». [Ipu uszmonorndeckoM ypoBHe pH amiiogunuH npeacTaBieH B BUIE HOHU3UPOBAHHOTO
COCJIMHEHUS, KOTOPOE XapaKTePU3YeTCs IOCTEIICHHBIM B3aUMOJICHCTBHEM C pEIENTOpaMu
KaJIBI[UEBBIX KAHAJIOB, B CBS3H C YeM OTMEYaeTCs IMOCTeIIeHHOE HacTyIuieHue 3 dekra. biaromaps
MeJIEHHOMY Haudany JeHCTBHS aMJIOUIIMH HE BBI3BIBAET OCTPYIO apTePUATHHYIO THIIOTEH3HUIO.

VY manueHToB co CTeHOKapHHeﬁ MNPUMCHCHUC aMJIOJUITNHA 1 pa3 B CYTKHU YBCIHNYHUBACT BPCMsI
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
ot 10012024 N=160
BBIITOJHEHNS. (U3MYECKOH HATPY3KH, MPEOTBpamiaet %&Bﬁ% . %ﬁIIc,Er%a{-l "e'&'e-ﬁaléﬁp'ﬁ}/lh u

nenpeccun cermeHra ST (Ha 1 MM), CHMXKAE€T 4YacTOTy IPUCTYIOB CTEHOKAapJIuH, MO3BOJIET
COKpATHTb KOJIMYECTBO MOTPeOIeHUs Ta0IETOK HUTPOTIUIICPHHA.

AMIIOUIINH HE OKa3bIBAaeT HEOJAronpUATHOIO BIMSHHUS Ha OOMEH BEIIECTB M JMIUABI IJIa3Mbl
KPOBHU M MOXET NMPUMEHATHCS y NAlMEHTOB C OPOHXHMAIBHOM acTMOM, caXapHbIM AMAa0ETOM U
MOJArpOu.

bbu10 0TMEUEHO, YTO aMJIOJUIUH MPEAYNPEKIAET MPOrPECCUPYIOIIEE YTOJIIEHNE HHTUMBI-
MEIWM COHHBIX ApTEpHH. Y MALMEHTOB, NOJY4YaKOIUX aMJIOAMIIMH, OTMEYAETCS 3HAUYUTENBHOE
CHIDKEHHE CYMMAapHOM CMEpPTHOCTH OT CEepAEeYHO-COCYAUCTBIX coObITuil, VM, wuHCynbTa,
MPOTPECCUPOBAaHUsI XPOHHUYECKON cepaeuHoii HemoctatouHoctd (XCH), HecraOuibHOU
cTeHOKapAuu. Takke CHMXKAETCS YacToTa IIPOBEICHHSI YPECKOKHOW TPAHCIIOMHHAIBHON
kopoHapHoi aHruomnactuku (YTKA) u aopro-kopoHapHoro imyHTupoBaHus. CHuKaercs

qaCToTa FOCHI/ITaHI/ISaHI/Iﬁ 110 MOBOAY HECTAOMIILHOU CTCHOKapInHu.

DapmaroOunamuxa amopeacmamuna

ATOpBacTaTUH CHUYKAET KOHLIEHTPALIHUIO XOJIECTEpUHA U JIUIIONPOTENHOB B IJIa3ME KPOBU 3a CUET
yraerenuss 'MI'-KoA-penykrasel U CHHTE3a XOJIECTEPHHA B IICUYEHUM M YBEIWYECHHs 4YHCIIA
«reueHouHbIX» penentopos JIITHII Ha moBepXHOCTH KIETOK, YTO IPUBOAMT K YCUJICHHIO 3aXBaTa
u xkatabonusma JIITHIIL

ATOpBacTaTUH M HEKOTOPHIE €ro MeTaOOJIUTHI SIBISIIOTCS (apMAKOJIOTUYECKH AKTUBHBIMH Y
yesioBeka. IlepBuYHBIM MECTOM AEHCTBUSA aTOPBACTATUHA CIIYKUT II€YEHb, I/1€ OCYILECTBIIAIOTCS
cuntes xonectepuHa U kiaupeHc JIITHIL. Crenens camxenns konuentpanuu JIITHIT koppenupyer
C 103011 pernapara B O0JIbIIEH CTENEHH, YEM C €r0 CUCTEMHOM KoHIeHTpauueil. Jlo3y noaOupatot
C YYETOM OTBETa Ha JieueHue (cM. pasaen 4.2).

Y nanMeHToB C TOMO3WIOTHOW M TIETEPO3UIOTHOM CEMEHHOM T'MIEPXOJIECTEPUHEMHEN,
HeceMeHHbIMU  (opMaMM  TUIEPXOJECTEPUHEMUH W CMEIIAHHOM  JAMCIMNHUAEMHEH U
rUIepxoJiecTepuHeMueil (BKIItoYast MalMeHToB C caXxapHbIM JAMabeToM 2 THIa) aTOpBAaCTaTHUH B
no3ax 10-80 Mr cHmwkaer KoHueHTpauuu oOumiero xonecrepuHa (Xc), Xc-JIIIHIT u
anonunonporenHa B (ano-B), a Takxke nunonpoTenHOB 04eHb HU3KOM mimoTHOoCcTH (Xc-JITIOHIT)
u tpurimiepuoB (TT') u BeI3bIBaeT BapuadeabHOE MOBBIIEHNE KOHIIEHTPAIMH JIMIIONPOTEMHOB
BbICOKOH TuioTHOCTH (Xc-JITIBIT).

AropBactatu cHmwkaet oopazoanue JIITHIT u uncno wactury JITTHIL. OH BeI3bIBacT BEIpaXKEHHOE
u croiikoe mnosbimienne akxtuBHocTH JIITHII peuentopoB B coyeranuu c OiaronpusTHHIMU
n3MeHeHussMu kadectsa JIITHII wactun. ATtopBactatnH cHkaeT koHueHTpauuto Xc-JITTHII y

MMallMEHTOB C TOMO3UI'OTHOM ceMeHHOI FHHerOHCCTCpHHCMHeﬁ, KOTOpasa O0OBIUHO HE noagacTcCsa
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 10.01.2024 N= 160
(NOCNEOOBATENEHOCTE 0001)

TEpaAIIy TUIOJIUITUACMUYCCKUMU CPEACTBAMMU.

Y nanuMeHToB ¢ HW30JMPOBAHHOW  TMIEPTPUINIMLICPUIEMUEH  aTOPBACTATHH  CHMIKACT
KoHIleHTpanuu obmiero xonecrepuna, Xc-JIITHIL, Xc-JIOHII, amo-B, TT' u Xc-JIITueBII u
noBblaeT kKoHueHTpamuto Xc-JIIBII.

Y namueHToB ¢ JIUCOETaIUIONpPOTEMHEMHUEH aTOpPBAaCTaTUH CHIDKACT KOHIICHTPAIUIO
XOJIECTEPUHA JINIIOIPOTEUHOB IPOMEKYTOUHOM IJIOTHOCTH.

VY nauuenToB ¢ runepaunonporenHemueii lla u 1Ib Tunos no @peapukceny, 0000MEHHBIX U3 24
KOHTPOJUPYEMBIX HCCIEIOBaHUM, MeauaHa MnoBbimieHUss KoHueHTparuu JIIIBII npu neyenun
atopBactatuHoM (10—80 mr) cocraBmusiet 5,1-8,7 %. M3MeHeHus 3Toro nokaszaTelis HE 3aBUCSAT OT
no3bl. IIpy aHanus3e 3THUX MAaLMEHTOB BBIABWIIM TAKXKE J0303aBUCUMOE CHU)XEHHME OTHOLICHUI
obmmii  xomecrepun/Xc-JITNIBIT wu  Xc-JINTHIT/Xc-JITIBIT wa 2944 % wu 37-55 %,
COOTBETCTBEHHO.

Jleuenune atopBacTaTUHOM MPUBOAUT K BBIPAXKEHHOMY CHUKEHHUIO PUCKA UILIEMHYECKUX UCXO0B
U cMepTHOCTH Ha 16 %. Puck moBTOpHON rocnuTagu3aliyd IO IOBOJAY CTEHOKApAUH U
MOJATBEPKJIEHHOM MIIIEMUH MHUOKapJa CHUXaeTcs Ha 26 %. BnusHue aropBacraTMHa Ha pUCK
HIIEMUYECKUX HMCXOJO0B M CMEPTHOCTH HE 3aBUCUT OT UCXOAHOW koHuUeHTpauuu Xc-JIITHIT u
comoctaBuMo y manueHTtoB ¢ UM 06e3 3y0na Q u HecTaOMIbHOW CTEHOKapIued, MY>KYUH U
JKEHILMH, [TallMEHTOB B BO3PACTe MOJIOXKE U cTapiie 65 jieT. ATOpBACTaTUH CYLIECTBEHHO CHUKAET

pa3BUTHE CIETYIOIUX OCI0KHEHUN:

CHuxeHue pucka

KopoHnapHble 0cl10XKHEHUS 36 %

(MBC co cMepTenbHBIM HCXOA0M U HedaTanbHbli TIM)

OOmme  cepAeYHO-COCYOHUCTBIE  OClHOXHEeHWuss u  mpouenypsl | 20 %

peBacKyIsipu3aluu
OO01re KOpoHapHBIE OCTOXKHEHHS 29 %
WnucyneT (patanbHblil U HEQaTaTbHBIH) 26 %

CyIeCTBEHHOTO CHWXKEHHS OOILIEH M CepiedHO-COCYAMCTON CMEPTHOCTU HE OTMEYAETCs, XOTS
HaOJII01aeTCsl TTOJIOKUTENbHAs TEHACHIUS.

VY manueHToB ¢ caxapHbIM AuabeToM 2 THIla, a TAaKkKe XOTSA Obl OHUM M3 CIEAYIOMUX (aKTOpPOB
pUCKA aTOpPBAaCTaTUH BIUSAJ Ha Pa3BUTHE CEPAECYHO-COCYIAUCTBIX OCJIOXKHEHUW CIEAYIOINM

obpazom:

OTHOCHUTENBHOE

CHIKEHHUE PUCKA
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OCHOBHBIC  CEpIEYHO-COCYIUCThIC  OCioxkHeHus ' [daramshsit | 37 9%~ = VT

HedaranbHblil ocTpeiii UM, ckpeiteiii UM, cMepTh B pe3yibTare
oboctpenuss MBC, HectaOunbHas CTEHOKapAus, IIyYHTHPOBAaHUE

KopoHapHo# aprepun, YTKA, peBackymnsipusanus, UHCYJbT|

WM (datanbblit 1 HedaTanbHbIH ocTpelii UM, ckpbIThiil IM) 42 %

WNucynbt (patanbHblii 1 HedaTaIbHbIH) 48 %

VY mamueHToB ¢ aTepoCKIepo3oM Ha (oHE mMpHeMa aTopBacTaTHHA OTMEYaeTCs yMEHbBIICHHE
obmero oObema arepombl, Xc-JIITHII, o6mero xomectepuHa, TpPUTIUIEPUIOB, aro-B,

C-peakTuBHOTO O€JKa, a Takke oTMevaeTcs yBenmuenue Xc-JITTBII.

5.2. @apMakoOKMHeTHYECKHeE CBOIICTBA

[Tocne mnpuema BHYTph KOMOMHHpOBaHHOro mnpenapara KaaysT 3apeructpupoBaHbl [Ba
oTueTIUBbIX NMUKAa Cmax B M1a3Me kpoBU. KoHIleHTpanys aTopBacTaTMHA AOCTUTajga MakKCUMyMa
yepes 1-2 4, a amnoaununa — yepes 6—12 4. CKOpocTh U CTENEHb BcachbiBaHUS (0MOI0OCTYITHOCTD)
aMJIOJMIMHA U aTopBacTaTUHA MPH MPUMEHEHUH npenapara KagysT He oTiinyanach OT TAaKOBOU
P OJHOBPEMEHHOM TpueMe Ta0JIETOK aMJIOJUNHHA W aTopBacTaTHHA: Cmax aMIOJUNHMHA =
101%; AUC amnogunmaa = 100 %; Cmax atopBactatuaa = 94 %; AUC aropBacratuna = 105 %.
XO0Td OJHOBPEMEHHBI MPUEM MUILM BBI3bIBAJ CHUKEHHE CKOPOCTH M CTENEHU BCACHIBAHUS
aTopBacTaTHHA IpU IpuMeHeHuu npenapara Kangyst npumepno Ha 32 % u 11 %, cOOTBETCTBEHHO
(Cmax = 68 % 1 AUC = 89 %), oqHaKO CXO/IHbIE H3MEHEHHUSI OMOOCTYITHOCTH OBLITH BBISBICHBI
IpU NMPUMEHEHUH OJHOI0 aropBacTaTuhHa. lIpu 3TOM mpueMm NUIM HE OKa3bIBal BIMSHHUSA Ha

cTerneHb CHKeHus KoHueHrpauuu JIITHII.

AOcopOuus

Amnoounun

AMIIOIUIIMH XOPOIIO BCACBIBAETCS IMOCIE NMPHEMa BHYTPb B TE€PANEBTHUECKUX J03aX, JOCTUTAs
Cmax B KpoBU uepe3 6—12 u mocne npuema. AOCOIIOTHAas OMOAOCTYMHOCTh MO pacyeram
cocraBisier 64—80 %. WccnemoBanust in VIitro mokasanu, 4TO HUPKYJIUPYIOUIMHA aMIIOJAUTHH
npuMmepHo Ha 97,5 % cBsa3bIBaeTcs ¢ OenkaMu Ija3Mbl KpoBH. llpueM nuinu He BiIusSeT Ha
BCachIBaHHE aMJIOJIMIIUHA. BHOJOCTYTHOCTh aMIIOAMIIMHA HE U3MEHSJIAch MOCie MpUeMa MHIIH:
Cmax =105 % u AUC = 101 % no cpaBHEHUIO C MOKa3aTeIIMH HATOIIAK.

Amopeacmamun

AToOpBacTaTHH OBICTPO BCACKIBACTCS MOCJIE TpUeMa BHYTPb, KOHIICHTPAIUS €T0 B TIa3Me KPOBH

JIocTuraer Makcumyma depe3 1-2 4. CTemeHb BCachlBaHMSI W KOHIIGHTpAIMS aTOpBAacTaTHHA B
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IIa3Me KPOBHM IIOBBIMIAIOTCS  HPOINOPLHOHATEHO o1 g&%b@i‘i‘bﬁ%gk'HGﬁoﬁédﬁHﬂlbcm

aTopBacTaTHMHa COCTaBisieT okoio 14 %, a cucreMHas OHOJOCTYIMHOCTh HMHTHOMpYOIIEH
aktuBHocTH B oTHomieHMM ['MI-KoA-penykrazel — okono 30 %. Hwuskas cucremHas
OMOIOCTYITHOCTh OOYCJIOBJICHa TPECUCTEMHBIM META00JU3MOM (BCAChIBAHHEM) B CIU3HCTOU
000JIOUKE  KENyJOYHO-KUIICYHOTO TpaKTa W/HIM  METa0OJM3MOM IPH  «IICPBUYHOM
POXOXKJICHUN» Yepe3 nedeHb. [1uima HeCKoIbKO CHIDKAET CKOPOCTh U CTENeHb BCAChIBaHUA (HA
25 % 1n 9 %, COOTBETCTBEHHO, O YeM CBUJETEILCTBYIOT pe3ynbTaThl onpeaesieHust Cmax 1 AUC),
onHako cHmkeHue koHneHtpamuu JIITHIT cxomHO ¢ TakoBBIM INpH TpUEME aTOpBacTaTHHA
Haromak. HecMoTpst Ha TO, 4TO TOCJE IpUeMa aTOpPBACcTATHHA BEYEPOM €ro KOHIIEHTpAIHs B
mazme kpoBu HIKE (Cmax 1 AUC npumepno Ha 30 %), yem mociie npueMa yTpoM, CHUXKEHUE

koHueHTpauuu JIITHII He 3aBUCUT OT BpEMEHHU CYTOK, B KOTOPOE MPUHUMAIOT IIpernapar.

Pacupenenenue

Amnoounun

O0beM pacnipesiesieHus: paBeH npumepHo 21 .

Amopsacmamun

Cpennuii 06beM pacrpezeneHusi aTopBacTaTHHa cocTaBisieT okono 381 5. CBs3p ¢ Oenkamu
1a3Mbel KpoBU He MeHee 98 %. OTHoIIEHWE COACpKaHUS B IPUTPOLUTAX/TUIA3ME KPOBHU

cocrapisieT okoio 0,25, T.e. aTOpBaCTaTHH IJIOXO MPOHUKAET B SPUTPOLIUTHI.

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHHAaIA

Amnoounun

[Tepuon nonyseiBenenus (T12) amiaoaunuHa 13 Ma3Mbl KPOBH COCTaBIseT 0KoJIo 35—-50 4, yTo
MO3BOJISIET Ha3HAYaTh MpenapaT OANH pa3 B CyTKH. PaBHOBECHAst KOHIEHTpAIMs B IJIa3Me KPOBU
JIOCTUraeTcs yepe3 7—8 JHeH MOCTOSHHOrO Mmpuema npenapaTta. MeTtabonu3upyercs: B IEUeHH ¢
o0pa3oBaHNEM HEaKTUBHBIX MeTa0oauTOB; 10 % Hensmenennoro npenapara u 60 % metTadbonuTOB
BBIBOJISITCS] TOUKAMHU.

Amopeacmamun

ATOpBacTaTUH B 3HAYMTEIBbHON CTENEHH MeTaboIM3UpyeTcss ¢ o0pa3oBaHHUEM OPTO- U Mapa-
THPOKCHIMPOBAHHBIX MPOU3BOIHBIX M PA3IMYHBIX POIYKTOB OeTa-oKucIeHus. In vitro opto- u
napa-rTuIpOKCHIMPOBaHHBIE META0OJUTHI OKa3bIBalOT MHTHOUpYyroriee neiicteue Ha [ MI'-KoA-
peayKTa3y, COIOCTaBUMOE C TaKOBBIM atopBactatuHa. [IpumepHo 70 % CHM>KEHHUSI aKTUBHOCTHU
['MI'-KoA-penyKkTa3bl IPOUCXOIUT 32 CYET JCHCTBUS aKTUBHBIX IUPKYIUPYIOLNUX META0OTUTOB.
PesynbTarhl nccieaoBanuii in Vitr0 1ar0T OCHOBAHUS MPEANOI0XKHTh, 4TO IUTOXpoM P450 3A4

IICYEHN WIpaeT BaXXKHYI poOJIb B MeTadoau3Me aropBacTaThHa. B monw3y 3Toro ¢akra
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CBUJICTENLCTBYET IMOBBIIIEHNE KOHLEHTPALUN aTopBac‘ila_llI';'fI;z;I %%'éﬁ%‘n}gz%ﬂﬁ (atqoBekd :'an/I

OJTHOBPEMEHHOM IPHEME SPUTPOMULINHA, KOTOPBIH SIBJISIETCSI HHTHOUTOPOM 3TOT0 N30(epMEHTA.
HccnenoBanus in Vitro Takke mokasaid, YTO aTOPBACTATUH SBISETCS CJIAOBIM WHTHOUTOPOM
nuroxpoma P450 3A4. He oTMeUe€HO KIMHUYECKM 3HAYMMOTO BIIMSHUS aTOpBAacTaTHHA Ha
KOHIIEHTPAIUIO B IUIa3Me KpoBU TepdeHaarHa, KOTOPbIA MeTaboIU3UpyeTCsl IJIaBHBIM 00pa3oM
nutoxpoMoM P450 3A4, no3ToMy ManoBEpPOSITHO, YTO aTOPBACTATHH OKAa3bIBAET CYIIECTBEHHOE
BJIMSIHAE Ha (DapMAKOKUHETHKY JAPYTHX cyocTparoB nmurtoxpoma P450 3A4 (cm. pasaen 4.5).
ATopBacTaTUH W €ro MeTaOOJIUTHI BBIBOJSATCS TJIABHBIM 00pa3oM C JKEIYbI0 B pe3yibTare
MEYCHOYHOIO0 W/WJIM BHENEYEHOYHOro MeTaboju3Ma, aTopBacTaTMH HE MOJBepraercs
BBIPQKECHHON KUIIEUYHO-TIEYEHOUYHON peuupKyisauuu. Tz aropBacTaTiHa cOCTaBIIseT OKoJo 14 4,
npu 3toM Ti12 wHrHOMpYROmeEH aktuBHOCTH B oTHOIIeHWH ['MI-KoA-pemykrassl Omaromaps
HAJIMYUIO aKTUBHBIX MeTa0onuToB coctapisieT okono 20-30 u. [locne mpuema BHYTph MOYKaMU
BEIBOIUTCS MeHee 2 % O35l

ATopBacTaTuH SBISIETCS CyOCTpaTOM IS TPAHCTIOPTEPOB (EPMEHTOB TMEYEHH, TPAHCTIOPTEPOM
OATPIB1 u OATPIB3. Merabonutamu aropBactaTuHa sBisioTcs cyoctpatei OATPI1BI.
ATopBacTaTHH TakKe UACHTHPHUIMPYETCA Kak cyOcTpaT TpaHcnoprepoB ortoka MJIV1 u 6enka
PE3UCTEHTHOCTH paKka MOJIOYHOM Kelle3bl, KOTOPbIe MOTYT OTpPaHUYMBATh KUILIEYHYIO a0COpOIHIO

1 OMJIMapHBIi KIIMPEHC aTOpBacTaTHHA.

Oco0bIe I'pynnbl DaMCHTOB

Toueunas neoocmamounocms

KOHHGHTpaHI/II/I aMJIOJIMIIMHa B IJIa3ME€ KpPOBHM HE 3aBUCAT OT CTCICHHU MOYCYHOM
HEAOCTAaTOYHOCTH; OH HEC BBEIBOJUTCA ITPH JUATTU3C.

3aboiieBaHys TOYEK HE BIHSIOT Ha KOHICHTPAIIUIO aTOPBACTATHHA B I1JIa3ME KpPOBH, B CBA3U C
9TUM KOPpPCKIOHUU O03bI Yy MAalUCHTOB C HAPYHICHUCM (I)YHKI_II/II/I IIOYCK HE Tpe6yeTc;1

(cM. paznen 4.2).

lleuenounas nedocmamoyrnocmo
KonnenTpanus atopBactTaTiHa B IJ1a3Me KPOBU 3HAUUTENbHO MOBBIMAETCS (Cmax IpUMEpHO B 16
pa3, a AUC npumepno B 11 pa3) y manueHTOB ¢ aIKOTOJIBHBIM LIUPPO30M MeueHu (kiacc B mo

knaccupukanuu Yaiina-I1si0) (cm. paznmen 4.3).

ﬂuua NO2HCUTIOC0 803pacma
BpCMH, HCO6XO,Z[I/IMOC JJISL JOCTHKEHHUSI MaKCHUMAaIbHOM KOHICHTpallUK aMJIOAUIIMHA B IJIa3MC

KpOBH, MPAKTUYCCKHU HC 3aBUCUT OT BO3pacTa. VY mamyueHTOB IIOXKHJIOIO BO3pacTa OTMCYCHA
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nonysbiBeneHus (T12). YV mammenToB, pasiauuHbiX Bo3pacTHbiX rpynn ¢ XCH nabmromanock
yBenmuuenue AUC u nepuoga Tie. IlepeHOCHMOCTh aMiioguIIMHA B OJHMX M TEX K€ J03aX Y
MOKUJIBIX U MOJIOZBIX MMAllMEHTOB OAMHAKOBO XOPOIIas.

Konnenrpanuu atopBactaTiHa B 1jia3Me KpOBH y MAIMEHTOB B BO3pacTe 65 JIeT U cTaplie BhIlIe
(Cmax mpumepro Ha 40 %, AUC npumepro Ha 30 %), 94eM y B3pOCIBIX MAI[KEHTOB MOJOIOIO
BO3PAcTa; Pa3lU4Mid MpH OLEHKE B 0e30macHOCTH, 3(P(EKTUBHOCTH WIM JOCTH)KEHUH Iesei
TUIOJUINIEMUYECKON Teparnuu y MOKUIIBIX MAIllIeHTOB B CPAaBHEHUU C OOIIEH MOMYJIsIIHei He

BBISABJICHO.

eTH
Hccneoosanus amnooununa
B oaHOM KIIMHMYECKOM HCCIEAOBaHUM C JUIMTENIbHBIM NPUMEHEHUEM Ipenapara 73 mainueHTa
JIeTckoro Bo3pacta (ot 12 mecsieB a0 17 €T BKIIOYUTENBHO) C apTepUaIbHOW TUNEpTeH3UEH
MoJTydali amJIONUIIMH B cpemHeM B go3e 0,17 mr/kr B cyrku. KnmpeHc ammogununa y
UCIBITYEMBIX MAJIBYUKOB U JIEBOYCK C MEIMaHON Macchl Tena 45 kr cocraBui 23,7 u 17,6 n/4
COOTBETCTBEHHO. JTH IOKa3aTeld HaxXOJsATCS B Juamna3oHe, OJU3KOM K OMyOJIMKOBAaHHOMY
pacueTHOMY 3HA4YE€HHIO, paBHOMY 24,8 1/u nis B3pocioro yeinoBeka ¢ maccodl tema 70 Kr.
Cpenuuii pacueTHbIi 00BEM paclpeesieHus s MalMeHTOB ¢ Maccoil Tena 45 Kr coCTaBIIsLI
11301 (25,11 n/kr). Tlpenapar moOMIEp)KUBal CHIDKEHHUE AapTEPHATLHOTO JIaBIICHUS Ha
MPOTSKEHUH BCEro 24-4acoBOro MHTEpBajia JO3UPOBAHUS, IIPH ITOM KoJieOaHHUsS KOHIIEHTPALUU
npenapara OT MAaKCUMAaJbHOM /10 MUHUMAJIbHOM HE3HAUMTENIbHO BJIMSJIM HAa TUINOTEH3WBHBIN
s dext npenapata. [Ipu cpaBHeHUU ¢ paHee HaOMOAaBIIEHCS (PaPMAKOKMHETHKON Yy B3POCIBIX,
MOJIyYE€HHBIE B 3TOM HCCIIEIOBAaHUM PE3Y/IbTAThl YKa3bIBAIOT HA TO, YTO JI03MPOBAHUE NIpernapara
C YaCTOTOM OJIMH pa3 B CYTKHU SBJISICTCS] IPUEMIIEMBIM.
Hccnedosanus amopseacmamuna
B oTkpbiTOM 8-HenenbHOM HCClienoBaHuU Ha crtaanu pasButus Taumuepa 1 (N =15) u cramuu
pa3Butus Tannepa > 2 (N = 24) y manueHTOB JIeTCKOT0 Bo3pacTta (B Bo3pacte oT 6 g0 17 ner) ¢
TeTEPO3UTOTHOM HACIEIACTBEHHOM THUIIEPXOJECTEPUHEMUEN M HCXOAHbIM ypoBHeM X-JIITHII
> 4 MMOJTB/JTI, TAIIMEHTHI MOdy4Yanu A03y 5 unu 10 Mr aropBacTaTMHa B BHUJE >KEBaTEIbHOU
tabnetkn wim no3y 10 wim 20 Mr aTtopBacTaTHa B BHUAE TaOJETKH, MOKPBHITON TUICHOYHOM
000JI04KOM, COOTBETCTBEHHO. Macca Tena Oblla €JMHCTBEHHOM 3HA4YMMON KOBapuaTod B
nonymsiunoHHon @K Mozenu aropBactatuHa. Kaxymuiicss nepopalibHbIA  KIMpEHCa
aTOpBACTaTHHA Y MAIIMEHTOB JETCKOTO BO3pacTa OBbLI CX0 C TAKOBBIM JIJIsl B3POCIIBIX MAIIUEHTOB

P AJUIOMETPUUYECKOM MacIITaOMpOBaHMU IO Macce Tena. Habmromanmock coriacoBaHHOE
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TUAPOKCHUATOPBACTATHUHA.

[lon
Konnentpanus atopBactTaTiHa B 1j1a3Me KpoBH y skeHIIHH oTiinyaetcs (Cmax mpumepHo Ha 20 %
Bble, a AUC Ha 10 % Huxe) OT TaKOBOH y MY>KUMH, OJHAKO KIMHUYECKU 3HAUYUMBIX pa3Inyuil

BJIMAHUA IpCiapaTta Ha HHHHHHBIﬁ oOMeH Y MYXYHUH U )KCHIIUWH HC BBISABJICHO.

JlekapcTBEHHBIE B3aUMOICUCTBUA

Hccnedosanus amopseacmamuna
Wndopmanms 0 BIMSHUM OJHOBPEMEHHOTO NPUMEHEHHUS JIEKAPCTBEHHBIX IIPEIapaToB Ha
(bapMaKOKUHETHKY aTOpBacTaTHUHA, a TaKXKe O BIMSIHUU aTopBacTaTHHA Ha (apMaKOKMHETUKY

OJHOBPCMCHHO IMPHUMCHACMBIX JICKAPCTBCHHBIX IIPCIIapaTOB 0606H16Ha HHMXKC.

Bnusuue OJHOBPECMCHHO IPUMCHACMBIX JICKAPCTBCHHBIX IIPCIIAPATOB Ha q)apMaKOKI/IHeTI/IKy

aTopBaCTaTuHA

[Tpumensiembrit OJTHOBPEMEHHO | ATOpBacTaTHH

Mpenapar U peKuM J103UPOBAHUS

Jo3za (mr) CootHomienne | CooTHOLIEHUE
AUC# Crnax®
lluxnocnopun 5,2 mr/kr/cyt., | 10 mr 1 p./eyr.?, | 8,7 10,7
cTaOuibHas 103a 28 nmHeit
*Tunpanasup 500 MI 2
p./cyr.%puronaBup 200 wmr 2 | 10 mr, pasoBas q03a® | 9,4 8,6

p./cyt®., 7 nueit

*T'mexanpeBup 400 mr
10 wmr, 1 p./eyr?, 7
1 p./cyr.?/mubpenracBup 120 mr . 8,3 22,0
TTHEH
1p./cyr.?, 7 nueit

*Tenanpesup 750 mMr omux pas/8

20 mr, pa3zoBas go3a® | 7,9 10,6
yacos ¢, 10 queit
*In6aceup 50 mr
1 p./cyt?/rpazonpeBup 200 mr | 10 mr, pazoBas no3a® | 1,95 4,3

1 p./cyt®. 13 nueii
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

BnusiHue OTHOBpEMEHHO NMPUMEHSIEMBIX neKwCTBeHHlb'&-'h’péEa'BﬁFb“BlEélajgﬁﬁaﬂcakﬁﬁgfﬁKy

aTopBacTaTHHA

[IpumeHnsemslit OJIHOBPEMEHHO

npenapar u pexxum J03UpOBAHUS

ATropBacTtaTuH

*Bonenrpeup 800 mr 3 p./cyr.t, 7

. 40 mr, pazoBas go3a” | 2,3 2,7
TTHEH
*Cumenpesup 150 mr 1 p./cyT?,
40 mr, pa3oBas go3a® | 2,12 1,70
10 nuen
#Tormnasup 400 mr
20 mr 1 p./cyr?, 4
2 p./cyr.%/puronasup 100 mr 59 4,7
JTHS
2 p./cyT.6, 14 nuen
#’iCaKBI/IHaBI/Ip 400 mr | 40 mr 1 p./eyr.?, 4|39 4.3
2 p./cyr.%/putonasup 400 mr | qHS
2 p./cyr.5, 15 nueit
#KJ'IapI/ITpOMI/II_II/IH 500 Mr2p./cyT.6, 80 mr 1 p./eyr.?, 84,5 54
9 nuei JTHEH
*Napymasup 300mMr 2 p./cyr.°
10 mr 1 p./eyr.?, 4
/putonasup 100 mr 2 p./cyr®., 9 34 2,2
JTHS
THeH
# Urpakonazon 200 mr 1 p./cyT.?, 4 | 40 mr, pazosas n03a® | 3,3 1,20
TTHST
#erepmosup 480 mr 1 p./cyr., 10 | 20 mr, pa3oas n03a® | 3,29 2,17
THEeH®
# docammpenasup 700 mr 2 p./cyT.°
10 Mr 1
/putonaBup 100 mr 2 p./cyt. °, 14 2,5 2,8
. p./cyt.t,4 nus
TTHEH
*®ocamnpenasu 1400 wmr 2|10 mr 1 p./eyr?, 4
p P p./eyT 23 40
p./cyr.5, 14 nueit THS
*Hendunasup 1250 Mr2 p./cyr.%, 14 | 10 Mr 1 p./cyr. &
b p p./cyt PIeYE L 2
IHEN 28 mueit
*T'peitndpyrosiii cok, 240 mm 1 | 40 mr, pasosas no3a® | 1,37 1,16

p./cyT® *
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BnusiHue OTHOBpEMEHHO NMPUMEHSIEMBIX neKwCTBeHHlb'&-'h’péEa'BﬁFb“BlEélajgﬁﬁaﬂcakﬁﬁgllﬁKy

aTopBacTaTHHA

[IpumeHnsemslit OJIHOBPEMEHHO

npenapar u pexxum J03UpOBAHUS

ATropBacTtaTuH

HMunrtnazem 240 mr 1 p./cyr.?, 28 | 40 mr, pasoBas qo3a® | 1,51 1,00
THel

Oputpomuna B o3¢ 500 mr 4 | 10 mr, pasoBas go3a® | 1,33 1,38
p./cyr.,* 7 nuen

Awmnonunue B 10o3e 10 mr, pasosas | 80 mr, pa3oBas no3a® | 1,18 0,91
1032

umernaun B go3e 300 mr 4 p./cyr. | 10 mr 1 p./cyr.?, 2| 1,00 0,89
A2 Henmenu Henelu

Konectumon B mo3e 10 mr 2 p./cyr. |40 mr 1 p./cyr?®, | He onpeneneno | 0,74**
6 24 memenu 8 Henenp

Maanokc TC® 30 m 4 p./cyt.”, 17 | 10 MT 10,66 0,67
JHEN p./cyt.2,15 nueit

Dodasupens 600 mr 1 p./cyr.?, 14 | 10 mr, 3 qus 0,59 1,01
THeH

#PI/I(I)aMnHH 600 mr 1 p.cyr.?, 7 |40 wmr, pazosas go3a® | 1,12 2,9
Hel (COBMECTHOE MpuMeHeHue) '

# Pudpammun 600 mr 1 p./cyt. & 5 | 40 mr, pasosas go3a”® | 0,20 0,60
nHel (B pa3iebHBIX 103aX) |

*Tempubposun 600 mr 2 p./cyt.°, 7 | 40 mr, pazosas no3a® | 1,35 1,00
THen

*®enopubpar 160 Mr 1 p./cyr.?, 7 | 40 mr, pazosas no3a® | 1,03 1,02

THen

& Hpe[[CTaBJ'IHGT COOTHOLICHUC MCEKAY OAHOBPEMCHHBIM NPUMCHCHHUEM IIPCNAPATOB U aTOpPBACTATUHA B BU/C

MOHOTCpaNunu.

# Cwm. paspensl 4.4 u 4.5 1 nomyvenus MHGOPMAINK O KIMHUYECKON 3HAYUMOCTH.

* Bonee Boipaskennoe nobimeane AUC (cootrnomenune AUC 10 2,5) w/uimn Cmax (cootHonienue Cmax 10 1,71)
HaOJII01aNI0Ch TPU M30BITOYHOM yHOTpeOieHHn rpeindpyroBoro coka (<750 mi - 1,2 11 B ieHb).

** COOTHOIIIEHHE HA OCHOBE 00pa3iia, B3sTOr0 OAHOKPATHO Yepe3 8—16 yacoB mociie mpueMa A03bl.
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BnusiHue OTHOBpEMEHHO NMPUMEHSIEMBIX neKwCTBeHHlb'&-'h’péEa'BﬁFb“BlEélajgﬁﬁaﬂcakﬁﬁgfﬁKy

aTopBacTaTHHA

[IpumeHnsemslit OJIHOBPEMEHHO | ATOpBacTaTUH

npenapar u pexxum J03UpOBAHUS

"B cBA3M C JBOWHBIM MEXaHU3MOM B3aMMOJIEHCTBHS CO CTOPOHBI PU(AMIIMHA PEKOMEH/YETCS OJHOBPEMEHHOE
NIPUMEHEHNE aTOpPBACTaTHHA C PU(AMIIMHOM, TaK KaK IPUMEHEHHE aTOpPBACTATHHA Yepe3 HEKOTOPOEe BpeMs
rocie pudamMIrHa ConpoBOKIAIOCH CYIIECTBEHHBIM CHIDKCHNEM KOHIICHTPAIMH aTOpBacTaTHHA B IIa3Me.

} Jlosa cakBHHaBHpa C PUTOHABHPOM, HCIIOIb30BaHHASI B 3TOM HCCIICIOBAaHNUH, HE IPUMEHIETCS B KIMHUYECKOH
npakTuke. [Ipy MCTonp30BaHMM B KIMHHYECKHX [03aX IOBBIIICHHE YPOBHS BO3JCHCTBHSA aTOpBacTaTHHA,
BEpOsITHO, Oyzer Oojee CyIIECTBEHHBIM, YeM HaOII0JacMoe B 3TOM HcclenoBaHHH. [loaTomy cremyer c
OCTOPOKHOCTHIO IPUMEHSTH IperapaT U UCIO0JIb30BaTh CaMylo HU3KYIO HEOOXOJUMYIO J103Y.

2 OuH pa3 B CYTKH.

6 JlBa pasa B CyTKH.

® OHOKPATHBIN IPUEM.

" Tpu pa3a B CyTKH.

" YeTsIpe pa3a B CyTKH.

¢ Kaxxaple 8 yacos.

Bnusuue aTopBaCTaTUHA Ha (papMaKOKI/IHeTI/IKy MNPpUHHUMACMbIX OJTHOBPEMCHHO JICKAPCTBCHHBIX

IIpenapaToB

ATopBacTaTH IIpuMeHsieMblil OTHOBPEMEHHO IIpenapar U pexkuM JT03UPOBAHUS
[Tpenapat/no3a (Mr) CootHomenne | COOTHOLIEHHE

AUC% Crmax®

80 wmr 1p./eyr.?, 15| Aurunupun 600 mr, pazosas qo3a® | 1,03 0,89

THeH

80 mr 1p./eyr. % 14 | durokcun 0,25 mr 1 p./cyt. ? 20| 1.15 1.20

THEeH nHei

40 mr 1 p./cyr.?, 22 nus | IlepopaibHOE MPOTHBO3a4aTOYHOE
cpenctso, 1 p./cyr.?, 2 Mecsia

- Hopatunapon 1 mr;

- DTUHUIDCTPATNOI 35 MKT 1,28 1,23
1,19 1,30

Tunpanasup 500 MI 2
10 mr, pa3oBas 1o3a” p./cyr.5purtonaBup 200 wmr 2| 1,08 0,96
p./cyr. % 7 nmeit

36 u3 39



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

. oT 1'].:. 2024 N2 160 _
®ocamnpenasup 1400 /Wl [EHUEATEIEALIL TS VLU
10 mr 1 p./cyt.2, 4 nust 0,73 0,82
p./cyr.5, 14 nueit
docammnpenasup 700 mr 2 p./cyT. ©
10 mr 1 p./cyr.?, 4 nus | /putonasup 100 mr 2 p./cyr., 14 | 0,99 0,94
oHen

& [IpencTaBisieT COOTHOIIEHUE MEKIY OJHOBPEMEHHBIM IPUMEHEHHMEM IIPENapaToB M aTopBacTaTHHA B BHJIE
MOHOTEPAINH

# Cm. paspien 4.5 1y1s1 nosyueHns ”HPOPMALUHU O KIMHHYECKON 3HAYMMOCTH.

® OpuH pa3 B CYTKU.

6 Jlpa pasa B CyTKHU.

® OmgHOKpaTHas 1034.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIECTB

Kanyat, TabaeTku, NOKpBITHIE INIEHOYHOU 000J104KOi, 5 Mr + 10 Mr

Kanprus kapOooHar

Kpockapmemnnosa HaTpus

Lenmrono3a MEKPOKPHUCTAILTHYECKAS
Kpaxmai npexxenaTnHu3upOBaHHBIN
[TommcopOGat 80

['unponosa (I'mApOKCUTIPONIIIIIEIITION03a)
KpeMuus anokcu1 KOJUTOUIHBIN

Marnus creapar.

Inenounas obonouxa:

Omnanpaii |l 6enprit 85F28751 (monuBUHUIOBBINA COUPT, TUTaHA quUOKcH I, Makporon (I1917) 3000,
TaJbK).

Kamyat, TabieTki, MOKPHITEIE TUIEHOYHOM 0005104koi, 10 mr + 10 Mr

Kanpius kapbonat

Kpockapmennosa HaTpust

[{emtrono3a MUKPOKPUCTAIITAYECKAST
Kpaxman npexxenaTHHU3UPOBAHHBIN
[Momucop6at 80

lunponosa (I'mapoKCHTTPONUITIIEILIION03a)
Kpemuust 1TMOKCH KOJITTOWIHBIN

Marnus creapar.

ITnenounasn obonouxa:
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Omnagpait |l romy6oit 85F10919 (moauBUHUITIOBBII cnpﬂ;lr',-' &%%Qé—’ﬁif’d?@@&;%d&éﬁ '{hBF)

3000, nak arOMUHUEBBIM HA OCHOBE UHIUTOKapMHUHA, TAJIBK).

6.2. HecoBmecTuMOCTH

He npumenumo.

6.3. Cpok roqHocTu (CpoK XpaHeHus )

3 roxa.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

XpaHuTb 1pu Temieparype He Boiie 25 °C.

6.5. Xapakrep u coep:kaHue NePBUYHONH YIAKOBKH

7 wim 10 TabieTok B Gimctep u3 nosmamuy/anmroMuaneBoi ¢ponsru/I1BX.

1, 2, 4 uim 8 6muctepoB o 7 Tabnerok wm 1, 2, 3, 5, 6, 10 nmm 20 6mucrepos no 10 TabneTok
BMECTE C MHCTPYKIIUEH MO MPUMEHEHHIO TIOMEINAIOT B KAPTOHHYIO MavKy, Ha JIUIICBOH CTOPOHE
KOTOPOH C IENbI0 KOHTPOJSl TEPBOrO BCKPBITHS HAHOCUTCS Mep(opupoBaHHAs CTPOYKaA,
HalmoMHUHaromas OuepTaHus MOJTYKOJICII; 6OKOBI)I€ IMOBCPXHOCTHU ITAYKHU IJIOTHO CKJIICHBAIOTCA IIPU

yIaKOBKE Ipenapara.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH TNPH  YHUYTOKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHbIX IOcCJIe HpPUMEHEeHUs:
JIEKApPCTBEHHOI'0 Mpenapara u Apyrue MaHUIyJISIUM C PenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEP’KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Coenunennsle lltater AMepuku

Buarpuc Cnemmantu 9191Cu

Konnunz ®@eppu Poya, 3711, Mopranrayn, 3anannas Bupmxunus 26505, CIIA
+1 724-514-1800

info@viatris.com

United States of America
Viatris Specialty LLC
3711 Collins Ferry Road, Morgantown, WV 26505, USA
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COOTBETCTBYET 3KCMNEPTHOMY OTYETY
ot 10.01.2024 N= 160
+1 724-514-1800 (NOCNEOOBATENEHOCTE 0001)

info@viatris.com

7.1. [IpencraBuTeib AepKaTessi PErHCTPAMOHHOIO YA0CTOBEPEHUs

[Iperen3zun HOTD66HTCHCﬁ HapaBJISTh 110 aJIpECy.

Poccuiickasa ®egepanus

00O «Buarpuc»

125315, r. MockBa, JIeHuHrpaJCKkuil IpocHeKT, 1. 72, K. 4, 2-i1 aTax, nom. 9, kom. 1
Tenedon: +7 495 130 05 50

®axc: +7 495 130 05 51

DnexkTponHas noyra: ru.info@viatris.com

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUS

9. IATA NMEPBUYHOM PETMCTPAIIMM (IIOJATBEPXKJIEHHSI PETHCTPALIMU,
INEPEPETUCTPALIMN)

[lata nepBoii perucTpanuu:

10. JATA NEPECMOTPA TEKCTA
OOmrast xapakTepuCTHKa JIeKapcTBEHHOro npenapata Kaayst gocTynHa Ha MHPOPMALMOHHOM
noptane EBpazniickoro 3KOHOMHYECKOT0 COr03a B MH(OPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH

«Murepuet» https://eec.eaeunion.org.
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