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MHHHCTEPCTBO 3[1PABOOXPAHEHMSA
POCCHHUCKOI ®EJEPALIUHA

Perncrpannonnoe yiocroBepenune
JEKAPCTBEHHOI0 NPEnapaTa 1 MeIHIMHCKOT0 IPHUMEHeHHs]

I1 N013751/02
(HOMEp perucTpaunoHHOTO Y10CTOBEPEHHUS NeKapCTBEHHOrO Npenapara)
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PerncTpaAnHOHHOIO YA0CTOBEpeHNs | 000 "366Bu", Poccus
JEKaPCTBEHHOTO Npenapata
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Cpok neiicTBHS PerncTpaunoOHHOTO

GeccpouHo
YAOCTOBEPeHHs JIEKAPCTBEHHOTO Npenapara

HaTa BHeCeHHs H3MEHENHIT B PerHCTPAUMOHHOE |
yl10cTOBEpeHe JeKAPCTBEHHOTO Npenapara '
((1aTa 3aMeHbI PErHCTPANHOHHOTO

YI0CTOBEPEHHS IeKAPCTBEHHOr0 NpenapaTta) |

27.12.202]

Hndopmaitns 0 3aperncTpupoBaHHOM JIEKAPCTBEHHOM NPENapaTe:

Toprosoe HanmenoBanune Kanerpa®

MexayHapoaHoe HenaTeHTOBAHHOE, HIIH
[TPYNHAUPOBOYHOE, H/TH XHMHYECKOE Jlonunasup+PutoHasup
HAHMEHOBaHE '

Jexapereennas Gpopma PacTBOp ANl NpHEMA BHYTPb

Jdoznposka 80 mr/mut + 20 mMr/ma

KavecTBeHHbIi COCTAB H KOJIHYECTBEHHDII COCTAR /el CTBYIOUINX BELIECTB W KAYECTBEHHBII COCTAR
BCHOMOTaTeAbHBIX BEIHECTR

aonudasup 80.0 mr, putonasup 20.0 Mr, BCoMoraTe/bHble BellecTsa (Makporona
FAMUEPHATHAPOKCHCTEAPAT, BOAA OUHLIEHHAN, HATPHSA XJO0PHJL, HATPHS LUTPAT, HATPHS CaXapHHAT, KATHs
auecybhan, TMMOHHAS KHCIoTa Ge3BOAHAN, ITAHO/, PONHICHTIHKO b, TEBOMEHTO, oBHA0H K-30,
IJIMLEPOJI, KyKYDPY3HBIH CHPOIL C BBICOKMM COZlepskanieM (pyKTOo3bl, apoMaTH3aTop Martacsut-110 (2X),
MCHTOI0BOE Mac/10, APOMATH3ATOP BAHMILHBII, BKYCOBasi CHHTE3HPOBAHHAS 100aBKa)

Qopma BeINYCKA (IeKapeTBeHHas (opma, ![pacwop 11 ipHeMa BHYTPb, 80 mr/mur + 20 mr/mn

A03HPOBKA, NEPBHYNAN YIAKOBKA, KoauuecTBo  ((pnakon) 60 ma x 5 + (go3arop) x 5] x 1 (nauxa

JeKapcTBEHHOMH GopMbl B nepBUYHOI {KapToHHa);

YHAKOBKE, KOJIHYECTBO ePBHYHOI YIAKOBKN B ‘Ynaﬁoaica "in-bulk":

MOTPeOHTENLCKROIT YNAKOBKE, KOMILIEKTHOCTD) i[pacraop Wi npHema BAYTPb, 80 mr/mum + 20 mr/mn
:(Qmaxon_] 60 M x 5+ (goszarop) x 5] x | (nauka
|KapTOHHas)

PexBUINTBI HOPMATHBHOI J0KYMEHTALHH 1 NO13751/02-160919
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Crpanuua 2 peructpaunonnoro yrocropeperns Ne [1 N013751/02

HpOl‘l}BOﬂCTBeHlILiE MJI0IMAAKH, VYACTBYOUIHE B NIPpoUecce NPOH3BOACTBA JeKAPCTBEHHOTO
npenapara, ¢ yKasaHuem cTaauii NMPOH3BOACTBA, HAZBAHHH H (l)ﬂl\Tll‘ieCKllX ajpecos
IMECTOHAXO0KR/ICHHH

[poussodcmeo 20mosoit aexapemeento (opao 266Bu Uk, CLIA / AbbVie Inc., USA

I N Waukegan Rd, North Chicago, Illinois (IL) 60064, United States, USA

Tepsuunas ynakoexa 266Bu HUuk., CLIA / AbbVie Inc., USA

1 N Waukegan Rd, North Chicago, Illinois (IL) 60064, United States, USA

Bmopuunas/nompebumenbekad Ynakoera {D66Bun Mux., CIIA / AbbVie Inc., USA
|

1 N Waukegan Rd, North Chicago, Illinois (IL) 60064, United States, USA

Bmopuunas/nompetumenseras ynakosxka Axunonepnoe obuectso "OPTAT" (AO !
"OPTAT"), Poccus

157092, Koctpomckas 06m., CycannHekuii paiion, ¢. Ceseproe, Mkp. XapuToHOBO

Ipouzsodumens (Boinyckaiowuil KOHMpo.o Kayecmaa) 266Bu Uuk., CILIA / AbbVie Inc., USA

1 N Waukegan Rd, North Chicago, Illinois (IL) 60064, United States, USA

Ipouzsodumens (Bolnyckaiowuil KOHMPOIb Ka4ecmea) | Akunonepuoe obwectso "OPTAT" (AO
|"OPTAT"), Poccus

157092, Koctpomckas 06:1., Cycanunckuii paifos, ¢. CepepHoe, MKp. XapHTOHOBO
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MUH3IPAB POCCHH

NO71375 04081420

HMHCTPYKIUSA COT JACOBAHO

110 MEJIMITHHCKOMY IIPUMEHCHHIO JICKAPCTBECHHOT O IIpeIiapara

Kanerpa®

Peruncrpanmnonnsiii Homep: [1 N013751/02

Toprosoe nanmenosanue: Kanerpa®

MexayHapoiHoe HeNATEeHTOBAHHOE HAUMEHOBAHHE HJIH IPYNIHPOBOYHOE HAMMEHOBAHHE:
JIOMUHABHP + PUTOHABUP

JlekapcTBeHHasi popma: pacTBOp /Ul IpuemMa BHYTpPb

CocraB

1 M1 mpenapara Kanerpa® conepxkut

Heticmeyrowue eewyecmsa: nonurasup — 80,0 mr; puronasup — 20,0 mr.

Bcnomoeamenvnvle  6ewjecmea:  Makporoja - riuMuepwirnapoxkcucreapar — 10,2 mMr;  Boza
ounineHHas — 69,2 Mr; Hatpus Xjopua — 3,6 Mr; HaTpusi uutpar — 2,0 MI; HaTpus caxapuHar —
4,1 mr; kanus anecynbham — 4,1 Mr; TMMOHHas Kuciorta 6e3BoaHas — 1,1 Mr; atanon — 356,3 mr;
NPONMJIEHTTHKOb — 152,7 mr; neBomenTton — 0,5 mr; nosuon K-30 — 30,5 mr; rimuepon — 59,6 mr;
KYKYPY3HBIil CHPOII ¢ BBICOKHM cojiepkanueM ¢pykro3st — 168,6 mr; apomatusarop marsacBut-110
(2X) — 29,5 mr; MmeHrtosioBoe Macio — 3,1 Mr; apoMaru3arop BaHWIbHBIA — 12,7 Mr; BKycoBas

cuHTe3upoBaHHas j1o0aBka — 10,2 mr.

Onucanue

[Ipo3pauHblii CBETIO-)KEJITOTO HITH JKEJITOTO 1BETA PACTBOP.

dapmakoTepaneBTHYECKAs IPyNIa

[TpotuBoBupycuoe (BUY) cpencrso.

Kox ATX
JOSARI10

dapmako/I0rH4ecKHe ¢BoHCcTBA
DapmakoOuHamuKa

Mexanusm oeticmeus

JlonuuaBup sBnsercs wHrubutopom mnporeassl BUY-1 m BUY-2 Bupyca ummyHojeduumta

yenoeka (BUY) u, Tem campiM, oOecrneuuBaeT NPOTHBOBUPYCHYIO AKTUBHOCTH IIpernapara.
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Unrubuposanure nporeasbi BUY mnpensitctByer cuHTe3y O€/KOB BUpyca M IPEIOTBpallaeT
pacIueruieHie MOJHIENnTHIa gag-pol, 4To MPUBOIUT K 00Pa30BaHUIO HE3PEJIOr0 M HECIOCOOHOTO K
UHQPHUIUPOBAHHUIO BUPYCA.

Bausnue na SKI°

Uutepsan QTcF oneHuBaaM B paHIOMU3HUPOBAHHOM, ILIALEO0-KOHTPOJIMPYEMOM IEPEKPECTHOM
HCCIIEZIOBAHUMH ¢ aKTUBHBIM KOHTpoJIeM (Mokcudokcarmt 400 Mr o/iH pa3 B JieHb) ¢ ydacTHeM 39
3JI0pOBBIX B3pOCIIBIX 100poBoJibieB. [IpoBoauinock 10 n3mepenuit B Teuenue 12 yacos Ha 3 J€Hb
WcclieIoBaHus. MakcumanbHoe cpeaHee OTKiIoHeHHe (95 % BepXHss JOBEpHTE/bHAs T'PaHMIA)
QTcF mno cpasHenuio ¢ rmanebo cocraBmsiio 3,6 (6,3) mc u 13,1 (15.8) mc mng no3
nonuHasupa/puronasupa 400/100 mr 2 paza B cytku u 800/200 mr 2 pa3a B CyTKH COOTBETCTBEHHO.
WnayuupoBanHoe yauuHenue uatepsana QRS ot 6 mMc 10 9,5 MC npy npuMeHEHHH BBICOKO# J103bI
nonuHasupa/putonasupa (800/200 Mr 1Ba pasa B JIeHb) ClIOcOOCTBYET yUIMHHEHUIO HHTepBaia QT.
W3menenus, HaAOJIO/ABIINECS TNPH HMCIOIb30BAaHUM BBIIECYKA3aHHBIX JIBYX CXEM JIO3WPOBAHHS,
ObL npubM3uTeNbHO B 1,5 1 3 pa3sa BbIle, YeM HaOJIIO/IAaBIIMECS B PABHOBECHOM COCTOSHUU IPH
TpreMe PeKOMEH,IyeMBbIX /103 JIONHHABUPA/PUTOHABHpA | pa3 B JieHb MM 2 pasa B JeHb. Hu y xoro
M3 MALMEHTOB He ObUIO 3aperucTpupoBano yumHeHus unrepsana QTcF > 60 mc no cpaBHEHHIO €
HCXOMHBIM 3HaueHueM; uHTepBan QTcF He mpeBblan MOTEHIHAILHO KIMHHYECKH 3HAYUMBbIH
niopor B 500 mc.

B laHHOM HMCCJICIOBAHUM Ha 3-if JIeHb y NAlMEHTOB, MPHHHUMABIINX JIOTIMHABUP/PUTOHABHUP, OBLIO
TaKKe OTMEUEHO yMepeHHoe yBeanueHue uutepana PR. Cpennne nsmenenus ot 0a30BOi JMHAK B
untepsase PR BapbupoBamich or 11,6 10 24,4 mc B 12-4acoBoii MHTEpBal MOCIE MPHUMCHCHUS
n03bl. MakcumanbHbii uaTepBan PR coctaisn 286 Mc; He HAOMIOAAI0Ch Pa3sBUTUS TIPEICEPIHO-
xesrynoukoBoit 61oxae! 11 umm III crenenu.

Anmusupycnas akmusHocms in Vitro

AHTHBHPYCHYIO aKTHBHOCTb JIOIIMHABHpA in Vifro mpoTus nabopatopubix mrammoB BUY, a Takxke
KIMHHYECKHX W3018ToB BUY  OleHMBaId, COOTBETCTBEHHO, B OCTPO HMH(UIMPOBAHHBIX
1uM(OOIACTHBIX KIIETKaX U IuMpormTax nepudepuueckoi Kposu. B oTCyTCTBHE CHIBOPOTKH KPOBH
yenoBeka cpejaHsas koHueHtpauus 50% unrubuposanus (ICso) sonMHaBHpa HPOTHB MATH
pasnuuHbIX Jabopatopbix mraMmmoB BUU-1 cocrasisia 19 HM. B otcyTeTBre M B IIPHCYTCTBHH
50% CcBIBOPOTKH KpoBH uesoBeka cpemnsisi 1Cso jonuuaBupa mpotus mrammos BUY-1/11IB B
kinerkax MT4 cocrasnsia 17 #1M u 102 M cootBetcTBeHHO. B oTcyTcTBHE 50% CHIBOPOTKH KPOBH
yenoBeka cpeanss 1Cso JIOMMHABHpA [POTHB HECKOJBKHX KIMHHYeCKMX wu3onstoB BHY-1

cocrasisiiia 6,5 HM.



Pezucmenmuocms

Bovioenenue pezucmenmmuuix ulmammos in vitro

[IItamm BUY-1 co CHMKEHHOM YyBCTBHTEIBHOCTBIO K JIONHMHABUPY ObLIT BbLIEIEH in vifro. BUY-1
IaCCHPOBAH N Vilro OTJEIBbHO C JIONMHHABUPOM M KOMOMHALIMEH JIONIMHABMpA C PUTOHABUPOM B
KOHIIEHTPAIKX, SKBUBAJICHTHBIX KOHIIEHTPALMSIM B IJ1a3Me, HaOJI0JaeMbIM BO BpeMs JICYCHHS
npenapatoM Kanetpa®. Ha ocHOBe TeHOTHIHYECKOTO © (DEHOTHIIMYECKOTO HCCIIe0BAHMUS
BBIJIEJICHHBIX BO BpeMs Iaccaka IOJTHUIIOB BHpYCa MOXKHO MPEANOJOXKHTb, YTO HaJIu4Yue
PUTOHABHpA MPH JAHHBIX [MOKA3aTEJSIX KOHLEHTPAMU HE OKa3bIBAa€T CYIIECTBEHHOIO BIIMsSHHS Ha
BBIJIEJICHHE PE3UCTEHTHBIX K JIOMUHABUPY HOATHIIOB BHUpyca. B uenom, wusydenue in vitro
XapakTepUCTUK (EHOTUIUYECKOH NePeKPEeCTHON PEe3UCTEHTHOCTH MEXK/1y JIONMHABUPOM M JIPYTHMH
HHrHOUTOPAaMH MPOTea3bl yKa3blBAaeT Ha TO, YTO CHUIKEHHE YyBCTBUTEJILHOCTH K JIONIMHABHPY TECHO
CBSI3aHO CO CHMJKEHMEM YYBCTBHTEJILHOCTH K PUTOHABHPY M MHJMHABHUPY, HO HE CONPSIKEHO CO

CHMY)KEHHMEM YyBCTBHTEJILHOCTH K aMIIPEHABUPY, CAKBHHABHPY U HeI(QUHABHUDY.

Hceneoosanue pesucmenmnocmu y NAyueHmos, He UMeBUIUX aHmupemposupyCcHou mepanuu 6
anammese

B x0/1€ KIMHUYECKHUX UCCIIEI0BAHMMN ¢ OrPAaHUYEHHBIM KOJIMYECTBOM H3yYaeMbIX IITAMMOB HE ObLIO
OTMEUEHO CEJEeKTHBHOM PE3UCTEHTHOCTH K JIONMHABUPY Yy IALMEHTOB 0Oe3  3HaYMMOMH

PE3UCTEHTHOCTH K l/IHFI/I6I/ITOpaM nporeas Ha HCXOJHOM YPOBHE.

Hceneoosanue pe3ucmeHmnocmu y nAyueHmos, npouteouiux ieyeHue uneubumopamu npomeas

BO3HHKHOBEHHE PE3UCTEHTHOCTH K JIOMHABHPY y MAlMEHTOB, NPOIIEIUX O3y CIeIHO OCHOBHOE
JIeYeHHe MHIMOMTOpaMHM TIpOTeas, M3ydyaloch B XOJ€ JUTMTEIBHBIX MCCie/loBaHui ¢ ydactuem 19
MALMEHTOB, IOJyYaBlIMX MHIHOMTOPBI MpoTeas, B AByX HccieaoBanuax @aseill u oaHOM
uccnenoBanun @aspl 111, TlanmenTsl MMENM HE3aBEpIICHHYIO CYNpPEcCHIO BHpyca MM (EeHOMEH
BUPYCHOI OT/JauM, SIBJSIIOMIMICS pe3yJbTaToM OTBETHOM peakUnW Ha Ipenapar Kanerpa® u
OKA3aBIIMH HAPACTAIONIYI0 PE3UCTEHTHOCTh in Vilro MEXIy HCXOIHBIM YPOBHEM H OT/a4ei
(onpeiesieHHBI KAk ~ BO3HMKHOBEHHE HOBBIX ~ MyTalldi  WJIM  JIByKPaTHOE  H3MEHEHHE
(eHOTHIIHYECKOH dyBCTBUTEJIBHOCTH K JIOMHHABHpY). Hapacraiomas pe3uCTEHTHOCTb Oblia
CBOMCTBEHHA IallMEHTaM, XapaKTepPU30BABLIMMCS HAJTHYHEM HCXOJHBIX [ITAMMOB, IPETEPICBIINX
HECKOJILKO MYTAlMii IIPH JIEYeHHH HHIHOUTOPaMH IpoTeas, pu He Oosiee, yem B 40 pa3 CHHKCHHOH
M3HAYAIBHON UYyBCTBMTEILHOCTH K JonuHaBupy. Mytammu V82A, 54V u M46l Bosnukanu

nauboinee yacto. Takxe Habmonamcs mytauuu L33F, IS0V u V32l B coyeranuu ¢ [47V/A. Y 19



IITaMMOB OTMeueHO 4,3-kpaTHoe nosbiinerne [Cso B cpaBHEHUU ¢ HCXOHBIMU IITaMMaMH (¢ 6,2 110
43-KpaTHOM, B CPAaBHEHUH C JIMKUMH THIIAMH BUPYCa).

Cy1ecTByeT TeHOTHITHYECKas KOPPeNsUs CHIKEHHS (EHOTHITMYECKOH YyBCTBHTEIBHOCTH K
JIONMHABUMPY Yy BHPYCOB, BBIICJICHHBIX IOCIE JEUCHUS JPYTMMH MHIMOMTOpaMH mpoteas. [n vitro
OblIa OLICHEHAa AHTMBUPYCHAs AKTUBHOCTH JIONMMHABHpA NMPOTHB 112 IITAMMOB, BBIIEJICHHBIX Y
MAIMEHTOB, NPOLIEAUINX 0e3yCIeNnHO JeYeHHEe OJJHUM MJIM HECKOJIbKMMU MHIMOMTOpAaMHM IpOTeas.
B npezenax JaHHO# rpynisl ciaeayronme Mytauuu B nporease BUY Obum cBsi3anbl o CHHKEHUEM
in vitro ayBcTBUTEAbHOCTH K jonuHaBupy: L10F/I/R/V, K20M/R, L241, M46l/L, F53L, IS4L/T/V,
L63P, A71I/L/T/V, V82A/F/T, 184V u L90OM. Meaunana ECso sonuHaBupa IMPOTUB H30JISATOB C
mytamusmu 0-3, 4-5, 6-7 u 8-10 B BblIEyKa3aHHBIX AMHUHOKHMCIIOTHBIX TO3HMIMIX COCTaBIIsLIA
coorBercTBenHO 0.8, 2,7 m 13,5, uyro B 44 pasa Beime ECso npotus aukux tunos BUY. Bee 16
THMIIOB BUPYCA, Y KOTOPBIX OTMEYEHO MOBBIIICHHE YyBCTBUTEIBHOCTH B 20 pa3, HMEJIM MyTallld B
nozurmsx 10, 54, 63 u 82 w/wim 84. Kpome TOro, oHW coiepkaid MeJuaHy 3 MyTallMd B
AMHHOKHCIOTHBIX nosuumsax 20, 24, 46, 53, 71 u 90. JIomOJMHUTEIBHO K BbIIICYKAa3aHHBIM
myTtarmsm, Mytaiua V321 u 147A Obuin 0OTMEYEHBI Y XapaKTepU3yIOUMXCsl PEIU/MBaMU ITaMMOB
CO CHWKEHHOM 4YyBCTBHUTEJIBHOCTBIO K JIONIMHABUPY Yy MAIMEHTOB, IPOLICJIINX JICUCHUE
MHIHOMTOpAMH TpOTe€a3 M IOJIy4YalolUX JIEYEHHE MpernapaToM Kanerpa®. V¥ mnaumentos,
npuHAMaBmHEX npenapat Kanerpa®, Obuin BbisBieHbl MyTaimn 147A u L76V y peunausupyomux
IITAMMOB CO CHH)KEHHOM 4YyBCTBHTEJIILHOCTBIO K JIONMHABHPY. BBIBO/IBI, OLEHUBAIOIINE BAXHOCTH
OTICNBHBIX MYTAlMii WM MYyTalHOHHBIX 00pa3loB, OyayT JONOJHEHBI JIOMOJHUTEIIBHOM
undopmanueii. Pexomengyercs Bcerja KOHCYJIBTHPOBATBCSA 110 TMOBOJY TEKYIUEH CHCTEMBI

pacu(poBKH pe3yIbTaTOB HCCIIEI0BAHUM PE3UCTEHTHOCTH.

Anmusupycnas akmueHoCmb  IONUHABUPA Y  NAYUEHMOB, 0e3YCNeuHo Npouweouux Jievenue
uneubumopamu npomeas

KiimHuueckas 3HAaYMMOCTh CHH)KEHHsI YYBCTBHTEIBHOCTH K JIOIIMHABUPY N Vilro MCCIEI0BAIACh
METOJ/IOM OLICHKH BHPYCOJIOTHYECKOIO OTBETA Ha JICYECHHE IperapaTom Kanerpa®, ¢ yuerom
MCXOJIHOTO BUPYCHOTO reHoTHIa U eHoTuna, y 56 manueHToB, He MOTYyYHBIIHX M10JI0KUTEILHOTO
sdpdexra OT JedeHHs pa3IUYHBIMK HHrHOMTOpamm mnpoteas. 3uadenue ECso sonunaBunpa Ha
OCHOBAHHMH 56 MCXOMHBIX IITAMMOB BMpyca IpeBbiciio 3Hadenune ECso aukux tunos BUY B
muanasone ot 0,6 10 96-kpatroro. [locne 48 Heznennb JieyeHus mpenapaTom Kanerpa®, aaBupenzom
H HYKJICO3HIHBIMU MHIHOMTOPAaMH 0OPATHBIX TPAHCKpUITa3 yposeHb B miasme PHK BUY coctasmi

< 400 kommii/mi y 93% (25/27), 73% (11/15) u 25% (2/8) nauuentos ¢ Menee 4em 10-kpatbiv, 10-
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40-xpatHbiM ¥ Oosiee yeM 40-KpaTHbIM CHM)KEHHEM UYYBCTBHUTEJILHOCTH K JIOIIMHABUPY
COOTBETCTBEHHO, I10 CPAaBHEHHMIO C HCXOJHBIM YypoBHeM. Takike BHPYCOJIIOTHYECKHH OTBET
nabmonancs y 91% (21/23), 71% (15/21) u 33% (2/6) nauuentos ¢ 0-5, 6-7 u 8-10 myTauusmu B
BhIlIEyKa3aHHbIX MyTanusx B BUY mporease, cBA3aHHOW CO CHMIKEHMEM 4YyBCTBHTEILHOCTH K
JonMHABHPY in vitro. Tak Kak STH NalMeHThl paHee He NpHHEMatM npenapat Kanerpa® wim
sbaBupens, 4acTuuHo dPGeKT MoKeT ObITh NPUIHCAH AHTHBHPYCHOH aKTHMBHOCTH >(aBHpeH3a,
0COOEHHO JUIsl MALMEHTOB ¢ BLICOKOPE3UCTEHTHBIM TUIIOM BHpYca. Mcciei0BaHne He nperoiaraet

KOHTPOJIbHO TPy IAIMEHTOB, He TPUHUMAaBIMX npenapat Katerpa®”.

Ilepexkpecmuas peaucmenmuocms

D} HeKTUBHOCTD JAPYrHX WHIMOUTOPOB MPOTEA3 MPOTHB IITAMMOB, BHIPA0OTABLIMX HAPACTAIOILYIO
PE3MCTEHTHOCTh K JIONMMHABMPY MoCjie JeueHus mpenapatom Kanerpa® y npHHHMAaBIIHX
MHTHOMTOPBI POTEa3 MAUEHTOB: HAIMYNE [EPEKPECTHOH PE3UCTEHTHOCTH K JIPYTHM HHIHOUTOpaM
npore3 ObUla MpOAHAIU3UPOBaHA y 18 penuJMBHPYIOIMX IITAMMOB, MPOJEMOHCTPUPOBABLINX
TIOBBIILIEHUE PE3UCTEHTHOCTH K JIOMMHABHPY B TeueHHe Tpex HccienoBanuit Il Paswl U ojgHOrO
uccnenoanns 111 ®asel mo m3ydenmio mnpenapara Kanetpa® y NamueHToB, MOJTYyYaBIINX
uHru6uTOphl nporteas. Meauana ICso yonuHaBUpa JUIS yKa3aHHBIX 18 mTaMMOB B HCXOJHOM
COCTOSIHMHM ¥ IIpH (heHOMEHE BHPYCOJIOTHYECKO OT/1a4uy OKa3allach BbIlE B Auanasone ot 6,9 10 63
KpaT COOTBETCTBEHHO, 110 CPaBHEHHMIO C JMKHMH TUIaMu Bupyca. Kak mpaBuiio, mramMmbl ¢
BUPYCOJIOTHYECKON OT/Jaueil KaKk COXPAHSIOT (NP MEPEeKPECTHOH PE3UCTEHTHOCTH MCXO/IHO), TaK U
pa3BMBAIOT CYLIECTBEHHYIO PE3UCTEHTHOCTh K WHJIMHABUPY, CaKBHHABUpY, aTa3aHaBHpY.
VMepeHHOe CHMKEHHME aKTHBHOCTH aMIIpeHaBipa ObLIo 3aMeueHo npu Meauane kparHoctu [Cso ot
3,7 10 8 Ul MCXOAHBIX M PEIMIMBHPYIOMIUX IITAMMOB COOTBETCTBEHHO. IllTamMMBbl COXpaHH/IH
YYBCTBUTEJIBHOCTh K TUIpaHaBUpy ¢ MeauaHoi mnopbimenus [Cso Ha HCXOIHOM ypOBHE M IpH
(beHoMeHe BUPYCOJOTHYECKOH OTa4uu ¢ KpaTHOCThIO 1,9 10 1,8 cOOTBETCTBEHHO, 110 CPABHEHHUIO €
JMKMMM THIaMu BHpyca. Jisi moJTydeHusl JIONOJHUTENbHOH HHGOpMALMKM 10 THIIPAHABUPY,
BKJIFOYASi TEHOTHITMYECKUE TTOKa3aTeM OTBETa NPH JICYCHHH PE3UCTEHTHOH K sionuHaBupy BUY-1

MH(EKIMA CM. B HHCTPYKIUH 110 TPUMEHEHHUIO THIIPAHABUPA.

DapmaKkokuHemuKka

Bcacwvisanue

MdapMakOKHHETHKY JIONHWHABUpAa B KOMOMHAMM C PHTOHABHPOM HM3ydalu Yy 370pOBBIX
106poBonbies ¥ BUY-uHGUIMPOBAHHBIX MAIMEHTOB; CYLIECTBEHHBIX PA3/IMUMH MEKIY IBYMs
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IpyIIIaMH HE BbISBWIM. JIOMUHABHDP MPAKTHYECKH TMOJHOCTHIO METa0OIM3UPYETCs MO JeHCTBHEM
nzodpepmenra CYP3A. PutonaBup uHrubupyer Metabou3M JIONMHABUPA U BbI3bIBACT YBEJINYCHUE
€ro KOHIIEHTpalmii B ruasMme. [Ipu npuMeHenun nonuHaBupa/puronasupa B ao3e 400/100 mr apa
pa3a B JieHb CpeJIHHE paBHOBECHBIC KOHIIEHTpAllMM JIONMHaBUpa B Ija3Me Kposu y BHY-
uHUIMPOBaHHBIX OONBHBIX B 15-20 pa3 mnpeBblIAIM CPEHUE DPABHOBECHBIE KOHIIEHTpAIMU
pUTOHABMpa, a KOHIEHTpALMsi PUTOHABHpAa B IUIa3Me KpPOBM cocTaBisula MeHee 7 % oOT
KOHIIEHTPAIMH IpH IpuemMe putoHasupa B jo03e 600 mr 1Ba pasza B aeHb. ECso sionunasupa in vitro
npumepro B 10 pa3 mmxe ECso putonaBupa. Takum o0pa3om, NpoTHBOBHpPYCHAs aKTHBHOCTHL

KOMOMHAIH JIOIMMHABHPA U pPUTOHABHPA OIPEACIIACTCS JIOTMHABHUPOM.

Brusinue nuwu na scacvleanue npenapama

IIpu npuMeHEeHUH JIONTMHABHPA/PUTOHABUPA (B JIeKapCTBEHHOH (opme pacTBOp JUlsl IpHeMa BHYTPb)
¢ kupHoM mumen (872 kkan, 56 % xanopuitnoctd 3a cuer xkupa) AUC m Crax JIONMHaBHpA
yBesmmuuBaiuch Ha 130 % u 56 % COOTBETCTBEHHO II0 CPAaBHEHHIO C TAKOBBIMH IIPH IPHEME
npenapara Haromak. YToObl MOBBICHTE OHOJOCTYIIHOCTh M CBECTH K MHHHMYMY BapHalOelbHOCTh

(hapMaKOKHHETHKH, PACTBOP JIONTMHABHPA/PUTOHABUPA CJIELyeT IPHHAMATDL BO BPEMS €/IbL.

Pacnpeoenenue

B paBHOBeCHOM COCTOSHHU MpHOIH3UTETLHO 98-99 % nonuHaBHpa HAXOAATCSA B CBA3M C OejKaMu
minasMel. JlonuuaBup cBs3biBaeTcs ¢ anbdal-kucapiv riaukonporenHoM (AKIY) u ansOymunOM,
0JIHaKo, y nonuHaBupa Oojee Bbicokoe cpoacTBO K AKI'. B paBHOBECHOM COCTOSIHMH CBSI3bIBAHHE
JoONKMHaBMpa ¢ OeJKaMHM IUIa3Mbl OCTAeTCs IOCTOSHHBIM B JIMaNa3’oHe 3aperuCTPUPOBAHHBIX
KOHIIEHTpaIMii, co3jamounmxcs mnocie npuema 400/100 Mr nonuHaBMpa/pUTOHaBMpa JBa pasa B

JICHb, " ABJIACTCA COINOCTABUMBIM Yy 3JI0POBbBIX IIO6pOBOJIbH€B 1 BUY-1o10XuTeIbHBIX O0JIbHBIX.

Memabonuzm

B mcce10BaHMAX in Vilro MOKa3aHo, YTO JIOMUHABUP MOABEPraeTcsi OKUCIUTEILHOMY METabO0IH3MY
IPEUMYIIIECTBEHHO C Y4acTHEeM CHCTeMbl nuToXpoma P450 remarouuToB, B OCHOBHOM IOJ
Bo3eitcTereM m3odepmenta CYP3A. PuronaBup — Mounslid uHruéurop uzopepmenta CYP3A,
KOTOPBIi MHrMOMpyeT MeTaboJMu3M JIONMMHABUPA, YTO OOECIEYMBAET YBEIMYEHHE KOHIEHTpPALUH
JIONIMHABUpa B T1a3Me kposu. [locie oxnokparHoro npuema 400/100 Mr jionuHaBHpa/pUTOHABHPA
(c MeuensM *C-nonunasupom), 89 % pajMoOaKTHBHOCTH 00ECIEUEHO HCXOHBIM JIEKAPCTBEHHBIM
npenapatoM. B opraHu3Me duenoBeka ObUIO BBIABIEHO, 10 KpaiiHed wmepe, 13 merabosmToB

JIOTIMHABUpA. PUTOHABHp COcOOEH MH/yLHPOBaTh H30(hepMeHThl uToxpoma P450, uyto npuBoAUT

6



K MHAYKIUH €TI0 cobcTBeHHOr0 Merabonu3ma. B xoae JIMTEIBHOTO IMPUMCHCHUSA KOHICHTPALUHU
JIOIIMHOBHpa MNEpEl IMPUMEHCHUEM C.IICIIYIOHIeﬁ JI03bl CHHIXXAJIUCh CO BPEMCHEM, c*ra6mm3npyﬂc5

npubim3uTensHo yepe3 10-16 aueit.

Buigeoenue

Uepes BoceMb JHel mocrne mnpuMmenenus 103l 400/100 mr  '“C-nonunasupa/putonasupa
npubmmurensio  104+23% wu 82,6+25% or npunatoir  jgo3el ' 'C-nonuHaBupa
Oo0OHapyXMBAIOTCS B MOY€ M Kaje COOTBETCTBEHHO. I[IpuueM JONMHABUP B HEHM3MEHEHHOM
COCTOSIHMH cocCTaBiseT cooTBeTcTBeHHO 2,2 % u 19,8 %. [locie muTenbHOr0 NpUMEHEHUs MEHEe
3 % 10361 JIONMHABHPA SKCKPETHPYIOTCS B HenaMeHeHHOM Buje uepe3 nouku. Kmupenc (CL/F)

JIONIMHABHPA MIPH IIPHEME BHYTPb cocTtaBiisieT 5,98 + 5,75 n/y.

Ocobvbie 2pynnel

Ilon, paca u 6o3pacm

dapmMakoKHHETHKA JIOMMHABHPA He OblIa N3y4yeHa y MOXKHIIBIX MalMeHToB. HuKakux 3aBUCAIIMX OT
nosia (apMaKOKMHETHYECKHX pa3IM4Uii y B3POC/IBIX MALMEHTOB HE YyCTaHOBJIEeHO. Hukakux
KJIMHUYECKH 3HAYUMBIX (PapMaKOKMHETHUECKHX pa3IM4ui, 3aBUCSILIMX OT pachl TaKXkKe He
YCTaHOBJICHO.

Jlemu

dapMakOKHHETHKA JIOMMHABHPa/pUTOHaBUpa npu npumeHenun 300/75 MI/M’ JIBa pa3a B JIeHb M
230/57,5 mr/m* 1Ba pasa B JieHb OblIa M3ydeHa B OOIIEH CI0KHOCTH y 53 NALMEHTOB B BO3pAcTe OT
6 mecsues 10 12 ner. [Ipumerenne JonuHaBHpa/puTOHaBHpa B 03¢ 230/57,5 Mr/m? 1Ba pasa B eHb
6e3 HeBupanmua um B jno03e 300/75 Mr/m’ sgBa pasa B JIeHb C HEBHPAMHOM HMEJIO CXOJHbIC
KOHIIEHTPAIL[MK JIONMMHABUPA B IUIa3Me, INOJ00HBIE MOJYYEHHBIM Y B3pOC/bIX MAlMEHTOB,
NPUHUAMABIINX 7103y JonuHaBupa/putonasupa 400/100 mr nBa pa3a B JeHb (0e3 HeBUpaNMHA).
[IpuMeHeHHe JIONHHABUPA/PUTOHABUPA OJIMH Pa3 B JIEHb Y JIETEH HE H3Y4allOCh.

Cpennne  paBHOBecHble  AUC, Cmax ¥ Cpin  JIONMHABHpA  TOCAEC  NPUMEHEHUS
jonuHaBApa/puTOHaBUpa B o3¢ 230/57.5 mr/mM® nBa pasa B jaeHb Oe3 HeBupanmmHa (n=12)
cocraBmsuit 72,6 £ 31,1 mxru/min;  82+29 w 3,4+2,1 MKI/MJI  COOTBETCTBEHHO; H
85,8 £36,9 mkru/mi, 10,0+3,3 wu 3,6+ 3,5 MKI/MI  COOTBETCTBEHHO I0OCJI€ TPUMCHCHUS
300/75 mr/m®> 1Ba pa3a B JeHb ¢ HeBupanuHoM (n=12). HeBHpanuH NPUMEHAIM 10 CIETYIOMUM
cxemaM: 7 MI/KT JIBa pa3a B JIeHb (Y MAllMEHTOB OT LIECTH MECSIEB 10 BOCbMH JIET) WK 4 MI/KT JBa

pasa B JieHb (y MAlMeHTOB CTapIIe BOCEMH JIET).



[loueunas neoocmamouynocmeo

dapMakOKHHETHKA JIOIIMHABUPA HE HU3ydaslach Y OOJIBHBIX ¢ IOYEUHOH HEAOCTATOUYHOCTBIO; O/IHAKO,
TaK KaK MOYEYHBIH KIMPEHC JOMHHABIPA HE3HAYUTEIICH, CHIKEHUs 00IIero KiupeHca y 00JIbHbIX C
MOYEYHON HEJ0CTaTOYHOCTBIO HE 0XKHJIaeTCH.

[leuenounas neoocmamoynocms

JlonuHAaBHp NPEUMYILIECTBEHHO MeTa0OJIM3UPYETCsl M BBIBOAMUTCS II€UEHBIO. MHOrokparsHoe
npUMEHEeHHe JonuHaBupa/puToHaBupa B go03e 400/100 mr nBa paza B J€Hb Yy IIalMEHTOB,
oJHOBpeMeHHO uHpumpoBanHbix BUY n Bupycom renarura C, ¢ neyeHOUHON HEJOCTATOYHOCTHIO
JIETKOM M cpejHe creneHu Tshkectd npuBoanio K 30 % ysemuuenuto AUC nonunaBupa u 20 %
yBeaMYeHUI0 Cmax 10 cpaBHeHMIO ¢ BUY-uHuUMpoBaHHBIMM NalMEHTaMH € HOPMalbHON
Gbyukiueil neyeHu. CBsA3pIBaHUE JOMUHABUPA ¢ O€JIKaMH IU1a3Mbl KPOBU OBLIIO HUKE IIPHU JIETKOH U
Cpe/HEei CTENEeHU IMEYEHOYHOH HEIOCTAaTOYHOCTH 110 CPAaBHEHHIO C KOHTPOJBHBIMH TpyIIIaMd
(99,09 % mo cpaBHenuto ¢ 99.31 % coorBercTBeHHO). [IpumeneHue JIONMHABUPA/PUTOHABHPA Y
OOJIBHBIX C TIEYEHOYHON HEIOCTATOYHOCTBIO TSDKEJIOH CTENEHHM He M3y4aloch (CM. pasjen

«IIpoTuBONIOKA3aHUAY).
Iloxazanus K npUMEHEHHI0

Jleyuenne BUY-undeximu y B3pocbiX U JieTeit oT 14 1Hei ®U3HU B cOcTaBe KOMOMHUPOBAHHON

TEpaIuy.

IIporuBonokaszanus

» [loBbllieHHAss YYBCTBUTEIBHOCTh K JIOIIMHABHPY, PHUTOHABMPY MJIM K BCIIOMOIaTe/IbHBIM
KOMIIOHEHTaM Iperapara.

* JleyeHOYHas HENOCTATOYHOCTH (JUIs Mperapara B JICKApCTBEHHOH (opme «pacTBOp s
IIpHeMa BHYTPbY).

» [loyeynasd HEJOCTATOYHOCTH (I mpermapara B JIEKapcTBEHHOH (opme «pacTtBOop Juis
npuemMa BHYTPb»).

» [Ipumenenne npenapata Kanerpa® omun pa3 B JieHb y NAUMEHTOB ¢ Tpems u Ooiee
MYTallUSIMH, CBSI3aHHBIMH C Pa3BUTHEM PE3UCTEHTHOCTH K JIONIMHABHPY.

» JlehuuuT caxapasbl/M30MalbTa3bl, HENEPEHOCHMOCTh (QPYKTO3bI, INIHOKO30-rajaKTo3Hast
MasibabcopOIus.

*  BepeMeHHOCTH (JUIs TpenapaTa B JIEKapCTBEHHOH opMe pacTBOP « Ul IIPUEMA BHYTPbY).

» [locTHaTanbHbIA Bo3pacT 10 14 qHel.



» [ecTallMOHHBIA BO3pacT (MEpBbIH JICHb MMOCIEAHEH MEHCTPYAllHK MaTepu J0 POJOB + BpeMs,

IpOLIE/IIee ¢ MOMEHTA POJIOB) MeHee 42 He/lelb.

» [Ipumenenue npenapara Kanerpa® onun pas B nenb y jeteit (10 18 ser).

* OJHOBpPEMEHHBIH IpUeM  IpernaparoB  Jucyibupam  WIM  METPOHMIA301  (CM.

«B3aumoielicTBHE C IPYTUMU JIEKAPCTBEHHBIMH CPEJICTBAMUY).

[Ipenapar Kanerpa® comepXuT B cOCTaBe JIONMHABUP W PHTOHABHUP, KOTOPBIE SBJISIOTCS

unruouropamu uzodepmenta CYP3A muroxpoma P450. Ilpenapar Kamerpa® mnpoTHBOmoka3aHo

IPUMCHATH OJHOBPEMCHHO C IperiapaTaMH, KIHPEHC KOTOPBIX B 3HAYUTEIIbHOU MEpE 3aBUCUT OT

CYP3A u noBslllleHHE KOHIEHTPAIMU B IUIa3ME€ KPOBH KOTOPBIX MOJXKET IPUBECTH K IOSBICHHUIO

CEPLE3HLBIX W/WIi YrpoXKaromux XUu3HU peaxuuﬁ. K Takum JICKAPCTBCHHBIM IIperiapaTaM OTHOCATCS

npenaparsl, ykazannele B Tabumue 1.

Tabnuua 1.

Kanace JlekapcTBennblii | ObocHOBaHHe
JIEKAPCTBEHHOI 0 npenapar

npenapara

[ToBbIIEHUE KOHIICHTPpAllMXA OJTHOBPEMEHHO MPUHUMAEMOI'0 JICKAPCTBEHHOI'O ITpeliapara

Anbda- Andy3o03uH [ToBblmeHre KOHUEHTpanuu aindy30o3uHa B ILIa3Me
aIpeHO0I0KATOPBI MOJKET IPUBECTH K TSDKEJION THIIOTEH3HH.
OHOBpEMEHHBIH IPHUEM C as(hy303MHOM
NpOTHBOMNOKa3aH (cM. paszen «BsaumojeicrBue ¢
JIPYTHMH JIEKapCTBEHHBIMH CPEACTBAMUY).
AHTHAHTHHAJIbHbIE Panonasun [ToBpIlIeHHE KOHILEHTPALIMKM pPAaHOJIAa3WHA B ILJIa3Me
npenaparbl MOJKET TMOBBICUTH PUCK BO3HHKHOBEHHMS CEPLE3HBIX H

(M) YrpoKaroIMX IKM3HM peakuui (cM. pasjen
«B3aumozeiictBue ¢ JIpyTMMH  JIEKapPCTBEHHBIMHU

CpeJICTBAMHUY).




AHTHApUTMHUYECKHE

npernaparsl

AMHUOAPOH,

JAPOHEAApOH

IToBbrenue KOHLIEHTPALUU amMHOZ1apoHa H
JIpOHe/lapoHa B ILIa3Me. YBenuuuBaeTcsi pHUCK
BO3HMKHOBEHHUS ApPUTMHHM WM JPYTHX CEPbE3HbIX
HE)KeJIaTeJIbHBIX peakuun (cMm. paszen
«B3aumopeiictBue ¢ JIpyrMMHM  JIEKAPCTBEHHBIMH

CPEeACTBAMUY).

AHTUOHOTHKH

®Oy3uoBas

KHCJIOTa

[ToBbillieHHE KOHIEHTpAlMK (y3U0BOH KHUCIOTBI B
mwiasme. OJHOBpeMEHHOE TNpUMEHEHHe ¢ (y3ua0BOH
KHCJIOTOW MPOTHBOMOKA3aHO IPH JI€PMATOIOTHYECKUX
uHpexkuuax (cMm. paszzaen «BsaumojueiicTBue ¢ JIpyruMu

JIEKQpCTBEHHBIMH CPECTBAMHUY).

[TpoTuBooOITyX0/IEBBIE

npenaparbl

Beneroxiakc

[ToBbIlIEHHE KOHIIEHTPALIMM BEHETOKJAKca B IUIa3Me.
VYBenuyeHHe pUCKAa Pa3BUTHUsS CHHAPOMA  JIM3UCa
OIYXOJIM B Hauaje JICYCHUS W Ha MPOTSHKCHUH (asbl
yBeJIUYEHHUs: J103bl (cM. pasaen «Bzaumoneicrsue ¢

JIPYTHMH JIEKaPCTBEHHBIMH CPEACTBAMUY).

Hepatuuub

[ToBbIIEHME KOHIICHTpallu: HepaTuHu6a B IlJ1a3Me€.
VYBenuuuBaercs PUCK pa3BUTHA CEPHE3HBIX U/
OITaCHBIX I JKH3HH HEXKEIATC/IbHBIX peaxunﬁ (CM.
pas3jcit «B3aumoieiicTBue ¢ JAPYTUMH JICKapCTBCHHBIMH

CPEJICTBAMU»).
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[Ipenapars! s

JICHYCHHUS IToJAarphbl

Konxuimn

[loBblIeHHE KOHUEHTpPAlMM KOJXUIMHA B ILIa3Me.
B03MOXHOCTb CEephe3HBIX / yIpOKAIOMMUX IKU3HH
peaxiiyii y MalnueHToB ¢ HapyleHueM (QyHKIHU noyex /
[IEYEHOYHOU HEJOCTAaTO4YHOCThIO (cM. pazmen «C
OCTOPOKHOCTBIO» W «B3aumojeiictBue ¢ JIpyrumu

JICKapCTBCHHBIMHU CPEICTBAMU ))).

AHTUTHCTAMHUHHBIE

Tnpenaparhbl

AcTeMH301I1,

TepheHauu

[ToBbineHuE KOHIICHTPAIMU acTeMu3oJia u
tepheHaaHa B 1uiazme. Bospactaer puck pasBUTHA
cephe3HbIX apuT™MHil (cM. paszen «Bzammopeiicteue ¢

JPYTHMH JIEKaPCTBEHHBIMH CPEICTBAMUY).

AHTHUIICUXOTHYECKHE
npenaparsl /

HEUPOJIENITUKH

Jlypazuaon

[ToBbillIeHHEe KOHIIEHTpALMK JIypa3swJoHa B ILIa3Me
MOET YBEJIMYUTh PHCK BO3HUKHOBEHHS CEPbE3HBIX
W/WIH  YTPOXKAIOIIMX JKU3HU peakuui (CM. pasjen
«B3aumojeiictBue ¢ JPYIMMH  JIEKapCTBEHHBIMH

CPEIACTBAMUY).

[Tumo3ua

[ToBbllIeHHE KOHIIEHTPAIMK IMUMO3MIa B ILIa3Me.
Bospacraer pHUCK pa3BUTHS CEepPbE3HBIX
reMaToJIOMMYECKHX OTKJIOHEHUH M JPYTHMX CEepbe3HBIX
HEKeJIaTeIbHBIX SBJICHUH ITOrO npenapara (CM. pasjen
«B3aumojieiicTBE ¢ JPYTMMH  JIEKAPCTBEHHBIMHU

CPEeJICTBAMUY).

KBernanun

[ToBbIIEHHE KOHICHTpAllMKM KBETHAIIMHA B IUIa3ME
MOXET IPUBECTH K KOME. OI[HOBpeMeHHbe/'I IpueM ¢
KBETHAIITHHOM MIPOTHUBOIIOKA3aH (CM. pa3zaein
«B3aumoieiicteue C JAPpYIruMu JICKapCTBECHHBIMHA

CpEeJICTBAMU»).

[TpousBoanbie
AJIKAJIOU/I0B

CIIOPBIHBH

Jluruaposproramu
H, SPrOHOBHH,
HProTaMuH,

METHJIDPrOHOBHUH

[ToBbIIEHHE KOHIEHTPALMHA TPOU3BOIHBIX AJTKAIOM/I0B
CHIOPBIHBM B IUIA3ME€ MOXET IPUBECTH K OCTPBIM
ToKcHueckuM  dddexram, BKIKOYasd BasocmasM U
umemMuro (cM. paszaen «BzaumopedcTBue ¢ JIpyruMu

JIEKapCTBEHHBIMH CPE/ICTBAMMY).
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CtumyasTopbl [{uzanpun [loBbllIeHHE KOHIEHTpAMM LM3anpuaa B IUIa3Me.

motopuku KKT Bo3pacraer puck pa3BUTHUS CEPbE3HBIX ApUTMHH (CM.
pazzaen «B3aumojielicTBUE ¢ APYTUMHU JIEKAPCTBEHHBIMU
CPEJCTBAMMUY).

[IpoTrBOBHpYCHBIE Onbacsup / VBenu4yeHue pUCKa  IOBBIIICHHS AKTUBHOCTH

npenaparbl  IPSMOro | rpa3olnpeBUp anannHamuHoTpancdepaser  (AJIT)  (cm.  pasgpen

JeHCTBUS Juis «B3aumopeiictBue ¢ JIpyrMMH  JIEKAPCTBEHHBIMHU

JICYCHHUS]  BUPYCHOTO CpEJICTBAMUY).

renaruta C

Ombwuracsup /
napuTanpeBup /
PUTOHABUD B
KOMOHWHAIIMH C
JlacabyBUPOM UITH

0e3 Hero

[loBbIlIeHHE KOHIIEHTpAIlMKM MapUTanpeBUpa B ILIa3Me
M, TakuM OoOpa3oM, yBEIHYEHHE pPHUCKA IOBBILICHUS
aktuBHoctd AJIT (cMm. paznen «BsaumozeiictBue c¢

JPYTHMH JIEKapPCTBEHHBIMH CPEJICTBAMHU).

JTunuo-mooupuyupyiowue npenapamol.

Nuruburopsl JloBacTaTuH, [ToBbIIEHHE KOHLIEHTpaIuu JloBacTaTHHa "

peaykrazsl ' MI'-KoA | cumBacTaTiH CUMBAcTaTHHa B  IJa3M€ MOXET IIPUBECTH K

(cTaTuHBI) MOBBILICHAIO PUCKA MHOINATHH, BKIIOUYas pabaoMHOIIN3
(em.  pasgen  «BzaumopneictBHe ¢ JIpYyTUMH
JIEKapCTBEHHBIMHU CPEJICTBAMHY).

Wuruburop Jlomutanuzg JloMuTanu SBISETCS 4YYBCTBUTEIBHBIM CyOCTpaToM

MHKPOCOMaJIbHOI'O i MetabonmsMa ¢ nomobio CYP3A4. UHruburtopst

6enxa—nepeH00qHKa

TPUTJIUIEPUIOB

CYP3A4 yBenuuuBaiOT KOHLEHTPALMIO JIOMUTANK/IA B

miIasMe, a MOIIHBIC PIHFI/I6I/ITOpI>I YBCJIUYHUBAIOT

KOHIIEHTpaLuUO 1npuMepHo B 27 pa3. OaHOBpeMEHHOE
NMPUMEHEHHE JIOMHTaNMJa ¢ YMEPEHHBIMH WK
momHbiMu uHrHOUTOpamMu CYP3A4 nportuBonokazaHo

(CM. HHCTPYKIIHIO 110 TPUMEHEHHIO JIOMUTAINA).
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WNurudurops!
bochoauscrepassl
(@/13-5)

ABanadui

Poct masMeHHOH KOHLEHTpauuu aBaHaduia (cMm.
paznensl «C ocTopokHOCTBIO» M «B3auMmojeiicTBre ¢

JIPYTUMH JIEKaPCTBEHHBIMH CPEJICTBAMUY).

Cunnenadun

[IpoTuBOnOKa3aH TOJBKO MpPH HPUMEHEHHU  JUIs
JIeUeHHs JIETOUYHON apTepuanbHoi runeprensuun (JIAD).
[loBbIlIeHNE KOHUEHTpALMH CHIJIeHaduIa B ILUIa3Me.
Bo3pacTaer BepoSTHOCTb pa3BUTHUsI MOOOUHBIX peaKIMi
cuieHapuia (BKJIIOYas TMIIOTEH3HIO U OOMOPOKH).
VkazaHusi 10 OJHOBPEMEHHOMY IIPUMEHEHHIO ¢
cwiaeHaduIoM y  NAlMEHTOB  C  OPEKTUIIbHOM
muchynkueir cMm. B pazaenax «OcoOble ykasaHuUS» H
«B3aumoneiictBue ¢ IPYyrUMH  JIEKapCTBEHHBIMH

CpeACTBaAMHU».

Bapnenadun

[ToBbillIeHHEe KOHIEHTpALMKM BapjeHaduia B IUIa3Me
(cm. pasjiebl «C OCTOPOIKHOCTHIO) "
«B3aumozeiictBue ¢ JAPYTUMH  JICKapCTBECHHBIMH

Cpe/ICTBAMM»).

CenaTuBHbIE /
CHOTBOPHBIE
JIeKapCTBEHHBIE

npenaparsbl

[lepopanbHbie
(bopmbl
MH/1a301ama,

TpUazoyiama

[ToBbllIeHHEe KOHIEHTPALMKM MU/A30/1aMa U TpHasoJiama
B IUla3Me IpH [pUeMe BHYTpb. Bospacraer puck

MMOBBIICHHON COHJIMBOCTH U YTHECTCHHS JIbIXaHU .

Vkazanus 1o [Map€HTEPAJIbHOMY BBCIACHHUIO
MHJlazojlamMma CM. B pasjciic «B3aumoeicTBe ¢

JAPYTUMH JICKAPCTBECHHBIMU CPEJACTBAMHU Y.

Ipenaparel, CHH/KAIOIHE KOHIEHTPALMIO JONHHABHPA / pATOHABHPA B IJIa3Me
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-

Pacturenbuble 3Bepoboit
JIeKapCTBEHHBIE IPOIBIPSIBJICHHBII
npernaparsl

OfHOBpEMEHHOE TNPUMEHEHHE C  PaCTUTEIbHBIMH
JIeKapCTBEHHBIMH npenapaTamu, COJepIKAIUMHU
3BepoOOi TIpoAbIpsBICHHbIH (Hypericum perforatum),
MPOTHUBOIIOKA3aHO B CBA3U C PHUCKOM CHIDKCHUS
KOHIIEHTPALIMK JIOIMHABHPA U PUTOHABHpA B IIa3Me U
ocnabneHuss UX KIMHHYECKUX d(dekToB (cMm. pasnen
«B3aumopeiictBue ¢ IpyrHMH  JIEKapCTBEHHBIMH

Cpe/ICTBAMU»).

C 0CTOPOKHOCTBIO

Bupycusriii renatut B u C;

[{uppo3 neuenu;

[ToBbIlIEHHE AKTHBHOCTH «TIEYEHOYHBIX» (HEepPMEHTOB,;
[Tankpearur;

['emopunus A u B;

JluciunuiemMus (TUIepXosiecTepUHEMHEsl, THIEPTPUIIIULEPHIEMHS );
AJIKOT0JIU3M;

DIUJIENCHs;

YepenHo-Mo3roBasi TpaBMa;

3a0osieBaHUs FOJIOBHOIO MO3ra;

Jletckuit Bo3pacrt (1o 18 ner);

[Toxwuioii Bo3pact (crapiie 65 ner);

* J[lanmeHTsl ¢ OpraHHYecKUMH 3a00JeBaHMSMM cep/ila, OOJIbHBIE C PacCTPOMCTBAMH

nposommeffl CHCTEMBI Cep/illa B aHAMHE3€ HUJIM IPUHUMAIOIIHUE Iperapartsl, yUTHHAIOMNC

untepBai PR (Takue Kak BepanaMul WK aTa3aHaBUp);

» CoBMECTHOE NPUMEHEHHE He peKoMeHOYemcs CO CIEYyIOUMMHU MpenapaTtaMu (CM. pas/elibl

«Ocobble ykazaHus» U «B3aumoeiicTBrE C APYyTUMHU JIEKAPCTBEHHBIMH CPE/ICTBAMK ):

- aTopBaCTaTHH.

- Tazanadui (U1 JICUSHUs JIETOYHON TUIIEPTEH3UH );

- pHOLUIYaT;

- BOparakcap;

- (y3uaueBasi KHCIOTA IIPH KOCTHO-CYCTABHBIX HHOEKIUAX;
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- caJMeTepol;
- puBapokcabaH;
- pudaMnunuH;
- (yTHKa30H W JIpyTHe INIIOKOKOPTUKOUIbI, KoTopble MeTaboau3upytores CYP3A4
(Takue xaak OyJ€COHUJ U TPHAMIIMHOJIOH);
- ¢ocammnpenasup, GpocamnpeHaBUp/pUTOHABUD;
- THIIpaHaBUP/PUTOHABHP;
- KETOKOHa30J (BbICOKHE J103bl > 200 MI B JIeHb);
- WTpaKoHa30J] (BbICOKUE J103bI > 200 MI B JICHB);
- OouenpeBup;
- CHMEIpPEBUP;
c - TelanpeBup;
- rJIeKanpeBUp/mMUOpeHTacBHp;
- codocOyBup/BennaTacBUp/BOKCUIANIPEBHP;
- anajgyTamH.
»  Cueayer uzbe2ams COBMECTHOTO MPUMEHEHHS CO CIIEAYIOMMMH TIpenapaTamMu (CM. pasielibl
«Ocobble ykazanus» u «B3auMmoeiicTBre ¢ IPYTUMHU JICKapPCTBEHHBIMH CPEICTBAMMY):
- OeJaKBHIIMH;
- BOPHUKOHA30JI;
- ubpyTHHHO;
- abemarukiuo;
- sHKOpadeHuo.
‘ *  Cleayer NPUMEHATH C OCMOPOJICHOCHbIO CO CIEAYIONMMHU IpenapaTaMi (CM. pasielibl
«Ocobble yxazanus» u «B3auMmozeiicTBre ¢ IPYTUMHU JIEKaPCTBEHHBIMH CPEICTBAMMY):
- JTMTOKCHH;
- Oenpuaui;
- JIHJIOKauH;
- XHHH/IUH;
- KJIQPUTPOMHIIUH;
- OPUTPOMHUIIMH;
- XJophEeHUPaMHUH;
- adaruuub;
- IEepUTUHHO;
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- (eHuTOUH;

- kapOama3zernuH;

- (enobapburar;

- Tpa3oJIOH;

- MHJa30JaM (JUls NapeHTepaJIbHOIO BBE/ICHUS);

- cuinenadu, Taganagua (JUis JIeUSHUS SPEKTHIBHON THCHYHKIIMN);
- pO3yBacTaTHH;

- 0o03eHTaH.

Ipumenenne npu 6epeMEeHHOCTH H B IIEPHO/I I'PY/IHOI0 BCKAPMJIMBAHHS

bepemennocmeo

Ipenapar Kanerpa®™ B jiekapcTBeHHON (hopme «pacTBOp Ul pHEMa BHYTPbY MPOTHBONOKA3aH K
MPUMEHEHHIO BO BpeMsi OEpeMEHHOCTH.

Ilepuoo epyonoeo eckapmausanus

UccneoBanus Ha Kpbicax MMOKa3alid, YTO JIOMHWHABHD BBIAEIAETCS € MOJIOKOM. HewussecTHo,
BBIICISETCS 1M JAaHHBIA JIEKAPCTBEHHBIM Mpermapar B MOJOKO Yy 4esoBeka. JKeHIIMHaM,
unpuimpoBanHeiv BUY, cneayer uszberath IpyJHOro BCKapMIJIMBaHHs JUls TPEAOTBPALCHHSA
nepenaun BUY-uneximu nersam.

DepmunbHocme

HUccneoBaHus HA JKMBOTHBIX HE IMOKA3aJld BJIMSHHS JIOMMHABUPA/PUTOHABHpA HA (EPTHIBLHOCTD.

OTCYTCTBYIOT JIaHHBIE O BIIMSIHUH JIOMMHABHPA/PUTOHABHPA HA (PEPTUIILHOCTH Yy YeJIOBEKa.

Cnioco6 npuMeHeHHus H /103bl

BryTpb. PacTBOp 11 ipHema BHyTph Kanerpa® ciieyeT npuHUMaTh BO BPeMsI €/IbL.

J103y OTMEPSIOT C TIOMOIIBIO KaTHOPOBAaHHOTO MINPHIA (103aTOPA).

Ipenapar Kanerpa® B siekapcTBeHHO#N (opme pacTBOp /Uil NPHEMA BHYTPh MOKHO IPHUMEHSTH C
MOMOIIBIO 30HJAa JUIS HMCKyCCTBEHHOro kopwmuieHusi. Heobxoammo cienoBath HHCTPYKIHMH IO
NpUMeHeHHIO 30H7a. [Ipenaparsl, cojepkaline STUIOBbIA CIUPT, HE PEKOMEHYETCA NPUMEHATH C
30H/IaMHU M3 MOJIMyPETaHa U3-32 BO3MOKHON HECOBMECTUMOCTH.

Bspocasie

Ipenapar Kanerpa® npumensercs B 103e

° 400/100 mr (5 mu1 pacTBOpa) JBa pa3a B J€Hb WK

° 800/200 mr (10 My pacTBOpa) OJMH pa3 B JI€Hb y I[AIMCHTOB C MEHEEe, 4YeM TpeMs

MYyTalUsIMH, CBA3aHHBIMH C Pa3sBUTHCM PE3UCTCHTHOCTHA K JIOITMHABHUDY. HpumeHeHne npernapara
16



Kanerpa® onuH pas B JeHb y NALMEHTOB C TpeMs U (0Jiee MyTalMSIMH, CBI3AHHBIMU C Pa3BUTHEM
PE3MCTEHTHOCTH K JIOMUHABUPY, H3YUCHO HEJAOCTATOYHO, ¥ IMOITOMY IPOTHBOIIOKA3aHO.

emu
HauGosiee TOYHBIM METOZOM SBJISIETCS paccueT J03bl Ipernapara Ha OCHOBAaHMHU ILJIOLIAJH
MOBEPXHOCTH Tejla. Bpad J0/DKeH paccuuTarh TOUHYIO J103y IIpenapara B MMJUIMTPaMMax Juis
Ka)KJIOTO MAIlMEeHTa U ONPEJICIUTh COOTBETCTBYIOLIHI 00BEM pacTBOpa.
OO01ee KOJIMYECTBO ITHJIOBOTO CIUPTA W TNPONMUICHIIUKOJIS OT BCEX JIEKAPCTBEHHBIX CPEJICTB,
KOTOpbIE IPUMEHSFOTCSI B IEPHO/I TEPANUy JOJDKHBI OBITh MPUHATEI BO BHUMAHHUE JUIsS TOTO, YTOOBI
n30exaTh TOKCHYHOCTH JIAaHHBIX BCIIOMOTaTeIbHBIX BemecTB. JletsM ot 14 qHel kKHU3HM JOJDKHO
OBITb  yJ€JeHO o0coboe BHUMaHWe (BO u30eKaHHE TOKCHYECKHX d(dekToB sTaHona u
MPOITUJICHIJIUKOJIS).

IIpumenenue npenapara Kanerpa® oaun pas B 1eHb y jieteif 10 18 €T npoTHBONOKa3aHo.

Jlemu om 14 oneti 0o 6 mecsayes
He cnexyer Ha3HayaTh B COYETAHUH ¢ A(aBUPEH3EM MM HEBUPAITHHOM.
Ta6mna 2. PekoMeHaanuy 1o noabopy J03bl npenapara Kanerpa® B 3aBHCHMOCTH OT Macchl Teja 1

IJIOIIA M [TOBEPXHOCTH Tea y Jaetelt ot 14 queit 10 6 Mecsnes

Jlo3a jutg nerteit ot 14 1HE#H 10 6 MecsieB
Ha ocHOBaHMM Macchl Te1a Ha ocHOBaHHMH IUIOIIA/H
[ Yacrora
(mr/kr) MIOBEPXHOCTH Teja (Mr/mM~)
16/4 mr/xr 300/75 mr/m? 2 pasa B CyTKH
(cootBetctByeT 0,2 MII/KT) (cooTBeTCTBYeT 3,75 Mi/M?) BO BpeMsl €J1bl

* [Lnomaas nosepxuoctu Tesa (IIIT) MokHO paccuuTaTh C/IEAYIOIMHM 00pazoMm:

Pocm (cm) x Macca mena (k2)
3600

HHT(Mz):J

Jlasiee HEOOX0AMMO paccuuTaTh 103y npenapara Kaaerpa® na ocaopanmu IIT:

Jlo3a nonuuasupa (mr) = ITTTT nanuenta (M%) * 103a JT0ONMHABAPA (Mr/m?)**

Jloza mpenapata Kaierpa® pactBop aiasi mnpHeMa BHYTpPb, OCHOBAHHAsl Ha Macce TeJa,
paccunThIBaETCs M0 cieayromei gpopmy.re:

Jlo3a nonunasupa (Mr) = macca tesa (Kr) X 03a JonHHaBupa (Mr/kr)**

** j103a TONMHABMpPa, OCHOBAaHHAs Ha JaHHBIX U3 Tabmuiel 1.

O6nem pacTBOpa (M) pacCUYHTBHIBAIOT N0 ciiexyomei Gpopmy.e:

O6beM pactBopa npenapara Kamerpa® (mir) = 103a normzasupa (mr) + 80 (Mr/mi)
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Jemu om 6 mecsayee 0o 18 1em

be3 coemecmnozo npumenenus ¢ dhasupen3om wiu nesupanunom: no3a coctasiaser 300/75 mr/m?

JIBa pa3a B CYTKH BO BpeMs €JIbl 0 MaKCUMabHOM cyTouHO# 103b1 400/100 Mr /Ba pasa B CyTKH.

Ecmn JIOBUPOBAHUE HA OCHOBAHWH MACChl TE€jla ABJIACTCA NPEANIOYTUTCIIBHBIM, TO /J103a IIperapara

JUIS TIAIMEHTOB C Maccoii Tena MeHee 15 kr cocrasisier 12/3 Mr/Kr /iBa pasa B CyTKH; /Ul NALIUEHTOB

6osnee 15 xr 1o 40 xr — 10/2,5 mr/kr 1Ba pasza B CyTKH.

Ta6nuua 3. PekoMenamuu 1o moaoopy J03sl npenapata Kanerpa® B 3aBHCMMOCTH OT Macchl TeJia y

nereit ot 6 mecsies 10 18 et

Jlo3a juig nereit ot 6 mecsues 10 18 jer, paccunTaHHas HAa OCHOBAaHUM Macchl Tena*

O06bem npemnapara,
Jlo3a npenapara, npuHUMaeMas JBa .
Macca tena (kr) NPUHUMAEMBIH /1Ba pa3a B
pa3a B CyTKH) (MI/KT) P
CYTKH,** M
7 no <15 kr 12/3 mr/kr
7 no 10 kxr 1,25 M
>10 o <15 kr 1,75 mn
> 15 n0 40 kr 10/2,5 mr/xr
15 no 20 kr 2,25 Mn
> 20 mo 25 kr 2,75 M
> 25 no 30 kr 3,50 Mt
> 30 no 35 kr 4,00 M
> 35 no 40 xr 4,75 mn
> 40 xr CM. J103BI JUIs1 B3POCIIBIX

¥ PEKUM J103UPOBAHME T10 MACCE TE€JIa, OCHOBAH HAa OrpaHHY4C€HHbIX 1aHHbIX

** oObeM (MJ1) pacTBOpa Ul MPUEMa BHYTPb MPEACTaBAeT COOO0M CPEAHIOD 103y /Ui YKa3aHHOIO AManasoHa Beca

MalrueHTOB

Jlo3a npenapara Kanerpa®, paccunrtannas na ocnosaunuu [1I1T, cocrasmsier 230/57,5 Mr/m>,

Ta6uua 4. Pekomennawuu o noadopy 103sl npenapara Kanerpa® B 3asucumoctu ot [T y neteit

ot 6 mecsites 10 18 et

T (m?) 230/57,5 mr/m” aBa pa3a B CyTKH
0,25 0,7 mn (57.5/14.,4 mr)
0,40 1,2 M1 (96/24 mr)

0,50 1,4 M (115/28,8 mr)
0,75 2,2 mi (172,5/43,1 mr)
0,80 2,3 mu (184/46 mr)
1,00 2,9 ma (230/57,5 mr)
1,25 3,6 M (287,5/71,9 mr)
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2] 3.7 M (299/74.,8 mr)
1.4 4,0 mu1 (322/80,5 mr)
1,5 4,3 mut (345/86,3 mr)
1,7 5 mu (402,5/100,6 mr)

ITnomans nosepxuoctu Tea (I1T) MokHO paccunTarh ciietyommm oopa3om:

Pocm (cm)x Macca mena (k2)

3600

IIT (M) = J

Conymcmeyiowias mepanus: (hagupens, HeeuUpanuH

Jlo3bl  230/57,5 Mr/M> MOXkeT OBITb HEIOCTATOYHO Y HEKOTOPHIX JI€TeH IMpPH COBMECTHOM
IIPUMEHEHUH C HEBHPAIMHOM Wi ddaBupen3om. [ Takux NalueHToB HEOOXOAMMO yBEJIHYCHHE
no3sl mpenapata Kanerpa® no 300/75 mr/m®. Pekomenjyemas /103a He JIOJDKHA IIPEBBIIIATH

533/133 mr (6,5 m11) 2 pa3a B CyTKH.

Ocobvie epynnvl nayuenmos

Jlemu 6 so3pacme 00 14 Onell u npesicoespemMenio policoeHHble Oemu

Kanerpa® pacTBop i mpuemMa BHYTPb IPOTHBOIOKA3aHO NPHMEHSTh y HOBOPOXJIECHHBIX JI0
JIOCTH)KEHHSI TEeCTallMOHHOTO Bo3pacra (BKJIKOYAeT MEpUOJ ¢ IEpPBOro JiHA  IOCJICTHEro
MEHCTPYaILHOTO IMKJIa MaTepH JI0 POXKICHHS, a TAKKe NMEPUOJ, TPOIIEIHN OCIe POKICHUS) —
42 Heneny — ¥ 10 JOCTHXKEHHS TIOCTHATAJIBHOTO Bo3pacTa — He MeHee 14 quei.

Ileuenounasn nedocmamoyHocmeo

JIonuHaBUP/PUTOHABUP MPEHMYIIECTBEHHO METa0OJIM3UPYETCSs W BBIBOJAMUTCS IEUCHBIO, IOITOMY
npuMeHenne npenapata Kanerpa® B JiekapcTBeHHOW (opme «pacTBOp Ul IIpHEMa BHYTPb)
IPOTUBONOKA3aHO  [AUMEHTaM € ICYCHOYHOH  HEJI0CTaTOYHOCTBIO  (CM. paszen
«IIpoTuBOMIOKa3aHUSA»).

YV BUY-uHGHUIMPOBAHHBIX NALMEHTOB C JICTKOH HJIM CPEIHEH CTENeHbIO TAKECTH MEeYCHOYHOH
HeI0CTaTOYHOCThI0 Habmoaanock yseiaundenne AUC nonuHaBupa npumepHo Ha 30%, ogHako He
OXKujaeTcs, 4Tto JaHHbli ekt OyaeT uMeTh KIMHHYECKoe 3HaueHue. JlaHHpie O MalMeHTax ¢
TSOKEJION TIEUeHOYHOM HeJ0CTaTOYHOCTBIO OTCYTCTBYIOT. Ilpemapar Kamerpa® He J0ibKeH
Ha3HAYaThCsl JTAHHBIM MAllHEHTaM.

Iloueunas neoocmamounocms

[Ipumenenne npenapata Kanerpa® B JiekapcTBeHHOM (opMe «pacTBOp Ul HpUeMa BHYTPbY
MPOTHBOMOKA3aHO Yy  MAUMEHTOB € TIOYEYHOH  HEJOCTATOYHOCTBIO  (CM.  pasjen

<<npOTI/IBOHOKa33HPIﬂ>)). HOCKOHbe MOYECYHBIN KJIMPEHC JIONMMHAaBUpa U pUTOHABUPA HE3HAYUTCIICH,
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HEC OXHIAACTCA YBCIUMYCHUEC KOHILCHTpallMid B IUIa3M€ KpOBH y IAIMCHTOB C IMOYECYHOM
HEAOCTATOYHOCTBIO. HOCKOHLKy JIOIIMHABUP U PUTOHABUP CBA3BIBACTCH C OeJIKaMHM T1J1a3Mbl KpOBH,
MaJIOBEPOATHO, HYTO OHH 6yIIYT 3HAYUTECJIBHO YJaJICHbI C IIOMOILIBIO TIE€MOJHaIM3a HIIH

INEPUTOHCAITBHOT'O JIHAJIA3a.

ITo6ouHoe aeiicTBHE

Heocenamenvnosle peakuyuu, 6viA6NEHHbIE 6 X00€ KAUHUYECKUX UCCC006AHUN U 6 PAMKAX
ROCMPEZUCMPAYUOHHO20 NPUMEHEHUA, ) 63POC/IbIX U Oemell

Yacrora HeXeJaTeIbHBIX PeaKkiMii MPUBE/ICHA ¢ YUYETOM BCeX 3apMKCHPOBAHHBIX HEXKeJIaTeIbHBIX
SBJICHUM YMEPEHHOM W CHJIBHOW MHTCHCHBHOCTH, HE3aBUCHMO OT WHJMBUIYaJIbHOM OLECHKH
JIOCTOBEPHOCTH NMPUYUHHO-CJICJICTBEHHON cBA3u. HexenareibHple peakiMu IPUBEICHBI COTJIACHO
CHCTEMHO-OpPraHHbIM KJ1accaM. B kax/10 rpyIne 4acToThl HEXKeaTeIbHbIEe PEaKIMu IPE/ICTaB/ICHbI
B IOPSA/IKE YMEHBIIEHHUS UX CEPbE3HOCTH: 04eHb yacTo (> 1/10), yacro (> 1/100, no < 1/10), HeyacTo
(> 1/1000, 1o < 1/100) 1 yactoTa HeM3BECTHA (HE MOXKET OBITH OLIEHEHA [0 UMEIOLIMMCS JaHHBIM,

IMOJIYYCHHBIM B XO/I€ TOCTMAPKETHHI'OBOI'O Ha6monem/m).

Tabmuna 5. HexenarenbHble p€aKknuM, BbIABJICHHBIC B XOJAC€ KIMHHYCCKHX HCCIIE/IOBAHUN U B

pamKax MOCTPErHCTPALlMOHHOTO IPUMEHEHHMS, Y B3POCIIBIX U J€TEH

CucremHo-
Yacrora HexeaTeibHble peaKHU
OpraHHbIH KJjacc
Wudpexunonusie 1 | OueHb 4acTo WNudexuun BepXHUX AbIXaTEeIbHBIX ITyTEH
napa3uTapHble
q KUK HIK BIXaTeJIbHBIX MyTeH, HHPEKIUU
siRbsna acTo Uudexn HUX JIbIXa nyTeH, uHpEeKI
KOKH M TOJKOXHOH J>KHPOBOW KJIETYATKH, B TOM
YucIIe HEJUIIONNT, GOIUTHKYIUT U GypyHKYJIe3
Hapyenus co Yacro AHeMHus, JIEUKOIIEHUS, HEUTPOIIECHUS,
CTOPOHBI KPOBU U nuMpanenonaTus
muMdarudeckoit
CHCTEMBI
Hapmyenus co Yacto Peakiiui TUIEpYyBCTBUTEIBHOCTH, B TOM 4YHCIIE
CTOPOHBI KpalMBHUIIA U QHTHOHEBPOTHYECKUI OTEK
UMMYHHOM
Hewacto CHH/IpOM BOCCTAHOBJIEHHSI IMMYHHUTETA
CHCTEMBI
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Hapymenus co Heuwacto ['unoronaausm
CTOPOHBI
SHJIOKPHHHOHN
CHCTEMBI
Hapyuienus co Yacto Hapyienus, cBSi3aHHbIE C MOBBIIICHUEM TIIFOKO3bI B
CTOPOHBI OOMEHa KPOBH, BKJTHOYast caxapHbIi nuaoer,
BEIIECTB U MUTAHUS THNIEPTPUIIMIIEPUICMHS],  THIIEPXOJIECTEPHHEMUS,
CHMJ)KEHHE MacChl TeJla, CHUIKEHHE anleTuTa
Heuacto [ToBbIeHHE MAcChl Teja, MOBIILICHHE anleTuTa
Hapymenus Yacto TpeBoxHOCTB
NICUXUKA
Heuacto HeoObIuHble CHOBHIEHHUS, CHHYKEHUE JTHOUT0
Hapymenus co Yacto ["ooBHast 60JIb (B TOM YHCIIE MUTPEHb), HEHPOIIATHS
CTOPOHBI HEPBHOM (B ToM wumcine mnepudepuyeckas HeHponaTus),
CHCTEMBI rOJIOBOKpY’KEHHE, OECCOHHUIIA.
Heuacto [lepeOpoBackyisipHble  HapyIlUEHHs,  CYyJOpOrH,
JTUCTEB3HUsl, areB3usi, TPEMOP
Hapymenus co Heuwacto Hapyiuenue 3penus
CTOPOHBI OpraHa
3peHHs
Hapyenus co Heuacto [IIym B yiax, BecTHOYJIIPHOE TOJIOBOKPYKEHUE
CTOPOHBI OprasHa
ciyxa
paBHOBECHS
Hapymenus co Hedyacto ATepocKiepos, UHpapKT MHOKap/a,
CTOPOHBI cepLa aTPHOBEHTPUKYJIApHast 0OJi0Kajga, HEA0CTaTOYHOCTh
TPEXCTBOPUYATOro KjlanaHa
Hapyenus co Yacto ApTepuanbHas TUIepPTEeH3Hs
CTOPOHEI COLYAOR | Hegacro Tpom603 ri1y6OKHX BeH

Hapyenus co

OueHb 4acTo

Jlnapesi, TomHoTa
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CTOPOHBI
JKeJy JOYHO-

KHIICYHOTO TPpaKTa

Yacro

Heuacto

[Tankpearur, pBOTa, racTpoasodareanbHas
pedirokcHas 60J1e3Hb, TACTPOIHTEPUT, KOJIUT, OOJIb B
KUBOTE (BEPXHUX M HUKHUX OTJElax), B31yTHE

JKHUBOTA, JTUCIICIICHA, FCMOPPOﬁ, METCOPHU3M

)KCII}’IIO‘-IHO-KI/IHICQHOC KPOBOTCUCHHUC (B TOM YHUCJIC

A3BCHHAs 00J1€3Hb KETyJlka H KI/IU.IC‘IHI/IKa),

JAYOJCHHUT, TaCTpUT, PEKTAJIbHOEC KPOBOTCYCHHUE,
CTOMATHUT, sA3BbI CJIM3UCTON O0O0JIOYKH TMOJIOCTH pTa,

HeJIep)KaHKue Kajia, 3a1op, CyXoCTh BO pTy

Hapymenwus co
CTOPOHBI TIEYCHH U
JKETYEBBIBOSAIIUX

nyTen

Yacro

HeuacTo

YacToTa HEU3BECTHA

['ematur, B TOM 4YHCJIE MOBBIIICHHE AKTUBHOCTH
CBIBOpPOTOUHOM acrapratamuHoTpancdepassl (ACT),
(AJIT),

raytamuiarpancnentuaasst (I'TTII)

aJlaHMHAaMHHOTpaHcepasbl raMmma-

Crearos ICYCHH, rernaroMerajius, XOJIaHTHUT,

runepOuIMpyOHHEMHS

Kenryxa

Hapyenus co Yacto ChIllb, B TOM YHCJIE MaKyJIOIaIyJje3Has, JIepMaTuT, B
CTOPOHBI KOKH U TOM 4YHCJIE€ OdK3ema U cebopes, YCHICHHOE
IOJIKOKHOM MOTOOT/ICJICHHE B HOUHOE BPEMS, 3y /1
KJIETYATKH

Heuacto AJtonienus, KanuJUISIPUT, BaCKYJIUT

Yacrora HeusBecTHa | Cunzpom CruBenca-J[)koHCOHA, MyJIbTHHOPMHAS

sputemMa

Hapyenus co Yacto Muanrus, CKeJeTHO-MBIeYHass 00Jb, B TOM YHUCIIE
CTOPOHBI CKEJIETHO- aprpairusi U 0O B CIIMHE, MbII€YHas C€1aboCTh,
MBILIEYHON Cra3Mbl MbIIIIIL
COCIMHUTEIIbHOM

Heuacto PabioMuommu3, 0OCTEOHEKPO3
TKaHU
Hapymenus co Heuwacto CHmxenue KJIMpeHca  KpeaTWHHHa,  HeppuT,
CTOPOHBI MOYEK H remMatypus

MOYECBBIBOIAIINX
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myTeH

Hapymenus co Yacto DpeKTHIbHAsE AUCHYHKIHS, aMeHOpesl, MEHOpparus
CTOPOHBI MOJOBBIX
OpraHoB U

MOJIOYHOH KeJIe3bl

OO0mue Yacro CnabocTb, BKIIIOYast aCTCHHUIO
paccTpoicTBa U
HapyIlICHUs B MECTE

BBCJICHH A

Onucanue omoeibHbIX HedHCeIamebHbIX peaKyull

Cunzipom Kymmnra ObUT OTMEYEH Yy MAIMEHTOB, IOJIYYarOIMX PUTOHABUP W NMPUHHMAIOIINX
MHTPaHA3abHO WM HMHTAIAIMOHHO (ryTHKa3oHa mpornuoHaT. Jlauueii Q@exT mnoTeHnuanbHo
MOXET MMETh MECTO M B CJIydae NMPUMEHEHHUS JAPYTHX KOPTUKOCTEPOU/IOB, METAOOIM3UPYOIIUXCS
nocpenctBom P450, Hanpumep, Oy 1€COHUIOM.

[ToBbIeHHEe aKTHBHOCTH KpeaTHH(POCHOKHHA3BI, MUAITHSA, MHO3UT, a TAKXKE B PEAKHX CIydasx
pab1oMuoIu3 ObLTH 3a)MKCHPOBAHBI TP JICYCHHH HHTHOUTOPAMHU 1IPOTEa3, 0OCOOEHHO B COYETAHUH

C HYKJICO3UIHBIMH HHTMOMTOpaMH 0OpaTHON TPaHCKPUIITA3bL.

Memabonuueckue noxazamenu

Bec, a Takke KOHUEHTPALMH JIMIUIOB U TJIIOKO3bI B IJIa3M€ KPOBH MOTYT IOBBICHTHCS BO BpeMsi
AQHTUPETPOBUPYCHOMU TEparuu.

VYV BUY-uHQUUMPOBAHHBIX MALMEHTOB C TSOKEIbIM MMMYHHBIM Je(QUIMTOM BO BpeMs Hadaja
KOMOMHHPOBAHHON aHTHUpeTpoBUpPYCHOM Tepanmuu (KAPT) MoryT Bo3HUKHYTH OECCUMIITOMHbIE HJIH
OCTaTOYHBbIE OMMOpTYHUCTHYecKHe HHpekuun. Taike coobmanoch 00 ayTOMMMYHHBIX
HapyIeHusX (Takux Kak Auddy3Hbiii TOKCHUECKHi 300), BpeMs Hauala KOTOPBIX, OJIHAKO, Ooiee
BapuabebHO — 3a00JieBaHME MOKET HAuyaThCs dYepe3 IPOJOJDKMTENbHBI CPOK IOcje Havaia
JICYCHHUS.

BbUIM OTMEYEHbI ClIydal OCTEOHEKPO3a, B OCOOCHHOCTH Yy MAlMEHTOB C (pakTopamu pHCKa B
anamuese, nporpeccupytomeii BUU-unpexumeii uam 1mociae MpoJ0/DKHTEIBHOTO MPUMEHEHHS

aHTI/IpeTPOBHp}’CHOﬁ TCpallruu. YacToTa MX BOBHUKHOBEHHUS HEU3BECTHA.

Hocmpezucmpauuounbm onsim RPUMEHEHUA

Jlemu
g3




V nereii B Bo3pacte 14 qHeit u crapiue npoduib 6€30MacHOCTH HACHTHYEH NPoQuio 6e30macHOCTH

y B3pocibix (cMm. Tabmuiy 5).

Ilepeno3suposka

Cumnmomvi

VIMeroTcst coobMIeHNs 0 cllyyasx Iepeo3upoBku npenapatom Kaerpa® B nexapctBenHoit Gpopme
pactBop Juis mpuema BHYTpb. CooOIIalioch O CIEAYIOIMX CHMITOMAax, BO3HHKIIMX Ha (one
CIIy4aifHOM Nepe/I03UPOBKH y HEJOHOLIEHHBIX MJIAJICHIIEB: MOJIHAs aTPUOBEHTPUKYJIsIpHas Oj10Kaza,
KapIMOMHOIATHs, JIAKTAT-allijI03, OCTpas IOoYeyHas HeNoCTarouHocTh. Ilpenapar Karerpa® B
JIEKapCTBEHHOM (hopMe pacTBOp JUIs INpUeMa BHYTPb SBISETCS BBICOKOKOHIICHTPHPOBAHHBIM U
conepxut 42,4 % (006./06.) sranona u 15,3 % (macc./00.) IPONUICHIIHMKOIS, MOITOMY CIEAyeT
MpOSBJIATE 0c000€ BHUMaHWEe IMPU TOYHOM pacyere J03bl JIONWHABUPA/PUTOHABHPA IS
NpeyIPEeKICHAS NePEeJO3UPOBKH, OCOOEHHO B Cllydyae NPUMEHEHHs Ipenapara y MIIAJCHLEB H
JIeTeil paHHero Bo3pacra.

Jleuenue

B Hactosinee BpeMs KJIMHHYECKHH OIBIT OCTPOH IEPeJ03UPOBKH JIONMHABUPOM/PUTOHABUPOM Y
mozaein orpannded. Creuuduueckoro antujgoTa He cymectByer. Jledenwe coctour M3
MEpOIPHUSITHI, HANPABICHHBIX Ha MOJJIEPKAHME IKM3HEOOECIeYeHUsl OpraHu3Ma, BKIKOYas
KOHTPOJIb 3@ JKM3HCHHO Ba)XHBIMH (YHKIMAMH OpraHu3Ma M HaOJIOJEHHE 33 KIMHHYECKHM
cocrosaueM OospHOro. I[lpu HeoOXOAMMOCTH yIansfioT HeabCOpOMPOBAHHBIM JIEKAPCTBEHHbIM
mpemapar ¢ [IOMOINBIO  NpOMbIBaHHs okemyzaka. Jlos  yjganenus  HeaOCopOMpOBAHHOTO
JIEKAPCTBEHHOTO TIperapara MOXeT ObITh M0JI€3HO MPHMEHEHHE aKTMBHPOBAHHOIO yris. Tak Kak
JIONMHABUP/PUTOHABUD B BBICOKOW CTENEHH CBS3bIBaeTC C O€IKaMM IUIa3Mbl KPOBH, TO
NpUMEHeHHe auaiu3a HeresnecoodpasHo. OHaKo, B Cllydae Nepea03upOBKH IpernapaTom Kanerpa®
(pacTBOp JUISl TIpUeMa BHYTPb) JHAIH3 MOXKET ObITh MCIOJIL30BAH JUIA YJAIEHHS STaHOIA U

IIPOIMUJIICHTJIUKOJIA.

B3aumojeiicTBHe ¢ APYrHMH JIeKADCTBEHHBIMH CPe/ICTBAMH

JlonuHaBUp/pUTOHABUD in vitro W in vivo sBasercs uHruburopom musodpepmenta CYP3A.
OJIHOBpEMEHHOE  IPUMEHEHHE JIONMHABMpA/PUTOHABHpAa W INpernaparoB, B~ OCHOBHOM
metabommsupyembix usodepmentom CYP3A  (mampumep, JUIHIPONUPUIMHOBBIE OJIOKATOPHI
«MEJUICHHBIX» KalblMeBbIX KaHaioB, HHrHOUTOpBl [ MI'-KoA-peyKkra3el, *MMYyHOICTIPECCAHTBI U
uHruouTOpel  pochoauscrepassr 5 (DJID-5)), MOKET NPUBECTH K YBEIUYCHUIO IUIA3MEHHBIX

KOHHCHTpaIIHﬁ 3TUX MpernaparoB, TEPANEBTUYCCKOC HIIA 1mo0OYHOE JICHCTBHUE KOTOPBIX MOXKET
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YCHJIMTBCS WM TPOJUIMThCs. [IpU 0JTHOBpeMEHHOM mHpuemMe ¢ JIOMHHABUPOM/PUTOHABHPOM Oolee
yacTo Habmoaetcs 3HaunTeabHoe yBenuuenue AUC (Gosee yem 3-kpaTHoe) npenapaToB, KOTOpPbIE
akTuBHO Metabommsupytores u3zopepmentrom CYP3A U uMMEIOT BBICOKMI ITPECUCTEMHBIN
metabom3M. [Ipenaparbl, KOTOpblE NPOTUBOMOKA3aHbl MMEHHO [0 IPHYMHE HEKeIaTeIbHOIo
B3aUMOJICHCTBHS U BO3MOXKHOCTH Pa3BUTHS CEPbe3HBIX MOOOYHBIX I(PGEKTOB, NEpedyuciIeHsl B
paszzaene «lIporuBonokazanus».

JlonunaBup/putonaBup Metabonmsupyercs noj aeicterueM uzopepmenta CYP3A. OxnoBpemenHoe
NpUMEHEHHE JIOMMHABApA/pPUTOHABUpA W IpenaparoB, uHAyuupytommx uzopepment CYP3A,
MOJKET YMEHBIIHMTH IJIa3MEHHbIE KOHIIEHTPALMU JIONMHABUPA U CHHU3HMTH €ro TEeparneBTUYECCKUN
¢ dexr.

OJIHOBPEMEHHOE TPUMEHEHHE JIONMHABUPA/PUTOHABUPA M JIPYTHX IIpernaparoB, KOTOpPbIE
uHruoupyot uzopepmeHT CYP3A, MOXKET yBeIMUYHTH IJIA3MEHHbIE KOHUEHTPALMU JIOIIMHABHPA,
XOTS 9TH U3MEHEHHUs He ObUIM OTMEUYEHBI IPH OHOBPEMEHHOM IIPUMEHEHHUHU C KETOKOHA30JIOM.

B TepaneBTHYECKHX KOHIEHTpPALMSAX JIONWHABUP/PUTOHABHDP HE HHIHOMpYyeT H30(hEpMEHTBI
CYP2D6, CYP2C9, CYP2C19, CYP2E1l, CYP2B6 aim CYP1A2.

JlonvHABUP/PUTOHABHDP N Vivo HMHAYUMPYeT COOCTBEHHBIH MeTabOJIM3M M YCHJIMBAET
GuoTpancHOpMAIMIO HEKOTOPHIX IpernaparoB, MeTabOIM3UPYIOMHUXCS (epMEHTaMH CHCTEMBI
muroxpoma P450 u myTem rimoKy pOHUPOBaHHS.

Kanerpa® cojepKuT JONMHABMD M PUTOHABUP, sBistouecs unruduropamu P450 msodopmbr
CYP3A in vitro. CoBMecTHOe Ha3HaueHne npenapara Kanerpa® u Apyrux 1eKapcTBEHHBIX CPEJICTB,
npeuMytecTBeHHO MeTabomu3upyemMbix CYP3A, MOXKeT NPUBECTH K MOBBIIICHHIO KOHIICHTPAIIUU B
iasMe JIPYyruX JIGKAPCTBEHHBIX CPEJCTB, YTO MOXET YCHJIUTh WJIM  IPOJIOHTHPOBAThH
TeparneBTHUeCKUi 3QQEKT HIM HEXKelaTe/IbHbIE SABICHHUS. Kanerpa® ne mnrubupyer CYP2D6,
CYP2C9, CYP2C19, CYP2E1, CYP2B6 win CYP1A2 B KJIMHUYECKH 3HAYUMBIX KOHLEHTpAIHAX
(em. pasmen «IIporuBomokaszanusi»). MccineqoBanus B €CTECTBEHHBIX YCJIOBHSX — BBISBHIIH
criocobHocTh mpenapara Kanerpa® 3amyckath cBoif MeTab0/IM3M M MOBBIIATH OHOTPaHCHOPMAIIHIO
HEKOTOPBIX JIEKAPCTBEHHBIX CPEJACTB, METa0OIM3HPYEMbIX IPyMNoi depmentoB nuToxpoma P450
(Bkmouas CYP2C9 u CYP2C19) um myteM TIIOKYpOHHPOBaHMS. DTO MOXET TPUBECTH K
YMEHBIIEHHIO KOHIIEHTPALlMK Mperapara B IUIa3Me U BEPOSTHOMY CHHKEHMIO >P(PEKTHBHOCTH
Ha3HavyaeMbIX COBMECTHO JIEKapCTBEHHBIX CPE/CTB. JlekapcTBEHHbBIE Cpe/ICTBa,
IPOTUBOIOKA3aHHbIE, B YacTHOCTH, [0 IPHYMHE OXKMIAEMOH  BBIPDAKCHHOH  CTCNCHH
B3aUMO/ICHCTBUS M MOTEHIHAILHO CEPhE3HBIX HEXKEIATE/IbHBIX SBJICHUH, MEPCUNCIICHBI B pa3/ele

«Hpomsonoxazaﬂml ».
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M3BecTHBIE ¥ HIpeanojaraeéMble  B3aMMOJCHCTBHS C  BBIOPAHHBIMH  QHTHPETPOBHUPYCHBIMHU
JIEKapCTBEHHBIMHU IpenapaTaMyi U JIEKapCTBEHHBIMM IIpenaparaMu JpyTuX IPYIIl MepeYHciIeHbl B
Tabnuue 6.

BzaumoseiictBuss  Mexay — npemaparom  Kanerpa® M OHOBPEMEHHO — IPUHMMAEMbIMU
JIEKApCTBEHHBIMH IIperiapaTaMy Ipe/ICTaBlIeHbl B TabiuIe HIKe (yBeIHueHne 0003HaueHo KakK « 1,
CHMIKEHHE KaK «|», 0e3 U3MEHEHH KaK «<«>»; pa3 B JieHb Kak «PJ[», aBaxasl B aeHb Kak «JJ1» u
TpHu pasa B JieHb Kak « TJ1»).

Eciu He yka3aHO HMHOE, HCCIEJOBaHUS, O0O3HAUYEHHbIC HMIKE, IPOBEJEHBI CO CTaHJIapTHON

PEKOMEH,TyeMoii /10301 JionuHaBupa / putoHasupa (1. €. 400/100 mr 2 pasa B 1eHb).

Tabnuna 6. JlanHbIE 0 JIEKAPCTBEHHBIX B3aUMOJICHCTBUAX

®apmako- Biusinne Ha koHueHTpauuun | KiimHuyeckne pekoMeHanuu,
TepaneBTHYECKasl | PenaparTos Kacauuecsi 0/ITHOBPEMEHHOI0
rpynmna npumenenus ¢ npenaparom Kanerpa®
0/IHOBpPEMEHHO Cpeanee reoMeTpuiecKoe
NPHUHHMAEMOr o u3menenue (%) AUC, Cmax,
npenapara Chmin

MexaHu3M B3aMMO/IeHCTBHSA

AHTHPETPOBHPYCHbIE NPeNapaThl

Hykneozuonwvle uneubumoput oopammoit mpanckpunmasel (HHOT)

CraByuH, Jlonuuasup: <> Koppexuus 10361 He TpeOyeTcs.

JTAMUBY JIMH

AbGakasup, AGakaBup, 31/10BY IUH: KimHuyeckas ~ 3HaYUMOCTb  CHUIKEHHS
3UJI0BY IMH KOHIIEHTPALIMH MOTYT KOHIIEHTpaluu abakaBupa M 3HJIOBYJMHA

CHIDKAThCS BBU/Y YBEJIMYEHHS | HEU3BECTHA.
IJIFOKY POHH/JIAIMH, BEI3BAHHOM
JIOMMHABHUPOM / PUTOHABUPOM.

Tenodosup, Tenodosup: Koppekuust 10361 He TpeOyeTcs.

300 mr PJ1 AUC: 132 % Boiiee BbIcOKasi KOHIIEHTpalus TeHo(oBHpa
Ciax: < MOXET CrocoOCTBOBaTh BO3HHKHOBEHHUIO
Cmin: 151 % HEeXeJlaTeJbHbIX SBJICHHH, CBS3aHHBIX C

TEHO(POBHPOM, BKJTFOYAst HapyleHHe

JlonuHaBup: <> (GYHKIMH TTOYEK.

Henyxneosuonwie uneubumopst oo6pammnoii mpanckpunmasvl (HHHOT)

D¢aBupens, JlonunaBup: Jlosy mpemapata Kamerpa®  ciexmyer

600 mr PJ{ AUC: | 20 % yBeauunTh 10 500/125 mr 2 pa3a B I€Hb IIpH
Cmax: | 13 % OJTHOBPEMEHHOM TpHeMe ¢ 3HaBUPEH30M.
Chmin: | 42 %
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DdaBupens,
600 mr PJ1

(;onuuaBup /

JlonuuaBup: <
(cooTBeTCTBYET J103€

400/100 mr JIJ1, npuHuMaeMoii
OT/EIIBHO)

PUTOHABUD

500/125 mr J1J1)

HeBupanus, Jlonunasup: Jlosy npenapara Kanerpa®  ciemyer

200 mr 11 AUC: | 27 % yBenuuuTh 10 500/125 mr 2 pasa B AeHb IpU
Cmax: | 19% O/IHOBPEMEHHOM IIPUEME C HEBUPAITHHOM.
Cmin: | 31 %

OTpaBUpUH DTpaBUPHH: Koppekuust 10361 HE TpeOyeTes.
AUC: | 35%

(;ronuHaBup / Chin: 1 45 %

PHUTOHABHP Cha: 1 30%
TabJIEeTKH
400/100 mr J1JT) JlonuHaBHUp:
AUC: &
Ciiins 1 20%
Ciigs =
PunnuBupun PuimuBupuH: OHOBpeMEHHOE NpPUMEHEHHE IIpernapara
AUC: 152 % Kanerpa® ¢ pHINMBAPUHOM  BBI3HIBAET
(;monuHaBHp / Chin: 174 % [IOBBILICHUE KOHIEHTPAllMH PUJITUBHPUHA B
PUTOHABUD B Coac: 129 % T1a3Me, HO KOPPEeKIus J103bl He TpedyeTcs.
e Jlonuuasup:
400/100 mr JIT) AT =
Coins L 11%
Ciise: &>

(uHrubupoBanue GepMEeHTOB
CYP3A)

Anmazonucmer xemoxunoswvix peyenmopos CCRS5

Mapasupox

Mapasupox:

AUC: 1295 %

Cmax: T 97 %

BBU1y uHruduposanus CYP3A
JIONTMHABUPOM / PUTOHABUPOM.

Jlo3y mMapaBupoKa clieyeT CHU3UTh 10 150
Mr 2 pasa B JIeHb BO BpeMs OZIHOBPEMEHHOTI'0
nmpuemMa ¢ npenmaparom  Kanerpa® B
no3upoke 400/100 mr 2 pasa B JieHb.

Hueubumopwr unmezpaswl

Panrerpasup

PanrerpaBup:
AUC: <

Chax: <
Ci2:130%
JlonunaBup: <>

Koppexiust 10361 He TpeOyeTcs.
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Oonoepemennoe npumenenue ¢ opyeumu uneubumopamu npomeaszol (HI1) BHY
B COOTBETCTBHHM C yTBEPXKACHHBIMH PYKOBO/ICTBAMU COBMECTHAsI TepaIusi ¢ MHTHOMTOpaMu
poTeaskbl, Kak MPaBUIIO, HE PEKOMEH Ty €eTCsl.

docamrpenaBup /
PUTOHABUD
(700/100 mr JUT)

(;morntuHaBup /
PUTOHABHP
400/100 mr JIJT)

HJIU

bocamnpeHaBup

(1400 mr JUT)

(;mormuHaBup /

docamnpeHaBup:
KOHIIEHTPAIMS aMIIPeHaBUpa
3HAYUTEJIBHO CHUIKACTCS.

O1HOBpeMEHHOE IPUMEHEHUE
MOBBILIEHHBIX 103 (hocamnpenasupa (1400
mr JIJ1) u npenapara Kanerpa® (533/133 mr
JUI) y mamueHToB, MOJy4arolUX JIe€UYeHUe
UHTUOMTOpAaMH  MpOTeas3bl, MPUBOAUT K

BBICOKOMY PHCKY pa3sBHUTHs HEKEJIATCIIbHBIX

ABJIGHHH  CO  CTOPOHBI  JKENyJIOUHO-
KHIIEYHOTO  TpakTa ¥ IOBBIIIECHHIO
KOHIIEHTpAIH TPUTITUIICPHIOB npu
UCIIOJIb30BaHUH KOMOHWHHPOBAHHON
Teparnuu oe3 yBEJTHYCHHS
BUPYCOJOTMYECKOH  d(h(PEKTUBHOCTH B
CpPaBHEHHH CO CTaHJAPTHBIMH  J03aMH
dbocamnpenaBupa / pUTOHABHUpA.

PUTOHABUP OJIHOBpEMEHHOE MPUMEHEHUE JIaHHbIX JIBYX
533/133 mr 1) npernapaToB HE peKOMEHYETCH.
WUuaunasup, WuaunaBup: CooTBeTCTBYIOIIHME J103bI U1 JAHHON
600 mr JIJ/1 AUC: & KOMOHMHAIIMU C TOUKU 3PEHUS

Cmin: T B 3,5 pasza s} dexTuBHOCTH M HE30M1ACHOCTH HE

Chnax: | YCTAHOBJICHBI.

(110 OTHOUICHHUIO K MH/IMHABUPY

800 mr T/ B BUJIE

MOHOTEpAaruu)

JlonunaBup: <

(110 OTHOIIEHHUIO K

MIOJTy YEHHBIM PaHee JJaHHbIM)
CakBuHaBUD CakBUHaBUp: <> Koppekuust 103b1 He TpeOyeTcs.
1000 mr JIJT
Tunpanasup / JlonuHaBwup: OIHOBpEeMEHHOE TPUMEHEHHE JaHHBIX JIBYX
PUTOHABUD AUC: | 55% MpenapaToB HE PEKOMEH/YETCs.
(500/100 mr JIT) | Ciin: | 70 %

Cnax: | 47 %

Hpenapambz, CHUMNCAOUUE KUCJ10nMHoCmsb

Owmenpazon (40 mr

PJT)

Owmenpazon: <>
JlonuuaBup: <>

Koppekuust 10361 He TpeOyeTes.

Panutuaun (150
MT OJIHOKpPATHO)

Panutuun: <

Koppexiust 10361 He TpeOyeTcs.
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Anvghaj-aopenobroxamopui

Andy3o3uH Anbdy303uH:

B CBS3H CO CIIOCOOHOCTBIO
JIONMHABHpa /  PUTOHABUPA
UHTHOUPOBATH CYERIA
OXKHJIaeTCsl TMIOBBIIIEHHE
KOHIIEHTpALUH aji(py3031Ha.

CoBmecTHOE  NpUMEHEHME  IIpernapara
Kanerpa® u andy3o3uHa npoTHBOMOKA3aHO
(em. pasgen «lIporuBomokaszanus») H3-3a
BO3MOJKHOTO  YCHJICHHUSI ~ TOKCHYHOCTH,
CBSI3aHHOW C TpUMEHEeHHueM aidy3o3uHa,
T.4. apTEPUAILHON IMIIOTEH3HH.

Ananveemuxu

OenTaHu denTaHuUI:

yBEJIMYEHUE PUCKA TOOOYHBIX
3¢ dexToB (yruereHue
JIbIXaHUS, CeIalus) BBULY
0oJ1ee BBICOKMX KOHLIEHTPALMH
B IJIa3Me€ B CBS3H C
unrubupoBanuem CYP3A
JIOITMHABHPOM / PUTOHABUPOM.

[Tpu 0JIHOBPEMEHHOM IPUMEHEHUN
denranmnma u  upemapara  Kanerpa®
PEKOMEH/IOBAH THIATEJIbHBIH MOHUTOPHHT
HEKEJIATeNIbHBIX  SIBJICHUM (ocobeHHo
YTHETEHUSs! JIbIXaHHs U CEJIallhH).

Anmuaneunanvhule npenapamasl

Panonazun B cBsi3u ¢ uHrnOupoBaHreM
CYP3A nonunaBupom /
PUTOHABUPOM OIKHJIACTCS
IIOBBIIIEHHE KOHIIEHTPALUU

OiHOBpeMEHHOE NPUMEHEHHE IIpenapara
Kanerpa® u panosiasvHa npoTHBONOKA3aHO
(eM. pazgen «[IpoTuBonokazaHus»).

paHoJIa3HHa.
Aumuapummuyeckue npenapamol
AMHOJAPOH, AMHOJAPOH, APOHELAPOH:
JpOHEIapOH KOHLIEHTPALMH MOTYT

YBEJINYUBATBLCS B CBSA3H C
unruouposanrem CYP3A
JIOIIMHABUPOM / PUTOHABHPOM.

OJHOBpeMEHHOE NPUMEHEHHE Ipenapara
Kanerpa® n amMmojapona Wiu JpoHeIapoHa
MPOTUBOIOKA3aHO (em. pasjen
«[IpoTuBONIOKa3aHKs») B CBA3H C PHCKOM
Pa3BUTUSL APUTMHU WM JIPYTUX CEPHE3HBIX
HE)XeJIaTeIbHBIX PeaKIui.

Jlurokcux JIUroKcuH:

KOHIIEHTpALUS B I1J1a3Me
MOJET YBEJIHYUBATLCS B CBSI3H
¢ uHrubupoBanuem P-
TJIMKOTIPOTEHHA JIOMUHABUPOM
/ pUTOHABUPOM. Y BEJIMYECHHBIH
YPOBEHb JUTOKCHHA MOXKET
CHHJKATBCS CO BPEMEHEM 110
Mepe pa3BUTUsI HHAYKIHU P-
TJIMKOTIPOTEHHA.

B ciaydae OJHOBPEMEHHOIO IPUMEHEHHS
npenapara  Kanerpa® wu  juroxcuna
Tpebyercsi CcoOMOAAaTh OCTOPOKHOCTh, @
TAK)Xe, 1O BO3MOXKHOCTH, PEKOMEHIYETCs
[POBOJUTH MOHHUTOPMHI  KOHIIEHTpAIlUH
qurokcuHa.  Ocoboe BHMMaHHE ClIEyeT
yJIeNATh TNpH  HA3HAYCHUH  TIpenapara
Kanerpa® mnanmenTaM, NPHHHMAMOLIAM
JIUTOKCHUH, TaK KaK OKHU1aeTCs
3HAYUTEIBHOE TOBBIIICHUE KOHLEHTPALUH
JUFOKCHHa B IUla3M€ B CBA3M €
BBIP@XKEHHBIM HHTHOUPYIOLIMM JIEHCTBHEM
puroHaBupa Ha P-rimkonporenn. Hauwano
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TEpanud  JMFOKCHHOM Yy  TAI[MEeHTOB,
npuHMMalomMX ~— npenapar  Kanerpa®,
BEPOSTHO,  TNpPUBEAET K  MEHbIIEMY

YBCIIMYCHUKD KOHICHTpAIlMU JAUTOKCHHA II0
CPaBHCHHIO C IMPEAIojara€MbIM.

benpuaun, benpuaun, ntuaokauH npu Tpebyercs cobmonarb OCTOPOKHOCTD, I10
JIUJIOKauH IIPU CHCTEMHOM IPUMEHEHHH, BO3MOXHOCTH, PEKOMEH/IyeTCSl MOHUTOPHHT
CHCTEMHOM XUHUJIUH: KOHIIEHTPALMH ITpenapara.
PUMEHEHHUH, KOHIIEHTPALUH MOTYT
XUHUMH YBEJINYUBATHLCS TIPH
OJTHOBPEMEHHOM IPUMEHEHUHU
C JIONIUHABUPOM /
PUTOHABHPOM.
Anmubuomuxu
Knaputpomunmn | Kimnaputpomunus: Cnenryer  mpuHMMarh  BO  BHMMaHHUE
O)KHJIAeTCsl yMEPEHHOE CHIDKEHHE  JI03bl  KJIAQPUTPOMHUIMHA Y
nosbimenue AUC MAlMEHTOB C HApyIICHUSAMH  (QYyHKIUU
KJIQPUTPOMHUIIMHA B CBS3U C novek (KiaupeHc kpearuHuHa < 30 MJI/MuH)
uHruduposanuem CYP3A (cM. paznen «OcoOble ykazanus»). Crenyer
JIONUHABUPOM / PUTOHABUPOM. | C OCTOPOIKHOCTBIO Ha3HayaTh
KJIAPUTPOMUIIMH COBMECTHO C IIpernapaTom
Kanerpa® mnamueHTaM ¢ HapylIeHHAMH
(GYHKIMHU EYEHH UM TIOYEK.
IIpomusoonyxonesvie npenapamoi
AdaTunud Adatunub: Crnexyer TpOSIBISATH OCTOPOKHOCTH  IIPU
AUC: 1 HasHayeHUH adartuHuOa B COYETAHUU C
(putoHaBUp Chax: T npenapatoM Kanerpa®. Pekomenjamuu 1o
200 mr JIT) CTENEHb YBEJIMYECHHUS 3aBUCUT | KOPPEKIIMU JI03bI CM. B MHCTPYKLHUH II0
OT BPEMEHH BBE/ICHUS npuMmeHeHuto s adarunuba.  Cruenyer
pPUTOHABHPA. OCYIIECTBIIATE KOHTPOJIb 3@ IIPOSIBICHHEM
HEXXeJIaTeNIbHBIX ~ peakuuid  BO  BpeMs
B cBsi31 ¢ BBIpaKEHHBIM npuMeHeHus apaTunuoda.
UHTUOUPYIOLIMM BIHSHUEM
JIONMHABHpa / pUTOHABHpA Ha
BCRP (6en0k pe3ucTeHTHOCTH
paka MOJIOUHOH KeJe3bl /
ABCG2) u P-rnmukonpoTenH.
[leputunHu6 [Tpu ogHOBpEMEHHOM [Tpu MPUMEHEHUHU HepUTHHUOA
NPUMEHEHHH C JIONMHABAPOM / | OJIHOBpeMeHHo ¢ mpenaparom Karerpa®
PUTOHABHPOM MOXKET HE0OX0IUMO cobmoath oco0y1o
BO3pacTaTh KOHIIGHTpALUs B OCTOPOYKHOCTb. Pekomenjauuu 10

CBhIBOPOTKE BCJICJICTBUC

KOPPEKIUH JI03bl CM. B MHCTPYKIHH IIO
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MHTHOUPYIOLIETo AeHCTBUS
JIONIMHABUpa / pUTOHABUpA HA

npuMeHeHuto i ueputuHuba. Crexyer

OCYHIECTBJIATL KOHTPOJIb 3a ITPOSABJIICHUEM

CYP3A u P-riukonporeuH. HE)KEJIaTe/IbHbIX ~ peaklud  BO  BpeMs
IPUMEHEHHUS [IEPUTUHUOA.
BosbIMHCTBO BoJBIIMHCTBO HHTMOUTOPOB HeoOxoaum  TIIATENIbHBIH ~ MOHMTOPHHT
MHIHOUTOPOB TUPO3UHKUHA3BL: JaCaTHHHO, MEPEHOCUMOCTH IPOTHBOOITY XOJIEBBIX
TUPO3MHKHUHA3BI: HUJIOTHHUO, BAHKPUCTUH U Tpernaparos.
JlacaTMHUO, BUHOJIACTHH!
HHJIOTHHHUO, puck Gosiee TSHKENIbIX
BUHKPHCTHUH, HE)eJIaTe/IbHBIX SIBJICHHUH B
BUHOJIACTUH CBsi3U ¢ 00J1ee BHICOKUMHU
KOHIIEHTPALUSIMH B CBIBOPOTKE
BBUy HHruOuposanust CYP3A
JIOITMHABUPOM / pUTOHABUPOM.
NU6pyTnHHO [Ipu oxHOBpEMEHHOM [Ipu IPUMEHEHUU uOpyTuHnOa
IPUMEHEHHH C JIONMHABHPOM / | OJTHOBpPeMeHHO ¢ Tpenapatom Kanerpa®
PUTOHABUPOM MOXKET MOXKET BO3pacTaTh KOHLIEHTpaIus
BO3pacTaTh KOHIIEHTPALUS B HOpyTHHHOA B CHIBOPOTKE U, KaK CJIECJACTBHE,
CBIBOPOTKE BCJIEJICTBUE MOBBIIIACTCS BEPOSITHOCTD pa3BUTHUS
MHTHOMPYIOLIEro AeHCTBUS TOKCHYHOCTH, BKIIOYasi pPHCK pa3BUTHUSA
JIONIMHABMpa / PUTOHABMPA HA | CHHAPOMA JIM3HCa OIyXOJIH.
CYP3A. Canenyer u3berarb 0JIHOBPEMEHHOTO
npuMeHeHuss uOpyTuHMOa U Ipenapara
Kanerpa® (cMm. paznen «C
OCTOPOKHOCTBION).
Ecnu mosnb3a Ui nalnMeHTa IpeBbIIIACT
pucK 1 TpeOyeTcsi COBMECTHOE NPUMEHEHUE
¢ mpemapatom Kanerpa®, Heo6xoaumo
YMEHBIIUTH 7103y uOpyTuHHOa 10 140 Mr u
OCYIIECTBIIATH KOHTPOJb 3@ MPOSBICHUAMH
TOKCUYHOCTH y NAIHEHTOB.
Beneroxiakc BBuay uHrubupoBanus MosxeT Bo3pacTaTh  KOHLEHTpallMs B

CYP3A nonunaBupom /
PUTOHABUPOM.

CBIBOPOTKE BCJICICTBHE MHIUOMPYIOIIETO
JEWCTBUS JIONIMHABMpa / pPUTOHABHpa Ha
CYP3A wu, Kxak cleJCTBHE, IOBBIIIACTCS
BEPOSTHOCTh Pa3BUTHs CHUHApPOMA JIM3MCA
ONyXOJM B Hayajge JICYEHUS U  Ha

npoTsHKeHUH (a3bl yBETMUYEHUS J03bI (CM.

paszzaen «ITpoTuBonoxa3anus» u
HUHCTPYKIMIO 110  NPUMEHEHHIO  JId
BEHETOKJIAKCA).

VYV  naunueHTtoB,  3aBepmMBLIIAX a3y

31




YBEJIIMYEHUSI 7036l W IPUHUMAIONIUX
MOCTOSIHHYIO CYTOYHYIO 7103y BEHETOKJIaKca,
JI03y Tperapara cjieyeT CHU3UTh MUHUMYM
Ha 75 % npu OJIHOBPEMEHHOM IPUMEHEHUH
¢ mourHbiMH uHruouropamu CYP3A (cwm.
WHCTPYKIHUIO 110  NPUMEHEHHIO  JUIS
BEHETOKJIaKca). [TauuMeHTsl  JTOJKHBI
HAXOJIUTHCS noJt TIHIATEIbHBIM
HAOJIIOJICHHEM Ha IMPeIMET TMPU3HAKOB
TOKCUYHOCTH BEHETOKJIaKCa.

Abemanukimb B cBs3u ¢ unrubupoBanueM Cnenyer u3derarb 0JIHOBPEMEHHOI0
CYP3A nonuraBupoM / npuMeHeHus abemanukiauba M mpenapara
PUTOHABHPOM KOHIIEHTPAIHH Kanerpa®. B ciyuae, eciii COBMECTHOIO
abemarnukinda B CbIBOPOTKE MPUMEHEHHUS JIAaHHBIX MpernapaTtoB U30eKaTh
MOTYT BO3pacTaTh. HE yJaeTcsi, HeoOX0MMa KOPPEKIUs J103bl
abemanukinba B COOTBETCTBUH c
MHCTPYKLIUEH 110 NPUMEHEHHIO JIAHHOTO
npernapara. HeoOxoaum MOHHUTOPUHT
HE)KeJIaTe/IbHBIX SIBJISICHUH, KOTOPbIE MOTYT
ObITDH BbI3BaHbI IPUMEHEHHEM
abemanukiuoa.
Hepatuuu®d B cBsi3u ¢ uHruOupoBaHueM O/iHOBpeMEHHOE NpPUMEHEHHE HepaTuHuOa
CYP3A nonuHaBupom / u npenapata Kanerpa® npoTuBonokaszano
PUTOHABHPOM KOHUEHTPALMs B | 10 MPUYMHE DPHCKA pa3BUTUS CEPbE3HBIX
CBIBOPOTKE MOJKET BO3pacTaTh. | W/uiu YIPOKAIOIIUX KU3HU
HEXENATeIbHbIX peakUMid, B TOM YHCIE
rernaroTOKCHYHOCTH (M. paszen
«IIporuBonokasanus»).
Dukopapennd B cBsi3u ¢ nHrnObupoBanuem OnHoBpeMeHHOE pUMEHEHHUE

CYP3A nonuHaBupom /
PUTOHABHPOM KOHIIEHTpPAIUU B
CBIBOPOTKE MOTYT BO3pacTaTh.

npenapata Kanerpa®
MOKET YBEJIHUHTH CHUCTEMHOE BO3/IEHCTBHE

sHKopadennda wu

yHKOpapeHnda, 4TO MOMKET MOBBICHTH PUCK
CEepbE3HBIX HEKENATEIbHBIX PeaKMh, TaKuX
kak yjpauHenune uHtepBana QT. Cuenyer
u3deraTb  OJHOBPEMEHHOIO  IPUMEHEHUS
sukopadennba n npenapara Kanerpa®. B
cllydyae  eciu
npernapara

puck u npenapar Kamerpa® go/pkeH ObITh

Imojp3a OT IPHUMCHCHUS

MPEBBINACT MOTEHIUATbHbIN
Ha3HaA4eH, CJIe/lYeT NMPOBOUTH TLIATE/IbHbIH
MOHHUTOPUHT npejaMer

pa3sBUTHUSA HEKEIIATCIIbHBIX SIBJICHUH.

[NalrfMEHTOB Ha

UBocuieHnod

B cBsi3u ¢ nHruOupoBanuem

OJIHOBpeMEHHOE NPUMEHEHHE UBOCHIeHHOa
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CYP3A nonunaBupom /
PUTOHABMPOM KOHIICHTpPAIUU B
CHIBOPOTKE MOTYT BO3pacTarh.

u npenapara Kaierpa® MoXeT yBeJIHYHTBH
CHCTEMHOE BO3/IeiCTBHE MBOCH/IEHHOA, YTO

MOXET  [OBBICUTH  PHCK  CEPbE3HBIX
HEXEJAaTeIbHBIX  PeaKlWi, TakuX  Kak
yuiMHeHue uurepsaia QT.

AnajyTamu] [Tockobky anaimytamul| CHUOKeHHe CHCTEMHOT0 BO3/ICHCTBUS

SIBJISIETCSI YMEpPEHHbBIM /| npenapata Kanerpa® wmoxer mnpuBecTH K
CHJIbHBIM HHJIYKTOPOM | TOTEPE BUPYCOJIOTHYECKON PeaKiu.

CYP3A4, sto moxer npuectd| Kpome TOro, 0JHOBpEMEHHOE NPUMEHEHHE
K  CHIDKEHMIO  CHCTEMHOro| amajiytamuza u npernapara Kaizerpa® moxer
BO3JICHCTBUS  JIONMHABUpA /| MIPUBECTH K CEPbE3HbIM HEXKeJaTelbHbIM
pUTOHABHpA. peakiusM, BKJIIOYas CyJ0pOru, us-3a Oosee
KoHienTpanuu anajgyramu/ia B | BLICOKOH — KOHUEHTpAlMU  anajgyTamuja.
CBIBOPOTKE MOTYT Bo3pacTath B | OJJHOBpeMEHHOE NPUMEHEHHE arnajiyTaMmujia
CBA3M ¢  uHruOuposanueMm | u mpenapara Kaierpa" He pekomMeHI0BaHO
CYP3A JIOTIMHABHPOM /| (em. paspen  «C  OCTOPOKHOCTBIO») H
PUTOHABHPOM. MHCTPYKIHIO 1o IPUMEHEHHUIO Ha

anajayTaMuo.
Anmuxoazynanmer
Bapgapun Bapdapun: Pexomenayercs OTCJICKHUBATH MHO
OJTHOBPEMEHHOE NIPUMEHEHHE | (MEXKIAyHApOIHOE HOPMaJIN30BaHHOE
MOXeET BO3/IeHCTBOBATh Ha OTHOIICHHE).
KOHIIEHTPALUIO B CBS3H C
uuaykiuei CYP2C9
JIOMTHHABHPOM / PUTOHABUPOM.
PuBapoxcaban PuBapokcabaH: OnHoBpeMEHHOE IPUMEHEHUE
AUC: 1153 % puBapokcabana u mupenapata Kamerpa®
(puToHaBHp Cmax: 155 % MOJXET YBEJIUYUTh CHCTEMHOE BO3JIEHCTBHE
600 mr JIJ1) B cBsi3u ¢ uHruGMpoBaHUEM puBapokcabaHa, YTO MOJKET IOBBICHTh PUCK
CYP3A u P-riukonporenna KPOBOTEUCHHUS.
JonUHaBUPOM / puToHaBupoM. | [Ipumenenne puBapokcadbaHa HE
PEKOMEH/IOBAHO MAIMEHTaM, IOJTy4aroIluM
COMYTCTBYIOIIYIO ~ TEpanuio  I[pernapaToMm
Kanerpa® (cMm. paszen «OcoOpie
yKa3zaHHUs»).
Bopanakcap B cBsi3u ¢ HHrHOMpOBaHHEM OJIHOBpeMEHHOE NMPUMEHEHHE BOopanakcapa

CYP3A nonunasupom /
PUTOHABHPOM KOHIICHTPALHS B
CBIBOPOTKE MOXKET BO3PACTaTh.

u npenapara Kanerpa® ne pexomenmyercs

(em.  pazgen  «OcobOble  ykazaHusg» o
HHCTPYKIMIO 1O  TPUMEHEHMIO  JUId
BOparakcapa).

33




IIpomueocyoopodicuvie npenapamol

dDeHuTOonH

DOeHUTOHH:

PaBHOBECHbIE KOHIIEHTPAIMU
YMEPEHHO CHUIKAIHUCH B
pe3yJibTaTe MHIyKIUU
CYP2C9 u CYP2C19 npu
JICMCTBUY JIONUHABUPA /
pUTOHABHUPA.

Jlonunasup:

KOHIICHTpALMsI CHUXKalach B
cBs3u ¢ uHaykumeid CYP3A
(heHuTOMHOM.

CrneyeT ¢ OCTOPOKHOCTBHIO —Ha3HAyaTh
(GEHHTOMH B COYETAHHMH C MPENapaToM
Kanerpa®.

HeoOX0uM0O  KOHTPOJIMPOBATh  YPOBEHb
beHuTonHa npu 0JIHOBPEMEHHOM
npuMeHenuH ¢ npenaparom Kanerpa®.

[Ipg  OJHOBPEMEHHOM MPUMEHEHHH C
(heHuTonHOM MOJKET noTpeboBaThC
yBeJMueHHe J103bl npenapata Kanerpa®.
Koppekuust 710361 He Obula H3y4YeHa B
KJIMHUYECKOH MPaKTUKE.

Kap6amasenun u
(benobapOuran

KapOamasenun:

B CBSI3H C HHT'HOMpPOBaHUEM
CYP3A nonuHaBupom /
PUTOHABHPOM KOHIIEHTpAIHs B
CBIBOPOTKE MOJKET BO3pacTaTh.

Jlonunagup:

B cBs3u ¢ unaykuueit CYP3A
KapOama3ernHOM U
(denobapburamom
KOHIIEHTPAIUS MOXKET
CHMIKATBCS.

Crneayer ¢ OCTOPOXKHOCTBbIO —Ha3Ha4aTh
kapbamaszenuH wiu  ¢penobGapburtan B
coueranuu ¢ npenaparom Kanerpa®.

Cnenyer KOHTPOJIMPOBATh YPOBHH
kapOamazenuHa uian (eHobapburtana Ipu
OJTHOBPEMEHHOM IPUMEHEHUN c
npenaparom Kanerpa®.

[Ipy  OJHOBpEMEHHOM MPUMEHEHHH C
(hEeHUTOMHOM MOXeT notpeboBaThCs
yBenMuyeHne 103b mpemapata Kanerpa®.
Koppekiust 10361 He Obula H3y4YeHa B
KJIMHHUYECKOM MPaKTUKE.
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JlamoTpuKuH U JlaMOTpHIKHH: HeoOxomumo TmarensHo Habmonats 3a
BaJIbIIPOAT AUC: | 50 % NalMeHTaMu  Ha  [peJAMeT  CHH)KCHHUS
Cmax: | 46 % JICUCTBUSL  BaJIBIIPOEBOM  KHUCIOTBI  IIPH
Chin: | 56 % O/IHOBPEMEHHOM NPUMEHEHUHU IIpernapara
B CBSI3H C MHJyKIHUEH Kanerpa® W BagblpoeBoif KHCIOTHI MM
TJIIOKY POHM/1a3bl, BaJIbIIpOATa.
MeTaboIM3UpY oIl
JTAMOTPHJIKHH. [lanpenTaM. HayaBIIUM WJIM [IPEKPATHBIIUAM
npuem rmpenapata Kanerpa®  Bo Bpems
Banemnpoar: | CONYTCTBYIOUIETO npuema
NO/UICPKUBAIOIIMX 103 JIAaMOTPH/DKMHA!
7032 JIaMOTPHJDKMHA ~ MOXET  OBITh
yBeJIIM4E€HAa B Ciydae JIONOJIHUTEIBLHOIO
HasHaueHHs npenapara Kanerpa® wim
YMEHBIIIEHA B CIy4ae [peKpalleHus nmpuema
npenapara Kanerpa®, B cBsI3H ¢ 4eM JI0JKeH
MPOBO/IUTHCS MOHUTOPHUHT JIAMOTPH/IKUHA B
IU1a3Me, B YaCTHOCTH, JI0 U B TEUCHHE JBYX
HeJenb I0C/ie Hayala WM IpeKpalleHus
npuMenenus npenapata Kanerpa®, ¢ uesbio
MOHUMAHUs HEOOXOJUMOCTH  KOPPEKLUH
J103bl JIAMOTPH/IKHHA.
VY  nanMeHTOB. NPUHUMAIOUIMX Ipenapar
Kanerpa® n HAYABIINX npuem
JTaMOTPU/DKHHA: He TpeOyeTcs KOpPpPEeKIHs
PEKOMEH Iy EMOT0 yBEJINYEHHUS J103b1
JTAMOTPHJKUHA.
Anmuoenpeccanmol U GHKCUOIUMUKU
Tpazonon Tpazonon: HewusBecTHO, BBI3BIBACT JIM KOMOMHAIMs C
OJIHOKPaTHO AUC: 1 B 2,4 pa3za npernaparomMm Kanerpa® CXOJHOE
yBEJIMYEHHUE SKCIIO3ULMH  Tpa30/0Ha.
(puTOHaBHD, Ha ¢oune oxHoBpemenHoro | KomOuHammioo  ciaeayer  NPUMEHSTbH €
200 mr JIJT) NPUMEHEHUS  TPa30JOHA M | OCTOPOKHOCTBIO, TaKxe cienyer
pUTOHAaBHpa HAOJIIO/IATMCH | pacCMOTPETh  BO3MOXKHOCTh — IIPUMEHCHHMS
HEXXeyaTelIbHble  SBJICHHUS B | O0Jee HU3KUX 103 TPa3010Ha.
BUJIE TOUIHOTBI,

rOJIOBOKPYKEHHUS, THIIOTEH3UH
1 0OMOPOKOB.

IIpomueozpubkosvie npenapanel

Keroxonazon u
ATPAKOHA30J1

KeTokoHa30J1, UTpaKoHa30J1: B
CBSI3M ¢ UHI'MOUPOBAHHEM
CYP3A nonunaBupom /
PUTOHABHPOM KOHIICHTpAIHs B

He pexoMeHayeTcsi INPUMEHATh BBICOKHE
JI03b]  KETOKOHA30Jla M  MTpaKoHa3oJia
(> 200 mr B J1eHb).
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CBIBOPOTKE MOJKET BO3pacTarh.

Bopukonazo:n Bopukonasou: Canenyer u3berarb COBMECTHOT'O
KOHIICHTPALIUS MOXKET NPUMEHEHHUsT BOPUKOHA30JI1a M HU3KHX J03
CHUIKATHCA. puronasupa (100 mr JIJI), comepkarerocs
B npenapate Kanerpa®, 3a uckmouenuem
cllydaeB, KOI/la MpejroiaraeMas IMoJb3a
TaKOTro JIeYEHHUs NpeBbIIAeT
NOTEHIMATBHBIN PUCK JUIS [TAIIMEHTA.
IIpomusonooazpuyeckue npenapamoi-
Konxunun Konxunus: He peKoMeH 1yercs 0J/IHOBPEMEHHOE
0JIHOKpaTHO AUC: 1 B 3 paza npuMeHenne npenapara  Kametpa® u
Cmax: T B 1,8 paza KOJIXMI[MHA Yy TAlMEHTOB C IOYEYHOH WIIH
(puTOHABHD B CBSI3U C HHIHOMpOBaHWEM P- | Me4eHOYHON HEJI0CTaTOYHOCTBHIO B CBS3U C
200 mr JIT) TJTMKONPOTEHHA H/UIIH NOTEHUIUAIbHBIM yBEJIMYCHHEM
CYP3A4 putonaBupom. acCCOLMUPOBAHHBIX c KOJIXUIITUHOM
CepBE3HBIX W/MIM YTPOXKAIOUIMX JKU3HH
HEXeJIaTebHBIX ~ peaKkIil, TakuX Kak
HEHpOMBIIIEYHAsE TOKCHYHOCTH (BKJIIOYas
paboMuoIu3) (cMm. pa3zeinsl
«IIpoTuBomnokaszanus» U «Ocobble
ykazanus»). [lanmentam ¢ coxpaHeHHOH
GyHKIMEH T[OYeK M TEYEHH  CJeIyeT
CHHU3UTb  JIO3UPOBKY  KOJXHIIMHA WU
OTMEHHMTb €ro, eciu Tpedyercs Tepamnus
npenapatoM Kanerpa®. JonmoJqHHTENbHYIO
WHpOpPMAIMIO CM. B  HHCTPYKIHMH 110
MPUMEHEHHUIO KOJIXHUIIUHA.
Anmueucmamurnvie npenapamol
ActeMu3oi B cBsi3u ¢ uHruOupoBaHueM OHOBpeMEHHOE TNPUMEHEHHE IIpernapara
Tepdenanun CYP3A nonuraBupoM / Kanerpa® ¢ acTeMu3onom u TepheHaauHOM

PUTOHABUPOM KOHIICHTpAILUA B
CBIBOPOTKE MOJKET BO3pacCTaTh.

IMPOTUBOITOKA3aHO n3-3a BO3MOJKHOTI'O

YBCJIIMYCHHUS PHUCKA pa3sBUTHA CEPLE3HBIX

apUTMUIL B pe3yJsibTare IpHeMa ITHX
npenaparos (cm. paszen
«IIpoTuBOIIOKA3aHUS»).
Anmubaxkmepuanvnvie npenapamoi
®y3uoBas ®y3uoBast KUCIIOTA: CoBmecTHOE  INPUMEHEHHME  IIperapara
KUCJI0Ta B CBSI3U C HHTHOMPOBAHUEM Kanerpa® " ¢by3u10BOM KHCJIOTBI

CYP3A nonunaBupom /
PUTOHABHPOM KOHIICHTPALHS
MOJKET BO3pACTaTh.

IPOTHBONOKA3aHO NMPU UH(EKIHAX KOKHU M
MSTKMX TKaHEi BBUJY YBEJIHYEHHS DPHUCKA
BO3HMKHOBEHHUS] HEXEJIATEeJIbHBIX SBICHUMH,

CBSA3aHHBIX C (Yy3UJOBOM KHCIOTOH, B
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YaCTHOCTH, TaKUX Kak padjoMuosIn3 (CM.
pazaen  «lIpoTuBomokazaHus»). [Tpu
IIPUMEHEHUH B ClIyyae KOCTHO-CYCTaBHBIX
UH(EKIHA, rae
PUMEHEHHUS npernaparoB SBIISICTCS
HEN30€XKHBIM, PEKOMEHIYETCS TILIATEILHOE
KJIMHMYECKoe  HaOIoJeHHe ¢

OTHOBPEMECHHOE

LEJbIO
UCKJIFOYEHHUS] MbIIIEYHBIX HEeXelaTeIbHbIX
sBlIeHUH (cM. pasjien «OcoOble yKazaHus»).

AnmumurxobakxmepuaivHeie npenapambl

benakBuinH
(oHOKpaTHas
J1032)

(;ronuuaBup /
PUTOHABUD
400/100 mr JI/1,
MHOT'OKpaTHast
J103a)

benaxBunuH:
AUC: 122 %

Cmax: <

bosiee Bbipa)keHHOE BIMsSHHE
Ha IUIa3MEHHYIO
KOHIIEHTpaLHUIo OeJaKBUINHA
IIPU JUTHTEIILHOM
OJTHOBPEMEHHOM IIPUMEHEHUN
C JIOMUHABUPOM /
PUTOHABUPOM.

WUurn6uposanune CYP3A4
BEPOSITHO TOJI BO3/IEHCTBUEM
JIONIMHABHpA / pUTOHABHPA.

B cBa3sm ¢ BO3HUKHOBEHUS
0e/1aKBUIIMHOM
HEXeJIaTeIbHBIX SBJICHUH ClieayeT u3berarh
PUMEHEHUS
GenakBuimHa 1 npenapata Kanerpa®. Eciu

I10JIb3a TaxKoro

PHCKOM
CBSI3aHHBIX c

OJTHOBPEMEHHOTO
OKuiaemast JICUEHUS
MPEBBIIAET MOTEHIHAIBHBIN PUCK, CIIEAYET
OCTOPOKHOCTH npu
O/THOBPEMEHHOM NPUMEHEHUH O€/lakBUIIMHA
u npenapara Kanerpa®.  Pexomenmyercs
oomee yacteiii  MouuTropuHr OKI' m
KOHTPOJIb 3a YPOBHEM TpaHCAMHHa3 (CM.

pazzien «OcoOble yKa3zaHUs» U HHCTPYKLHUIO
10 IPUMEHEHHUIO JUIs O€JaKBUIINHA).

IIPOSABJIATH

Jlenamanuz (100 JlenamaHu: B cBa3u ¢ TeM, 4YTO MOJ BO3AECHCTBHUEM
mr JIJT) AUC: 122 % DM-6705 mnoBbIIAETCS PUCK Y/ UTMHHEHUS
uatepBasia QTc, mnpu HeoOXoaAMMOCTH
(moruuaBup / DM-6705 (akTUBHBI! INPUMEHEHHUs Je/laMaHu/ia OJHOBPEMEHHO C
PUTOHABHP METa0OJIHUT Je/IlaMaHu/1a): npenapatom  Kanerpa®  pexomenaosan
400/100 mr J1J1) AUC: 130 % odyenb uactelii  DKI-MoHuTOpHMHT  Ha
NPOTSUKEHHUH  BCEro  Iepuoja  JieYeHHs
boee BeIpaK€HHOE BIIUSITHHE nenaMmanuioM  (em.  pazgen  «OcoOble
Ha IUTa3MEHHYIO0 yKa3aHUs» ¥ MUHCTPYKLHIO 110 TPUMEHEHUIO
KoHIeHTpanuo DM-6705 npu | [Uis elaMaHuzia).
JUIMTEJIBHOM O/IHOBPEMEHHOM
IPUMEHEHHH C JIOITMHABUPOM /
PUTOHABUPOM.
Pu¢abyrtun, PudabyTun (MCX0aHbIH [Ipn Ha3HA4YeHUH C NpEnapaTom Kanerpa®
150 mr PJ{ JIEKapCTBEHHBIN Npenapar u PEKOMEH/I0BaHHas! J103a pudabyruna

ero akTUBHbBIA MeTaboIuT 25-

cocrapisger 150 mMr 3 paza B Hememo B
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O-ne3anetunn):
AUC: 1 BS5,7 paza
Cmax: T B 3,5 pasza

YCTaHOBJICHHbBIE JTHU (mampumep,
NOHEJIeIbHUK-cpeia-nisiTHUIa). HeobOxomaum
TIATEJIbHBIH KOHTpPOJIb 3a
00yCJI0BJIEGHHBIMHU pudabyTHHOM

HEXeNaTeIbHBIMH  PEaKLUsIMH,  BKJIOYast
HEUTPONIEHHIO M YBEHT, KOTOPBIE MOXKHO
OXHJIaTh TPU  TOBBILIEHUH CHCTEMHOIO
Bo3zeicTBus pudadytuna.  Ilaumenram,
KOTOpBIE TJI0XO0 MEPEHOCST 7103y
pudpabyruna 150 mr 3 paza B Hexelmo,
pPEeKOMEH/IyeTCsl  JlajIbHeIee CHHIKEHHUE
no3el g0 150 mMr 2pa3za B Hexemo (B
ycraHoBiieHHbIe JHM). Creayer UMeTh B
BH/JLy, 4TO J103a 2 pa3za B Hejemo 1o 150 mr
MOXeT He oOecrieunth ontumainbHo AUC
pudabyTuHa, 4TO MOXKET IPUBECTU K PUCKY
pa3BUTHS YCTOMYMBOCTH K pHpaOyTuHy Hu
He3((PEKTUBHOCTH  JICUCHHS. Jls
npenapata Kanerpa® koppekuusi 103bl He
Tpebyercs.
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Pudamruiun

Jlonunasup:
3HAYUTEJILHOE CHUXKEHUE
KOHIIEHTPAIMH JIOTHHABUPA

MOJKET HAOIIO1aThCS B CBSI3HU C

unaykuuein CYP3A
pUhaMITHIITHOM.

OnHOBpeMEHHOE TPUMEHEHHE Ipernapara

Kanerpa® C pudamMIUIHHOM HE
PEKOMEH/YeTCs,  IOCKOJIBKY  CHHIKEHHE
KOHILIEHTPALIUK JIOIMHABUPA MOXET

3HAYUTEJIBHO YMEHBIIUTH TePANeBTUYECCKUI
spdexr nomunaBupa. Koppekuus 10361
npenapara Kanerpa® o 400/400 mr (T. e.
Kanerpa® 400/100 mr + puronasup 300 mr)
2 paza B JieHb I03BOJIsIa KOMIIEHCHPOBATh
WH Ty IUpYIoLIee JeiicTBUe prudaMIuinHa Ha
CYP3A4. Opnako Takas KOPpPEKTHPOBKA
JI03bI MOXET COIPOBOXKIATHCS MOBBIIICHUEM
ypoBaeir AJIT/ACT wu nHapymeHusMu co
ctopoubl JKKT. B cBsa3u ¢ uem, 3a
UCKJIIIOYCHHEM KpaiHel HeoOXOAMMOCTH,
TaKWe TMpernaparbl He CleAyeT NPUMEHSTh
OJTHOBPEMEHHO. Ecnu  osHOBpeMeHHOE
IIPUMEHEHHUE HEH30€KHO, TO MOBBIIICHHAS
nosa mnpenapata Kamerpa® 400/400 mr 2
paza B J€Hb MOXET ObITh NpPUMEHEHA C
pudaMIuIHOM pu TIIATEIbHOM
TeparneBTHYECKOM JIEKapCTBEHHOM
MOHHTOPHUHIE M KOHTpoJe Oe30MacHOCTH.

Jloza mpenapara Kanerpa® Mmoxer ObITh

MOBBIIEHA  TOJIBKO nocie Havajia
NpUMeHeHus pudamnuuuHa (M. paszien
«B3aumopeiicTBure G JPYyTUMH

JICKapCTBECHHBIMH CpCI[CTBaMH»).

Anmuncuxomuyecxkue npenapameal

Jlypazuaon

B cBsi3u ¢ uHrnOMpoBaHuem
CYP3A nonunaBupoM /
PUTOHABHPOM OXKHJIACTCS
HOBBIIIEHHE KOHIIEHTPAIUU
Jypa3uoHa.

OpHOBpeMEHHOE NPUMEHEHHE Ipernapara
Kanerpa® ¢ 1ypa3u10HOM IPOTHBONOKA3aHO
(cM. pasnen «[IpoTuBonokazaHus»).

[Tumosung

B cBsi3u ¢ uHrubupoBanreM
CYP3A nonunasupom /
PUTOHABHPOM 0XKUIACTCS
MOBBIIIEHHE KOHIIEHTPALUU
MUMO3H/1a.

O/HOBpeMEHHOE NPUMEHEHHE Ipenapara
Kanetpa® ¥ mumo3sua npoTHBONOKA3aHO B
CBSI3M C PHUCKOM pa3BUTUS CEPbE3HBIX
reMaToJOrMYeCKUX OTKJIOHEHUH H JApYIHX
CEphE3HBIX HEXKeJlaTelIbHbIX SBJICHUH B
pe3yjbTaTe MpHeMa 3TOro mpenapara (CM.
paznen «IIporuBonoka3anus»)

KBetnanuu

B cBsi3u ¢ MHHrHOMpPOBaHHEM
CYP3A nonunaBupoM /

O/IHOBpeMEHHOE IPUMEHEHHE Ipernapara
Kanerpa® u kBeTHanuHa NpOTHBOIIOKA3aHO,
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PUTOHABUPOM OKHIACTCA
ITOBBINICHUE KOHILCHTpPAalluH
KBCTHAITHHA.

TakK KaK OHO MOXET YBCIIMYUTH BEPOATHOCTD
pa3sBUTUA CBSI3aHHOM C KBECTHAITHHOM
TOKCHYHOCTH.

benzoouazenunwi

Mutazonam

Munazonam i npuema
BHYTPb!
AUC: 1 B 13 pa3

Muazonam, napeHTepaibHOe
IpPUMEHEHHE:

AUC: 1 B 4 pa3za

BBUAy uHruOuposanusi CYP3A
JIOITMHABUPOM / pUTOHABUPOM.

I[lpenapar  Kanerpa®  mpotuBonokasano
NPUHUMATH OJIHOBPEMEHHO C MH/Ia30J1aMOM
JUls  TpuMeMa  BHYTpb  (cM.  pazjen
«ITpoTuBOMOKaA3aHUSY), a npu
MapeHTepaibHOM MPUMEHEHHH MHa30jama
crestyer cobmmo1aTh 0co0yI0 OCTOPOIKHOCTS.
[lapeHtepaibHOE BBEJCHHE MHJ1a30J1ama
OJIHOBpeMEHHO ¢ npenapatom Kanerpa®
cleayeT  TMpOBOJUTH B OT/EICHUHU
peaHUMaIlM¥ ¥ MHTCHCUBHOM Teparuu UM B
AQHAJIOTMYHBIX  YCIOBMSX  C  IEJIBIO
YCHUJIEHHOTO KJIMHMYECKOT0 MOHHUTOPHHIA H
HaJUIeKAIIEr0 MEIUIIMHCKOTO KOHTPOJS B
cllyyae pa3BUTHS YTHETECHHS JIbIXaHUs W/HITH
JUTATEITbHOM CeJlalHH. Moxer
noTpeboBaThCs KOPPEKIIHst JI03bI
MHja30j1aMa, OCOOEHHO TMpH IOBTOPHOM
BBEJICHUH JIAHHOT'O TIpernapara.

A2onucmol 6emasx-aopenopeyenmopoe (01umenvHo20 0eucmeust)

Canmerepon

Canmerepou:

B CBSI3U C HHT'HOMPOBAHUEM
CYP3A nonunaBupom /
PUTOHABHPOM KOHIIECHTPALHS
OMXET YBEJIHYUTHCS.

OaHOBpEMEHHOE  TIPUMEHEHHE  MOXKET
YBEJIMUUTL PUCK Pa3BUTHS HEKEIATEIbHBIX
SBJICHUI CO CTOPOHBI CEP/IEYHO-COCY AUCTOM
CHUCTEMbI, CBSI3aHHBIX C IPUMEHECHHEM
caJiMeTepoia, BKJIIOYAst yUITAHEHHE
uaTepBaia QT, yyamennoe cepaueduenue u
CHUHYCOBYIO TaXHKap/HIO.

B cBB3Mm ¢ O3TUM  OJIHOBPEMEHHOE
npuMenenne  mpemapata  Kanetpa® u
calmereposia He  peKoMeHayercs  (CM.
pazzen «OcoOble yKkazaHus»).

E.flommopbz Kalvbyuesvblx Kanalos

denoaunux,
HU(pEAUIIUH U
HUKap/MIIUH

®enoaunun, HUGEUIHH U
HHUKaP/IUITHH!

B CBSI3M C HHTHOMPOBaHHEM
CYP3A nonunasupom /
PUTOHABUPOM KOHIIEHTpPAIMs
MOYXET YBEJINYUTHCH.

[Ipu oAHOBpEMEHHOM ITPUMEHEHUH JTaHHBIX
JIEKAapCTBEHHBIX MperapaToB ¢ IperapaTomMm
Kanerpa® pekoMeHyeTcss OCYUIECTBISTH
KJIMHAYECKU I MOHUTOPHHT
TEPANEBTHYECKOTO sddexra "
HE)KeJIaTe/IbHBIX SBJICHHUMH.

I ioxoxkopmukocmepouowsl
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JlexcameTa3oH

JlonunaBup:

B cBs3u ¢ unaykuueit CYP3A
JIeKCaMeTa30HOM
KOHIICHTPALIUsI MOXKET
CHHMIKAThCS.

[Ipn oHOBpPEMEHHOM MPUMEHEHUH JIaHHOTO
JIEKapCTBEHHOTO Ipernapara ¢ IMpernapaTom
Kanetpa® pekoMmeHIyeTcsl OCYLIECTBIATH
KJIMHUYECKH I MOHUTOPUHT
IPOTUBOBUPYCHOM 3P PEeKTUBHOCTH.

@iryTHKa3oHa
IPOIHUOHAT,
OynecoHun,
TPUAMIIMHOJIOH
npu
HHTAJISIIMOHHOM,
UHBEKIIHOHHOM

HJIHA
HHTpaHa3aJIbHOM

NPUMEHEHUH

®iyTHka3oHa nponuoHar, 50
MKI' HHTpaHa3aJibHO 4 pasa B
JICHb!

KOHIIEHTpalus B 1iasme |
ypoBeHb KopTusoia | 86 %

Bonee cunbHOE JiIeiCTBHE MOYKHO OXKH/ATh

pu MHTAJIILIHOHHOM IPUMEHEHUH
(bayrukazona nponuonara. CooOmanoch o
pa3BUTHH CHCTEMHBIX s dexroB
TTIOKOKOPTHKOCTEPOHJIOB, BKJTIOYAst

cunpom KymumHra u nogasinenue GpyHKIUHU
HA/IOYEYHUKOB, y MALUEHTOB, I10JIy4aBUIMX
JIONIMHABHP / PUTOHABUP W (IyTHKA30HA
MPOIMOHAT WHTPaHa3aJbHO MWJIM B BHE
WHTAISALIUNA;  TaKWe  SBJIEHHS  MOTYT
HaOJII0/1aThCS M ITPH UCTIOIB30BAHUH JIPYTHX
IIIFOKOKOPTHKOCTEPOU/IOB,

MeTabomu3upyroumxcss mo nytu P450 3A,
Harpumep, OyJIecoHu1a U TPHAMIIMHOJIOHA.
CrnenoBarenbHoO, OJTHOBPEMEHHOE
npuMeHenue npemapara  Karnerpa®  u
JIAHHBIX  TJIFOKOKOPTUKOCTEPOUIOB  HE
pEeKOMEHIyeTcsl, KpoMe Clly4yaeB, Korzia
MOTEHIMATbHAS T0J1b3a JICUCHHUS
NPEBBIIAET PUCK PA3BUTUS  CHUCTEMHBIX
5p}eKToB IITIOKOKOPTUKOCTEPOUIOB (CM.
paznen «OcobOble ykazauus»).  Cuexyer
paccmaTpuBaTh CHMIKEHHE J103Bbl
[JIIOKOKOPTHKOCTEPOUia € THIATEJIbHBIM
KOHTPOJIEM  MECTHBIX M  CHCTEMHBIX
>pdexToB  MIM  NEpeKOYEeHHEe — Ha
[JIIOKOKOPTHKOCTEPOH/IbI,  KOTOpble  HE
apisiioTes cyoctpatom CYP3A4 (nampumep,
OexsomerazoH).  bomee Toro, B ciy4ae

OTMEHBI [TIIOKOKOPTHKOCTEPOUIHBIX
npernaparoB MOJXET noTpeboBaThCs
MOCTENEHHOE ~ CHHJKGHHE  JI03bl  Ha

IMPOTSKCHUH JUTUTEJIBHOI'O BPEMCHH.

Huzubumopwr pocgpoouscmepaszvr 5-e0 muna (P13-5)

ABanapun
(putonasup, 600 Mr

A0

ABaHadur:

AUC: 1 B 13 pa3

B CBSI3H C MHHTHOMPOBaHHEM
CYP3A nonuHaBUpOM /

OHOBpeMeHHOEe pUMEHEeHHe aBaHaduia U
npenapara Kanerpa® npotuBonokasaso (cM.
paszen «[IpotuBomnokasanus»).
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PUTOHABUPOM.

Tananagun Tananagu: Jlis  nedeHus  JIETOYHOW  T'MIIEPTEH3UM:
AUC: 1 B 2 pa3a O/IHOBPEMEHHOE INPUMEHEHHE Iipenapara
B CBsi3M ¢ uHTrHOMpoBanuem | Kanerpa® H cuiieHaduia
CYP3A4 nonunaBupom / MPOTUBOIIOKA3aHO (cm. pazzen
PUTOHABUPOM. «IIporuBonokazanus»).  OAHOBpeMEHHOE
Cunnenadun Cunnenadpu: npuMeHeHne mpemapata  Kametpa® u
AUC: 1811 pa3 Tajiajaduia He PeKOMEH Ty eTCsl.
B cBsi3u ¢ uHruGupoBaHUEM
CYP3A nonunaBupom / JLis Jie4eHus SPeKTUIIbHOM AUCHYHKITHH:
PUTOHABHPOM. OpU  NPUMEHEHHH CHjieHapuiIa  HIH
Tajataduia y MAUEHTOB, MOTYYalOIUX
nedenne npenapatom Kanerpa®, criemyer
cobmogatb  0coOyK0  OCTOPOXKHOCTH U
TIIATEJIEHO KOHTPOJIMPOBAThH
HEe)KeJlaTelIbHbIe  SBJICHUS, TaKue  Kak
apTepuajibHasi  THIOTEH3Hs,  OOMOPOK,
HapylICHUE 3PEHUs M JUIUTE]IbHAs SPEeKIUs
(cMm. pazzaen «C OCTOKHOCTBIO).
[Ipy  OJHOBPEMEHHOM NPUMEHEHHH C
npenapatoM Kanerpa® 103sl cuinenapuia
HE JIOJDKHBI NpPEBBINIATH 25 MI' B TEUECHHE
48 yacoB, a 7036l Tajanapuia HE IOJDKHbI
npesbimath 10 Mr kax/pie 72 yaca.
Bapaenadun Bapnenadu: OJtHOBpeMEHHOE TpUMEHEHHe BapieHadu
AUC: 1 B 49 pa3 u mpenmapara Kanerpa® mnpoTuBomnokasaHo
B CBSI3U ¢ MHruOUpoBanueM | (cM. pazzen «IIpoTuBonokazanus»).
CYP3A nonuHaBupoM /
PUTOHABUPOM.

IIpou3zeoomnsvie arkanoudos cnopbiHbu

Jluruaposproramus,
3PrOHOBHUH,
HProTaMuH,
METHJIDPrOHOBHUH

B cBsi3u ¢ uHruOMpoBaHueM
CYP3A nonuHaBupom /
PUTOHABHPOM
KOHLICHTPALUS B CBIBOPOTKE
MOYET yBEJINYUBATHCS.

OnHOBpeMEHHOE INPUMEHEHHE Ipernapara
Kanerpa® u nNpOW3BOAHBIX AIKAIOUJIOB
CIIOPBIHBM  IIPOTHUBOIIOKA3aHO, TaKk Kak
MOKET IPUBECTH K OCTPOMY OTPABJICHHIO
CHOPBIHBEH, BKIIIOYAs Ba30CIa3M U HIIEMHUIO
(cM. pasnen «IIpoTuBonokasanus»).

Cmumynsamopvt MOmop

uku JKKT

[{u3anpu

B cBsi3u ¢ MHrHOMpOBaHHEM
CYP3A nonunaBupom /
PUTOHABHPOM
KOHIIEHTpALUs B CIBOPOTKE
MOXET yBEJIMUMBATHCS.

OJIHOBpeMEHHOE NPUMEHEHHE Ipenapara
Kasterpa® ¢ nu3anpuaom IpoTHBONOKA3aHO
u3-3a YBEJIHUCHHUS  PHUCKA
pa3BUTHS TSKEJIBIX apUTMHUH B pe3yibrare
3TOro rmpemapara (cMm. pasjedn

BO3MOJKHOI'O

npueMa
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«IIpoTuBoOnIOKa3aHU»).

Anmazonucmol peyenmopog I nPI’

DJ1aroJIMKe

DNaromKe sBIIseTCs
cj1a0bIM / yMEpPEHHBIM
unaykropom CYP3A,
KOTOPbIA MOXKET
YMEHbIIATh CHCTEMHOE
BO3JICHCTBHE JIONTMHABHPa /
pUTOHABHpA.

OiHOBpeMEHHOE PUMEHEHHE 2J1arojauKca ¢
npenapatom Kaserpa®™ MOKET yBeHUUTS
KOHIIEHTPALHUIO J1aroJuKca Iy Tem
uHruouposanuss OATP, CYP3A u P-
rJIMKONpOTeHHa. M3BecTHbIE cepbe3Hble
HEeXeJIaTe/IbHbIC PEakIuy MPU IIPUMEHEHUH
HJIAr0JINKCA — CyUIU/1aIbHbIE MBICIIH U
MOBBIILICHUE YPOBHS IEUCHOYHOH
TpaHcamuHasbl. Kpome TOro, snaroimke
sBJIIETCS CJ1a0bIM / yMEPEHHBIM
nunjykropom CYP3A, koTopslit MOXKeT
YMEHbBIIIATh CHCTEMHOE BO3/ICHCTBHE
nonuHaBupa / putonasupa. Heobxoaumo
00paTUTHCS K HHCTPYKIUHU 110
MEIUIIMHCKOMY ITPUMEHEHHUIO 2J1arojimKca
JUIs OJTyYeHust MH(popManuu o 103ax
3JIar0JINKCa MPH MPUMEHEHUH C CHIIBHBIMH
unrubutopamu CYP3A4.

IIpomusosupycrvie npenapamol npsimo2o oetcmeus 0ns revenus BI'C

DnbacBup /
rpa3onpeBup
(50/200 mr PJT)

DnbacBup:

AUC: 1 B 2,71 paza
Cmax: T B 1,87 paza
C24: 1B 3,58 pa3za

['pazonpeBup:

AUC: 1 B 11,86 pa3za
Cmax: T B 6,31 paza
Ca4: 1 820,70 pa3a

(koMOMHAIIUU MEXAHU3MOB,
BKJTIOYasi ”HTHOMpOBaHUE
CYP3A)

Jlonunasup: <>

OHOBpeMeHHOE TpUMeHeHHe d1bacBupa /
rpasomnpesupa ¢ npenaparom Kanerpa®
IPOTHBOIIOKA3aHO (CM. pa3zen
«IIpoTrBOIIOKA3aHUSA ).
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OwmburacBup /
napuTanpeBup /
pHUTOHABHD +
nacabyBup

(25/150/100 mr PJT +
400 mr JIJT)

Jlonunasup /
PUTOHABHP
400/100 mr JIJT

OmbuTtacBup: <>

[TapuTanpesup:
AUC: 1 B 2,17 pa3a
Cmax: T B 2,04 pa3a
Cocr: T B 2,36 paza

(uarubuposanue CYP3A /
3¢ droKcHBIX
NIEPEHOCUYUKOB)

JlacaGyBup: <>

Jlonunasup: <

OmOuTacBup /
napuTanpeBup /
PUTOHABHP

(25/150/100 mr PJT)

Jlonunasup /

OmOuracBup: <

[Tapuranpesup:

AUC: 1 B 6,10 pa3za
Cmax: T B 4,76 pa3za
Cocr: 1 B 12,33 paza

OIHOBpEMEHHOE PUMEHEHHE
POTHBOIIOKA3aHO.

JlonmuaBup / putonasup 800/200 mr PJ]
TaK)Ke MNPUMEHSUTUCh ¢ OMOuUTacBUpoM /
MapuTanpeBUpoM /  PUTOHABUPOM B
KOMOMHAIMK ¢ AacabyBUpoM win Oe3 Hero.
Dddexr ot I/l u nonunaBupa Obu1
npu
Ha3HAYEHUH JIONMHABUpa / pPUTOHABHpa
400/100 MT JUL paznen
«ITpoTuBonokasanus»).

HJICHTHYHbIM Ha6IIIOIIaCMOMy

(cm.

PUTOHABUP (uarubuposanue CYP3A /
400/100 mr JI1 3¢ droKCHBIX
MIEPEHOCYUKOB)
JlonuHaBup: <
["nexanpesup/ B cBs3u ¢ uHruOupoBanreM | OJIHOBpEeMEHHOE IPUMEHEHME Ipenapara
nuOpeHTacBUp CYP3A nonunaBupom / Kanerpa® u
PUTOHABUPOM rjeKanpenpeBupa/muopeHTacBupa He
KOHIIEHTPAIUS B CBIBOPOTKE | PEKOMEH/IyEeTCsl H3-3a IOBBILEHHOIO PHCKa
MOXET YBEJINYNBATHCH. nosbienus yposHst AJIT, Be3BaHHOTO
POCTOM KOHILIEHTPALIUH IIEKalpeBUpa.
CodocOysup/ Konuenrpauuu OntHOBpeMEeHHOE IPUMEHEHHE TIpenapara
BeJIITaTacBUp/ coocOyBupa, Kanerpa® u
BOKCHJIAIIPEBUD BEJINAaTacBUpa U cogocOyBupa/BearacBUpa/BOKCHIIAIPEBH

BOKCHJIAIPEBUPA B
CBIBOPOTKE MOTYT
YBEJIMYHUBATBLCS BCJIC/ICTBHE
uHrubuposanus P-
riukonporernHa, BCRP u
OATPI1B1/3 nonunaBupom
/ putoHaBupoM. Tem He
MEeHee, TOJILKO yBEJIMUeHHe

pa HE pEKOMEH/IYETCA U3-3a BO3MOXKHOI'O
YCHJICHUS TOKCHYHOCTH.
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BO3JICHCTBUS
BOKCHJIAIIPEBUPA CUUTACTCH
KJIMHUYECKH 3HAYUMBIM.

Huneubumopwor npomeazor HCV

BonenpeBup 800 mr bouenpesup: OnHOBpeMEeHHOE NPUMEHEHHE Ipernapara
T AUC: | 45% Kanerpa® u Gonenpesupa He

Cmax: | 50 % PEKOMEHTyeTCsl.

Cmin: | 57 %

JlonuuaBup:

AUC: | 34 %

Cmax: | 30 %

Cmin: | 43 %
Cumenpesup 200 mr | Cumenpesup: OnHOBpeMEHHOE TNPUMEHEHUE IIpernapara
PJ1 (putonaBup AUC: 1 B7,2 pa3a Kanerpa® " CUMEIpeBupa HE
100 mr JIJT) Cmax: T B4,7 pa3za PEKOMEH Ty eTCH.

Cmin: T B 14,4 pa3za
Tenanpesup 750 mr Tenanpesup: O/HOBpeMEHHOE NPUMEHEHHE Ipenapara
T AUC: | 54 % Kanerpa® 7 TeanpeBupa HE

Cmax: | 53 % PEKOMEHTyeTCHl.

Cmin: | 52 %

JlonunaBup: <
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Pacmumenvnuie JeKapcmeeHHbvle npenapamol

3Bepoboit JlonuuaBwup: [Ipenapatsl, cojepkane B COCTaBe
IPOJILIPSBIICHHbIN B CBSI3U C MHIYKIMEH 3BepoOoit  (Hypericum perforatum), He
(Hypericum CYP3A npenaparamu, clelyeT I[PUHUMATh OJIHOBPEMEHHO C
perforatum) COZIepKALIMMHU 3BEpOOOi, JIONUHABUPOM U PUTOHABHPOM. Ecnu
KOHIIEHTpaLUs B I1JIa3Me MAallMEeHT YK€ INPUHUMAeT  Ipenaparsl
MOKET CHH)KAThCS. 3Bep0o00s, ClleyeT HEME/UICHHO IPEKPATUTh
UX HPUEM H, 110 BO3MOXKHOCTH, IPOBEPUTH
BUPYCHYIO Harpy3ky. YpOBHH JIONIHHABUpPA
¥ PUTOHABHUPA B I1J1a3M€ MOTYT yBEJIUYUTHCS
Mocjie TpEeKpalieHus IpueMa 3Bepodos.
Mosxer mnorpeboBaTbcsi  KOPPEKTHpPOBKa
no3pl  mpenapara  Kamerpa®. Jlannoe
HH/IyLUpYIolIee JieficTBre MOXET
COXPAHATHCS HA MPOTHKEHUU KaK MUHHUMYM
2 Hejenp IMOCIEe TMpEKpallleHUsl JICYEHHUs
PacTUTEIHLHBIMH npenaparami,
coJiepkaliiMK  3BepoOoOit  (cM.  paszgen
«[IporuBomnokazanusi»). Takum oOpaszom,
npueM npenapata Kanerpa® MoxkHO Hayath
yepe3 2 HeJeNM IOCie NpeKpalieHHs
npreMa rpemnapata 38epo0osl.
Hmmynooenpeccanmuol
[{uknocnopus, [{uxsnocniopuH, cupoaumyc | Pekomenyercs Oonee TIHIATEIbHBIN
CHPOJIUMYC (pamaMuIMH), TAKPOJIIMMYC: | TeparneBTUYECKHH KOHTPOJIb KOHLIEHTPAIMH
(panamuIMH), B CBSI3M C MHTMOMpPOBAaHWEM | 10 TeX IOp, I0Ka YPOBEHb JIAHHBIX
TaKpOJIUMYC CYP3A nonunaBupoM / IPENaparoB B IJIa3Me He CTaOHIH3HPYETCH.
PUTOHABHPOM
KOHIIEHTPAIUS MOXKET
BO3pPacTarh.

Hneubumoper kunaswi

docramaTuHNO

VBeauueHne KOHIEHTPaIluu
meraboiurTa
(pocramarunnda R406.

OnHoBpemMeHHOE IIPUMEHEHHE
docramatnunba u npenapata Kanerpa®
MOXET YBEJIMUYHUTh CHCTEMHOE BO3/CHCTBHUE
R406,

HEXKEJIAaTCJIbHbIM

merabonuta ¢ocramaruHuOa 41O

MOKECT ITPHUBECTH K
peaxkiusaM, 3aBUCUMBIM OT /J103bl, TAKHUM KakK

renaToToOKCHYHOCTL U l'lCﬁTPOﬂeHHﬂ.

Hpenapambz, CHUJcarowjue ypoeetHob JIUNUO0B

JloBacTaTHH U
CHUMBACTaTHH

JloBacTtaTuH, CHMBAaCTaTHH:
BBIPQKEHHOE IIOBBILICHHE
KOHLIEHTpaIUil BBULY

[Tockonbky KOHIIEHTPALUH
uHruouTopoB ['MI'-KoA-penyKrasbl MOXKET
BKJIIOYAst  OCTPBIN

IIOBBIIICHUE

BbI3BATh  MHOIIATHIO,
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unruduposanust CYP3A
JIONTMHABUPOM /

HEKPO3 CKCJICTHBIX MBILIIL
b

MPOTUBOIIOKA3aHO TPUMEHEHHE Ipernapara

PHTOHABUPOM. Kanerpa® B KOMOMHAIMM C JIAHHBIMH
npenapaTamu (em. pazzen
«IIpoTuBonOKazanus»).
ATOpBacTaTHH ATOpBacTaTHH: O/1HOBpeMEHHOE NPUMEHEHHE Ipenapara
AUC: 1 B 5,9 paza Kanerpa® c aTOpPBaCTaTHHOM HE
Cmax: T B4,7 paza PEKOMEH/y€EeTCS. Ecin  npumenenue
B CBSI3M C MHTUOMPOBAHUEM | aBATPOCTATHHA IPU3HACTCS HEOOXOJMMBIM,
CYP3A nonuHaBupom / JIOJDKHBI  HCIIOJIb30BAaThCs  HAMMEHBIIUE
PUTOHABHPOM. spdexTuBHbBIE 03Bl mpenapaTa  IMpH
TIIATEJILHOM KOHTpOJEe 0e30macHOCTH (CM.
paszen «Ocobble ykazaHus»).
Posysacratun, 20 mr | PocyBacraTuH: Cnenyer mposBISATH  OCTOPOXKHOCTH M
P/l AUC: 1 B2 paza PaccMOTPETh BO3MOXKHOCTh CHHIKEHHUS J103b1
Cmax: T B S pa3 po3yBacTaTHHa pu O/IHOBPEMEHHOM
Xors  po3yBacTaTHH B | npuMeHeHHH c mpenaparom Kanerpa® (cm.
HauMEHbIIEH creneHu | pasaen «OcoOble yKa3aHus»).
MeTaboIu3upyeTCs
CYP3A4, Ha0J110/1aJ10Ch
MOBBILICHHE KOHIEHTPALUH
B ILIa3Me. Mexanunsm
B3aUMO/IeHCTBUS MOXKET
SBJISTHCS pe3yabTaToM
UHTUOMpPOBAHUS
TpaHcnopTa OeIKOB.
@JryBacTaTUH UK @iryBacTaTHH, Ecin  mokazaHo JieueHHWE HHTHOUTOpPOM
1paBacTaTUH IIpaBacTaTUH: ['MI'-KoA-peaykrassl, PEKOMEHIy€EeTCs
KJIMHHYECKH 3HAYUMOT O MPUMEHSTH IPaBaCTaTHH WK (JTyBacTaTHH.
B3aMMO/ICHCTBHS HE
0KUJIaeTCH.
IIpaBacTaTun He
MeTaboau3upyeTcs
CYP450.
@JryBacTaTUH YaCTUYHO
MeTaboIu3upyeTcs
CYP2C9.
Jlomuranug WUuruduropsl CYP3A4 OIHOBpEMEHHOE MPUMEHEHHUE JIOMHUTAIIU/IA
YBEJIMYHUBAIOT ¢ npenaparom Kaserpa® mpoTuBorokazaHo

KOHIICHTpALHUIO
JIOMHTAIIK/1a B IJIa3ME, a
MOIIHBIC HHI’I/I6I/ITOpbl
YBCJIMYHBAIOT

(em.  pazgen  «lIpormBomokasanus») M

HHCTPYKIHIO 1o IIPUMECHCHHUIO Ha

JIOMUTAIU/I.
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KOHIIEHTPAIHIO ITPUMEPHO B
27 pa3. Beneacreue
uHruouposanust CYP3A
JIOTTUHABHPOM /
PUTOHABUPOM
KOHIIEHTpaIlMK JIOMHUTAIU/1a
MOTYT yBEJIMYUBATHCS.

Onuouowl

bynpenopdun, 16 mr
P/

bynpenopdun: <>

Koppekuus 10361 He TpedyeTes.

Meranon

Merajon: |

PexomeHryeTcst KOHTPOJIb yPOBHEH
METa/I0Ha B I1JIa3Me.

Ilepopanvhvie konmpayenmugol

DTUHWIACTPANOI

DTHHUIICTPATUON: |

B ciydae OJHOBPEMEHHOTO INPUMEHEHHS
npenapara Kanerpa® ¢ KoHTpauentupam,
COJIepIKaIlliMHU STUHUIIICTPAHOI
(He3aBUCHUMO OT (OPMBI KOHTpALENIIUH,
HalpuMep, npenapar Juisi IpuemMa BHYTpPb
WIH IUTaCThIPh), HEOOXOAUMO HCIIOIb30BATh
JIOTIOJTHATEIIBHBIE METO/Ibl KOHTPALICTIIIHY.

IIpenapamwi 0115 1€yeHUss HUKOMUHOBOU 3A6UCUMOCTIU

bynponuox

BynponuoH u ero akTHBHBIN
MeTabOoIHUT —
THIPOKCUOYIPOIIUOH:

AUC # Cmax | ~50 %

Taxoit a3 dexT MoxeT ObITh
BBI3BaH YCHJICHUEM
MeTaboau3ma OynponuoHa.

Ecnu OZIHOBPEMEHHOE IpUMEHEHHE
npenapata Kanerpa® ¢ GynpomnuoHOM
HEeN30€XKHO, OHO JIOJDKHO OCYIIECTBIIATHCS
110/1 TIIATEIbHBIM KJIMHUYECKHM KOHTPOJIEM
s dexTuBHOCTH OynponuoHa oe3
MPEBBILICHHST ~ PEKOMEH/IOBAaHHOH  JI03bI,
HECMOTPsI Ha HAOJII01aeMYI0 HHIYKIIUIO.

3amMecTuTelIbHAs TEpanus nmperaparaMu TUPEOUIHBIX TOPMOHOB

JleBOoTHpOKCHH

B noctperucrpainoHHbIH
nepro 1 ObUIH MOJTyYEHBI
coOOLIeHHUs O CiTydasX
MOTEHIHATBHOTO
B3aUMO/ICHCTBUSA
PUTOHABHP-COIEPHKALIMX
npenaparoB U
JIEBOTHPOKCHHA.

Cnenyer KOHTPOJIMPOBAThH YPOBEHb
THPEOTPOIHOTO TOPMOHA Yy IIalHEHTOB,
MOJIyYaBIIUX JICYCHUE JIEBOTHPOKCHHOM,
KaKk MHHHMYM, B TEYEHHE IMEPBOro Mecsua
[ocjie Havaja W/WJIM OKHOYAHHs Teparuu
npenapatom Kanerpa®.

Cocyoopacwupsiowue npenapamoi

Bozenrtan

JlonuHaBHp / pUTOHABUD:
B CBSI3U C HHIYKIUEH
CYP3A4 Go3entanom

Crnenyer mpOSBIATH OCTOPOKHOCTH IIPH
MPUMEHEHUH  IIpernapara Kanerpa® C
003EHTaHOM.
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BO3MOKHO CHU)KEHHE [lpu npuvenenuu npenapata Kanerpa®
KOHIIEHTpPAIIUH JIOTMHABUAPA | OTHOBPEMEHHO C OO3EHTaHOM  Cle/lyeT

/ puTOHaABHpa B IUIA3Me. KOHTpospoBath  3pdexTuBHocth BUY-
Tepanukd W BecTH  HalOmojaeHue  3a

bo3enran: NalMeHTaMM  Ha  NpeJAMET  Pa3BUTHUSA

AUC: 1 B 5 pa3 TOKCHUYECKHUX  SBJIEHWM, CBA3aHHBIX C

Cmax: T B 6 pa3 003eHTaHOM, O0COOEHHO BO BpeMsl INEpBOH

Cuavana yBenu4eHue Cmin | HEJCIH  OJHOBPEMEHHOIO  IPHUMEHEHHMS

0o3eHTaHa: T MPUMEPHO B IpenapaTos.

48 pas.

B cBs3u ¢ uHrnbupoBaHuem

CYP3A4 nonuHaBupoM /

PUTOHABHPOM.

Puonuryar [Ipu ogHOBpEMEHHOM O/IHOBpEeMEHHOE NPUMEHEHHE PHOLIUTYaTa C
IPUMEHEHHUH C npenapatom Kanerpa® He pekomenmyercs
JIOITMHABUPOM / (eM.  pasgen  «OcoOble  yKa3aHus» W
PUTOHABUPOM MOXKET HHCTPYKIIMIO MO IIPUMEHEHHUIO PHOIIMIYaTa).

BO3pacTaTh KOHIICHTpPALUs B
CBIBOPOTKE BCIIE/ICTBHE
MHTUOUPYIOLIEro IeHCTBUS
Ha CYP3A u
P-riukonporeuH.

Jpyaue nexapcmeennvle npenapamoi

Ha ocHOBe u3BeCTHBIX MeTa0OJIMYECKHX TpoduiIeH HE OXKHMIACTCA KIMHMYECKH 3HAYUMBIX
B3aMMozeiicTBHii  Mexay — mpemapatom  Kanerpa® M JancoHOM,  TPHMETONPHMOM,
CyJib(aMeTOKCa30JI0M, a3UTPOMUIIMHOM MIIH (ITyKOHA30JI0M.

Oco0ble ykazaHusi

Hauuenmbz c conymcmeyrouwjumu 3a00.1e6aHUAMU

Hapywenue ¢hynkyuu newenu
Beszonacnocts ¥ 3ddexTuBHoCcTh npenapara Kazerpa® He Obuia ycTaHOBJIEHA y NALMEHTOB CO
3HAUMTENBHBIMM HapylleHusMH (yukiuu nedenu. [lpemapar Kanerpa® — mpoTHBOIOKasaH

MalrMeHTaM C TAXKEJIBIMA HAPYIICHUSAMHU (bYHKIlI/IPI INCYCHHU (CM. pa3aci ((HpOTHBOHOK&aHI/Iﬂ))).

[larenTsl ¢ XpoHuueckuM remarurom B wmm  C, mnosdydaiomue KOMOMHMPOBaHHYIO
AHTUPETPOBUPYCHYIO TEPAIUIO, UMEIOT MOBBIIEHHBIH PUCK Pa3BUTHS TSIKEJIBIX M IOTCHIMAIBHO

OIIaCHBLIX JUIA JKHU3HH HEXKCIATCIIbHBIX peaxuuﬁ CO CTOPOHBI IIC€YCHH. HpH IPOBEACHUHA
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COMYTCTBYIOIIEH MPOTHBOBUPYCHON Tepanuu renatutoB B u C HE0OX0AMMO ciie10BaTh yKa3aHHIM

I/IHCprKI_IHﬁ 10 NIPUMEHCHUIO COOTBETCTBYIOIIHUX ITpErapaToB.

VY nanMeHTOB € yK€ CYLIECTBYIOIIMM HapylleHHeM (QYHKIMH TI€YEHH, BKIIOYAs MAlMEHTOB C
XPOHUYECKMM aKTHBHBIM TIE€IIaTUTOM, Yallle Pa3BUBAIOTCS HApyLICHHs (YHKIUHU Ne4YeHH Ha (PoHe
KOMOMHUPOBAHHONH aAHTUPETPOBUPYCHOM Tepanmuu. Takue NaunMeHThl JOJDKHBI HaOMoJaThes B
COOTBETCTBHH CO CTAaHJApPTHOH KIMHUYECKOW NMpakTUKOW. B ciydae yxymameHnus wim o0OCTpeHHS
3a00JIeBaHuUs TIEUYEHH Y TAKUX MALUEHTOB CIIEyeT pacCMOTPETh HEOOXOMMOCTh MPEPhIBAHUS HIIH

IIPEKpAIICHHUA JICUCHUA.

Coo0manoch O TOBBINEHUH YPOBHS TpaHCAMMHA3 C MOBBILICHHEM MM 0€3 IOBBIIIECHUS
KoHIeHTpauuu Ounupybuna y BUY-1 MoHOMHDUIIMPOBAHHBIX NAIMEHTOB M Yy JIUII, MOJY4YaBIIMX
npodHIaKTHYECKOE JICYEHUE TOCIe MHTEHCHMBHOIO Kypca JieueHHs yepe3 7 JHeH mocie Havasia
Tepanuy JOITHHABUPOM/PUTOHABHPOM B COYETAHMHM C  JIDYTHMH  aHTHPETPOBHPYCHBIMH

npenaparamMu. B HEKOTOPLBIX ClIydasaXx HaApyHICHHA (byHKI.IPIPI MEYECHU HOCHJIH TSIKEIIBIN XapakTep.

HO HadaJia JICHCHHA J]OHl/lHaBHpOM/pHTOHaBHPOM JIOJDKHBI OBITh IMPOBEACHBI COOTBETCTBYIOIIHUE
na6opaToprle HCCJIC/I0BaHusl. 3a TakuMu MarueHTaMu CJICAYET YyCTAaHOBUTDH TINATEIbHBINA KOHTPOJIb

BO BpEMs JICHCHHUA.

Hapywenue ¢pynkuyuu nouex

I[Ilpumenenne npenapata Kanerpa® B nexapcTBeHHOM (opMe pacTBOp Juis [IpHeMa BHYTPb
MPOTUBONOKA3aHO Y NMAUEHTOB C IOYEYHOMW HEJI0CTATOUHOCTBIO.

[TockoJIbKY TMOYEYHBIH KJIUPEHC JIONMHABUpPAa M PHUTOHABMpA HE3HAYMTENIEH, Yy MAIlMEHTOB C
MOYEYHOM HEAOCTATOYHOCTBIO HE OXKHMJIACTCS YBEIMUYCHUE UX IJIa3MEHHOH KOHUEHTpaluu. Tak xak
JIONUHABUP ¥ PUTOHABHP aKTHBHO CBS3BIBAIOTCS ¢ O€IKaMH IJ1a3Mbl KPOBU, MaJIOBEPOSTHO, YTO OHU
OyyT 3HAUUTEBHO YIAJISTHCS NPH FeMOAMATIN3€E UIIH IEPUTOHEATBHOM HAIU3E.

Iankpeamum

Coobmanocs 0 ciayyasx MaHKpeaTWTa y MAlMeHTOB, mojy4aBimx npenapar Kaierpa®, Bkiodas
AIMEHTOB, Y KOTOPBIX pa3BHJIACH THIEPTPUTIHLEPHIEMHs. B O0bIIMHCTBE CilyyaeB y MalUeHTOB
B aHaMHe3¢ [PUCYTCTBOBAJ MAHKPEATHT U (MJIM) CONYTCTBYIOLIEE JICYEHHE JIPYTHMH
JIEKapCTBEHHBIMH CPEJICTBAMH, CBS3aHHBIMH C Pa3BUTHEM ITAHKPEATUTA.

BbipaKeHHOE MOBBINIEHHE KOHIEHTPAMK TPUIJIMIEPUIOB sBJIACTCS (AKTOPOM pHCKa pa3BUTHA
nankpearuta. [lamuentsl ¢ BUY-undekimeii no3aHel crajmy MOryT UMeTh 0oJiee BBICOKHH PHCK

MMOBBIICHUS KOHIIEHTPAIIUHU TPUTIIMLIEPUIOB U Pa3BUTHS ITaHKpEATHUTA.
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B03MOXXHOCTh Pa3BUTHS MAHKpeaTUTa HEOOXOAMMO MMEThb B BUJY IIPU IOSIBJICHHH KIMHHYECKUX
CHMIITOMOB (TOILIHOTA, pBOTA, 0O0JIb B JKMBOTE) MM OTKIOHEHMH 1aOOpPAaTOPHBIX MOKa3aTeled oT
HOpPMBI  (TTOBBIIIEHHE AKTUBHOCTH JIMNA3bl MM amuia3bl B ChIBOpoTKe). [lammeHTsr ¢
[EPEUNCICHHBIMH  NPU3HAKaMH MM CHUMITOMAMM  JIOJDKHBI  TPOMTH  JONOJIHHTEIBHOE
o0cIieIoBanKe, a B cilyyae IOATBEPXK/IEH s HarHo3a naHkpearura JiedeHue npenapatom Kanerpa®

clie/iyeT MpHOCTaHOBUTH (cM. paszzen «Ilobounoe neicTBrEY).
Cunopom 60cCmaHo6IeHUA UMMYHHUmMEMA

V BUY-uHOUIMPOBAHHBIX MAlMEHTOB C TSDKEJIBIM HMMYHOAEDHUIIMTOM HA MOMEHT Hauaja
KOMOMHHMpOBaHHOM aHTUpeTpoBUpycHON Tepanuu (KAPT) Moxer pa3BuUTbCS BOCHAIUTE/ILHAS
peakius Ha OECCHMITOMHBIE HJIM OCTAaTOYHbIE ONIOPTYHUCTHYECKHE MH(MEKIMM, YTO BEIET K
CEpbE3HbIM KIMHUYECKHA 3HAUMMBIM COCTOSIHUSIM WIIM YCYTyOneHHI0 cuMnTOMOB. Takue peakuuu
00BIYHO HAOJIIOIAOTCS B TIEPBBIE HECKOJIBKO He/lelb ik MecsieB nocie Hadana KAPT. B kauectse
IpUMepa MOKHO TIPUBECTH IIMTOMETAJIOBHPYCHBIH PETUHHUT, JHCCEMUHUPOBAHHBIE M (M)
JIOKAJIM30BaHHbIE MHMKOOAKTepHallbHble HHMEKIMH M IHEBMOHMIO, BBI3BaHHYIO Pneumocystis
jiroveci. Cneayer JONOJHHUTEIBHO OLEHUTH JIFOOBIE BOCHAIUTENbHBIE CHMITOMBI H  IPH

H€O6XOI[I/IMOCTPI Ha3HA4YMUThb JICUHCHHUCE.

Takxxe Ha (oHE CHHPOMA BOCCTAHOBJICHUS HIMMYHHTETA COOOINAIOCh O Pa3BUTHU Ay TOMMMYHHBIX
3aboseBanuil (Takux kak Gone3nb ['peiica). OHAKO BpeMsl 10 HACTYIUICHUS TAKUX HapylIEHUM

BapbUPYET, H OHU MOTYT PA3BUTHCS MHOTO MECAIIEB CITyCTs M0CIIE HAyaJla JICYEeHHUS.
Ocmeonekpos

XOTs 3THOJIOIHsS CUMTAeTCss MHOrO(AKTOPHOW (BKJIKOYAs NMPUMEHEHHUE IIIFOKOKOPTHKOCTEPOM/IOB,
yIoTpebIeHHe AIKOroJis, TSHKETYI0 HMMYHOCYIIPECCHIO, BBICOKMH HMHJEKC Macchl Teja), Cilydau
OCTEOHEKPO3a ObLIM 3aperncTpUpOBaHbl y naueHToB ¢ BUYU-undekuueit nosnueii craauu u (1im)
I0JTyYaIONIUX B TeYEHHE UTUTEILHOIO BPEMEHH KOMOMHUPOBAHHYIO aHTHPETPOBHPYCHYIO TEPAIHIO
(KAPT). Ilaumentam cieayer oOpaTHThCS K Bpady B Cllydae MOSIBJICHHs JIOMOTbI, 0OJIM W

CKOBAHHOCTH B CYCTaBax W IpH 3aTPyAHEHUHU JABHKECHHUS.
Yonunenue unmepeana PR

PHTOHABHP/TONMMHABUP MOKET BBI3BIBATH yMEPEHHOE OeCCHMNTOMHOE yiulMHeHne uHTepsana PRy

HEKOTOPBIX 3/10POBBIX B3POCIIbIX IIO6POBOHBIICB. Coobmmanoch 0 PEAKHUX ciydasx

2-#

aTPUOBEHTPUKYJIApHOH  Onokamsl 2" w3 CTENEHH y  MAIMEHTOB,  IOJIyYarOUIMX
PHTOHABUP/JIONMHABHP, C COMYTCTBYIOIIMMHM OpPraHMYeCKMMH  3a00NICBaHMSMH  cepaua |
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CYUIECTBYIOIIUMH paHee OTKOHEHUSIMH CO CTOPOHBI IPOBOJSAIIECH CHUCTEMBbI cepjua, HIH Yy
MAlMEHTOB, TNPHHUMAIOMIMX JICKApCTBEHHbIE Ipernaparbl, KOTOpbIE YAJIUHSIOT HHTepBal PR
(nanpuMep, Bepanamuil U atasanasup). Takum nampentam npenapart Kainerpa® cnemyer HazHayaTh

C OCTOPOIKHOCTBIO.
Macca mena u nokazameiu 00MeHa 6euiecmes

Ha ¢oHe aHTHpeTPOBUPYCHOM Teparuy MOKET yBEIHUMBATHCS Macca Tella, KOHLEHTPpALUs JIMIIHII0B
¥ TJIIOKO3bI B IUIa3Me KPOBH. Takue M3MEHEHHs YaCTHYHO MOTYT OBITh CBSI3aHbl C KOHTPOJIEM
3a0ojieBaHuss ¥ 00pa3oM Jku3HHU. CyIIECTBYIOT 3HAUMMbIE CBUETEIbCTBA BIIMSHUS JICUCHHS Ha
yBEJINYEHHE KOHIIEHTpAUUHU JTUINUI0B. OqHaKO yOeIUTEIbHBIX JaHHBIX O CBSA3U YBEJIIMYEHHUSI MACChI
TeNa ¢ KaKUM-JTM00 KOHKPETHBIM JIeYeHUEM HeT. MOHUTOPUHI KOHLUEHTPAIMHU JIMIIH/IOB U TJIFOKO3bI
B ILIa3Me KPOBH HEOOXOMMO MPOBOJUTH B COOTBETCTBUHU C pa3pabOTaHHBIMM PyKOBOJCTBAMH II0
neyenntro BUY-undexiun. Hapymenus nunmuaHoro oOMeHa HEOOXOAMMO KOPPEKTHPOBATh B

COOTBETCTBHH C KJIMHUYECKOH HEOOXOMMOCTBIO.
B3aumooeiicmeue ¢ Opyzumu 1eKapcmeeHHbIMU RPEnapamamu

IIpenapar Kanerpa® cojaepskuT B cOCTaBe JIONMHABHP M PHUTOHABHP, 00a M3 KOTOPBIX SBIAIOTCS
unrubuTopamu mzodepmenta CYP3A umroxpoma P450. BepositHee Bcero, mpemnapar Kasnerpa®
TOBBIIIAET KOHIIEHTPAILMHK B IIa3Me IpenapaToB, MeTabomu3upyeMelx npenmymectBeHHo CYP3A.
[ToBbilIeHHE KOHIIEHTPALUH OIHOBPEMEHHO Ha3HAYaeMbIX IIPENapaToB B I1a3ME MOKET IIPUBECTH K
YCHJICHHUIO WJIH TIPOJUICHHIO X TEPaINleBTUUECKOrO JAEHCTBHS U Pa3BUTHIO HEXEJIATE/IbHBIX SBJICHAN
(cm. paszmensl  «IIporuBomokasanus» W «B3aumozneicTBue ¢ APYIMMH  JIEKApCTBECHHBIMH

CpeICTBAMM»).

Momnsie uaru6butopsl CYP3A4, Takue kak MHTHOMTOPBI MPOTEa3bl, MOIYT YCHJIMBATH JICHCTBHE
OeaKBHJIMHA, YTO MOTEHIHAILHO MOXKET YBEJIMYUTh PHCK pPa3BUTUS INOOOYHBIX DEaKIHH,
CBA3aHHBIX C OeJakBWJIMHOM. TakuMm oO0pa3oMm, NpUMEHEHHs O€IaKBUIIMHA OJHOBPEMEHHO C
JIONMMHABUPOM/PUTOHABUPOM clielyeT u3beratb. Tem He MeHee, eCliM OXHAaemas I0Jb3a TaKoro
Jle4eHHs TPEBBINACT IMOTCHUHAJIbHBIH PUCK, CIEAYeT MPOSBIATH  OCTOPOKHOCTH  IIPH
OJIHOBPEMEHHOM TPHUMEHEHUH GelaKBUIIMHA ¢ JIOMHHABHPOM/PUTOHABUPOM. Pexomentyercs Oosee
YacTBI HIEKTPOKApAHOrpadUUeCKuii MOHHTOPUHT M KOHTPOJb 3a YPOBHEM TpaHCaMHHa3 (CM.
pasjen  «B3auMmopelcTBHE € JPYTMMH JIEKAPCTBEHHBIMH CPE/ICTBAMM)» M HMHCTPYKLHIO 110

IPUMEHEHHUIO JITs Oe/TaKBHIIMHA).
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CoBMecTHOE TNpPUMEHEHHE JenamaHujga ¢ MoliHbiIMH uHruOutopamu CYP3A (Takumm Kak
JIOTIMHABUP/PUTOHABUP) MOXKET YCHJIMBATh JICHCTBHE METabOJIUTa Je/laMaHu/Ia, KOTOPBIM, Kak
M3BECTHO, MOKET Y UIMHATHL MHTepBan QTc. B cBA3M ¢ 3TMM npu 0JHOBPEMEHHOM NPHUMEHEHHH
JelaMaHuja M JIONMHaBHpa/puUTOHaBUpa TpedyeTcs odveHb 4YacThlii MouuTopuHr JKI' Ha
NPOTSHKEHUM BCEro IEepHOJA JIEYEHHUs AeaaMaHuIoM (cM. paszzen «B3aumoneiicTBue ¢ apyruMu

JICKaApCTBCHHBIMH CPEJICTBAMU» U HHCTPYKIIHUIO 110 IIPUMEHCHHUIO 1A nenaMaHuna).

Coobmanocs 00 yrpoXkaroIIMX JKU3HM pEaKIHMsX M CMEPTEeNIbHBIX MCXOJaxX [0 TMPUYUHE
JIEKQPCTBEHHBIX B3aUMO/ICHCTBHH Y MAIIMEHTOB, I10JIYYaBIINX OJHOBPEMEHHO KOJIXHUIIUH U MOIIHBIE
unruouropsl CYP3A, takue kak putonasup. [Ipumenenue npenapara Kagerpa® ogHOBpeMeHHO ¢
KOJIXUIIMHOM, MAllME€HTaM C HapylleHHeM (YHKIUHM I0YeK WJIM I€YEHH, IPOTHBOIOKA3aHO (CM.

pas3aeiibl «HpOTHBOl’IOKaSaHHﬂ» u «B3aumMoieiicTBue ¢ JAPYIr'uMHU JICKapCTBECHHBIMH CpCZlCTBaMI/I»).
HpHCM npemnapara Ka.ne"rpa® B COYCTAaHUHU CO CICAYIOIMHUMH JICKAPCTBCHHBIMHU ITpCriapaTaMu:

» Tamanapua: He pPEKOMEHJIYeTCsl Ha3HauaTh JUIS JICUCHHs JIETOYHOH apTepuasibHOH

rUIepTeH3uy (M. paszaen «B3anmoaeiicTBUE ¢ IPYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMHY);

* Puomryar: He peKOMEHJyeTcs Ha3HayaTh BMecTe ¢ mpernaparom Kamerpa® (cM. paszmen

«B3aumoieiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEJICTBAMU Y );

* Bopanakcap: HE peKOMEH/yeTcs Ha3HayaTh BMecTe ¢ mpemnapatroM Kanerpa® (cM. pasnen

«B3aumoelicTBre C IPYyrUMHU JIEKAPCTBEHHBIMH CPEJCTBAMMY);

» Qy3u0Bas KHCJIOTA: HE PEKOMEHJyeTcs HasHadaTh NPH HH(EKIHOHHBIX 3a00JI€BaHUAX
KocTe # cycraBoB (cM. paszmen «BsaumopaelicTBue ¢ JIpYyTMMH  JIEKapCTBEHHBIMH

CpeJICTBaMM»);

» CaiMeTepoll: He PEKOMEHJIyeTcsl Ha3HayaTh BMecTe ¢ mpemaparom Kaierpa® (cM. paszen

«B3aumozecTBHEe C IPYTrUMH JIEKAPCTBEHHBIMH CPEICTBAMHUY ),

* PupapokcabaH: He PEKOMEHJyeTcsi Ha3HayaTh BMecTe ¢ mpernapatom Kanerpa® (cm. paszen

«B3aumoieiicTBue ¢ JAPYIrUMH JIEKapCTBECHHBIMH CpeZ[CTBaMI/I»).

OnnoBpeMeHHOE TpuMeHeHue npenapara Kamerpa® ¢ aropactaTHHOM He pekomenayercs. [lpu
HEeOOXO0IMMOCTH OJTHOBPEMEHHOI0 NpUMEHeHus npenapara Kanerpa® ¢ aropBacTaTHHOM J10JDKHBI
NPUMEHATHCS  HauMeHblne  dd¢dexTuBHbIe 1036l aropsBacratvHa. Cleayer  NpOSBISATH
OCTOPOXKHOCTh M Ha3zHa4yaTh OoJjiee HU3KHE J03bl NPHU OJHOBPEMEHHOM IPUMEHEHHH IIpernapara

Kanerpa® u posysactaruna. [Ipu He0OXOAMMOCTH MPOBEICHHS JIEUCHHS HHIHOMTOPOM pelyKTasbl
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I'MI'-KoA  pekomeHayeTcs Ha3Ha4yaTh [paBacTaTMH WM  QuiyBacTaTHH  (cM.  pasjeln

«B3aumoseiicTBre C JPYTUMHU JIEKAPCTBEHHBIMU CPEJCTBAMUY ).
Hueubumopuwt pocgpoouscmepazvt 5 muna (®L3-35)

CrietyeT ¢ OCTOPOKHOCTBIO MPUMEHSTh cuiieHadus1 WM Tajanaduil Ui JICUCHUs! IPEKTUIILHOM
JMCYHKIMA Y TAlMeHToB, npuHuMalomux npenapar Kanerpa®. OHOBpeMEHHOE NPUMEHEHHE
3THX JIEKAPCTBEHHBIX CPeJACTB ¢ mpernapatoM Kaierpa® MOXeT cOMpOBOXIAThCS CYIIECTBEHHBIM
MIOBBIIICHHEM UX KOHIICHTPALIMHU U MOSBJICHUEM HEKeIaTelIbHbIX SBJICHUHN, TAKUX KaK apTepraibHasl
THIIOTEH3Hs, 0OMOPOK, HapyLIIEHHE 3peHUS U JUTHTENIbHAs dpeKuus (cM. pasjeln «B3aumoeicTeue ¢
JPYTMMH  JIEKapCTBEHHBIMH ~ cpeJcTBamu»). OJHOBpeMEHHOe IpHMEHEHHME aBaHapuia WM
Bap/ieHaduIa ¢ JOMMHABUPOM/PUTOHABHPOM IIPOTHBONOKA3aHO (cM. paszen «lIpoTuBonokasanus»).
OnHOBpeMEHHOE TpUMEHEHHe cuiaeHapuna ¢ npemapatoM Kanerpa® — mpoTHBONOKa3aHO

NalMeHTaM C JISTOYHOM apTepuaibHOM runeprensuei (cM. pasnen «lIpotuBonokasanus»).

Ocobyl0 OCTOPOKHOCTh CIEAyeT MpOSBIATh NpH [NpUMEHeHHH mpemapara Kametpa®  u
JIEKapPCTBEHHBIX CPEJICTB, BBI3bIBAIOIIMX yanuHeHue uHteppana QT, Takux kak XjoppeHMpaMuH,
XMHU/IMH, DATPOMHLMH M KIAPUTPOMHIMH. B jeiicTBuTeIbHOCTH, NpHeM npenapata Kanerpa®
MOXET MPUBECTH K YBEJIHYEHHIO KOHIICHTPAIMU OJHOBPEMEHHO IPHHHUMAEMBIX IIPENapaToB U
YBEJIMYCHUIO YaCTOThl Pa3BUTHSI HEXEJATEIbHBIX PEaKIMi CO CTOPOHBI CEplA, BbI3BAHHBIX
NMPUMEHEHMEM OSTHX IIpenaparoB. B JOKIMHMYECKHX HccIefoBaHusx npenapara Kanerpa®
COO0IAIOCh O HEXeJNaTeNbHBIX peaklUsX CO CTOPOHbI Cepala, I03TOMY IMOTEHIHAIbHOE
BO3/IeHcTBHE Ha cep/ue npenapara Kanerpa® He MOXKeT OBITH MOJHOCTBIO HCKIIKOUEHO (CM. pasjien

«IToGouHOE IeHCTBHEY).

CoBmecTHOe npuMeHeHuwe mpenapata Kamerpa® ¢ pudaMmMIMHOM HE PEKOMEHIyETCs.
Pudamnuuun B coderanuu ¢ mpenaparoM Kanerpa® NpUBOAMT K BBIPAKEHHOMY CHHIKEHHIO
KOHIIGHTPAIMM JIONIMHABHPA, YTO MOXET 3HAYMTENbHO YMEHBIIHTL TepamneBTUUECKHH dpdext
nonuHasupa. JlocTaTtouHoe JEHCTBHE JIONMHABHPA/PUTOHABHPA MOXKET OBITh JIOCTHIHYTO C
yBEJIMYEHHEM J103bl mpenapata Kamerpa®, HO 3TO TakKe CBS3aHO C IMOBBIIMICHHBIM PHUCKOM
TOKCHYECKOTO NMOPAKEHUS MEYEHH M HKEITyJOYHO-KHIIEYHOIO TpakTa. 3a MCKIIIOYCHHEM KpaiHeH
HeOOXOJMMOCTH, TaKuMe [pernaparbl He CleJyeT Ha3HayaTh OJHOBPEMEHHO (CM. pazjien

«B3aumojielicTBHE C JPYTHMH JIEKAPCTBEHHBIMHU CPEJCTBAMMY ).

He pekoMeHayeTcs OJHOBpEMEHHOE NpuMeHeHue mnpenapara Kamerpa® ¢ duiyTukasoHoM uiH
JIPYTMMH  TJIIOKOKOPTHKOCTEpOUaMH, KoTopble Merabomusupytorcs CYP3A4, rtakumu  Kak
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Oy/1leCOHM/I, TPUAMLIMHOJIOH, KPOME CJIy4yaeB, KOrja MOTEHIHAIbHAs TMOJb3a JICYECHHs IPEBBIIIACT
PHUCK DPa3BUTHS CHCTEMHBIX 2()(})EKTOB TIIIIOKOKOPTHKOCTEPOUIOB, BKIIOYas cuHapom MWieHKo-
Kymmuura v nonasnenue (QyHKIMH HaamnmodedHUKoOB (cM. paszen «B3aumojeiicTBHe ¢ ApyruMu

JICKapCTBEHHBIMH CPEJCTBAMM ).

Apyzoe

[Ipenapar Kanerpa® ne usneunBaer BUY-undexumo uwmm CITUJ]. HecmoTps Ha ycraHOBJIEHHOE
CYLIIECTBEHHOE CHUIKEHHE pHCKa mepeiauyd MHOEKIUH IMOJIOBBIM NyTeM Ha (oHe 3¢ deKTUBHON
BUPYCHOI CynpecCHH BO BpeMsi aHTUPETPOBUPYCHOM Teparnuu, OCTaTOYHbIH PUCK HE MOXKET OBITh
ucikmoueH. C 1enblo NpejoTBpalleHuss nepeaayd MHOEKIUH HeoOX0JUMO coOJI0AaTh Mepbl
NPEIOCTOPOKHOCTH B COOTBETCTBHMM C HAlMOHAIBHBIMM pPYKOBOJACTBAMH. Y  MAIMEHTOB,
npuHUMaromux rnpenapat Kaierpa®, mo-mpexxHeMy, MOTyT pa3BUThCS HHOEKIMM WIH Jpyrue

3abosieBanus, cBs3aHHble ¢ 3aboneBanuemM BUY u CITU/I.

Pexomenoayuu no ycnosuam xpanenus

PexoMmeHayeTcss XpaHUTh B XOJIoAWIbHHKe mpu Temneparype or +2°C ngo +8°C. Bue
XOJIOJMJIBHUKA MOJKHO XPaHHUTh MPU TeMieparype He Boiie + 25 °C B teuenue 42 quei (6 Heznenn),
OCJIe Yero OCTaTOK HEOOXOMMO YHHUTOXUTh. Ha (irakone pekoMeH 1yercss OTMETHTD JaTy Hadaja

XpaHCHHS BHE X0JIOJUJIbHUKA.

Bauanue na cnocoonocmes ynpasiims mpaHcnopmHsIMUu CPeOCmeamu, MEXAHU3Mamu

B nepuona jedeHus: HEOOXOAUMO COOIOAATH OCTOPOKHOCTH IIPU YIPABIECHHUH TPAHCIIOPTHBIMU
CpeJICTBAMH U 3aHSTHH JPYTHMMH IOTEHIMAIBHO OMACHBIMU BUJAMH JCATEIBHOCTH, TPEOYIOIUMU
MOBBILICHHON KOHIIEHTPALMK BHUMaHHUS M OBICTPOTHI ICHXOMOTOPHBIX peakuui. ITpu passuthu
000YHBIX 3(G(EKTOB, KOTOpPble MOIYyT BJIMATH Ha YKa3aHHBIC CIOCOOHOCTH, HaIpHMED,
rOJIOBOKPYKEHHS, PEKOMEH/IYETCS BO3JEpPXKAThCS OT BOXKJIEHMs aBTOTPAHCIOPTAa W YIPaBJICHUS
MexaHu3MaMu. McciieioBaHusi BIMSHUS JIOMHHABUPA/PUTOHABHpPA HAa CIOCOOHOCTH K BOMK/ICHHIO
ABTOTPAHCIIOPTA M YIIPABJICHUS MEXaHU3MaMHU HE TIPOBOJIUIIUCH.

PacTBop /U1 ipuemMa BHY TPb JIONMHABUP/PUTOHABHP COACPXKHUT 3TaHol (42,4 % 06./06.).

®opma BbINyCKa
PactBop Ui npuema BHYTpb, 80 mMr + 20 Mr/mur.
60 My pacTBOpa B MOJIMITHICHTEpE(TATATHOM IUIACTUKOBOM (IaKOHE ¢ HABHHYMBAIOLIMMCS

IOJIMIIPOMUJIICHOBBIM ~ KOJITTIAYKOM, HMCIOIHUM HpHCl’IOCO6J’ICHHC, NPCIATCTBYIOIIEE OTKPBITHIO
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¢dnakona nerbMu. [lo 5 ¢uiakoHOB M 5 103aTOPOB BMECTE€ C MHCTPYKIHEH MO NMPUMEHCHHIO B

KapTOHHOM IayKe.

YeaoBus xpaneHust
ITpu Temneparype ot + 2 °C no + 8 °C.

XpaHI/lTL B HEJIOCTYITHOM JIJT JICTEH MecTe.

Cpok roanocru

2 rojaa. He IIPUMEHATD 110 UCTCYCHHUHU CPOKA 'OAHOCTH, YKAa3aHHOTI'O Ha YIIAKOBKE.

YcaoBus OTIyCKa

OTnyckaroT 1o peLenry.

Biiajiesieny perncTpanHoOHHOr0 y10CTOBEPEeHHS
000 «D66Bu», Poccus

125047, r. Mockaa, yi1. Jlecnas, 1. 7, stax 4, nomermenue 1

IIponsBoauTe/n

IIpouzeooumens 20mo6oil 1ekapcmeentol popmuvl / pacosuyux (nepéuynas ynakosxka)

Diicuka Kynubopo Jlumuren, Coenunennoe KoponesctBo, Hopt Poyn Kyun6opo Kenr ME11
SEL, Coenunennoe KoposeBcTBo

Aesica Queenborough Limited, UK, North Road Queenborough Kent ME11 5EL, UK

Vnakoswux (6mopuunas (nompebumenvbckas) Yynakoéxka) / 66InyCKalowjuil KOHMpoib Ka4ecmed
Diicuka Kyuu6opo Jlumuren, Coenunennoe KoponesctBo, Hopr Poyn Kyun6opo Kenr ME11
SEL, Coenunennoe KoposeBcTBo

Aesica Queenborough Limited, UK, North Road Queenborough Kent ME11 SEL, UK

WIN

AO «OPTAT», Poccus

157092, Koctpomckas o6i., Cycanunckuii paiton, c. CeBepHoe, MKp. XapuUTOHOBO, Teil./(akc

(4942) 650-806

HaumeHoBaHMe M ajJpec OPraHH3alUH, YNOJHOMOYEHHOH NPHHMMATHL MPETEH3HMH HA
JIeKAPCTBEHHBII npenapar:
000 «Do6Bu»

125047, r. Mockaa, yi. Jlecnas, 1.7,
56



b1l «bensie Canpi», 31aHue «A»
Tein. (495) 258 42 77
baxc (495) 258 42 87

CCDS03080419

MenepKep 10 peryJiiTOPHBIM BOIIPOCaM

000 «266Bu», Poccus

Curyxa C.H.
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MHH3OPAB POCCHH
Vo> L5707~ 7005120
COTJACOBAHO

MUHUCTEPCTBO 3JIPABOOXPAHEHIS POCCUMCKOU ®EJIEPAITM

NHCTPYKLMA
110 MEIAUIMHCKOMY IIPUMEHEHHUIO JIEKapCTBEHHOTI'O Iperapara

Kanerpa®

HAauMCHOBAHUEC JICKAPCTBCHHOI'O IIpEIiapara

PacTBOp /17151 IpueMa BHYTPb, 80 mr + 20 mr/ma

JIeKapCcTBeHHas hopMa, 103UpPOBKa

Jiicuka Kyunoopo Jiumuren, CoenunenHoe KoposeBcrso

HAaMMCHOBAHHUE NMPOU3BOJIUTEILA, CTPaHA

Usmenenne Ne 1

Jlara BHeceHus VI3MeHEHUs «

200520 ,,

»

Crapas peaakuus

HoBas pepakuus

Buiajenen perucTpanuoHHOro
yA0CTOBepeHHs

000 «266Bwu», Poccus

125047, r. Mocksa, yiu. JlecHas, n. 7, atax

4, nomenienue 1

Baajesien perucTpauMoOHHOI0O
yYA0CTOBepeHust

000 «260Bu», Poccus

125196, r. Mocksa, yn. JlecHas, a. 7, 3tax

4, nmomereHue 1

IIpousBoauTe/nb

IIpoussodumens 20mo6oill 1eKapCMEEHHOU
hopmbl / pacoswux (nepsuinasn ynakoexa)
Diicuka Kynubopo Jlumuten, Coenunennoe
KoponesctBo, Hopr Poyn Kyun6opo Kenr
MEI11 SEL, Coenunennoe KoponeBcTBo
Aesica Queenborough Limited, UK, North
Road Queenborough Kent ME11 SEL, UK

IIpousBoauTen

IIpoussodumenv 20moe6oli 1eKapcmeeHHOU
popmvi / hacoswux (nepsuunas ynakoexka)
Diicuka Kynnbopo Jlumuren, CoeaunenHoe
KoponesctBo, Hopt Poyn Kyun6opo Kenr
MEI11 SEL, Coenunernnoe KoponeBcTso
Aesica Queenborough Limited, UK, North
Road Queenborough Kent ME11 5EL, UK




Nsmenenne Ne 1

€2

Vnakoswuxk (smopuunas
(nompebumenvckasi)
Yhaxkoska) / blnyckarouuil KOHMpPOb

Kavecmea
Oiicuka Kynn6opo Jlumuren, Coenunennoe
Koponescteo, Hopt Poya Kyun6opo Kent
ME11 SEL, Coeaunennoe KopoiieBcTBO
Aesica Queenborough Limited, UK, North
Road Queenborough Kent ME11 5EL, UK
WA

AO «OPTAT», Poccus

157092, Koctpomckast 061., CycaHHHCKUH
paiion, c. CeBepHoe, MKp. XapHTOHOBO,
tei./pakc (4942) 650-806

HITH

260Bu Uuk., CIIA, 1 H. Bokeran Poya,
Hopt Yukaro, Winunoiic 60064, CLIA
AbbVie Inc., USA, 1 N Waukegan Rd,
North Chicago, Illinois (IL) 60064, USA

Ynaxoswuxk (smopuunas
(nompebumenvckas)
YRakoeKa) / 6blNycKanouuil KOHMPONb

Kavecmeda
Diicuka Kyunbopo Jlumuten, CoeuHEHHOE
KoponesctBo, Hopt Poyn Kyumnbopo Kenr
MEI11 SEL, Coenunernnoe KoponeBcTBo
Aesica Queenborough Limited, UK, North
Road Queenborough Kent ME11 SEL, UK
HITH

266Bu Huk., CIIA, 1 H. Bokeran Poyna,
Hopt Yukaro, Mnnunoiic 60064, CILIA
AbbVie Inc., USA, 1 N Waukegan Rd,
North Chicago, Illinois (IL) 60064, USA
WIH

AO «OPTAT», Poccus

157092, Kocrpomckasi o6i1., CycaHMHCKUI
paiioH, c.

ten./dakc (4942) 650-806

CeBepHoe, MKp. XapHTOHOBO,

HaumeHoBaHMe M aJpec OpraHU3alNH,
YIOJTHOMOYeHHOH NPHHUMATL MPETEeH3HH
HA JIEKapCTBeHHbIN Npenapar:

000 «D66Bu»

125047, r. Mocksa, yi. Jlecnas, 1.7,

BI1 «benbie Caaply», 31aHue «A»

HaumeHOBaHHe W ajpec OpPraHU3alMH,
YIOJIHOMOYEHHOH NPHHUMATH MNPETEH3UH
HA JIEKAapCTBEHHBIH Npenapar:

000 «D66Bu»

125196, r. Mockga, yi. Jlecnas, 1.7,

BII «bensie Canbl», 31aHUE «A»




Nsmenenne Ne 1

=3

ten. (495) 258 42 77
baxc (495) 258 42 87

Ten. (495)258 4277
daxc (495) 258 42 87

MeHepKep 10 peryasTOPHBIM BOIPOCaM

000 «266Bu», Poccus

Cutyxa C.H.
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MUHUCTEPCTBO 3JIPABOOXPAHEHUSI POCCUMCKOM ®EJIEPALIUA

WHCTPYKLIA
1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

Kauerpa®

HauMCHOBAHHUE JICKAPCTBEHHOI'O IIpenapara

PacTBop 15t npremMa BHYTPb, 80 mMr/mu1 + 20 mr/mua

JieKapcTBeHHas Gopma, 103UpoBKa

200Bu Unk., CIIIA
HaMMEHOBAaHHE IIPOU3BOJIUTEIISI, CTPaHa

N3menenne Ne 3

JlaTa BHecenust Vi3MeHeHHs « »

20 T

Crapas perakuus

HoBasi pexrakuus

®opma BbIycKa

PactBop uist mpuema BHYTpb, 80 Mr + 20 Mr/miL.

60 M1 pacTBOpa B IOJUITHICHTEPePTATATHOM ILIACTHKOBOM (JIaKOHE
C HABMHYMBAIOIIMMCS IOJIHIPONMICHOBBIM KOJIAYKOM, HMEFOIIAM
HpHCIIOCOOIEHNE, TIPENATCTBYIONIEe OTKPBITHIO (iakoHa JeThbMH. 110
5 (1aKOHOB M 5 103aTOPOB BMECTE ¢ MHCTPYKIIUEH 110 TPHMEHEHHIO B

KapTOHHOM Iavke.

®opma BbIyCcKa

PacrtBop [utst npriema BHYTpb, 80 Mr/vir + 20 mMr/mir.
60 M1 pacTBOpa B  NOJHATHIICHTEPE(TAIATHOM  IIACTHKOBOM
(baKkoHe ¢ HABUHYMBAIOIIMMCS IOJMIIPONMICHOBBIM KOJIIAYKOM,
MMEIOIMM NPUCTIOCOOIIEHHE, TIPEMATCTBYIONEe OTKPHITHIO (piIakoHa
neteMu. Ilo 5 ¢uakoHoB 1 5 103aTOPOB BMeECTe ¢ MHCTPYKIHEH M0

NPUMEHEHHUIO B KAPTOHHOIT ITauKe.
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Crapas pexakuus

Hosas penakuus

IIponssoauTenn

IIpouseooumenv 20mogoil  nekapcmeennou  Gopmul /  pacosuux
(nepeuunas ynakoexa)

Oiicuka Kymn6opo Jlumuten, Coemunennoe KoponescrBo, Hopr
Poyn Kynu6opo Kear ME11 SEL, Coexunennoe Koponesctso
Aesica Queenborough Limited, UK, North Road Queenborough Kent
ME11 SEL, UK

Wi

D66Bu Mnk., CIIIA, 1 H. Bokeran Poyn, Hopr Yukaro, Miunoiic
60064, CILIA

AbbVie Inc., USA, 1 N Waukegan Rd, North Chicago, Illinois (IL)
60064, USA
VYnaroswgux (6mopuunas (nompebumenvckas)
Ynakoeka) / elnyckalowuilt KOHMpOoJib Kauecmed

Oiicuka Kymn6opo Jlumuten, Coennnennoe KoponeserBo, Hopr
Poyn Kyun6opo Keatr ME11 5EL, Coenunennoe KoponeBcTso
Aesica Queenborough Limited, UK, North Road Queenborough Kent
MEL11 5EL, UK

Win

D66Bu Mnk., CIIIA, 1 H. Bokeran Poyx, Hopt Yukaro, Wianoiic

IIponsBoaurenn

Ipouseéooumens 20mosoti nexapcmeennoii  gopmul /  ghacouyux
(nepeuynas ynakoexka)

D66Bu Mnk., CIIIA, 1 H. Bokeran Poyn, Hopr Uukaro, Wnmunoiic
60064, CIIIA

AbbVie Inc., USA, 1 N Waukegan Rd, North Chicago, Illinois (IL)
60064, USA
Vnaxoewux (6mopuunas (nompebumenvckas)
YhaKo6Ka) / 6bInyckarowjuil KOHMpOJib Kauecmea

D66Bu Unk., CIIA, 1 H. Bokeran Poyx, Hopr Uukaro, Mnunoiic
60064, CILIA

AbbVie Inc., USA, 1 N Waukegan Rd, North Chicago, Illinois (IL)
60064, USA

W

AO «OPTAT», Poccusi

157092, Koctpomcekas 06i., CycaHuHckuii paifon, c. CeBepHOE, MKP.

XapuTtoHoBo, Tei./dakc (4942) 650-806
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Crapas pexakuus

HoBas penaxuus

60064, CILIA

AbbVie Inc., USA, 1 N Waukegan Rd, North Chicago, Illinois (IL)

60064, USA

nim

AO «OPTAT», Poccust

157092, Kocrpomckast 06:1., Cycanuuckuii paiio, c. CeBepHoe, MKp.

Xaputonoso, Teir./dake (4942) 650-806

Menemxkep 1o peryistopubiM Bompocam

000 «266Bu», Poccus

Cunes JI.E.
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