MHHHCTEPCTBO 3/IPABOOXPAHEHHSI POCCHHCKOM ®EIEPAIIAH

UHCTPYKIUSI
MO MEJMIMHCKOMY NPUMEHEHHIO JIEKAPCTBEHHOI'O HPEIIAPATA

KAJIHIABAP® ’

PerncrpauuoHHbIi HOMep:

Toprosoe Haumenosanue: Kanuiasup®

I'pynnupoBoynoe HaumenoBanue: Jlonmunasup + Puronasup

JlexapcTBennas ¢opma: TabieTKH, MOKPHITEIE IUIEHOYHOH 00010YKOH

Cocras

JeilicTBYIOIIEE BELIECTBO!

Jlornunasup 100 mr 200 mr
PuTtonasup 25 mMr 50 mr

BcenoMorareyibHbIe BelllecTBa:

Kaxnas Tabnerka, noKpbITas INIEHOYHOH 000JI0UKOM, COIEPHKHUT:

Sapo: runponosa (ruapokcunponuimestonosa) — 20,0 mr/ 40,0 Mr; kapGoKCHMETHIKpaxMal
nHarpus (npumorens) — 15,0 mr /30,0 mr; konoBuaon (koummaon VA 64) — 5.5 mr/ 11,0 mr;
KPEMHHS JTHOKCH/I KOJUTOMIHBIH (a3pocun mapka A-300) — 7,0 mr/ 14,0 mr; kpockapmesuiosa
Hatpua — 10,0 mr /20,0 Mr; makto3sl moHormapar — 70,0 mr/ 140,0 mr; makporon 6000
(momaTunenraukone 6000) — 2,5 mr/ 5,0 mr; watpus creapundymapar — 2,5 wmr/ 5,0 mr;
nonucopbar 80 (TBun-80) — 2,5 mr/ 5,0 mr.

O6onouka mieHouHas: ['omosas eéodopacmeopumas nienounas oborouka — 7,0 mr/ 14,0 mr

(Cocras obGonmoyku: runpoMesiosa (IMAPOKCHIPONMHIMETHIILE/LII0N03a) — 74,2 %, Makporo
6000 (momuatunenraukons 6000) — 14,3 %, turana quokceua — 3,5 %, tansk — 2,3 %, kpacurensb
xkKene3a OKCH KpacHbIH — 1,4 %, kpacuTens xene3a oKCcu | xenToiid — 4,3 %).

Onucanue

Hns nosupoBkn 100 Mr + 25 mr: TaGneTkH, TMOKPBITHIE TUIGHOYHON OOOMOYKOH, KPYyTIIbIE,
JBOSIKOBBINYKJIBIE, OT CBETJIO-KOPHYHEBOr0 10 KOPUYHEBOTO IIBETA.

s posupoku 200 mr + 50 mr: TabneTkH, MOKPBITBIE TUIEHOYHOH O0GOIOYKOI, OBAIBHEIE,
JIBOSKOBBIMYKJIBIE, OT CBETJIO-KOPHYHCBOIO 10 KOPHUYHECBOI'O [[BETA.

Ha usnome aapo 6enoro mim 6enoro ¢ xenroBaThiM OTTEHKOM LIBETA.
®apmakorepanesTHueckas rpynna: [IporuBosupycnoe [BUY] cpenctso.

Kox ATX: JOSAE

DapMaKoJ0ravUecKoe AeicTBHE



Dapmaxoounamuxa

[Mpenapar KanuaaBup®— 3T0 KOMOMHMPOBAHHBIH Mpenapar, KOTOPbIi COAEPKHT B CBOEM
COCTaBe JIONUHABHP U PUTOHABMP.

Jlonuuasup seisgercs uHruburopom nporeas BUU-1 u BHUY-2 Bupyca mmmynoaeduuuta
yenoseka (BUY) wu  obecrneunmBaeT NPOTHBOBHPYCHYIO  AKTHBHOCTh  Iperapara.
Unrubuposanne BHUY mnporeas nmpensATcTByeT CHHTE3y O€IKOB BMpYCa W IPEAOTBpallacT
pacuienyieHHe MOMHNeNnTHAa gag-pol, 4YTO NPHBOAMT K 0Opa3OBaHHIO HE3PENOro H
HecrnocoOHOro K MHGHULUHMPOBAHUIO BUpYCA.

Putonasup uarubupyer onocpenosannbii nzopepmerrom CYP3A merabonusm nonunasupa
B MEYEHH, YTO MPUBOAMT K TMOBBIIICHHIO KOHIEHTPAIlMM JONMHHABHPA B IUIa3Me€ KpPOBH.
PuToHaBHMp TakKe ABIAETCA HHTHOMTOpOM mpoTeassl BUY.

Pezucmenmnocms

Beioenenue pesucmenmubix imammos in vitro

IlItamm BHUY-1 co CHHAKEHHON 4yBCTBHUTEIBHOCTHIO K JIONMHABUPY OBLI BBIIENEH in Vitro.
BUY-1 maccupoBan in Vitro orjensHO ¢ JTOMHHABHPOM W KOMOMHalMeN JOTNHHABHpa C
PUTOHABHPOM B KOHILIEHTPALMsAX, IKBHBAJICHTHBIX KOHLUEHTPALMAM B u1a3me, HablI1o1aeMbIM
BO BpeMs JIeYeHHS JIONMHUHABHPOM/pUTOHaBMpoM. Ha oOCHOBE TEHOTHNMHYECKOTO H
(EHOTHIIMYECKOI0 UCCIE0BAHUS BBIICICHHBIX BO BpEeMs Maccaxa MOJTHIIOB BUPYCa MOXKHO
MPEANOJOXUTh, YTO HAJIM4YME PUTOHABHpA IIPH JAHHBIX [MOKA3aTENIAX KOHLEHTPALMM HE
OKa3bIBACT CYNICCTBEHHOrO BIMAHHUSA Ha BBIJICIICHUE PE3UCTEHTHBIX K JIONMHABHPY MOATUIIOB
BUpyca. B menom, usydenme in Vitro xapakrepucTHkK (EHOTHIIHYECKOH TNepeKpECTHOI
PE3UCTEHTHOCTH MEX/y JIONMHABHPOM W JPYrMMH MHrHOMTOpaMM npoTeasbl yKa3bIBaeT Ha
TO, YTO CHHM)KEHHE YYBCTBHTEIBHOCTH K JIOMMHABHPY TECHO CBA3aHO CO CHH)KEHHEM
YYBCTBHTEJILHOCTH K PHUTOHABHPY H HWHIWHABHPY, HO HE COIPMKEHO CO CHHIKEHHEM
YYBCTBHTEJILHOCTH K AMIPEHABHPY, CAKBHHABUDPY U HeN(GUHABHPY.

Hcenedosanue pesucmenmuocmu y nayueHmos, He UMeswux aHmupemposupycHol mepanuu
8 aHamHese

B Xoz1e KIMHMYECKMX MCCIEHOBAHMH C OrPAaHUMYCHHBIM KOJIHYECTBOM HM3y4aeMbIX IUITAMMOB
HEe OBUTO OTMEYCHO CEJICKTHBHOM PE3UCTEHTHOCTH K JIOTIMHABHPY Y NMalMeHTOB 6e3 3HauuMOii
PE3MCTEHTHOCTH K HHTHOMTOpPaM NpoTeas Ha HCXOJAHOM YPOBHE.

Hccnedosanue pesucmenmmocmu y NayueHmos, Npowieowux Jaevexue unzubumopamu
npomeas

BO3HHKHOBEHHE PE3MCTEHTHOCTH K JIOMHHABUPY Yy MALMEHTOB, NMpoumeamux Oe3ycremrHo
OCHOBHOE JIeueHHe HHIHOHTOpaMH NpoTeas, H3y4aloch B XOI€ AMHTEIbHBIX HCCIIe0BaHH C

ydacTHeM 19 maumMeHTOB, nojgy4aBIIMX HHTHOMTOPHI NIpoTea3s, B ABYX MccieJoBaHUAX Da3bl
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II u onHom uccnenoannu Paspr 111, ITauuenTs HMETH He3aBEPIIEHHYIO CYNPECCHIO BUpYCa
viM  (DEHOMEH BHPYCHOH OTAAuM, SBJISIOIIMHCS Pe3yJbTaTOM OTBETHOHW peakuuH Ha
JIONMHABHP/PHTOHABHD M MOKA3aBIIMH HApacTAIOIIY PE3UCTEHTHOCTHL N Vitro mexay
MCXO/JHBIM YPOBHEM H OTJa4el (onpeaenéHHBIH KaK BO3HMKHOBCHHE HOBBIX MYTALlHH MIIH
ABYKPATHOE M3MECHEHME (PEHOTHMHYECKON YYBCTBUTENLHOCTH K NonuHasupy). Hapacrawomas
Pe3NCTEHTHOCTh ObLla CBOHCTBEHHA IMALMEHTaM, XapaKTEPH30BABIIMMCA HAJIMYMEM
HCXOJHBIX MITAMMOB, MPETCPIEBIINX HECKOJBKO MYTAUHH MPH JICYCHHH HHTHOMTOpaAMH
nporeas, npu He Gonee, yem B 40 pa3 CHHKEHHOH H3HAYAILHONW YYBCTBHTEIBHOCTHIO K
nonuHaBupy. Mytamun V82A, 154V u M461 Bosuukanu naubGonee wacto. Takxke
Habmonanucs Myrauuu L33F, 150V u V32l B couerannu ¢ I47V/A. V 19 mTamMmoB
OTMEYEHO TPEX/YETHIPEXKPATHOE NOBbIIeHHe KoHUeHTpauun 50 % unrubuposanus (ICso) B
CPaBHEHHH C HCXOAHBIMH MmTaMMaMH (¢ 6,2 10 43-KpaTHOH, B CPABHEHHH C JMHKUMH THIAMH
BHpYCa).

CyuiecTByeT reHOTHIIHYECKas KOPPeIalus CHUKEHUs DEHOTHIHMYECKOH YyBCTBHTELHOCTH K
JIONHHABKPY y BUPYCOB, BBIJCJICHHLIX TOCIE JICYCHHA JPYTHMH HHIHOHTOpAaMH MpoTeas.
Invitro 6b1a oueHena aHTHBMpYCHAs AKTHBHOCTH JjonuHaBupa npoTuB 112 wramMMoB,
BBIICJIEHHBIX Y TANHMEHTOB, NpPOMIEAIIHX Oe3yCHenrHo jgeuyeHue OJHHM HJIH HECKOJIbKHMH
HHIHOHTOpaMH NpoTeas. B mpejenax JaHHON IPYNNBI CeTyIONINE MyTALHH B nporeaze BUY
ObuIM CBA3aHBLI CO CHIKEHHEM N Vitro uyBCTBHTENBHOCTH K nonuurarupy: L10F/I/R/V,
K20M/R, L241, M461/L, F53L, 154L/T/V, L63P, A71I/L/T/V, V82A/F/T, 184V u L9OM.
Menmana ECso sonunaBupa mpoTHB u3onstoB ¢ MyTamusmu 0-3, 4-5, 6-7 u 8-10 B
BBILICYKA3aHHBIX AMHWHOKHCIOTHBIX MO3HIIMAX cocTaBisya coorBercTBenHo 0,8, 2,7 u 13,5,
uro B 44 pasa Beie ECso auxux tunos BUY. Bee 16 Tunos Bupyca, y KOTOPBIX OTMEYeHO
[IOBBINIEHHE YYBCTBUTENBHOCTH B 20 pa3, uMenn Mmyranuu B nosuimax 10, 54, 63 u 82 u/unn
84. Kpome Toro, ouu comepikany MeanaHy 3 MyTallM¥ B aMHHOKHCIOTHBIX mo3uuuax 20, 24,
46, 53,71 u 90.

JIOnOIHUTENBHO K BbIIIEYKA3aHHBIM MyTauusM, Mytauud V321 u 147A 6uutH OTMEueHbI y
XapaKkTepU3YIOIHXCA pPEHHIHBAMH IITaAMMOB CO CHHXKEHHOH YYBCTBHTEIBHOCTBIO K
JIOMHHABHPY Yy MAaLUCHTOB, NPOUIEAIINX JCYCHHE MHIMOMTOPAMH NpOTEa3s M MOJydarolmux
JIeYeHHE JTONHHABUPOM/PHTOHABHPOM. Y MAaUMEHTOB, NPHHHMABLINX JONHHABHD/PUTOHABHD,
Obuli BbiABIeHB! MyTaunu [47A u L76V y peuMmMBHpYIONHX ITAMMOB CO CHHIKEHHOI
HYBCTBHTC/ILHOCTBIO K JIONMMHABHPY. OleHKa BaXXHOCTH OTAEIBHBIX MyTaluil uin HaGopos
MYTaUHH MOKET MEHATBCS C IOJIyYEHHEM JI0MOJHHTENbHBIX AaHHbIX. PekoMen1yeTcs Beeraa
KOHCYJIbTHPOBATLCA MO TOBOAY TEKYIIEH CHCTEMBI OLEHKH pe3ylnbTaTOB HCCIIEN0BAHHI

PE3HCTCHTHOCTH.



AHmueupycHas akmueHocmb IONUHABUPA Y NAYUEHMO8, De3YCReUHO Npoweowux ieuenue
unzubumopamu npomeas

KimHuyeckas 3Ha4MMOCTh CHMIKGHHS YYBCTBUTEJIBHOCTH K JIONMHABHPY in  Vitro
HCCIIEI0BAIACh  METOJIOM  OIECHKH  BHPYCOJIOTHYECKOI0  OTBETAa  Ha  JIEYEHHE
JIONHHABUPOM/PUTOHABHPOM, C YYETOM MCXOAHOIO BHPYCHOTO reHOTHna ¥ (GeHoTHna, y
56 nauMeHTOB, HE IIONYYHMBIIMX TONOXKHTENbHOrO 3(dekra OT JeyeHHs Ppa3THYHbIMH
uHruGuropamu nporeas. 3navenne ECso nonuHaBupa Ha OCHOBAHHH 56 HCXO/HBIX IITAMMOB
BHpyca npesbicuno 3Hayenne ECso qukux tunos BUY B ananasone ot 0,6 10 98- kparHoro.
[Tocne 48 nepens neYeHHs JIOMHHABUPOM/PHTOHABMPOM, 3()aBHPEH30M H HYKJICO3HIHBIMH
uHruburopamu oOpaTHBIX TpaHCcKpunTas yposews B mnuasme PHK BHY cocraBun
<400 xonuit/mn y 93 % (25/27), 73 % (11/15), u 25 % (2/8) naumentoB ¢ MeHee yeM 10-
kpaTHbiM. 10-40-kpatHbiM M Gosiee 4yeM 40-KpaTHBIM CHHOKCHMEM YYBCTBUTEIBHOCTH K
JIONIHHABHPY,  COOTBETCTBEHHO, MO CPAaBHEHHIO C MCXOAHBIM  ypoBHeMm. Takke
BHpYCOJIOTHYECKHH oTBeT Habmiomanca y 91 % (21/23), 71 % (15/21) u 33 %
(2/6) naunentos ¢ 0-5, 6-7, u 8-10 MyTanmsMu B BbIUIEYKa3aHHBIX MYTAllHAX B TMpoTease
BUY, cBA3aHHO# €O CHMIKEHHEM YYBCTBHTEIBHOCTH K JIOMMHABMpY iN Vitro. Tak kak 31w
MAlMEHThl PAHEE HE NPHHUMAIH JIONHHABHD/PHTOHABUP MIIH 3()aBHPEH3, YACTHYHO ekt
MOJKET OBITh MPUMUCAH AHTHBHPYCHOH aKTHBHOCTH 5(aBHpeH3a, 0COGCHHO UIsl TALHEHTOB ¢
BLICOKOPE3UCTEHTHBIM THIIOM BHpyca. HcciemoBanwe He mpeanonaraeT KOHTPOIbLHOM
IPYIIIbl MALNXEHTOB, HE MPUHUMABIIHMX JIONHHABUD/PUTOHABHP.

Ilepexpecmuasn pezucmenmnocms

S} PexTHBHOCTL APYrMX HHTHOMTOPOB MNpOTEa3 NPOTHB WITAMMOB, BBIPABOTABIIMX
HapacTaoulyl0 Pe3UCTEHTHOCT K JIONHHABHPY MOCIE JICYCHHS JONHHABHPOM/PHTOHABHPOM
Y MPUHUMABIIHX HHIHOMTOPBI NPOTEa3 MAlHEHTOR: HAIMYHE ICPEKPECTHON PE3UCTEHTHOCTH
K IpyruM Hruburopam npores Gblna npoanaausuposana y 18 pelManBUPYIOIIHX ILITAMMOB,
[IPOZICMOHCTPHPOBABIIMX [OBBILICHHE PE3UCTEHTHOCTH K JIONHHABHPY B TEYCHHE Tpex
uccaenosanni Il @asel u ogmoro wmccnegoanus 11 @asel Mo H3yueHMIO
JIONHHABMPA/PUTOHABHPA y MAIMEHTOB, I10JIyYaBIIMX HHTHOMTOPHI mpoTeas. Meauana ICso
JIONMHABHPA JUIS YKa3aHHBIX |8 mTaMMOB B MCXOZHOM COCTOSIHHH M TIpH (heHOMeHe
BHUDYCOJIOTHYECKOH OTA3aYM OKasanach Bbllle B jguanasoHe ot 6,9 g0 63  kpar
COOTBETCTBEHHO, 110 CPaBHEHHMKO C IMKMMHM THNaMH Bupyca. Kak mnpasuio, mramMMsl ¢
BUPYCOJIOTHYECKOH OT/Iayel Kak COXpaHAIT (NPH NMEPEKPECTHON PE3UCTEHTHOCTH MCXOJIHO),
TaK ¥ pasBUBAIOT CYIIECTBEHHYIO PpE3HUCTEHTHOCTh K HHIMHABHPY, CaKBHHABUPY,
aTa’aHaBHpPy. YMEPEHHOE CHH)KEHHE AaKTHBHOCTH aMIpeHaBupa ObUIO 3aMEYEHO IpH

meauane kpatHocTH ICso or 3,7 no 8 a1 HMCXOOHBIX M PEUHIMBHPYIOMIHX IITAMMOB,



COOTBETCTBEHHO. [lITaMMBI COXpaHMIM YYBCTBHTENBHOCTh K THIIPAHABUPY C MEAMAHOH
nosbimenus [Csp Ha MCXOAHOM ypoBHEe M NpH (EeHOMEHE BHPYCOJOTHYECKOH OTAauu C
kpatHocThio 1,9 10 1,8, COOTBETCTBEHHO, 10 CPAaBHEHHIO C JMKMMHM THUMaMH BHpyca. [lis
MONY9eHHs JOMONHHUTENBHOH HHGOPMALMH M0 THUNPAHABHDPY, BKIKYas TICHOTHIIHYECKHE
MOKa3aTelld OTBETa NPH JIEYEHHUH pe3ucTeHTHOH K nonuHarupy BUY-1 undexkunn creayer
00paTUTHCA K HHCTPYKIMH 110 TPUMEHEHHIO TUIIPAHABHPA.

DapmakoKkunemuKka

dapMaKOKHHETHKY JIONMHABUPAa B KOMOMHAUMM C PHUTOHABHPOM H3y4Yalu Yy 3/0POBBIX
nobposonsues M1 BUY-uHOHUMPOBAHHBIX NALMEHTOB; CYLIECTBEHHBIX Pa3JM4YMid MEXIY
JABYMS TPYNNAaMH He BbISBHIN. JIOMMHABHP MPAKTHYECKH MOTHOCTHIO METa00IH3UPYETCs M0/
nevicteueM unszobdepmenta CYP3A. PuronaBup uHrubupyer merabosiM3M JIONHHABHpa H
BBI3BIBACT  YBCJIHMYCHHE  €ro  KoHueHTpauumii B  1asme. [lpu  npumeHenuu
nonuHaBupa/putoHaBupa B no3e 400/100 mr nBa pasa B JeHb CpeJIHHE PaBHOBECHBIC
KOHLIEHTPALUHX JoNMuHaBupa B ruasme y BUY-undunuposanusix 6ompHbIX B 15-20 pa3s
IIPEBBIIAJIM TAKOBbIE PUTOHABHPA, @ KOHLEHTPAI[MA PUTOHABHPA B MJIa3Me COCTaBJIA/Ia MEHEE
7 % OT KOHUEHTpAaUMH TpH npuemMe puTOoHaBupa B no3e 600 mr asa pasza B aeHb. ECsp
nonuHaBupa in Vitro npumepro B 10 pa3 HIbKe TakoBOH pHTOHaBHpa. Takum oOpazoM,
IPOTHBOBHPYCHAsl AKTHBHOCTh KOMOHHALMM JIONMHABMpA H DPHTOHABHpA OIpeeNseTcs
JIOTIMHABUPOM.

Bcacwvisanue

B dapmakokHHETHYECKOM HCCICA0BaHHM ¢ ydacTHeM BWY-mosoKHTENBbHBIX NALHEHTOB
(n=19), npu npueme 400/100 Mr nonuHaBMpa/pUTOHABHpAa ABa pa3a B JIeHb COBMECTHO C
mumied B TEYEHHE TpeX HeAeNlb, ONpeJelIeHO CcpejHee 3HAYCHHE MAaKCHMAaJIbHOM
KOHUEHTpaluuu nonuHaBupa B maasMe (Cmax) 9,8 £3,7 Mxr/mim, ormeuaromeiica crmycts
npubIM3MTENILHO 4eThipe 4Yaca rnocne npuema npenapata. Cpennas paBHOBecHas
KOHUEHTpaLUMs Iepel YTpeHHEeH [030# cocraBmsa 7,1 £2,9 MKr/Ma W MHHHMaJbHas
KOHLIEHTpaUHMs B NpeJeaax HHTepBaja J03HPOBaHUs cocrasasana 5,5 + 2,7 mxr/mia. Ilnomans
110J1 KpUBOH «koHUeHTpauusa-spemsa» (AUC) nonuHaBupa B Teyenue |2 yacoB nocie npuema
npenapara cocTtasisiia B cpeaHeM 92,6 + 36,7 Mkr-u/mu. AGcomotHas OHOZOCTYIHOCTH
JOTIHHABHPA B KOMOMHAIIMY C PUTOHABUPOM B OpraHU3Me Ye/IOBEKAa He yCTAHOBIICHA.
Bruanue nuwu na scacviéanue npu npueme sHympo

ITpuem oanokpatHoi no3sl 400/100 Mr nonmuHaBHpa/pHTOHABHPA B JIEKapCTBEHHOH (dopme
TabyieTky nocie npueMa nuiH (BbICOKOH KHpHOCTH, 872 kkan, 56 % xupa) He NPUBOAMI K
cymecTBeHHBIM M3MEHEHUAM Cmax B AUCinr mo cpaBHeHuIo ¢ npuemom Haromak. [Toatomy

npenapat Kamunasup® B nekapcTBeHnoil GopMe TabNeTKH MOXKHO MPHHAMATh KaK C MHIICH,



Tak u Oe3 Hee.

Pacnpedenenue

B paBHOBecHOM cOCTOSHHHM TIpHOMH3UTENLHO 98-99 % nonMHaBUpa HAXOAMTCH B CBA3H C
6enkamu naasmel. JlonuHaBup cBsA3bIBacTCA ¢ anbda-1-kucabiM raukonporenHoM (AKI) u ¢
anbOymuHoM, HO umeer Oonee Beicokoe cpojactBo K AKI. B paBHOBECHOM COCTOAHHM
CBA3bIBAHME JIONMHABHpa ¢ OenkaMu TIUIa3Mbl  OCTAeTCs MOCTOAHHBIM B JHAIa30HE
3apErMCTPHPOBAHHBIX ~ KOHIIEHTpauuil, cosjalomuxcs mnocae 1npuema 400/100 wmr
JIONMHABMPA/PUTOHABHpA 1Ba pa3a B [EHb, H SABIAETCA COMOCTABUMBIM Y 3/0POBbIX
nobposonbue H BUU-1n1010KUTENBHBIX IALIUEHTOB.

Memabonusm

B uccnenoBanusx in Vitro mokazaHo, 4TO JIONWHABHP MPEUMYNIECTBEHHO IIOJBEPraeTcs
OKHCIIUTEILHOMY MeTabolu3My ¢ ydacTHeM cHCTeMbl mutoxpoma P450 remaroumros, B
ocHOBHOM moj BoszekcTBuem u3opepmenta CYP3A. PuronaBup — MoOuIHBIA MHrHOMTOP
nzobepmenta CYP3A4, kotopslil nHruOupyer MeTaboau3M JIONHHAaBHpa, 4TO obecrneynBaer
MOBBIIICHUE KOHICHTPAIlMH JIONMHABHpa B Iulasme kposH. [locne ojiHOKpaTHOrO npuema
400/100 mr  nonuuasupa/puToHaBupa (¢ MeueHeiM  ‘C-nmonumuasupom), 89 %
pPaZMOaKTHBHOCTH oOecre4eHo HMCXOJHBIM JIEKapCTBEHHBIM IpernapatoM. B opraHusme
qenoBeka ObUTO BBIABIEHO, MO KpaitHei Mepe, 13 OKHCIHTENBHBIX METabOIUTOB JTOMUHABHPA.
PutonaBup cnocoben uuaynupoBaTh H3odepmMeHTH uuToxpoma P450, 4To mpHBOAMT K
HHAYKUMH ero cobcrBeHHoro Merabonmu3ima. B xome QIMTENbHOro NpHMEHEHHS
KOHLCHTPALUU JIONHHABHPA NEpe]l IPHEMOM CIEAYIOIIEH J03bl CHHXKAIUCL CO BPEMEHEM,
crabunusupysces npubnausurensHo yepes 10-16 quei.

Buigedenue

Ilocne mpuema 400/100 mr '*C-nonuuasupa/putoHaBupa uepes BOCeMb JIHEH MPHOIH3HTETBHO
10,423 % n 82,6 £2,5 % OT NpUHATO# 103bI '4C-nonnuaanpa 00HApYKMBAKOTCA B MOYE U Kale,
COOTBETCTBEHHO. [IpH 3TOM HEW3MEHEHHBIH JIOMMHABHP COCTABIACT COOTBETCTBEHHO 2,2 % W
19,8 %. Ilocne minTesbHOrO NpUMEHEHHs MeHee 3 % J03bl JIONMHABMPA SKCKPETHPYIOTCA B
Hex3MeHeHHoM Bue uepe3 nouku. Knupenc (CL/F) nonuHaBupa npH npueMe BHYTPb COCTaBIISIET
5,98 +/- 5,75 n/a.

Hpuem ooun pas 6 dens

dapMaKOKHHETHKA JIOITHHABHPA/PUTOHABHPA C KPATHOCTBIO MPHEMa OJIWH pa3 B JIeHb ObUIa olleHeHa
y BUY-uHOHUIMPOBAHHBIX [ALMEHTOB, HE IOAYYABIUMX PaHEE AHTHPETPOBUPYCHYIO TCPAIIMIO.
Jlonuuasup/puronasup 800/200 Mr npumenssics B koMOuHauuu ¢ amrpuuuradbusom 200 mr u
teHodoBupom 300 Mr ommH paz B aeHp exeaneBHo. Ilpu mmrensHom mpueme 800/200 mr

JIONIMHABHPA/PUTOHABHPA OJMH pa3 B ICHb B Te4eHHE 4 HeJesb BO BPeMs HpHEMa IHIH CPEIHSS



MaKCHMalbHas KOHIEHTpaums jonuHaBupa B IwiasMe (Cmax) cocraBwia 11,8 + 3.7 mxr/mi u
JAOCTHTAach NPUOIM3UTEILHO Yepe3 6 yacoB nocie npuema. CpeHsis paBHOBECHAs KOHLIEHTPALHs
JIONMHABHpA TIEpel NPHEMOM YTpPeHHeH 03bl cocraBimsia 3,2 + 2,1 MKr/MI, MHHMMaTbHas
KOHLEHTpALMsA B Mpedenax HHTepBala Jo3upoBaHus coctaBmsma 1,7 £ 1,6 mxr/ma. AUC
JIOMUHABHPA TPH 24 4aCOBOM HHTEPBAJIE MpHeMa cocTaBnsiia B cpeaneM 154,1 + 61,4 Mxr /M.
Ocobwie zpynnot nayuenmog

ITon, paca u éo3pacm

dapmakOKMHETHKA JIOTTHHABHPA HEe ObU1a H3y4eHa Y MOKWIbIX NMalMeHTOB. HUKAKHX 3aBHCAIMX OT
nona (apMaKOKHHETHYECKHX pPasJIMuUii y B3POCHBIX TMalMeHToB He Habmomamock. Hukakmx
KJIMHHYECKH 3HAYUMBIX (DapMaKOKHHETHYECKHX Pa3NHYHi, 3aBUCALLMX OT Pachl HE YCTAHOBIIEHO.
emu

DapMaKOKMHETHKA JIONMMHABUPa/pUTOHaBHpa npu npueme 300/75 mr/m® gsa pasa B JeHb H
230/57,5 mr/m” aBa pasa B ieHb Gbina H3yucHa B 00I1IECH CIOXKHOCTH Y 53 NalMEHTOB B BO3PAcTe 10
12 set. Cxema nosuposanus o 230/57,5 mr/m* 1iBa pasa B jieHb 6e3 HeupanuHa u 300/75 mr/m” 1Ba
pasa B JIeHb C HEBMpanMHOM ofecreunna KOHUEHTPAIWH JIOMHHABHpAa B TIUTa3Me, TIOAOOHBIE
NOJIy4EHHBIM Y B3pOC/BIX MauueHToB, npuHuMasmux no 400/100 mr nsa pasa B nexs (6e3
HepupanuHa). [Ipuem nonuuaBupa/puTOHABHPA OIMH Pa3 B €HD Y J€TeH He U3ydalics.

Cpenaue paBHoBecHbie AUC, Ciax, H Crin JIONHHABHpPA IOC/E IPHEMA JIOIIHHABHPA/PUTOHABHPA
230/57,5 mr/m* iBa pa3a B jieHb 0e3 HeBupanuHa (n=12) cocramsum 72,6 + 31,1 mxr-u/mn; 8,2 +2.9
u 3.4+ 2,1 Mxr/mi, coorBerctBeHHo; H 85,8 = 36,9 mxr-u/miu, 10,0 £33 u 3,6 + 3,5 mxr/miy,
COOTBETCTBEHHO, Tocie mpueMa 300/75 mr/m* aBa pasa B jeHb ¢ HeuparmuoM (n=12). Cxema
npHeMa HEeBHpanuHa cOocTaBisiyia 7 MI/Kr JIBa pa3a B JieHb (Y NMalMEHTOB OT ILECTH MECSLEB [0
BOCBMH JIET) HJIM 4 MI/KT ZIBa pa3a B JIEHb (y MAIHEHTOB CTapiile BOCHMH JIET).

Toueunas nedocmamounocmo

(dapMakOKHHETHKA JIONMHABHUpPA He ObUla M3y4yeHa y MAUHEHTOB C MOYeYHOH HEIO0CTATOYHOCTHIO;
OJIHAKO, TaK KaK IMOYECYHBIH KIMPEHC JIONIMHABUPA HE3HAYMTE/ICH, CHIDKCHUA OOIIEero KJIMpeHca y
MAIMEHTOB C MOYEYHOMH HEI0CTATOYHOCTBIO HE 0XKHIACTCH.

[lewenounan nedocmamoyrocmo

JlonMHaBHpP NIPEHMYIIECTBEHHO MeTabOMM3UPYeTCs M BBIBOAHTCA MedeHbto. KoMOHHHMpOBaHHOE
JI03UpOBaHME JIoNMHaBHpa/puToHaBupa no 400/100 Mr msa pa3a B JeHb y TMAlMEHTOB,
onHoBpeMeHHO nHbHumpoBaHHex BUY u Bupycom renarura C, ¢ HapymeHn#eM GYHKUMH EYEHH
Cpe/HeH M JICTKOH CTeneHu TsxecTH npuBowio K 30 %-omy ysenmuenuio AUC sonuHaBHpa H
20 %-omy yBemuueHHIO Cmax 1O cpaBHenuio ¢ BHY-uHHIMpOBaHHBIMH NaLMEHTaMH C
HOPMaILHOH (QyHKUMeH nevyenu. CBA3bIBaHHE JIONMHWHABHpA ¢ OeKaMM Mia3Mbl ObUIO HIDKE TIPH

JICTKOH H cpe;u{eif{ CTEIICHH TEYEHOYHOH HEI0CTaTOYHOCTH I10 CPpaBHCHHUK C KOHTPOJIbHBIMH
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rpymmamu (99,09 % no cpasrenuio ¢ 99,31 %, coorBercTBeHHO). JlomMHABHP/PUTOHABUD HE OBLT
M3y4eH Yy TMAalHeHTOB C TIeYeHOYHOH HEeJ0CTAaTOYHOCTBIO TSKENOH creneHu (cMm. pasaen
«IpoTHBOIIOKA3aHUSY)

Bepemennocme u nocnepodoeott nepuod

(PapMakOKMHETHYECKHE JIaHHBIC 110Ka3bIBAKOT, 4yT0 Habmoaaercs Hebonbioe ymensieHue AUC u
Cmax TONTHHABHpa y OGepeMeHHbIX )Kermiml B TPETHEM TpUMECTpe HEPEMEHHOCTH 110 CPABHEHHIO CO
BTOPLIM TPUMECTPOM OepeMeHHOCTH. (PapMakOKMHETHYeCKHe JaHHble, monydeHnsie y BUY-1-
MHQUIMPOBAaHHLIX O€pEMEHHBIX JKEHILUWH, TMONYYAIOWNX TabNeTKH, MOKPBIThIE TIUIEHOYHOM

obonouxoit, 400/100 Mr nonmMHABUP/PHTOHABHP JIBA Pa3a B JAeHb, IPEACTABIEHE] B TAOIHIIE HHXKE:

Cpennue (Bapuanmonssiii koddduuneHt, %) hapMakOKHHETHYECKHE NAPAMETPLI JIONHHABHPA B

paBHOBeCHOM cocTostiuy Y BUY-1-unduuupoBansbix GepeMeHHBIX KEeHILMH
DapMaKOKHHETHUECKHIA 2-# TpuMecTp 3-if TpuMecTp ITocneponopoii
napameTp n=17' n=23 I1EPHOL
n=17>
AUCo.12 (MKr-4/mi) 68.7 (20,6) 61,3 (22,7) 94,3 (30,3)
C max 7.9211) 7,5(18,7) 9.8 (24,3)
Cpredose (MKI/MT) 4,7 (25,2) 4,3 (39,0) 6,5 (40.4)

Chredose — KOHIICHTPALIHS IIPENapaTa B KPOBH /10 IPHEMA OUEPETHOR 0351
= n=l 8 JUI C max
2 - n=16 118 Cpredose

IToxa3aHHs K NPHMEHEHHI0

Jleuenne BUY-undexunn y B3pocabix M aeTedf crapmie 3 €T B cocTaBe KOMOMHHPOBAHHOI

TEparHH.

IlpoTnBonokaszanus

* [loBbilieHHasi YYBCTBHTCIBHOCTh K JIONMHABHPY, PHTOHABHPY MM K BCIOMOTaTEIbHBIM
KOMIIOHEHTaM Mpernapara.

e Tskenas neyeHOYHas HEAOCTATOYHOCTD.

e OIHOBPEMEHHOE NPHMEHCHHE MPENapaToB, KIMPEHC KOTOPBIX 3HAYMTEIBHO 3aBHCHT OT
metabommama mocpeactBom m3opepmenta CYP3A. K Takum mnpenapataM OTHOCATCS:
acreMH3oJ, OJoHaHCepHH, TepQeHaJuH, Muaa301aM (LI MpHeMa BHYTPh), TpHA301aM,
UM3aNpUA, MHMO3HI, CanMerepon, cuaneHadua (TONBKO B Cilydae €ro NPHUMEHEHHS JUls
JIeYEHUs JICFOYHOH TIMIIEPTEH3MH, cM. «B3aMMopeHcTBHe ¢ APYrMMH JIeKapCTBEHHBIMH
cpencTBaMu»), Tajanagui (TONBKO B ClIydae €ro IPHMEHEHHS Ui Je4YeHHS JIErOYHOM
THIIEPTEH3UH, CM. «B3auMojeficTBHE C JIpyrMMM JIEKAPCTBEHHBIMH  CPEACTBAMHY),

BapaeHadui, apaHadui, BOPHKOHA30J], AIKATOMIBI CIOPHIHBH (HApUMEp, SProTaMUH M




ANTHAPOIPrOTAMHH, 3PrOMETPHH H METHIDpromMeTpuH), uuruburopsl I'MI-KoA penykrassi
(JloBacTaTHH, CHMBACTAaTHH, aTOpBacTaTHH), (ocamrpenasup, andys3osun, y3uaHeBas
KHCJI0Ta (TIPH JIEYEHNUH KOXKHBIX HHEKLHI), aMHOIapPOH, KBETHAIHH.

OnHOBpeMEHHOE IPUMEHEHHE C IIpenapaTtamMu 38epo6osi, GorenpeBUpoM, CHMETIPEBHPOM.
OnHoBpeMeHHOE pUMeHeHHe CTaHIapTHOI 10361 nipenapata Kamumapup® ¢ pudammmummaom.
OnuoBpemenHoe mpumenenue npenapata Kanumasup® u TunpanaBupa ¢ HH3KOH 1030
puTOHaBHpA (CM. pasnen «B3auMoaeiiCTBHE C APYTHMH JTEKAPCTBEHHBIMH CPEACTBAMMUY).
Hetcknit Bo3pact 10 3 et (U1 ZAHHOM JeKapCTBEHHOM GOpMBI).

[Ipumenenue npenapara Kamugasup® omus pas B jeHs B koMGHHAIHY ¢ KapbamaszenuHoMm,
benobapouTanom uiau GeHHTOUHOM.

[Ipumenenne npenapara Kamumasup® oaumn pa3 B [eHb B KOMOGMHAIMM C npenapaTamu
2(haBUPCH3, HEBUPAIIMH, AMIIPEHABHP HIIH HEIDUHABHP.

[Ipumenenue npenapara Kamunasup® oaun pas B nens y gereii (o 18 ser).

Ilpumenenne npenapata Kamunasup® omum pas B geHs B kOMOMHAIMHM C npenapaTaMu
3(aBUpeH3, HEBMPANHH, AMIPEHABHD HIH HET(pUHABMD.

OnuoBpemeHHOE NpUMEHEHHE ¢ KETOKOHA30JI0M M HTPAKOHA30/0M B BBICOKHMX 033X (6osee
200 mr/cyT).

OnHOBpEMEHHOE IPHMEHEHHE C JIPOHEIAPOHOM.

OnHoBpeMeHHOE NPUMEHEHHE ¢ KOMXHIIMHOM Y HAIHCHTOB C MOYEYHOU W/HJIM TICYCHOYHOMH
HE0CTaTOYHOCTHIO.

[pumenenne 10NMHABHPA/PUTOHABUPA OIMH Pa3 B IEH Y GEPEMEHHBIX JKEHLLMH.

JleduumT naKTasbl, HeNEPEHOCUMOCTH IAKTO3BI, FIIFOKO30-TANAKTO3HAS Mansabcopbums.

C 0cTOpPOXKHOCTHIO

Bupycnsrii renatut B u C.

[luppo3 neuenn.

Jlerkas v cpe/iHeii CTENCHU TAKECTH TIEYSHOYHAA HEA0CTATOUHOCTS.

[ToBBINIEHHE aKTHBHOCTH «IIEYCHOYHBIX» (hCPMEHTOB.

[Tarkpearwur.

I'emodunus A u B.

JAmcnunnaemus (runepxonecTepHHEMHs, THIIEPTPUTIHIICPHICMIS).

[Toxunoi Bospacr (crapuie 65 ser).

[TauuenTsl ¢ opraHnYeckHMH 3a007TeBaHMAMH cepaua H CYIIECTBYIOIIHMH paHee
PaCCTPOHCTBAMM MpPOBOAAIICH CHCTEMBI Cepjlla MM  [ALMEHTHI, NMPUHUMAOLIHE

npenaparel, yAlnHAKOMmMMe HHTepBan PR (Takue Kak BepamaMuil wiu aTa3aHaBHp), HIIH



npenapatel, ymuHsiome uHTepBan QT (penupaMuH, XMHHIMH, 3SPUTPOMHIIMH,
KJAPUTPOMHLMH).

e OHOBPEMEHHOE NMPHMEHEHHUE C MpernapaTaMy JUIs JTeUYCHHS IPEKTHIBHOH AUCHYHKIHH, a
MMEHHO ¢ cuiageHadpuwiom (cM. «B3aumopelcTBue ¢ APYTHMH  JIEKapCTBEHHBLIMH
cpeicTBaMH»), TaxantaduIoM.

e OJHOBpPEMEHHOE INpHMEHEHHE C (EeHTAaHHJIOM, pO3yBacTaTHHOM, OYIIPONMHOHOM,
B/ABIXa€MBIMH MIH BBOJAMMBIMH Ye€pe3 HOC TIIOKOKOPTHKOCTEPOHJIaMH, HalpHMep,
¢nyrukazonoM, OymeconnaoM (cMm. «B3aumopeilcTBHE € JAPYrHMHU JIEKAPCTBEHHBIMH
CpEICTBAMHY).

e OJHOBPEMEHHOE TMPHUMEHEHHE C AHTHAPUTMHYECKHMH CpPEJCTBAMM, TaKUMH Kak
OenpuanT, MTHI0KanH U XHHHUIHH.

e OHOBPEMEHHOE NPUMEHEHHE C JUTOKCHHOM.

e OaHOBpeMEHHOE MPHMEHEHHE C IAMOTPH/XKHHOM H BaJLIPOEBOH KHCIOTOMH.

o OaHOBpPEMEHHOE NPHMEHEHHE ¢ DeIaKBHIMHOM.

e OaHOBpPEeMEHHOE MPHMEHEHHE C TPA30JOHOM.

IIpumenenue npn GepeMeHHOCTH H B MEPHOJ TPYAHOT0 BCKAPMJIHBAHHSA

bepemennocme

Bnusuue nonuaaBupa/puToHaBupa ObU10 OLeHEHO Y 3366 XKEeHIUHH BO BpeMs OepeMEeHHOCTH.

JlocTynHbIe aHHBIE NMOKA3bIBAIOT, YTO JIONHHABUD/PUTOHABUD HE YBEIHYMBACT PHCK OOLIMX

CEPbE3HBIX BPOKJICHHBIX TMOPOKOB pA3BHUTHA MO CPAaBHEHHIO C HCXOZHOHW YacCTOTOM

BO3ZHHKHOBCHHS BPOXKJICHHBIX MOPOKOB pa3BUTHSL. [Tpu Heo0X0AUMOCTH

JIOTIHHABUP/PUTOHABHP MOXKHO HCITOJIB30BATh BO BpeMsi GepeMeHHOCTH.

ITepuod epyodnozo sckapmausanus

HcenenoBannsa Ha KpeicaX BBIABHIIM, YTO JIONIMHABHDP BBUAENAETCH C MOJOKOM MarepH. He

M3BECTHO, BBIACNAETCS JIM JIAaHHBIH JIEKAPCTBEHHBIH TMpenmapar B MOJOKO YelOBeKa.

JKeHmuHaM cieayeT NpeKpaTHTh TPYAHOE BCKapMIIHBAHHE.

Cnoco6 npuMeHeHHs H 1035l

BHyTpb, HE3aBMCMMO OT mnpuema numu. Tabnerkn npenmapara Kamumasup® crenyer

INPOIJIaThIBATh LIEJIHKOM, HE Pa3)KEBbIBAs, HE Pa3/laMbIBasi MJIH H3MeEJIbYasl.

Bspocnsie

Pexomenyemas nepopasisHas 1o3a npenapara Kamumasup® cocrapnser:

« ITo 400/100 wmr (4ersipe Tabnetku npenapara Kanmmasup® 100/25 Mr wim jse

Tabnetky npenapara Kamuaasup® 200/50 Mr) 18a pasa B IeHb HE3aBUCHMO OT MPHEMa TTHIITH.

« [To 800/200 mr (Bocems Tabnerok npenapara Kanupasup® 100/25 Mr umm uetsipe TabneTku

npenapata Kanugasup® 200/50 Mr) onue pa3s B JIeHb HE3aBHCHMO OT TIpHeMa MHINM JUIS
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[ALKEHTOB, Y KOTOPBIX BBIABJICHO MCHEE 3-X MYyTaIHi, CBA3aHHBIX C PA3BUTHEM PE3HCTEHTHOCTH
K nonuHaBupy. HeocTarouHo AaHHBIX [UIS NPUMEHEHHs JTOMHHABHPA/PUTOHABHPA OJMH pa3 B
JIeHb Y B3pPOCIBIX TAIMEHTOB ¢ 3-Mf W Oolee MyTalMAMH, CBS3aHHBIMM C pa3BUTHCM
PE3UCTEHTHOCTH K JIOTIHHABHPY.

Conymcmeyiowan mepanus

Ipumenenne Tabnerox Kamunaeup®s coueranun ¢ oMenpa3onoMm ¥ paHHTHAHHOM He TpeOyeT
KOPPEKIIHH JI03BI.

V NanyMeHToB ¢ 1o/103peBaeMoit MOHHKEHHOH YYBCTBHTEIBLHOCTBLIO K JIONMMHABHPY (MOKa3aHHOM
KIMHHYECKH WIH 1a00opaTopHO), IIOJYYaBIUMX paHee AHTHPETPOBUPYCHYK TeEpanui, B
coueTaHuu ¢ >(aBUPEH3OM, HEBHPAIIHHOM, aMIIPEHABUPOM MIH HenduHaBHpOM HeoOXoauMo
yBeTHuHMTh 103y Tabnerok Kamumasup® mo 500/125 mr (5 tabnerok no 100/25 mr) nBa pasa B
neHb. TIpH OJIHOBPEMEHHOM NpPHMEHEHHMH C JaHHBIMH TipermapaTamu Tabnetku Kammnasup®
Ha3HayaTh OJIMH pa3 B /IeHb NPOTHBOIMOKA3aHO.

Memu

Ilpumenenne npenapara Kamunasup® oauMe pa3 B JIeHb NAalMEHTaMM JETCKOTO BO3pacTa
POTHBONOKAa3aHo. B3pocnas no3a tabnerok Kamupasup® (400/100 mr gsaxasl B aeHb) 6e3
O/THOBPEMEHHOr0 NpHUMEHEHHs 3¢aBHpeH3a, HEBHpanuHa, Hea(pUHABUpAa HIM aMIIPpEeHaBHpa
MOXET MPUMEHATHCA Y JIeTe ¢ Maccoit Tena 35 Kkr u Hoee WIH ¢ TUIONMAABI0 TOBEPXHOCTH Tela
(TTIIT) 1,4 M? u Gonee. [{ns ompesieNeH|s 103kl A JAETeH ¢ Maccol Tena MeHee 35 Kr wim ¢
IITIT ot 0,6 10 1,4 M? pexoMeH/IyeTCcs HCIOTb30BaTh MPHBEICHHBIE HUKE TaG AL

Jlns nereit ¢ IIIT menee 0,6 M* wnm wig meTeit Muagme 3-X JieT HEOOXOANMO HCIOIL30BATDH
JIOTTHHABUP/PUTOHABHUP B J1€KAPCTBEHHOH opMe — pacTBOp U1 MPHEMA BHYTPb.

Tabmuupl 1 1 2 comepxaT pyKOBOJICTBA 10 703upoBaHuio Tabneroxk Kamumasup® 100/25 wr,
ocHoBaHHbl¢ Ha [ITIT.

Tabmuua 1.

[pusumne! 1o3nposanus Tabnerok npenapata Kamuasup® 100/25 Mr uis neteit, OCHOBaHHbIE
Ha [1I1T, 6e3 ogHOBpeMEHHOro NpUMeHEHHA Q) aBUpeH3a, HEBUpallMHa, HellpHHABHPA WIN
aMIIpeHaBHpa

PexoMenyemoe KonuuecTBO TabaeTok 1no

Inomans nopepxHocTH Tena* (M>
i P () 100/25 mr npu npueme JiBa pasa B IeHb

>0,6 10 <0,9 2 tabnerku (200/50 mr)
>09n0<14 3 tabnerku (300/75 mr)
>1,4 4 tabnerku (400/100 mr)

* TInouma/ib MOBEPXHOCTH Tella MOXeT OBITh paccyHTaHa Mo cieayomed popmysne:

TIIT (M?) =V [Poct (cM) x Macca tena (kr)] / 3600.
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Tabnuua 2.

[IpHHIMITBI 103HPOBaHKS TaOJICTOK Mpenapara Kammannp® 100/25 Mr ans nere#t, OCHOBaHHBIE
Ha [1I1T, npu o HOBpEeMEHHOM NIPHMEHEHHH IIpenapaToB 3GaBupeH3, HEBHpAINuH, Hel(uHABHD
WIM aMIIpPEHaBHp

2 Pexomenyemoe komuuectBo Tabnerok mol00/25 mr npu
[Tnomanas noBepXHOCTH Tena (M)
IIpHEME iBa pa3a B JICHb
>0,6 100,8 2 tabnetkn (200/50 mr)
>0,8 01,2 3 tabnerku (300/75 mr)
>12n01,7 4 tabnerku (400/100 mr)
=217 5 tabneroxk (500/125 mr)

Tabumust 3 ¥ 4 colepxkar PyKOBOACTBA 1O JO3HPOBaHHMIO TabneTok mpenapara Kamiaasup®

100/25 mMr no macce Tena.

Tabauna 3.

[IpuHumMnBl 103upoBanus Tabnerok npenapara Kaanaasup® 100/25 Mr anst nereii o Macce tena,
Ge3 0/IHOBPEMEHHOT0 IPHUMEHEHHS! TIpenapaToB d(haBHpeH3, HeBHPAIHH, HeIGHHABHD HITH

aMnpeHaBHp
Macca Tena (xr) Konuuectso Tabnerok 10(Z§:bmr 1151 TpHEMa JiBa pa3a B
Or 7m0 < 15kr [Ipuem tabnerok He pekomenayerca. Cneayer
TIPHMEHATE PACTBOP JUIs MPHEMa BHYTPh
Or 15 no 25 kxr 2
> 25 no 35 kr 3
>35 kr 4x*

** AnbTepHATHBHO, NALHEHTaM, KOTOPBIC MOTYT HPOIJIOTHTE GONIbUIYIO TAGNETKY, MOXHO PUMEHSATS JIBE TabJIeTKH
200/50 mr.

Tabnumna 4.
[IpuHLHMNBl K03upoBanHus TabreTok npenaparta Kamaasup® 100/25 mr ais aereit mo macce
Tela, MPH OJHOBPEMEHHOM NMPHMEHEHUH MPENnapaToB 3(aBUpPeH3, HEBUPAIINH, HelIQHHABUD HITH
aMIIPEHaBHP
Macca Tena (kr) Konuuectso Tabnerok 100/25 mr ans npuema
J/1Ba pasa B JICHb
Ot 7 o < 15 kr IIpuem TabeTok He pekoMenyerca. Cnemyer
MPUMEHSATh PACcTBOP JUISL IPUEMa BHYTPb
Ot 15 no 20 kr 2
> 20 no 30 kr 3
> 30 no 45 kr " i
> 45 kr 5
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** AJILTEePHATHBHO, NIALHEHTaM, KOTOPEIE MOTYT NMPOTJIOTHTE HONBIIYIO TABNETKY, MOXHO MPHMEHSTE JIBE TabJICTKH

200/50 mr.

Ilpumenenue 6o spema bepemennocmu u 6 noc1ePoO0som nepuooe

ITo naHHBIM psAAa KIHHHYECKHX HMCCIIEOBAHWH, U3MEHEHHWE /103bl JIOTIHHABHPA/PUTOHABHpA BO
BpeMsi OepeMEHHOCTH ¥ B IOCIEepoAOBBIH mepuox He TpebOyercs. Ilpumenenue
JIOTIHHABMPA/PUTOHABHPA OJIMH pa3 B JCHb MPOTHBONOKA3aHO Y OCPEMCHHBIX JKCHILMH B CBSI3U C
HE/IOCTATOYHOCTHIO (PAaPMAKOKMHETHYECKHUX M KIIMHUYECKUX JIaHHBIX.

IToGounoe nelicreue

B3pocavie

Haubonee JaCTBIMH MOOOYHBEIMH s dexramu, CBSA3aHHBIMH c MPHEMOM
JIOTIMHABMPA/PUTOHABUPA, ABJUIMCH JAHApes, TOIIHOTA, PBOTA, THIEPTPUIIHLEPHIACMHS H
runepxosecTepuHeMus. J{uapes, TOMIHOTA U PBOTa MOT'YT BO3HHKATh Y)K€ B Hadalic TCpaluH, B
TO BpeMs KaK THNEPTPHIITHIIEPHACMHUS U THITEPXOJIECTEPHHEMHUS MOT'YT Pa3BUTHCS M03/HEE.
YMEpEHHO BBIpAKEHHBIE M Cephe3Hble MoOouHbIe d(EeKTs NMPUBEACHBI HIXKE C yKa3aHHEM
4acToThl (04eHb yacTo >1/10; gacro >1/100, Ho <1/10; HewacTto >1/1000, Ho <1/100).

Co cmoponbr uMMyHHOU cucmembt

Yacro: peakuuy runepuyBCTBHTEILHOCTH, B TOM 4YHCJIE KPAIIMBHUIIA ¥ AHTHOHEBPOTHYECKHH
OTEK.

HewacTo: cHHIPOM BOCCTaHOBJIEHNS HMMYHHTETA.

Co cmoponbl cucmemvl nuwjesapenus

Ouenb yacTo: auapes, TOUIHOTA.

Yacro: pBota, Gonb B KMBOTE (BEPXHHX M HIDKHMX OT/€]ax), TaCTPOIHTEPHT, KOJIMT,
JMCIICIICHS, MAHKPEATHT, racTpod3odareaqbHbIi pe(IIIOKC, TeMOppOif, METEOpH3M, B3JyTHE
KMBOTA, I'€NAaTUT, FeNnaroMeraims, X0IaHIUT, CTeaTo3 MeYeHH .

Hewacro: 3amop, croMarur, A3BBI CIM3HCTOH OOOJNOYKH IOJOCTH PTa, AYOJEHHT, TaCTpPHT,
KENTYZIOYHO-KHIIEYHOE KPOBOTEYEHHE, B TOM YHCJIE PEKTAIbHOE KPOBOTEYEHHE, CYXOCTh BO PTY,
A3BBI XKETY/IKA M KHIIEYHUKA, HEJICPIKAaHHE KaJla.

YacToTa HEM3BECTHA: JKENTYyXa.

Co cmoponbl HepeHo cucmemet

Yacro:ronossas 6onb, MHurpeHn, OeccoHnmna, Heiponatus, nepudepuuyeckas HeHponaTHs,
rOJIOBOKPYKEHUE, TPEBOKHOCTD.

Heuacro: aremsms, JucreB3us, Cyaopord, TPEMOp, LEpeOPOBACKYJSPHBIE HApYIICHHS,
HapyLIeHHe CHA, CHIKEHHe THOHI0.

Co cmoponbl cepoesno-cocyoucmou cucmembl

Yacro: apTepualibHas rurnepTeH3usl.
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Hewacto:  arepocknepo3,  WH(apKT  MHOKapha,  aTPHOBEHTPUKyIsApHas  Oiokaja,
HEJI0CTATOYHOCTh TPEXCTBOPUYATOTO KJIanmaHa, TpoM603 riny00KHX BEH.

Yacrora HeusBecTHA: yBennueHue PR-unTepBana.

Co cmopoHsl KOXHCU U NOOKOICHOU HCUPOBOU KIEMYAMKU

YacTo: chinb, B TOM 4YHCIIE MaKyJlonarnyJjie3Has, [AepMaTHT, 3K3ema, cedopes, YCHIEGHHOe
MOTOOT/IeIEHHE B HOYHOE BpeMs, 3Y/I.

HewacTo: anonenus, KamwUISPUT, BACKYJTHT.

YacToTa HeM3BECTHA: JIMNIOAUCTPODUS U Iepepacnpeie/ieHHe MOAKOKHO-KUPOBOH KIeTUYATKH.
Co cmoponsl onopno-osuzamenviiozo annapama

Yacto: ckeneTHO-MblleyHas ©0sb, B TOM uHcne apTpanrus W 00k B CIIMHE, MHAITHSA,
MblIIeYHas c1ab0CTh, Ca3Mbl MBIIIIIIL.

HeuacTo: pabnomMuoius, ocTeoHeKpo3.

Memabonuueckue Hapyuenua u HapyuieHust Co CMoponsl JHOOKPUHHOU CUCTNEMbL

YacTo: rumepxonecTepHHEMus, TMIICPTPUITINLEPHIEMHS, CHIKEHHE MAacChl Tella, CHHIKEHHE
anInerTuTa, caxapHeIi 1uaber.

Hewacto: rmoBblleHHe Macchl Tena, NaKTATAUMI03, [OBBIICHUE ANNETHTa, MYKCKOM
THIIOrOHA/IN3M.

Yacrora HEH3BECTHA: HHCYJIHHOPE3HCTEHTHOCTD.

Co cmopoHbl noyex u Mo4esbl600AuuUx nymeii

Yacro: movyeyHas HeJI0CTATOYHOCTb.

Hewacro: remarypus, Hepur.

Co cmoponbl penpodykmusHoi cucmemei

Yacro: spexTiiibHas ANCHYHKIHA, aMEHOPEs, MEHOPparHs.

Co cmoponwbl cucmemvl Kposu u KpoBemBopHbiX OP2aHO8

Yacro: anemus, selikonenus, HeHTponenus, MuMdaaeHonaTHs.

Co cmopoHnbl opzanoé uyscme

Hewacro: BecTubynspHoe ronoBOKpyXeHHe, LIyM B YILIAX, HAPYLIEHHE 3PEHHUS.

Hugpexyuu

Ouenp 4acTo: HHPEKIIMH BEPXHUX /IBIXATCIBHBIX MYTEI.

Yacto: MHQEKUMH HMKHHX JBIXATENbHBIX MyTei, HHPEKUMH KOXKM M MOAKONKHOH KHPOBOH
KJIETYATKH, B TOM YHCJIE LE/LUTIOJINT, HOLTHKYIUT U GypyHKYIIE3.

Obwue

YacTo: cn1abocTh, acTeHHS.

U3menenne 1a6opaTopHLIX MoKa3aTeleii: yBelTHYEHHE KOHIEHTPALMH TIIHOKO3bI, MOYEBO¥

KHCIIOTHI, ofmero  xosecrepuHa, ofmiero OwinpyOHHA, TPUITIHLEPHIOB, IOBBILIEHHE
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aKTHBHOCTH CBIBOPOTOYHONM acrnapraramuHorpanchepassl (ACT), ananumHamMuHOTpaHCdepassl
(AJIT), ramma- riyramunrpancnentiaassl (I'T'TIT), nunasel, amunassl, KpeaTHHOOCHOKHHASHI,
CHIDKEHHE KOHLEHTpauMH Heopranuuyeckoro ¢ocdopa, remornoduHa, CHHKEHHE KIHpEHCa
KpEaTHHHHA.

Hemu

[podmns moGounsx 3pdexToB y merei B Bo3pacre oT 6 MecsueB 10 12 ner Obul CXOAHBIM €
TaKOBBIM Y B3pocibiX. Yaie Bcero Hab/I01aiuch Chlllb, JAMCIEB3MUs, PBOTA, iHapes.

Co cTopoHb! 1a00paTOPHBIX MOKA3aTeNeH y AeTeH 3aperucTPHPOBAHBI CIIEYIONHE H3MEHEHHS:
yBeJIMUYEHHE cojepxanus obiiero Ounmpybuna, obuiero xonecTepruHa, MOBBINIEHHE aKTHBHOCTH
amuuiasel, noseiieHue aktuHocTH ACT, AJIT, weiitponenus, TpOMOOUMTONEHHS, TTOBLIILIEHUE
HITH TIOHH)KEHHE COJep/KaHHs HATPHA.

[Ipn nNpUMCHCHHHU JIONHHABHPA/PHTOHABHpa OBUIM TakXkKe 3apErHCTPUPOBaHBI OT/CIBHBIC
CJlydaH renaTmTa, TOKCHYECKOro SMUACPMaIbHOro Hekposin3a, cupoma Ctusenca-/koHcona,
My/IbTH(OOPMHOM 3KCCYIaTHBHOM 3pUTEMBI H OpaiMapHTMHUH.

Onucanue omoensvhovix no6oYnbIX 3¢hhexkmos

Cunazpom Kymmura 6pU1 OTMEYEH y MALMEHTOB, MONYHAKMIMX PHTOHABHP M MPHHUMAKOIIHX
HHTPaHA3aJIbHO MJIM MHTAIAIMOHHO (IyTHKa30Ha nponuoHat. Janusii aGdekT noTeHunaasHo
MOXKET HMMETh MECT0O M B  Cjly4yae IPUMEHEHHS  JPYrHX  KOPTHKOCTEPOHMJIOB,
metabonu3upyromuxcs nocpeacreom uuroxpoma P450, nanpumep, 6yaeconuaom.

[ToBbleHHE aKTUBHOCTH KpeaTHH(OCHOKMHA3EI, MUAJITHS, MHO3HT, a TAKXKE B PEAKHX Clydyasx
pabaomuonu3 ObuiM 3aMKCHPOBAHBI IIPH JICYCHHM MHIUOMTOpPaMHM TIpoTea3, OCOOEHHO B
COYETaHHM C HYKJICO3HAHBIMH HHTHOUTOpaMu 00paTHO TPaHCKPHUIITA3BI.

Y BUY-uHPUIMPOBAHHBIX MAIMEHTOB C THKETBIM MMMYHHBIM Je(DHIMTOM BO BpeMms Havaia
KOMOMHHPOBAHHON aHTHpeTpOBHpYCHOH Teparmuu (KAPT) MOryT BO3HMKHYTH O€CCHMIITOMHbIE
WM OCTaTOYHBIe OommnopTyHHcTHueckue uHpekumu. Taike coobuanock 00 ayTOMMMYHHBIX
HapymeHHusX (Takux Kak Aud@y3HbI TOKCHYECKHI 300), BpeMs Hayala KOTOPLIX, OJHAKO,
Oonee BapuabenbHo — 3aboneBaHHE MOXKET HAUaThLCS 4epe3 NPOJOKMTENbHBIN CPOK IOCIE
HAyaJia JIeueHus.

BeimM oTMEYCHBI CIy4aH OCTEOHEKpO3a, B OCOOEHHOCTH y MalMEeHTOB ¢ (akTopaMH pHCKa B
anamHese, nporpeccupyouieii BUU-undexupuei wim nocne npoaoKHTEIBHOTO NMPUMEHEHHS
AQHTHPETPOBUPYCHOH Tepamuu. YacTora HMX BO3HMKHOBeHHMs Heu3BecTHa. Hudopmaumio o
HepepaclpeieICHHH TOAKOXKHO-)KHPOBOH KJIETYaTKH cM. pazjen «Ocobbie ykazaHus».
Memaboauyeckue nokazamenu

Bec, a Takke KOHIIEHTPAIIHH JIMITH/IOB H TTIOKO3BI B TUTa3ME KPOBH MOTYT NMOBLICHTLCSA BO BPEMs

AHTHPETPOBHUPYCHOMN TEpPaIIHH.
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IlepenosupoBka

B Hacrosuiee BpemMs KIMHUYECKMI ONBIT OCTPOi NEpe03nPOBKH JIONMHABUPOM/PUTOHABUPOM Y
mojiei orpaauyer. CrielManbHOrO aHTH/I0Ta HE CYIIECTBYET.

Jleuenne AOKHO BKIIOYATh OOIIYI0 TMOMIEPKUBAIOUIYIO TEPAIHio, BKIIOYas KOHTPOJb
OCHOBHBIX TOKa3aTelel JKHU3HEACATENLHOCTH W HabmoJAeHHe 3a KJIMHHYECKHM CTaTyCOM
nanuenTa. [Ipu HeobxoaumocTn ynansior HeaOGcopOMpOBAHHBIH JIEKAPCTBEHHBIN Mpenapar ¢
MOMOIIBIO TPOMBIBAHHMA OKCIYJAKAa M HA3HAYAOT aKTHBHPOBaHHBIH yroib. Tak Kak
JIONMHABUP/PUTOHABHD B BHICOKOH CTENEHH CBA3BIBAETCS C O€JKAMM Mla3Mbl KPOBH, TO
NPUMEHEHHE IUaIn3a HelenecooopasHo.

B3aumozeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMH

Jlonunasup/puronasup in Vitro u in vivo seisercs unruburopoMm msodepmenta CYP3A.
OnHoBpeMEHHOEC TIPUMCHEHME JIONMHABHPA/PHTOHABHPA M  IPENapaTtoB B  OCHOBHOM
mertabonnsupyembix usopepmentom CYP3A (Hanpumep, AMrMAPONMPHAMHOBBIX 0JI0KATOPOB
«MEJUICHHBIX» KaJIbIHEeBBIX KaHaJoB, UHIUOMTOPOB I'MI'-KoA-penykTa3ssl,
MMMYHO/ICIDECCAHTOB M MHTHOMTOpOB (ochoamdctepassr 5 (DJ]D-5)), MOKET NPHBECTH K
YBEIIMYCHHIO TUIA3MEHHBIX KOHUEHTPAUMA 3THX NMpenaparoB, TePaneBTHYECKOE MIH NMOBGOUHOE
ACHCTBHE KOTOPBIX MOXKET YCHIMTBCA WIH HPOMUIHTBLCH. Y IpEernaparoB, KOTOpPbIE AKTHBHO
metabonusupyiotes usodepmerrom CYP3A M HMEIOT BBICOKHI NPECHCTEMHBIH MeTabommuaMm,
NpH TNpHEME OAHOBPEMEHHO C JIONMMHABMPOM/pUTOHaBMpOM Gosee uacto Habmogaercs
3HaunrtensHoe yBenuyenue AUC (6osee yem 3-kpaTHoe).

JlonuHaBAP/pUTOHABHD B KIMHHYECKM 3HAYMMBIX KOHLUEHTPAUMAX HE HHTHOMpyeT
uzopepmentsl CYP2D6, CYP2CY9, CYP2C19, CYP2E1, CYP2B6 unu CYP1A2.

In vivo 6but0 1OKa3aHO, YTO JIONMHHABHP/PUTOHABHP MHAYLHPYET CBOH COOCTBEHHBIi
MeTabonu3M M ycuinpaeT GHOTpaHCHOpPMANHIO HEKOTOPBIX JAPYTHX MpPEnaparoB, KOTOpHIE
MOJBEPraloTCs TIIKOKYPOHHPOBAHMIO M MeTabOJIM3HPYIOTCS C y4YacTHEM H30(epMeHTOB
untoxpoma P450 (sxmouas usopepmentsr CYP2C9 u CYP2C19). D10 MOKET NPHBECTH K
CHHXKEHHIO KOHIEHTPALWK B IJIa3M€ KPOBH M YMCHBIUCHHIO 3PPEKTHBHOCTH COBMECTHO
[PUMEHSAEMBIX JIEKADCTBEHHBIX rpenapartoB. [lpemaparkl, KOTOpBIC IIPOTHBOIIOKA3aHBbI
HMCHHO 110 MNpPHYHHE HEKENATCIBHOrO B3aHMOJCHCTBHA M BO3MOXHOCTH Ppa3BHTHs
cepbe3Hbix N060uHbIX 3 dexToB, nepeunciaensl B pasjene «IIporuBonokasanusy.
Jlonunasup/putonaBup Merabonusupyercsa mox  aedicteueM uszopepmenta CYP3A.
OnnoBpeMeHHOE NPHUMEHCHHE IIONMHHABUPA/PUTOHABHPA M IIPEIAPaTOB, HHAYLMPYIOIIHX
usopepment CYP3A, MOXeT YMEHBIUHTH TJIa3MEHHBIE KOHIIEHTPAIlMH JIONMUHABMPA M
CHHM3HMTb €ro TepaneBTHYeCKHH >(deKT, XOTs 3TH H3MeHeHHs He ObITH OTMEYEeHBI NpH

O/THOBPEMEHHOM TIPHMCHCHHH C KETOKOHA30JIOM.
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OnHOBpeMeHHOE TpPHMCHEHHE JIOMMMHABHPA/pUTOHABUpPA W JIPYTHX TMpernapaTtoB, KOTOpHIE
uarubupyror usopepment CYP3A, MOXeT yBeIHYMTH TNIa3MEHHBIE KOHIEHTPALHUH
JIONIMHABHPA.

IIpenapartel Jis devyenus BUY

Hyxkneo3uonsie unzubumopot oopamnou mpanckpunmasvt (HHOT)

Cmasgyoun u namugyouH

He mnabmogamocs u3MeHeHHH (apMakOKMHETHKH JIOMWHABHPA TPH  OJHOBPEMEHHOM
MPUMEHEHNH JIOMMHABHPA/PHTOHABHPA CO CTABY/IMHOM M JIaMHBYAHHOM IO CPaBHEHHIO C
MOHOTEpAHEH JIONHHABHPOM/PHTOHABHPOM.

Juoanosum

JIMIaHO3MH peKOMEHIyeTCs MPUHHUMATh HATOMIAK; MOITOMY B KOMOMHAIIMM C JHIaHO3HHOM
TaGJIeTKH NTONMMHABHPa/PUTOHABUpA CIIEAYET NMPHHUMATH 3a 4Yac JI0 WIH CITyCTS JBa Yaca Iocie
npHeMa MUILH.

3uoosyoun u abaxasup

JlonuHaBHP/PUTOHABHP HHAYLHMPYET IIIOKYPOHHPOBAHHE, [OITOMY IpenapaTt MOXET CHH3UTh
KOHLEHTpauMy 3uaoByaMHa W abakaBupa B minasme. KiuHuueckoe 3HaueHHe 3ITOro
MOTEHIMAILHOTO B3aHMOJICHCTBUS HEH3BECTHO.

Tenoghosup

Hccnenosanue nokasano, 4To JIOMMHABHP/PUTOHABHP YBEITHYHBACT KOHIIEHTPALMIO TEHO(DOBHpPA
B IUIa3Meé KpOBH. MexaHH3M 3TOro B3aumozeHcTBUS Heu3BecTeH. [lanueHTOB, MpUHHMAOIIHX
JIONIHHABHP/PUTOHABHD M TeHO(GOBHp, cieayeT HaOMOAaTh Ha NpeJIMeT BO3HHKHOBEHHS
CBSI3aHHBIX ¢ TEHOGOBHPOM No60ouHBIX 3 DexToB, BKIIOYas HapyIIeHHe (YHKIIMH MOYeK.
Lpyeue HHOT

Coobmanock 06 yBenuueHuH akTHBHOCTH KpeatHHpochokunazsl (KDPK), Muanruy, MHO3HTE H,
penko, o pabnomuonuse npu npueme nHrubuTopor nporeasst BUY, ocobento B komOuHaLMu ¢
HHUOT.

Henyxneozuonwvie unzubumopor oopamnoii mpanckpunmaswvi (HHHOT)

Hesupanun

He ormeuanoch u3aMeHeHHi (papMaKOKHHETHKH JIONMHABUPA Y 30POBLIX B3POC/IbIX MALMEHTOB
BO BPEMs OJIHOBPEMECHHOIO MPUMEHEHMsI HEBHUPAIMHA W JIONMHABUPA/pUTOHABUpA. Pe3ynbraTsl
uccneaoBanua ¢ yyactueM BUY-nonoxkurenbHbIX AeTeH 10Ka3aid YMEHbIICHHE KOHLEHTpaLHUi
JIOTTHHABHpPA BO BPeMs OHOBPEMEHHOrO IMpHMEHEHHUs ¢ HeBHpanmuHOoM. Ilomararor, 4To BIHAHHE
HeBupanuHa Ha BUY-nonoxuTenbHBIX B3pOCBIX MALHEHTOB MOXKET ObITh CXOAHBIM C TAKOBBIM
y JIeTeH, YTO MOMKET IIPHMBECTH K CHI)KEHHMIO KOHLEHTpauuu JonuHasupa. KimnHuueckoe

3HA4YCHHC JIaHHOI'O q)apmaxoxnuemqecmro B3aMMOJICHCTBHS HEH3BECTHO.



Y nauMeHToB, y KOTOPHIX paHee MPOBOIMIACH AHTHPCTPOBHPYCHAS TEPANMS WIH Y KOTOPHIX
MMEIOTCS  (DEHOTHITHYECKHE MJIM  TEHOTHITMYECKHE [IPU3HAKH 3HAYMTENLHOTO CHHXKEHHMS
YYBCTBHTE/ILHOCTH K JIOITHHABHPY, MIPH OJITHOBPEMEHHOM IPUMEHCHUH JIOIIHHABHPA/PUTOHABUPA
C HCBMPAIMHOM MOXKET MOTPeOOBaThCA TTOBBIIICHHE JIO3bl JIONMHABHPA/PUTOHABHPA [0
500/125 mr pBa pasa B aeHb. JlonuHaBUp/pUTOHABHD B KOMOMHALIMK C HEBHPATTHHOM NPUMEHSATH
OJIMH pa3 B JIEHb MPOTHBONOKA3aHO.

Dpasupens

YBenuuenue /1036l TabneToK JomuHaBupa/putoHasupa a0 500/125 mr (ase Tabnerku 200/50 Mr
+ oxna tabnerka 100/25 Mr) aBaxcibl B JeHb He BIMSET HA KOHICHTPALMIO JIONMHABHPA B
M1asMe KpOBH B CPABHEHHMHM C NPHMEHEHHEM JlonuHaBupa/puTonasupa no 400/100 mr asaxsl B
AeHb Ge3 odasupensa. Yeenuuenue 103bl Ta0JIETOK JONMHABMpa/pUTOHaBHpa 10 600/150 Mr
(tpu (3) Tabmerkn 200/50 Mr) gBaxasl B JCHb PH OJAHOBPEMEHHOM NPHMCHCHHH C
3(haBMPEH30M YBEIMUMBANO TIA3MEHHYIO KOHLEHTPALMIO JIOMUHABHPA MPUOIH3NTEIBHO HA 36
% ¥ KOHUEHTPAUHIO PHTOHABHPA NPHOIM3UTENBHO Ha 56-92 % 1o CpaBHEHHIO C 71030i TabIeToK
nonuHaBupa/putonasupa 400/100 mr (xse (2) Tabnetkn 200/50 Mr) npu npueMe ABAX/ILL B JEHb
0e3 spaBupensa (cm. paszen «Cnocob NpUMEHEHHS U 103b1»).

OdaBupens H HeBUpanMH HHAYUMpyloT nzopepment CYP3A u, Takum 06pasom, MOryT
YMCHBIUUTL [UIA3MEHHBIE KOHICHTPAUMM JAPYTHX HHTMOMTOPOB BHPYCHBIX IIpOTE€a3 IpH
NPUMCHEHUH B KOMOHHALIMH C JIOMHHABUPOM/PUTOHABUPOM.

OnHoBpeMECHHOE [PUMEHEHHE JIOMHHABHPA/PUTOHABHPA KaK ¢ 5()aBHPEH30M, TaK M C
HEBHPAITHHOM O/IHH pa3 B JIEHb MPOTHBOIOKA3aHO.

Henasupoun

Henasupaun criocoben yBeIM4HBaTh KOHUEHTPALHMH JONHHABHPA B TUIa3ME KPOBH.

Punnueupun

IIpy OJHOBPEMEHHOM TNPUMEHEHHWH PHINMBUPHHA C JOMHHABHPOM/PHTOHABHPOM BO3MOXKHO
TIOBBILICHHE KOHICHTPAIMH PHIIIIHBHPHHA, OJIHAKO U3MHEHEHHUS /035l JIOMMHABHPA/PHTOHABUPA
He tpebyercs. Haswauenme u moaGop 03sl PHANMBMPMHA AOMKHBI TIPOM3BOAMTHCS B
COOTBETCTBHH C €r0 HHCTPYKLIMEH 110 NPHMEHEHEHHIO.

Ompasupun

IIpu oxHOBpeMEHHOM NPHMEHEHHH STPaBHPHHA C JOMMHABMPOM/PHTOHABHPOM BO3MOYKHO
NOBBIICHAE KOHIEHTPAIMH YTPABHPHHA, O/IHAKO M3MEHEHHS JI03bI JIONMHABHPA/PUTOHABUPA HE
Tpebyercs. Hasnauenne u moabop 1036 3TpaBUPHHA JIOJDKHEI IPOM3BOIUTECS B COOTBETCTBHH C
€ro HHCTPYKIHUCH 110 IPUMEHEHEHHIO.

Huzubumopunt npomeazot BHY

Amnpernasup
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JlonuHaBup/pUTOHABHP MOXKET YBEIHYHTh KOHLECHTPALMH aMIIPEHABHPA B IUIa3Me KPOBH (IIpHEM
amrpeHaBupa B s103e 750 Mr JIBax/[bl B ICHb TUIKOC JIOTMHABUP/PUTOHABUDP BEAET K YBEJIHYEHHIO
AUC, cxoxelt Cmax, yBeaH4eHHIO Cmin OTHOCHTEIBHO aMripeHasupa B o3¢ 1200 Mr aBaxsl B
AcHb). OIHOBPEMEHHOE NPHMEHEHHE JIOMHHABHPA/PUTOHABHPA M aMIPEHABHPA CHOCOGCTBYET
CHHXEHHIO KOHLIEHTPALIMH JIonMHaBMPa (M. pazaen «Cnocod npuMeHEeHHs M 103b1»).
OpHoBpeMeHHOE NpPHMEHEHHE JIONMHABMPA/PUTOHABAPA C AMIIPEHABUPOM OJUH Pa3 B JICHb
IIPOTHBOIIOKA3aHO.

Docamnpenasup

HccnenoBanne mokasano, uTO OJHOBPEMEHHOE IIPHMEHEHHME JIOMMHABHPA/PHTOHABHPA C
(pocamnpenaBupoM CHWKAET KOHIEHTPauUMH (OCAMIIPEHABUPA M JIOMMHABHPA. AJICKBATHBIC B
OTHOLLIEHHUHU 0e30macHOCTH H s¢dexkrnBHOCTH J103Bl (bocamnpenaBupa H
JIOIIMHABUPA/PUTOHABHPA B KOMOWHAIIMH YCTAHOBIICHBI HE GBUIH.

CoBmecTHbIii 1pHeM NOBBIIEHHOH 40361 (ocamnpenasupa (1400 Mr aakasl B CYTKH) C
JIONHHABHPOM/PHTOHAaBHPOM (533/133 Mr aBakABl B CYTKH) y TAlMEHTOB, KOTOPHIE paHee
NPUHHAIM HHIMOMTOpPHI mpoTeassl BUY, npuBOmMio K YBENHYEHHMIO YaCTOTHI IOGOYHBIX
3G peKToB CO CTOPOHBI XKemyaouHo-kuiueunoro tpakra (JKKT) u nosbimennio KOHILICHTPALIHH
TPUIJIMLEPHIOB B KPOBH 0€3 YCHJIEHHA NPOTHBOBHPYCHOIO EHCTBHA, IO CPAaBHEHMIO CO
CTaH/IAPTHOH /1030# (hocaMIpeHaBHP/PHTOHABHP.

Hnounaeup

JlonUHABHP/PUTOHABUDP MOKET YBENHYHMBATH KOHUEHTPAUMM HMHAMHABHpA (IPH COYCTAHHM
MHIMHaBHpa B noze 600 Mr 2 pasa B JeHb C OJHOBPEMECHHBIM NPHMEHCHHEM
JIONMHABHDPA/PUTOHABHPA OTMEYACTCs CHUKEHHE Cmax, yBeaHueHHe Cmin 10 CPABHEHHIO C
[IPHEMOM MH/IMHABHpPA TPH pasa B JieHb B 03¢ 800 mr, npu stom AUC HabGmomaercs cxoxas).
Jlo3a MHIMHABHDA, BO3MOXKHO, JIOMKHA OBITh YMEHbBIICHA TIPH OJHOBPEMEHHOM TPHMEHCHHH
nonuHaBMpa/puTOHaBupa B 03¢ 400/100 Mr aBax /bl B eus. [Tpuem JIONMHABUPA/PHTOHABHPA B
KOMOMHALIMH C HHWHABUPOM OJIMH Pa3 B JI€Hb He ObUT H3yueH.

Hengpunasup

JlonuHaBUp/pUTOHABHD MOKET yBEIMYATh KOHLEHTPAlMM HendMHaBHpa H MeraGonuTa
Hendunasupa M8 (npu npueme wuendunaupa B gose 1000 Mr aBaxasl B JACHb H
JIOTIMHABHPA/PUTOHABHPA 110 CPABHEHHMIO C TpHeMoM Henduuasupa 1250 Mr ABaskasl B AeHb
Habmonaerca cxoxas AUC, cxoxast Cmax ¥ yBenuueHHas Crin). OnHOBpeMEHHOE NPUMEHEHHE
JIOTIHHABUPA/PUTOHABHPA ¥ HEN(PHHABUPA IPHBOIMT K CHIDKEHMIO KOHIEHTpPAIHii JTOMHHABHpA
(em. pasaen «Cnocod npuMeHeHHs H J103b1»).

OxanoBpemeHHOE NPUMEHEHHE JIONHHABHPA/PUTOHABMpA C HeN()MHABMPOM OMH pa3 B JEHb

IIPOTHBOIIOKA3aHO.
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Pumonasup

[Ipn COBMECTHOM NpPHMEHEHHMM IIONHHABHPA/PHTOHABMPA C JAONOJHHUTENbHBIMM 100 Mr
puronasupa JBa pasa B JieHb AUC nonuuaBupa yBenuuunack Ha 33 %, Cmin YBEIMYHIACh HA
64 % 110 cpaBHEHHIO C IPHEMOM JIONHHABHpa/puToHaBupa B 103¢ 400/100 mr Ba pasa B JICH.
Caxeunasup

JlonuHaBup/pUTOHABUD YBEIMYMBACT KOHLEHTPALMH CaKBUHABHpa (TIpHeM cakBuHaBupa 800 mr
JIBOX/IBI B JICHb B COYETAHHH C JIONIMHABUPOM/pUTOHaBUpOM BeaeT K yBelndeHnio AUC, Chax H
Crmin TIO CpaBHEHHIO ¢ TIpHeMOM cakBuHaBupa 1200 mMr Tpu pasa B aeHb). Jl03a cakBMHABHPa NPH
OJJTHOBPEMEHHOM MPUMEHEHHH C jonuHaBUpoM/puToHaBupoM 400/100 Mr aBaxkabl B J€Hb,
BO3MOXKHO, HO/DKHA OBITh ymenbmieHa. IIpuem sonnHaBHpa/pUTOHABMpAa B KOMOHHALMH ¢
CaKBMHaBMPOM OJ/IMH pa3 B JIeHb H3y4eH He Obul.

Tunpanasup

IIpi onHOBpemeHHOM npumeHeHuu Tunpanasupa (500 Mr aBa pasa B [eHb) C PUTOHABHPOM
(200 Mr nBa pasa B seHb) M JonuHaBHpoM/puToHaBHpoM (400/100 Mr nBa pasa B sieHb)
npoucxoaut cHwKeHHe AUC u Cyin nornmHaBupa Ha 55 % wu 70 %, COOTBETCTBEHHO.
OjHoBpemeHHBIH NPHEM JIOMMHABUPA/PHTOHABMPA M THIIPAHABUPA C HH3KOH JI030# PHTOHABMpA
IIPOTHBOIMOKA3aH.

Huzubumopwt npomeasw eupyca 2enamuma C

Tenanpesup

OJHOBpeMEeHHOE NPHMEHEHHE JIOMWHABHPA/PHTOHABHPA C TENANPEBUPOM IPHBOAMT K
CHHXCHHIO PABHOBECHOH KOHLCHTpAllMH TemanpeBupa ©Oe3 HM3MEHEHHS paBHOBECHOI
KOHLIEHTPAI1H JIONMHABHPA. Onnospemennoe MPUMEHEHHE Te/lanpeBupa "
JIOTIHHABHPa/PHTOHABHPA HE PEKOMEHLYETCS.

boyenpesup

OaHOBpeMEHHOE TpPUMEHEHHE JIONMHHABHPA/PHTOHABHPA C OOUENPEBMPOM NPHUBOMT K
CHHIKCHHIO PAaBHOBECHBIX KOHUEHTpauuii OoucnpeBupa u sonuHaBHpa. OJHOBpPEMEHHOE
NPHMEHEHHE JIONHHABHUPA/PUTOHABUPA ¢ OOLENPEBUPOM IIPOTHBONOKA3AHO.

Cumenpesup

[Ipi O1HOBpPEMEHHOM NPHMEHEHHH CHMENPEBHPA C JIONMHABMPOM/PHTOHABHPOM BO3MOXKHO
MOBBIILICHHE KOHUEHTpPaLHH CHMETpeBupa. OnHoBpeMeHHOe NpUMEHEHHe
JIONTHHABHPA/PUTOHABHPA U CHMEIIPEBHPA [IPOTHBOTIOKA3aHO.

IIpomusosupycuvie npenapamet — unzubumopsi xemokunogozo peyenmopa CCR5
Mapasupok

OnHoBpeMeHHOE TNPMMEHEHHE MAapaBHPOKAa C JIONMHABHPOM/PMTOHABHPOM IMPHBOIMT K

YBEIIHYCHHIO KOHIICHTPALMKH MapaBUPOKa B IJIazMe KpPOBH. an OTHOBPCMCHHOM IIPHUMCHEHHH C
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JIONMHABUPOM/pUTOHABUPOM B 1o3e 400/100 Mr 1Ba pasa B JieHb /1032 MapaBUPOKa JIOJKHA OBITH
cumxena. Iloxbop n03bl MapaBHpoKa J0MKEH MPOU3BOUTHCS B COOTBETCTBHH C  €ro
MHCTPYKLHEH 10 [IPUMEHEHHIO.

Huzubumoper unmezpasol

Panmezpasup

Ilpu oaHOBpEMEHHOM NMPHMEHEHHH JTOMHHABHPA/PHTOHABHPA C PAITErPABUPOM HE MPOMCXOAUT
u3MeHeHHss AUC u Crax panrerpasupa. Habmonanocs cumkenue Ciz panrerpasupa Ha 30 %.
DapmMakOKMHETHYECKHME MapaMeTpbl JIOMHHABHPA HE HM3MEHMIMCh. [IpH  OJHOBPEMEHHOM
MPUMEHEHHUH JIONWHABMPA/PHTOHABUPA C pPAITErpaBUPOM He TpeOyeTcs H3MEHEHHs J03bl
JOMHHABHPA/PUTOHABHPA.

Jpyrue npenaparbi

Haprxomuueckue ananvzemuxu

Denmanun

Tak xak nonuHaBup/puToHaBHp HHrHOHpyeT H3opepmenT CYP3A4, BO3MOKHO MOBBILICHHE
KOHIIEHTPAIMH (DeHTAHWUIIA B TIJIa3ME KPOBH.

IIpn oaHOBpEMEHHOM TNpPHMEHEHHM JIONMHABMPA/PUTOHABHpPAa M (eHTaHHIa HEOBXOAMMO
BHHMATEIbHO KOHTPOJNMPOBATH TepaneBTHYeCKHE M nobounsie 3hexkTs  (BKIHOYas
YIHETCHHE JAbIXaHHS).

Aumuapummuueckue cpedcmea

Benpuoun, nudokaun u xunuoun

[Ipy 01HOBPEMEHHOM NPHMEHEHHH C JIOMMMHABHPOM/PHTOHABHPOM MOTYT YBEIHYHTBCH
KOHLEHTPALHH JlaHHbIX npenaparos. Heobxoauma ocTOPOKHOCTh MPH NPUMEHEHUM JaHHbIX
[IPENapaToB ¥ KOHTPOJIb TEPANIEBTHYECKUX KOHLUEHTPALUM, €CJTH BO3MOXKHO.

Hponedapon

IIpy OZAHOBPEMEHHOM NPHMEHEHHH C JIONMHABUPOM/PUTOHABUPOM MOTYT YBEIHUHTHCH
KOHUCHTPAUUH ApoHenapoHa. OJHOBpPEMEHHOE NPUMCHCHHE C JIONHHABUPOM/PHTOHABHUPOM
NPOTHBONOKA3aHO.

Huzokcun

AHaJN3 JUTEPAaTyphl MOKa3al, 4TO OXHOBPEMEHHOE NpHMEHeHHe puroHasupa (300 Mr
KaX/ble 12 9acoB) W JIMTOKCHHA NMPUBOJAMIO K 3HAYUTENBHOMY YBEIHYCHUIO KOHIEHTPAIMH
AMrokcHHa B KpoBH. Heobxomumo cobGmogaTh OCTOPOXKHOCTL HPH  NPHMEHEHHH
JIONMHABUPA/PUTOHABHPA OJHOBPEMEHHO C JIMFTOKCHHOM C KOHTPOJIEM KOHIEHTPAILMH
JMIOKCHHA B ChIBOPOTKEe KpoBH. Creayer cobmiogate 0coOyl OCTOPOKHOCTH [pH
Ha3HA4YeHHH JIOMMHABMPA/PUTOHABMpA Y NALMUEHTOB, NPUHHUMAIOIMX JIMFOKCHH, H3-3a

CHJILHOTO HHrHOMpyromero >¢dexTa puToHaBHpa Ha P-rIIMKONPOTEHH M BBI3BAHHOIO 3THM
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3HAYUTEJIBHOIO YBEJIHYECHHS KOHLUEHTPALHH AU OKCHHA.
Y Tex mnauMeHTOB, KOTOpPbIE Hayald TNpPUEM [JWIOKCMHA BO BPEMA  Tepamnuu
JTONTMHABHPOM/PUTOHABHPOM,  ClI€JlyeT OXKHJaTh MEHee 3HAYHTEIbHOE yBEIHYEHHE
KOHIEHTPALIHU TUTOKCHHA.

Jlexapcmeennsie cpedcmaa, yonunsrouue unmepean QT

ITon BIHAHMEM IJIONMHMHABUPA/PUTOHABHpPA KOHIEHTpalHH (eHHpaMHHA, XHHHIHUHA,
3PUTPOMHIIHHA, KJIAPUTPOMHIIMHA MOTYT [IOBBICUTBCS C IOCJHCAYIOIMM YUIHHEHHEM
untepBana QT wu pasBuTHemM noOOuYHBIX SABIECHHH CO cTOpoHBl cepaua. HeoOxoaumo
cobmo1aTh ocobyro OCTOPOXHOCTh npu OJTHOBPEMEHHOM IPHMEHCHHN
JIOTIMHABMPA/PUTOHABUPA BMECTE C NpenapaTtaMu, yuinHsaoummu natepean QT.
IIpomueoonyxoneevie cpedcmea (nanpumep, oOazamunub, HUIOMUHUD, BUHKPUCMUH,
eunbIACMUH)

B0O3MOXHO yBenMuYEHHE CBIBOPOTOYHBIX KOHLEHTPAUMH JAHHBIX MPEnapaTtoB IpH
NPUMEHEHHH OJIHOBPEMEHHO C JIOMMHABHPOM/PHTOHABHPOM, 4YTO MOXET IIPUBECTH K
YCHIEHHI0O  1oOOYHBIX  d(dexkToB, O0OBYHO  CBA3aHHBIX C [PHEMOM  JIAaHHBIX
MPOTHBOOMYXOJIEBBIX MPENaparos.

Jo3a HunoTHHMOA U fa3aTHHUOA TOKHA MOAOMPATHCA B COOTBETCTBHU C MHCTPYKIMAMHM 110
NPHUMEHEHHIO JAHHBIX MPEnaparos.

Anmuxoazynanmaot

B0o3MOXHO BiIMAHME Ha KOHUEHTpaUMH BapdapuHa NPH OJAHOBPEMEHHOM TNPHMEHEHHH C
noNMMHABUPOM/pUTOHAaBHpOM. Pekomernayercs kontpoiaupoBats MHO (MexayHapoiHoe
HOPMAaJTM30BAaHHOE OTHOILEHHE),

Pusapoxcaban

OnHoBpeMeHHOE TIpHMEHEHHME pHBapokcabaHa C JIONMHHABHPOM/PHTOHABHPOM MOXKET
BBI3BATh IOBLIIICHHE KOHUEHTPAUHMH PHBapoKcabaHa, YTO MOKET MPHUBECTH K MOBBIMICHHIO
PHCKa BO3HMKHOBEHMsA KpoBoTedeHHi. OJHOBpeMeHHOE NpHMEHEeHHe pHBapokcabaHa ¢
JIONMHABUPOM/PHTOHABHPOM HE PEKOMEHIYETCS.

Anmuodenpeccanmur

Bynponuown

OnHoBpeMeHHOE nNpUMEHEeHHe OynponuoHa C JIONHHABHPOM/PUTOHABHPOM YMEHbILAET
Mla3MeHHple  KOHIEeHTpanuu  Oymponmmona M ero  akTHBHOro  merabomurta
(runpokcubynponuona). Ecnu oaHOBpeMeHHOe IpUMEHEHHe JIONHMHABHPA/PUTOHABHpA C
OGynpornnonoM HeoOXOAMMO, TO €ro CIEAyeT MPOBOJMTH MO/ TIUATEIbHBIM KIMHHYECKHM
KOHTpoJIeM 3a 3 dheKTHBHOCTRIO Oynponuona 6e3 TpeBbIIEHHS PEKOMEHJI0BAHHON J103bl,

HeCMOTpsA Ha HabuojaeMoe ycuineHue Metabonnsma.
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Tpaszodon

OnHOBpEMEHHOE TIPUMEHEHHE PHUTOHABHPA M TPA30/I0HA MOXKET MPHUBECTH K YBEINYCHHIO
KOHIIEHTPAIlMK TPa3oAoHa B IiasMme kposu. HaGmoganuce nododnsie 3pdexTsr: TOmHOTA,
rOJIOBOKPYXKEHHE, apTepHalbHas THIOTeH3Hs M obmopok. [IpuMeHATH TpasogoH ¢
unrudburopom mn3zodepmenta CYP3A4, TakuMm Kak JIONMHABUP/PMTOHABHMp, CIEAYET C
OCTOPOXHOCTBIO M CHU3HB JI03y TPa3070Ha.

Anmuncuxomuueckue cpedcmaea

Keemuanun, bronancepur u numo3suo

Tak Kak JIONMHABUP/pUTOHABUpP sABIsercs uHrubmropom wusodpepmenta CYP3A,
KOHLUEHTpPAUMs KBETHAnuHa, OJIOHAHCepHHA W TNHUMO3MAAa B [Ja3Me€ KPOBH MOXKET
yBenuuuBaThcs. OQHOBpeMEHHOE MNpPHMEHEHHE JIOMWHABHPA/PUTOHABHpPA M IpernapaToB
KBEeTHanHH, 0JIOHAHCEPHH M MHMO3H/1 IPOTHBOIIOKA3aHO.

ITpomusocydopoctivie cpedcmea (penobapbuman, penumoun, kapbamazenun)

W3BecTHO, 4TO 3TH mpemnaparbl Moryr uHAyuupoBaTh H3opepmeHT CYP3A4 u, Takum
o6pa3oM, yMEHBIIMTH KOHICHTpAaUHK JionuHaBupa. OJHOBpEMEHHOE TIPHMEHEHHE
JTOTIMHABHPA/PUTOHABHPA OJMH pa3 B JAeHb B KoMOuHauun ¢ penodapburamom, hpenuronrnom
WM KapOaMa3enuHOM IIPOTHBOIMOKA3aHO.

Kpome Toro, olHOBpeMeHHOE NpUMeHeHHEe (PEHHUTOWHA H JIONTHHABUPA/PHTOHABHPA NPUBOIUT
K YMEPEHHOMY YMEHBIICHHIO PABHOBECHBIX KOHLEHTPAaUui heHUTONHA.

Cnenyer KOHTpOJIMPOBaTh KOHUEHTpauun penobapburana, henuronna, kapbamMasenusa 1pu
OJIHOBPEMEHHOM NPUMEHEHHH € JIONTMHABHPOM/PUTOHABHPOM.

Jlamompuoscun u sanbnpoesas xucroma

IIpu oaHOBpEMEHHOM NPHMEHEHHWH JaHHBIX TpPEernapaTtoB ¢ IJOTHHABHPOM/PHTOHABHPOM
HaOmofanoch CHH)KEHHE KOHIEHTPAUMH JaMOTPH/DKHHA M BaJbNPOEBOH  KHCIOTBHI.
CHmKeHHE KOHLEHTpAuUWH JamoTpuakuHa pocturano 50 %. Jlannele KoMOMHALMM
JAEKapCTBEHHBIX  MpEnapaTtoB  JOJDKHBI  NMPUMEHAThCA € OCTOpoXkHOCTBIO.  [lpm
OJHOBPEMEHHOM [PHMEHEHHUH [JaHHBIX [PenapaToB ¢ JIONMMHABHPOM/PHTOHABUPOM,
oco0eHHO B nepuoa noadopa 103bl, MOKET MOTPEOOBATHCS MOBLIIEHNUE 103bl TaAMOTPHJIKNHA
WUTH BIBITPOEBOM KHCIIOTHI, 4 TAKXKE KOHTPOJIb HX KOHLEHTPALHI B TJIa3Me KPOBH.

JIns mauMeHToB, KOTOpPbIe HAYMHAIOT WM MPEKpamaloT npuHAMaTh npenapat Kamuaasup®
BO BpeMsf TEpalMH JaMOTPHIKHHOM, CJIEAYyeT MNPOBOAMTL MOHHTOPHHI KOHLEHTpaLUUH
NaMOTPH/DKMHA B IUIa3MEe KPOBH JI0 Hayalla COBMECTHOrO HPHMEHCHHS C IIpernapaTrom
Kamunasup®, B TedeHne nmepBeix 2 HeJAETb COBMECTHOrO NMpPHEMa MM B TEUEHHE 2 HEAETb
nocie oTMens! npenapata Kamnasup® mis onpenesnenns neo6X0IMMOCTH H3MEHEHHS 1035I

JIAMOTPHDKHHA.

23



Jlis manueHToB, KOTOPBIE YK€ IMPHUHUMAKOT Ipenapar Kanunasup® u HauMHAIOT NPUHAMATDH
TAMOTPHIDKHH, He TpeOyeTcss KOPPEKLHs J103bl JIAMOTPHIKHHA.

Cnomeopnusle cpedcmea

Muodaszonam ons npuema 6Hympb u mpuazonam

Tak kak nonuHaBup/puToHaBup uHrHOupyer uszopepment CYP3A, kKoHueHTpauus
MHa30jlaMa M TpHasolaMa B [JIa3M€ KPOBHM MOXKET YBEJIMYHBATHCA, TIPH ITOM
YBETHYMBACTCS PUCK BO3HMKHOBEHHS BBIPDAXKCHHOTO CCIAaTHBHOTO d((eKTa U JbIXaTeNbHOH
HeA0CTaToOuHOCTH. OJHOBPEMEHHOE NPHUMEHEHHWE JIONMHMHABHPA/PUTOHABHPA M TpHa3ojaMa
IPOTHBOIOKA3aHO.

OpHoBpeMeHHOE NpUMEHEHHE MH1a301ama BHYTPb B KOMOMHAIMK c
JIONMHHABHPOM/PHTOHABHPOM MPOTHUBOIIOKA3aHO. Paspemaercs ¢ 0CTOPOXKHOCTBIO IPHMEHATh
MHa30JIaM [ApEeHTepajIbHO B KOMOMHALMM C JIONMHaBMpOM/pUTOHaBHpoM. B mocneanem
ciydae HeoOXoaMMa TrOCHHTANM3alMs NalMeHTa B OTJCJICHHE HHTEHCHBHOH TEpanud |
THIaTeIbHOE KJIMHHYECKoe Habmonenue. B cinywae yrHeTeHHs ABIXaTENbHOH AEATEILHOCTH
W/WITH TIPOJIOHTHPOBAHHON CeJalMH JOKHO OBITh HA3HAYEHO COOTBETCTBYIOIIEE JICYCHHUE.
Heobxoanma cBoeBpeMeHHas KOPPEKLHA A03bI MHJIa30/1aMa, 0COOEHHO NMPH MHOTOKPAaTHOM
BBEICHHH.

Ankanoudet cnopuinvu

Huzudpospzomamun, 3p20HO6UH, IP2OMAMUHH U MEMUNIP2OHOEUH

YBenuueHue MIa3MeHHOH KOHLEHTPAILMU ITPOU3BOAHBIX CIOPHIHBH ITPUBOJHT K MOBBIIIEHHIO
€¢ TOKCHYHOCTHM, BKIKYas BazocrnasM W wmemuio. CoBMECTHOE TPHMEHEHHE C
JIONUHABHPOM/PUTOHABHPOM TIPOTHBOINOKA3aHO.

Jlekapcmeaennsie cpedcmea, pezyaupylowiue osuzamensnyio gynxyuio KKT

Huzanpud

YBeanyeHHe IUIa3MEeHHOH KOHUEHTPALMH LIH3aNpHAa YBCIUYMBAET PUCK PA3BUTHUS THXKEIOH
aputMuH. COBMECTHOE IIPHMEHCHHE C JIONHHABUPOM/PHTOHABHPOM IIPOTHBOIOKA3aHO.
Anmuzucmamunnvie npenapameot

Acmemu3zon u mepgenaoun

YBenuueHHe IIa3MEHHOH KOHIICHTpPAllMU acTeMH3olla ¥ TepdeHaauHa YBEJIHYHBAET PHCK
pasBuTHa TsoKenoi apuTMuu. COBMECTHOE NpPHUMEHEHHE C JIONMHABMPOM/PHTOHABHPOM
[POTHBOIIOKA3aHO.

Bema-2-adpenomumemuru

Caamemepon

Tak xkak momuHaBup/puTOHaBHp HHrHOMpyeT wu3zopepment CYP3A, koHuUeHTpauus

CaJIMETCpOJia B IUJIa3M€ KpOBH MOXKCET YBCIHYHBATHCA. Onuoapemeuuoe NPHMCHCHHC
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JIONUHABUPA/PUTOHABHpPA M CAJIMETEPOJAa MOXKET TPHUBECTH K YBEJIHMYEHHIO pHCKa
BO3HMKHOBEHHS MOOOYHBIX DJ(¢PeKTOB cO CTOPOHBI CEPAECYHO-COCYAMCTON CHCTEMBI,
CBSI3aHHBIX C IPHMEHEHHEM CAJIMETEpOJIa, BKIOYas yanuHenue unrepsana QT, omymenne
cepaueOueHus 1 CHHYCOBYIO TaXHKap/IHIO.

OnHOBpeMEHHOE NPHMEHEHHE JIONMMHABHPA/PUTOHABUPA U CAJIMETEPOJIa MPOTHBOIIOKA3aHO.
Anvgpa-1-adpenoonoxamoput

Angpyzosun

Tak xak nonuHaBUp/puTOHaBHpP HHTHOMpyeT wu3odepment CYP3A, koHueHTpauus
andyso3uHa B I1a3Me KPOBH MOXKET YBEIHYHBATHCA, MIPU ITOM YBEJIMYHMBAas PHCK Pa3BUTHUA
TAXKEN0N apTepHalbHOH THIIOTEH3HH. OnnoBpemMeHHOE NpUMEHEHHE
JONMHABUPa/PUTOHABHPA H aJIQy303MHA IPOTHBONOKA3aHO.

Anmuapummuueckue cpeocmsa

Amuoodapon

Tak xax nonuHaBup/puToHaBup uHTHOUpyeT wu3zodhepment CYP3A, koHueHTpauus
aMHO/JapoOHa B IUIa3Me KPOBH MOXET YBEIHYHBATHCS, IIPH ITOM YBEJINYHBAs PHCK Pa3BHUTHSA
apUTMHH M ApYrHX nMoGOYHBIX peakiMi, acCOIMMPOBAHHBIX C MPUMEHEHHEM aMHOAAPOHA.
OnHOBpEeMEHHOE IPHMEHEHHE JIOMMHABHPA/PUTOHABHPA U AMHOIapOHA IIPOTHBONOKA3aHO.
ITpomueozpubrosvie cpedcmsa

ChIBOPOTOUHBEIE KOHLEHTPALMH KETOKOHA30a M HWTPAKOHA307a MOTYT TOBBICHTHCS TI0J
BIMAHHEM JIONMHaBHpa/puToHaBupa. IIpumeneHne KeTokoHa30la M HTPaKOHa30Ja B BBICOKMX
no3ax (6onee 200 Mr/cyT) COBMECTHO C JIONHHABHPOM/PHTOHABUPOM TIPOTUBOIIOKA3aHO.
Bopukonaszon

Hccnenosanue nokasano, 4To OJHOBPEMEHHOE IIPUMEHEHHE PUTOHABHPA B j103¢ 100 Mr Kaxblie
12 gacos cumxaer pasHoBecHYyl0o AUC BopHKOHa3ona B cpeaHeM Ha 39 %; OZHOBPEMEHHOE
MPUMEHEHHUE JIONMUHABHPA/PUTOHABHPA W BOPHKOHA30J1a IIPOTHBOIIOKA3AHO.

IIpenapamul 0na nevenus nodazput

CoBMeCTHOE NMPUMEHEHHE JIOMTMHABHPA/PUTOHABHMPA € KOJXMUMHOM Yy NALMEHTOB ¢ [1OYEYHOM
H/WJIH 1I€4€HOYHOH HEI0CTATOYHOCTBIO MPOTHBOIOKA3aHO M3-3a BO3MOXKHOIO YBEIHYEHHS PUCKA
pasBuTHA N000YHBIX 3(PDEKTOB, B TOM YHMCIIE YIPOXKAIONIMX JKH3HH, CBA3AHHBIX C JCHCTBHEM
KOJIXHLIMHA, TAKMX KAaK HEPBHO-MBILIEYHAsl TOKCHYHOCTD (BKIOYas pabaomuonus). Heobxomumo
CHH)KEHHE JI03bl KOJXHIIMHA MW/IM INPEPBIBAHME TEPAIIMH KOJXHUMHOM Y [aUMEHTOB C
HOPMANILHOW  IMOYEYHOM MM  TeYeHOYHOH  (QyHKuMeH, ecinm  Tpedyercs — Tepamnus
JonKHHaBUpoM/puTonaBupoM. Bonee moapoGHas uHpOpMaLMs COACPKHUTCS B HHCTPYKLMH 110
NPUMEHEHHIO HA KOJIXHULHH.

Aumubaxkmepuansusie cpeocmea
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JlonMHAaBHpP/PUTOHABHP MOXeET BbI3BaTh yMmepeHHOe mnosbimeHne AUC kmapatpoMHIdHa. Y
MAlMEHTOB C HapylleHHeM (QYHKLMH MedYeHH CICAYET YMEHBIUUTh 03y KIapHUTPOMUIIMHA MPH
OZIHOBPEMEHHOM [PUMEHEHHH C JIOIMMHABHPOM/PHTOHABHPOM. Y TMAIMEHTOB C MOYEYHON
HEJAOCTATOYHOCTHIO (IpH KiaMpeHce kpeaTHHHHa < 30 MJI/MHMH) chneayeT yMeHbIIATh 03y
KJAPUTPOMHUIIMHA TIPH OJJHOBPEMEHHOM MPHMEHEHHH C JIONMHHABUPOM/PUTOHABUPOM. Takum
obpazoM, cneayer cobmiogaTh  OCTOPOKHOCTH  IIPH  OJIHOBPEMCHHOM  IIPUMEHEHHH
KJIQpUTPOMHIMHA M JIONHHABHPA/PUTOHABHPA Y MALMCHTOB C HapyIICHHEM (YHKIHH MEYCHU U
novex.

Dy3uduesas kucroma

O/HOBpEMEHHBIH MpHEM JIOTIMHABHPA/PUTOHABHPA ¢ (y3HIHEBOH KHCIOTOH IPHBOAMT
K YBETMYEHHUIO KOHUEHTpauuu ¢y3uaueBod KHCIOTHI B muasMe Kposu. Ilpumenenue
by3uaMeBOi KHCIOTHI JUISL JICYCHHS KOXHBIX HMH(EKUMit NpH OJHOBPEMEHHOM IIpHEME
JIONMHABMPA/PUTOHABUPA NMPOTHBOIIOKA3AHO.

[Ipu npumeHeHnH (y3uaMEBON KUCIOTHI JUIA JICYEHHS KOCTHO-CYCTaBHBIX HHGEKIHH, T1e
coBMeCTHBIf mpueM ¢ mnpenapatom  Kamuaasup®  neusbexen, peKoMEHAyeTCs
KOHTPONMPOBATh MOOOUHBIE YPPEKTH CO CTOPOHBI CKENETHO-MBIIIEYHOH M COEAMHHTEIbHOM
TKaHH.

Ilpomusomybepkynesnvie npenapamot

Pucpabymun

IIpu ogHOBpEeMEHHOM NpUMEHEHUH pudadyTHHa M JIOIMHABUPA/PUTOHABHPA B TCUCHHE JECATH
nHel Cmax 1 AUC pudabyrnna (HEM3MEHEHHOE JICKapCTBEHHOE CPECTBO M aKTHBHBIN 25-O-
nesauerwn Merabonut) ysenwuunmucs B 3,5 u B 5,7 pa3, cooTBeTcTBeHHO. Ha OCHOBaHMM 3THX
JIAaHHBIX PEKOMEH/IyeTCs YMeHbIIeHHe 1036l puhadyruna Ha 75 % (To ecth mpuem 150 mr gepes
JISHb WJIM TPH pa3a B HEAENI0) NMpPU NMPHMEHEHHH C JIOMHHABUPOM/PUTOHABHPOM. Bo3MoxkHO
notpebyercs AanbHeimee cHWKeHHe 1036l pudabyrnHa. B CBSA3M ¢ BO3MOXHBIM YCHIIEHHEM
jgeiictBus  pudabyruna,  HeoOXOAMMO  THIATENLHO  KOHTpOJMpoBars  pupabyTHH-
accouMHpoBaHHble noOouHble 3¢ dekTsl (BKIKOUYAs HEHTPONCHMIO M yBeuT). Bo3moxHO
norpebyercs janpHeiIee cHkeHne 1036l pudabyruna. Camxenue 103b1 pudadyruna no 150
MT 2 pa3a B HEJIEIO PEKOMEHIYEeTCs /UTA MAllHeHTOB, KOTOpPLIE He rnepeHocat o3y 150 mr 3 paza
B Heslemo. CrelyeT MMeTh B BHALY, YTO PeKHM J1I03upoBanus 150 Mr 2 pa3a B HEIEII0 MOXET He
o0ecneynTs ONTHMAIBLHOTO TEPANEeBTUYECKOro AeicTBUA pudabyTuHa, YTO MOXKET NMPUBECTH K
Pa3BUTHIO PE3UCTEHTHOCTH M HeaddekTHBHOCTH seucHHA. M3meHeHme 103b1 Ui npenapara
Kanunasup® ne tpebyercs.

Pugpamnuyun

CoBMecTHOE IIPUMCHCHHUC JICKADCTBCHHOI'O CpCACTBa KammaBnp® B CTaHlIapTHOﬁ Jo3¢ C
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pH(paMIHIMHOM MPOTHBOMOKA3aHO, TaK KaK CHW)KEHHE KOHIICHTPAIHM JIOMMHABHPA MOXET
MPHUBECTH K 3HAYHMOMY CHHIKEHHIO €r0 TepaneBTHIECKOTo JAeHCTBHS.

PaspemaeTcs KOppeKuHs J03bl JonuHasupa/putonasupa 400 mr /400 mr (r.e. Kamunasup® B
nose 400/100 mr + puronaBup B jo3e 300 Mr) gBa paza B CYTKH B LEJSX KOMIICHCAIIHH
usopepmenta CYP3A4-unnyuupyroutero sdhdexra pudamnuimna. OaHako Takas KOPpEKIUs
JI03bI MOXKET COTIPOBOXIATHCS TOBbIMIeHHeM akTHBHOCTH AJIT/ACT u HapymeHusMH CO
cropoubl JKKT. Takum oOpasom, Oe3 kpaiineldl HeoOXOIHMOCTH pekoMeHAayeTcs H30erarsb
NMPUMMEHEHHS NaHHOH KOMOMHALMM JICKApCTBEHHBIX CpPeACTB. B ciyyae npuMeHeHus
JIONMHABUpa/PUTOHABHpa B CKoppekTHpoBaHHOH m03¢ 400 mr/400 mMr gBa pasa B CYTKH
OAHOBPEMEHHO C PHGOAMNHIMHOM HEOOXOAWM TILATENIbHBIH MOHHTOPHHI 0E30MacHOCTH M
s¢dexTuBHOCTH. YBenuuenue 10361 npenapata Kamunasup® HeoGX0AMMO MPOBOAMTH MOCIE
Hayasia IPUMCHEHUS pubaMIHIIHHA.

Kedaxeunun

B wuccnenoBanmm Ha 310poBeIX A00poBoibuax npuMmeHsiocs 400 Mmr 6enaxkBHiMHA
OJIHOKpaTHO W nonuHasupa/putonasupa 400/100 Mr 1Ba paza B JcHb B TeueHHE 24 QHEH, 4TO
npuseno K yBennyenuto AUC Genakpununa Ha 22 %. BeaakBuIMH JO/DKEH NPUMEHATHCS ©
OCTOPOKHOCTBIO BMECTE C JIONIMHABUPOM/PUTOHABHPOM, H TOJIBKO B CIIy4ae €ClIM I0Jb3a OT
COBMECTHOI'O NMPUMECHCHHS [IPEBBILAET MOTEHIHATBHBIA PHCK PA3BUTHS NOOOYHBIX peakiHil
(cm. paznen «Ocobsie ykazauus» 1 «C 0CTOPOKHOCTBION).

Henamanuo

HcenenoBanus no B3aWMOJICHCTBHIO IC/IaMaHHIA TOJIBKO C PHTOHABHPOM HE MPOBO/IMITHCE.
B nccnenosanuax Ha 3710poBeIxX 106poBoibuax npumensiics aenamanua 100 Mr gsa pasa B
CYTKH H jionuHaBup/putonasup 400/100 mr aBa pasa B cyTku B Teuenue 14 ameii, npu sToM
HaOmonanocs HeGONMbIIOE YBENHYCHHE KOHUEHTpalMii JcjiaMaHuga M MeTaboiuTa
aenamanuaa (DM-6705). Ecau npumeHeHHe [eNaMaHWAa ¥ PUTOHABMPA JICHCTBHTEIBLHO
Heobxoaumo, ciaeayer Gosee yacTo MoHuTOpHpoBaTh DKI' Ha MPOTSKEHUHM BCEro nmepuoja
JICUCHHUA [IeIaMaHH/IOM B CBA3M C PHUCKOM YyHuuHeHHs uHTepBana QTc, cBA3aHHBIM C
metadomutoM DM-6705. Heo6X0auM0 NPOBOAMTH MOHUTOPHHI aKTHBHOCTH TPaHCAMHHA3 B
KPOBH.

ITpomueonapazumapuvie cpedcmsa

B03MOXHO yMeHbLIEHHE TEpaNeBTHYECKOH KOHIEHTPAIHH aTOBAaXOHA IPH OJHOBPEMEHHOM
MPUMCHCHHH C JIONMHABUPOM/PHTOHABUPOM. MoxeT moTpeGoBaThCA YBEAMUCHHE JIO3BI
aTOBaxoHa.

I'noxokopmukocmepoudnt (IN'KC)

JlexkcaMeTa3oH MOET BBI3BATH IIOBLILLICHHE AKTHBHOCTH nzopepmenta CYP3A4 u cHuXCHHE
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KOHLIEHTpauuii JjonuHaBupa. HeoOxoaumMo nNpoOBOANMTE MOHHTOPHHI IPOTHBOBHPYCHOM
AKTMBHOCTH BO BPEMsi IIDUMEHEHHA JeKCAaMETa30Ha U JIONHHABUPa/PUTOHABHPA.

Daymuxazom

OnHOBpeMEHHOE TPUMEHEHHE JIONHHABUPA/PUTOHABHPA ¥ (ITYTHKA30HA MOKET 3HAYHTEINBHO
YBEIHYHTh MJa3MEHHbIE KOHIEHTpauMH (IyTHKa3oHa M  CHHU3HTh CHIBOPOTOYHBIE
KOHLUEHTPALMH KOpTH30Ja. PexkoMenayercs paccMOTpeTbh ajlbTepHATHUBLL (UIyTHKA30HY,
0COOCHHO TPH JUIMTEIBHOM IPHUMEHCHHH.

O cucremupix apdhexTax riaroKOKOPTHKOCTEPOUIO0B, BKIKOUas cuHapom Miuenko-KymmnHra u
yrHET€HHE KOpbl HAAMOYEYHHKOB, COOOMANIOCH TIPH OJHOBPEMEHHOM MNPUMEHEHHH
PUTOHABHpPa C WHTPaHA3AIbHBIMH M MHrausuMOHHbIMM (Gopmamu  QuiyTHKa3oHa H
Oyneconuna.

CoBMecTHOE NPUMEHEHHE JIOIMHABUPA/PUTOHABUPA U (GuyTHKa3o0Ha, a Takxke apyrux ['KC,
Koropeie merabonusupyrorcs uszopepmentom CYP3A4, Ttakux kak OyaecoHua, He
PEKOMEH/IYETCH 3a HCKIIOYEHHEM CITy4aeB, KOrja MOTEHIHalIbHAs 110JIb3a OT TAKOH Tepanuy
[ICPCBEIINBACT PHCK BO3HMKHOBEHHA CHCTEMHBIX KOPTHKOCTEPOUIHBIX Y(P(DEKTOB, BKIHOYAs
cunapoM Kymunra u yruerenue QyHKUHH KOPbI HAZINMOYEYHHUKOB,

IIpn 01HOBPEMEHHOM NPHMEHEHHUH JIONWHABHPA/PUTOHABHPA M TIOOOTO M3 BJIBIXAEMBIX HIIU
BBO/IMMBIX Y€PE3 HOC IIIOKOKOPTHKOCTEPOH/IOB CIIEIyeT MPOSBIATH 0COOYIO OCTOPOKHOCTb.

Cnenyer paccMaTrpuBaTh BO3MOXXHOCTb YMEHBLIEHHS 03Bl TTIOKOKOPTHKOCTEPOMAA MpH
TIIATEILHOM KOHTPOJIE MECTHBIX M OOIIMX peakUHil HIH Nepexo/] Ha IIIOKOKOPTHKOCTEPOH/I,
KOTOpBIA He sBiserca cyberparom juis uzohepmerta CYP3A4 (manpumep, 6exnoMerason).
A Takxe, B C/yYae NMPEKPAIICHUs TEPanuH TIKOKOPTUKOCTEPOMIAOM, CIEAYET NMPOBOAMUTE
IIOCTENEHHOE CHHKEHHE [103b1 B TEUEHHE /UIHTEIIBHOTO MIEPHOJIa.

Bnoxkamoput «mednennsvixy Kanvyueswix kananos (nanpumep, enoounun, Hugeounun,
HUKapOUunuH)

Moxer HabmoaThes yBEIMUCHHE CHIBOPOTOYHBIX KOHIEHTPAUMH JaHHBIX MPENapaToB IpH
OHOBPEMEHHOM MPUMEHEHHH C JIONMHABUPOM/PHTOHABUPOM. PeKOMeHIyeTcs MpOBOIMUTEH
MOHHTOPHHT TepaneBTHYeCKHX 3(PeKTOB M NOOOYHBIX pEakUUd IpH OJAHOBPEMEHHOM
NPHMEHEHHH MPENapaToB JaHHOH IPYIIkl ¢ JOIHHABUPOM/PHTOHABHPOM.

Huzubumopuor @/[3-5

Ocoby10 0cTOpOXHOCTE CllefyeT coOmoaaTs NpH NpuMeHeHHnH cuiaeHaduia u taganaduna
JUIst JICUCHUS 9PEKTHIBHON JUCHYHKLUHH y NalUeHTOB, IIPHHUMAIOIIHX
JIONHMHABUP/PUTOHABHP, MOCKOJIBKY MPH OJHOBPEMEHHOM IPHEME 3TUX IMPENAPATOB MOXKHO
OXHUAATh 3HAYMTEJIbHOE IOBBIIEHHE MX KOHIEHTpanui W pa3sButHe nmobOodYHBIX 3D (ekToB,

TaKHX KaK apTCpHajibHas I'HIIOTCH3US H JUIMTCJIbHAS DPEKIIHA.
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Cundenacpun

[lpumenste  cuiafgenadun AN JEYCHHMs  OPEKTHIBHON  AMCQYHKUMH  creayer ¢
OCTOPOHOCTBIO B MOHHKCHHBIX 103aX (25 Mr kakjasle 48 4acoB) M yanie KOHTPOIMPOBATH
noGoussie d{dextel. [IpuMenenne cunaeHaduiIa Ans JedeHHS JICTOYHOH apTepHAIbHOIM
THIIEPTCH3UHU NIPH OJHOBPEMEHHOM MPUEME JIONMHABUPA/PUTOHABHPA MPOTHBOMOKA3aHO.
Taoanaghun

IIpumensaTs Tananadun as Ie4eHHs SPEKTHIBHON AUC)YHKIMH CIEAYET C OCTOPOKHOCTBIO
B MOHWKEHHBIX J103ax (He Gonee 10 mr kaxabie 72 yaca) u yauie KOHTPOJIHPOBATH MOGOYHBIE
s¢dekrol. Tlpumenenne Tapanaduia s JeYeHHs JTETOYHOH apTepHAIBHOI THIIEPTEH3HH
MpH O/IHOBPEMEHHOM NpPHEME JIOTIMHABKPA/PUTOHABMPA POTHBOMOKA3AHO.

Bapoenadghun

OnnoBpemeHHOE NPUMEHEHHE BapacHaduia & JIONTHHABHPOM/PHTOHABHPOM
NPOTHBOIIOKA3aHO.

Asanagun

[lpy coBmMecTHOM mnpHMeHeHHH aBaHaduiIa M JIONMHHABUPA/PUTOHABHPA  BO3MOXKHO
3HAYMTENbHOE [OBBILIEHHE KouueHTpaﬁnﬁ aBaHauna. OHOBpPEMEHHOE mNpPHMEHEHHE
aBaHauna M TONMHABHPA/PUTOHABHPA NPOTHBOIOKA3AHO.

Jexapcmeennsie npenapamst na ocnose nekapcmeennvix pacmenuii

[Tauuenram, mnonyyaromuMm Jedenue JIOTTMHABUPOM/PHTOHABHPOM,  NPOTHBONOKA3aH
OAHOBPEMEHHBIH MPHEM IIPENAPaTOB, COAEPHKAIIMX 3BEpPOOON NMPOIBIPABICHHBIA, TAaK Kak
JlaHHas KOMOHHaIHs MOXeT crocobcTBOBATH CHHIKEHHIO KOHIEHTpalHid
JIONMHABHPA/PUTOHABHPA B TIa3Me KPOBH. DTOT 3(h(EKT MOXKET NPOMCXOIHUTH BCIECACTRHE
uHayKunn u3opepmenta CYP3A4 u MokeT nmpuBecTH K noTepe TepaneBTHYECKoro apdexra
H PasBUTHIO PE3UCTCHTHOCTH.

B cinyuae, ecnu nauyenT yxe npurMMaeT npenaparsi 3Bep000s MPOMBIPABICHHOIO U €My
HA3HAYCH JIOMMHABHD/DHTOHABHD, TO HEOOXOMMMO OTMEHHTh Tpenapathl 3BepoGOS
POALIPABICHHOTO M NPOBEPUTL YPOBEHb BMPYCHOH Harpysku. IIpu oTMene npenapaTos,
COAEPXKALMX 3BEPOOOH NpPOABIPABICHHEIN, KOHIEHTpALMS JIONMHABUPA/PUTOHABMpA B
M1a3Me  KpPOBH MOXKET yBEJIMYMBATBCA. MoxeT mnorpeGoBaTtbcs M3MEHEHHE 03B
nonuHaBupa/purTonasupa. Muayunpyommii s3¢dext moxer COXPaHATHCA B TEYEHHE, IO
KpaiiHeH Mepe, 2 Helelb I[OC/HE MpPEKpAlICHUA JIeUeHHs npenapatamMu  3Bepobos
MPOABIPABIEHHOTO. JlonnHAaBHP/PUTOHABHD pPEKOMEHAYeTCs Ha3HAYaTh dYepe3s 2 HeAeiIu
TOC/I€ NPEKPAILEHHS NPHEMa TPenapaToB 38epobosi NPOABIPABICHHOTO.

Huzubumoper FTMI-KoA pedykmazn

HOHHH&BHp/pHTOHaBHp MOXKECT BBI3BATh 3HAYUTCIIBHOE ITOBBIILICHHE NMIIa3MCHHBIX
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KoHUeHTpanuit HHrubuTopos 'MI'-KoA peaykrasbl, MeTaGoIM3HPYIOMIMXCA TTOJ JEHCTBHEM
nzotpepmenta CYP3A4, Takux Kak JI0BACTATHH M CUMBACTaTHH. Y BEIHYEHHE KOHLEHTPAIMUii
3THX TpPENapaToB MOXKET NMPUBECTH K Pa3BUTUI0 MHOIATHH, B TOM 4YHcie pabpoMHonu3a,
MO3TOMY HX COYETAHHE C JIONMHABUPOM/PHTOHABHPOM IIPOTHBOIIOKA3aHO.

Posysacratun, merabonusm kotoporo mexee 3aBucum ot usopepmenta CYP3A4, Bmecre ¢
PHTOHABUPOM/JIOIMHABHPOM CJIE/IyeT MPHMEHATh C OCTOPOXHOCTBIO B MHHHMAJILHBIX 103aX.
CoBMecTHOE NPHMEHEHHE aTOPBACTATHHA C JONIMHABUPOM/PHTOHABHPOM NPOTHBOIIOKA3aHO.
IIpM3HaKoB ~ KJIMHMYECKM 3HAYMMOIO  B3aUMOJEHCTBHMS  JIOMMHABMPA/PUTOHABMpA  C
NpaBacTaTHHOM HE BhIABICHO. Merabonusm npaBactaTuHa W ¢uiyBacTaTHHA HE 3aBHCHT OT
uzopepmenta  CYP3A4, nosroMy OHM He  JO/KHBI  B3aMMOJCHCTBOBATE ¢
IonMHaBUpOM/puToHaBupoM. Eciu nokasano nedenue uaruburopamu I'MIT-KoA penykrassi
B MEpHOJ INPHMEHEHHS JIOMMHABHPA/PHTOHABMPA, TO DPEKOMEHIAYETCH HCIOIb30BaTh
MpaBaCcTaTHH WK (pyiyBacTaTHH.

Hmmynooenpeccanmui

Konuenrpanuu >tux npenaparos (HanpuMep, MKJIOCTOPHHA, TAKPOIUMYCA H CHpOJIUMYCa)
MOTYT MOBBICHTBCS TIPH OJHOBPEMEHHOM TNPUMEHEHHH C JIONMHABHPOM/PHUTOHABHPOM.
Pexomennyetcs 6omee yacTslii KOHTPOIIb TEPAaNeBTHYECKHX KOHIIGHTPALMI 10 Tex 1op, moka
KOHLCHTPALHH 3THX MPETapaToB B KPOBU He OYyyT CTAOMIH3HPOBAHBI.

Memadon

bbul0  1OKa3aHO, 4YTO JIOMHHABUD/PUTOHABMP CHHXKAET IJIA3MEHHBIE KOHIIEHTPALUH
MeTajloHa. PeKOMCH/yeTCs KOHTPOIIb TMTa3MCHHbBIX KOHLIEHTPAIHT METajIoHa.

Bynpenopgun

Bynpenopdun B 1o3e 16 Mr 1 pa3 B 1ens He TpeGyeT H3MEHEHHS 103bI.

Ilepopansnsie KoHmpayenmuesl UAU RPOMUGOIAUAMOUNBIE CPEOCMEA 6 (hopMe naacmbips
Tak KaKk KOHIEHTPAIMM STHHHIICTPAAMONA B TIA3ME KPOBH MOLYT ObITh CHHIKEHBI npu
OZHOBPEMEHHOM  NpPUMCHCHHM  JIONMHABUPA/PHTOHABHPA M ICTPOrEHCOAEPIKANIUX
NEpOPANBHBIX KOHTPALCHTHBOB HJIM MPOTHBO3aYaTOYHBIX CPEACTB B (OpME TNIIacThIps,
ClIeIyeT MPUMCHATH aJIbTCPHATHBHBIE HJIH JIOTIOTHHUTEIbHbBIE MEPhl KOHTPALIENLHH.
Cocyoopacwupawwue cpedcmea

[Tpu oxHoBpemenHOM mpHMeHeHHH GO3eHTaHA B COMETAHHH C JIOMHHABHPOM/PHTOHABHPOM
Habmonanoce yBenuueHne Cmax # AUC 603eHTaHa B 6 M S pa3s, COOTBETCTBEHHO. Crnenyer
cobmonars OCTOPOKHOCTB 1pH COBMECTHOM NPUMEHCHHH fo3eHTana
nonuHaBupa/puToHaBupa. Hasuauenne u noabop 40361 603eHTaHa JIOMKHbI IPOM3BOAUTHCA B
COOTBETCTBHHM C €r0 HHCTPYKIIHEH 110 IPUMEHEHHIO.

Taike Heo6Xx0aHMO MOHHMTOPHPOBaTE 3()(CKTHBHOCTS NPOTHBOBHPYCHON Tepamuu w

30



noboyHbie pQeKThl, XapakTepHble Ul O03eHTaHa, OCOOEHHO B TEYEHHE IEPBOH HEICTH
COBMECTHOTO IIPHMEHEHHH.

Knunuuecku 3nauumoe g3aumodeicmaeue e odcudaemcs

IlpoBesieHHBIC WCCIIE/IOBAHUA HE BBISBWIM KJIMHHYECKH 3HAYUMOTO B3aHMOIEHCTBHSA
JTOTIMHABMPA/PUTOHABHPA C AE3UNPAMHHOM, PAITErPABUPOM, OMENPA30JIOM H PAHUTHIANHOM.
C yueToM cBeJeHHI 0 MeTa00IM3Me HE 0KUAAETCHA KIMHMYECKH 3HAYMMOI0 B3aUMOJICHCTBHSA
JONIMHAaBHpPa/pUTOHABHPA c (GyBacTaTHHOM, JIalICOHOM,
TPUMETONPHMOM/CY/1b(AMETOKCA30JI0M, A3UTPOMHLIMHOM MJIH (DJIYKOHA30JI0M y TMAlHEHTOB C
HOpMaJIbHOH (QyHKIIHEH MoYeK U TeYeHH.

Ocobble ykazanus

Hapywenue ¢pynxkyuu nevenu

JlonuHaBUP/PUTOHABHP B OCHOBHOM MeTal0OJHM3MpYETCs B Ne4eHH. B CBA3M ¢ 3THM ciegyer
cob6MI0AaTh 0CTOPOKHOCTH NpH HasHaueHuu npenapata Kamunasup® naumenram ¢ Hapyuenmem
(GYHKIIMH MevYeHH JIeTKOH M CpeaHel cTerneHH TskecTH. [IpuMeHeHHe JIONMHABHPa/PUTOHABHPA
[IPOTHBOIIOKA3aHO Yy  IAIIMEHTOB C  THOKEIBIM  HapymeHHeM  (QYHKIIMH  TICYEHH.
DapMaKOKMHETHYECKHE JaHHbBIC CBHICTEILCTBYIOT O TOM, 4TO Y BUY-N03MTHBHBIX MALIMEHTOB C
renatutoMm C M HapymeHHeM (yHKUMM ME4YeHHM JIerKoil WIH CpefHeHd CTeNeHH TMKEeCTH
BO3MOXXKHO YBCJIIMYCHHE KOHILICHTPAUMH JIONMHABMpPAa B IUIa3ME¢ KPOBH IIPHMEPHO Ha
30 %, a Takxke CHHXEHME ero CBA3bIBaHHUs ¢ OeinKamMu 11a3mbl KpoBH. [Ipy HanHuuK y nauueHTa
renatita B win C WiM 3HAYMTENBHOTO TMOBBILECHHS AKTHBHOCTH aMHMHOTpaHcdepas nepej
HAYaJIoM JIEYCHHS MOBBIIIEH PUCK JIATbHEHIIIEro HX YBEJTHYCHHS.

Y NauMeHToB ¢ y’Ke MMEIOIMMHCA HAPYIICHHUSIMH CO CTOPOHBI NEYEHHU, BKIKOUAsS XPOHUYECKHE
renaTuTel, HabII07aeTcs TOBBIMIEHHAS YacToTa HApylleHWi (YHKUMH II€4CHH BO BpeMs
KOMOMHHPOBAHHOH aHTHPETPOBHPYCHOH Tepanmuu. B CBA3M ¢ 3THM, HEOOXOINMO TIPOBOJIHTH
TIIATE/IbHBIH MOHHTOPHHI B COOTBETCTBHHM CO CTAHJAPTHOM KIMHHYECKOH MPakTHKOM. B ciyyae
YXYANIEHUS COCTOSAHMS TIAIMCHTOB TCpAanus JIONMHABHPOM/PHTOHABUPOM JO/DKHA OBITH
OTMEHEeHa.

BUY-unduuupoBanHbie MalMeHThl ¢ XpoHMYecKuM renaturoM B wim C, nonysamomme
KOMOMHHPOBAHHYIO aHTHPETPOBHPYCHYIO TEPAITHIO, HAXOATCS B TPYIIIEC MMOBBILICHHOIO PHCKa
Pa3sBMTHS CEPLE3HBIX H MMOTEHIHATIBLHO CMepTeNbHBIX MOoO0YHBIX 3ddexkToB. OHu 06bIYHO
Habmonanuce y nauuMeHToB ¢ nporpeccupyiomeidn BUY-undexuueii M CcOmyTCTBYIOIIMM
XPOHHYECKHM TEMATHTOM MJIH LIUPPO30M II€YEHH, MOJYHYaBIIHX H30BITOYHYIO JICKAPCTBCHHYIO
TEpAruio. IIpuunHHO-CleACTBEHHAS CBSI3b TaKnX ClTyvaeB c Tepanuei

JIONIMHABUPOM/PUTOHABHPOM HE YCTAaHOBJIEHA.
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BbUTH 3aperucTpupoBaHbl CIydaH TOBBIIICHHA aKTHBHOCTH TPaHCAMMHA3 IIPH OJHOBPEMCHHOM
MOBBIIEHHH KOHUEHTpAUMu OunnpybuHa unu 6e3 TaKOBOro B TeUEHHE CEMH JIHEH 110C/Ie Havyana
IpHeMa JIONMHABHPA/PUTOHABUPA B COYCTAHHH C JPYIMMH NPOTHBOBUPYCHBIMH Cpe/ICTBaMH. B
HEKOTOPBIX CIIydasX HapymeHus (yHKIHH nedeHH OBUIH CEphe3HBIMH, OJHAKO MPHYHHHO-
CIIE/ICTBEHHAs CBA3b TAKMX CITy4aeB ¢ Teparuen JIONHHABUPOM/PHTOHABUPOM HE YCTaHOBJICHA.

B nomoGHBIX CcHTyanusax Ienecoobpa3sHo damle KoHTponupoBarh akrtuBHocTe ACT/AJIT,
0COOEHHO B MEPBBIE MECALBI OCIIC HA3HAUCHHUS JIONMHABUPA/PHTOHABUPA.

Hapywenue ¢pynxyuu nouex

[TockonbKy MOYEHHBIH KJIMPEHC JIONHHABMpa M PUTOHABHpA HE3HAYHMTENIEH, Y TAIHEHTOB C
MOYEYHOM HEAOCTATOYHOCTHIO HE 0XKM/ACTCs YBEIMYEHHE WX TUIA3MEHHON KOHUeHTpauuu. Tak
KaK JIOTTHHABHP M PHTOHABHP aKTHBHO CBA3BIBAIOTCA ¢ OeIKaMH IUIa3Mbl KPOBH, MaJOBEPOATHO,
4TO OHH OYAYT 3HAYHTENIBLHO YAAIATLCA IIPH IeMOAHAIH3E UIH IEPHTOHCAILHOM JIHAIIH3E,
Caxapubiit Ouabem/zunepziukemus

B npouecce mnocrmapkeTHHroBbiXx HccnegoBanuii y BWY-uHUIIMpOBaHHBIX MAlMEHTOB,
MONYYaBIIMX HMHTHOMTOPHI MpoTeasbl, OBITH 3apErHCTPUPOBAHBI  CIy4YaW pa3sBHTUA H
NEKOMIIEHCAIlMH caxapHoro auabera w runepriukeMuu. s neveHus AaHHBIX COCTOSHHH B
HEKOTOPBIX CITydasX MPHXOIMIOCH HAa3HA4YaTh MHCYIHH HIIH MEpPOpalbHble THIOITHKEMHYECKHE
npenapaTsl, WIH MOBBIIIATE MX 03bl. B HEKOTOpHIX ClIydasiX pa3BHBAICA AnabeTHYeCKHi
KeToauua03. Y HEKOTOPHIX MAUMEHTOB TMNEPIIIMKEMHS COXPAHANIAch TOCJHE OTMEHBI
uHruduropa nporeasel. Coobumenus o6 3TUX clydasx NOCTYNaId B AOOPOBOILHOM INOpSIKE,
MO3TOMY OLICHHTh X YacTOTY M CBA3b C Tepanued HHrHOMTOpaMH IIPOTEa3bl HE NPEACTABIACTCS
BO3MOXHBIM. [IpH NMpHMEHEHHMHM JIONWHABHPA/PUTOHABMPA y MALMEHTOB C CaXxapHbIM auabeToM
HE0OX0/TMMO MOHHTOPHPOBATh KOHIIEHTPALHIO IJIFOKO3bl B KPOBH.

llanuxkpeamum

Y nauMeHTOB, TNOJYYABIUMX JIONMHHABHP/PUTOHABHP, BKJIIOYAs IMALMEHTOB, Y KOTOPBIX
Habmozanach BbIPaXKEHHAs THIEPTPUIJIMLEPHIEMHs, HaOMIONaNH pa3BHTHE ITaHKpPEaTHTa.
3aperucTpHpOBaHbl ClIyyaH C JIETAIbHLIM HCXOA0M. XOTA CBf3b 3TOro nodouHoro sddexra ¢
JIONMHABHPOM/PHTOHABHPOM HE YCTAHOBJICHA, 3HAYMTEIBHOC [IOBBIICHHE KOHLEHTPALUH
TPUIJIMIEPHIOB  ABISETCH (PAKTOPOM pHCKA pa3BUTHA I[IaHKpeaTHTa. Y MAllMEHTOB C
nporpeccupytonied BUY-undexnueid noBbIlIEH PUCK Pa3sBUTHA THIEPTPHUITIMLEPUICMUH H
MaHKpeaTHuTa, a y MalHeHTOB ¢ MAHKPEaTHTOM B aHaMHe3e TMOBBIIIEH PHCK €ro peluauBa BO
BPEMSI JICUEHHS JIONUHABUPOM/PHTOHABUPOM.

ITaumenTsl, y KOTOPbIX HAOIOAAIOTCSA CIIEYIOLIME CUMIITOMBI: TOIIHOTA, pBOTA, 60/Ib B XKHBOTE

HITH OTKJIOHCHHUSA naﬁoparopnbrx rnokasarenei (Harlpmwep, TMOBBIINIEHHE AKTHBHOCTH JIHITA3bl UJTH
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aMHIa3bl), JOJUKHBI ObITh OOC/ICIOBaHBI, M B Cllydae IMOATBEPKIACHUA JIHATHO3a IAKPEaTHT,
neyenue npenapatom Kannaasnp® 101%H0 GbITh MpeKpanieHo.
Pe3zucmenmuocms/nepekpecmuan pezucmenmnocms

Ilpn n3yyeHuu HHTHONTOPOB NMPOTEa3bl HAOIIOJAIH MEPEKPECTHYIO PE3HCTEHTHOCTh PAa3IHYHOH
CTENEHH BBIPAKEHHOCTH. B Hacrosiiee BpemMs M3ydaeTcs BIWAHHUE JIOMMHABUPA/pPUTOHABHpA HA
3¢ deKTHBHOCTE MoceyIomeH Tepanuu IpyrHMiA HHIHOUTOPaMH TIPOTEaskl.

I'emogpunusn

Y GonbHbIx remoduineii Tuna A u B nipu sieueHun MHrnGuTOpaMu NpoTeaskbl ONMUCAHBI CIIydaH
KPOBOTEYEHHH, BKJIIOYAs CIOHTAHHOE 00pa3oBaHME TITOIKOKHBIX TE€MaToM H pPa3BHTHE
remapTpo3a. HekoTopeIM marpeHTamM HasHavaiu JonoJHHTe bHbIe 1036l (akropa VIII. Bonee
4eM B [10JIOBHHE OIMCAHHBIX CIyYaeB JiedeHHe HHIHOMTOpaMH MpoTeasbl YAAI0Ch MPOJIODKHTD
MM BO300HOBHTB. I[IpUYMHHO-CICIACTBEHHAs CBA3b MM MEXaHH3M Ppa3BHTHA I[0Z0OHBIX
HEXENaTeNbHBIX ABICHHI NPH JICYCHHUH HHIHOMTOPAMH MPOTEa3bl HE YCTAHOBJICHBI.

Yonunenue unumepeana PR

Ha done npuema nONMHABHP/PHTOHABHPA Y HEKOTOPHIX MAIMEHTOB OTMEYAIOCh YMEPEHHOE
Oeccumntomuoe  yanuuenwe  uHtepBana PR, Coobwanoce o0 peakux — ciaydasx
arpuoBeHTpUKyIsipHoi Onokansl II u III cremenw npu mnpueme JiONMHABHpa/pUTOHABHpPA Y
MAHCHTOB C OpraHMYecKMMM 3a00/ieBaHMSIMM  Cepa M CYIIECTBYIOUIMMH  paHee
PacCTpOHCTBAMH TPOBOAILEH CHCTEMbl CEpPALA MM Y MAlHEeHTOB, PUHIMAIOIINX MPEnaparsl,
yammHsiomue uHtepsan PR (Takme kak BepamaMuil WM ara3zaHaBup). Y TakHX MAlHEHTOB
JIONIHHABHP/PHTOHABHP CIICYET IPUMEHATH C OCTOPOXKHOCTBIO.

dnexmpoxapouozpamma

Unrepsan QTcF (¢ xoppexTupoBkoit PpuaepHIMs) OLEHHBATH B pPaHIOMH3MPOBAHHOM,
1a1eb0-KOHTPOJIMPYEMOM ~ MEPEKPECTHOM  HCCNEJJOBAHHMH € AKTHBHBIM  KOHTPOJIEM
(Mokcudoxcaunn 400 Mr oauH pa3 B AeHb) ¢ yuacTHeM 39 3/10pOBBIX B3POCIBIX 100POBOIBLIIER.
Ilpoussoauinoce 10 usmepenuii B Teyenue 12 yacos Ha 3 geHp ucciaegoBaHus. MakcHMaIbHOE
crannapraoe otkinonenne QTcF no cpaBuenuro ¢ muauebo cocrasmwio 3,6 (6,3) mc u 13,1
(15.8) mc ansg no3 nonuxasupa/puronasupa 400/100 mr aBa pasa B gedp 1 800/200 mr aBa paza
B JIEHb, COOTBETCTBEHHO. M3MeHeHHs, HabmioaBIIHeCs NPH HCHOJIB30BAHHH BBIILICYKA3aHHBIX
JABYX CXeM J03upoBaHHi, Oblv npubmusutensuo B 1,5 u 3 pasa Beiuie, yem HabionaBLIMECH
[Py [IPHEME PEKOMEHYEMBIX J103 JIOIMHABMPA/PUTOHABHPA OJMH Pa3 B JeHb HIH JIBa pasa B
JIeHb B PaBHOBECHOM cCOCTOSHMM. HM y KOro u3 maunmeHTOB He OBUIO 3aperHCTPHPOBAHO
ysenuyenue uutepsana QTcF > 60 Mc o cpaBHEHHIO ¢ HCXOIHBIM 3Ha4YeHneM; wHTepBan QTcF

HE MIPEBBILIAJ NOTEHUHAIBHO KIMHHYECKH 3HAYUMBIH ropor B 500 mc.

33



B nanHoM mccinenosanuu Ha 3-if JICHB y NalMEHTOB, IPHHUMABLIMX JIONHHABHP/PUTOHABHD,
ObLIO TakKe OTMEYEHO yMepeHHOe yBenuyeHue HrepBata PR. Makcumansnelii unrepsan PR
coctaByisil 286 Mc; He HabMONATOCH PA3BHTHS TIPE/ICEPIHO-KENYI0UKOBOIt 6rokamst 11 wm 111
CTEIMEeHH.

Iepepacnpedenenue scupa

Ha doue anTnperposupycroii Teparmiu HaGmozanock nepepacnpe/enenme/HakoTIeHHE KIpa ¢
OTJIOKCHHEM €r0 B LCHTPAIbHBIX YaCTAX Teaa, B 06JACTH CIHMHBI, LIEH, MOSBICHHEM «ropba
OyHBO/NA», YMEHBIICHHEM XHPOBLIX OTIONKEHHH HA JMUE M KOHEUHOCTSX, YBETHYEHHEM
MOJIOYHBIX JKE€JIe3 M KYIIMHrOMJAOM. MexaHu3M M  OTHajJeHHble [OCICACTBHS  ITHX
HEXKE/IATeIbHBIX ABNEHHH He u3BeCTHBI. VX CBA3L ¢ Tepammeil 10NMHABUPOM/PHTOHABHPOM HE
YCTaHOBJICHA.

Bbicokuii pHCK pasBUTHA JTMIOTHCTPO(GHH CBA3aH € HMHAMBHIYATBHBIMH 0COGEHHOCTAMH,
TAKHMH KaK NOXHIOH BO3PACT, COMYTCTBYKOIIAs TEPanus (MIMTENbHAS aHTHPETPOBUPYCHAsA
TCpallUsA M CBA3aHHBIE C HeH Merabonuyeckue Hapymienus). KimHuueckoe o6CieoBaHME
JIOJDKHO BKJIIOYATh OLEHKY KaK (M3MYECKMX MPH3HAKOB MEpepactpesie/icHus kKupa, Tak H
nabopaToHbIX 1oKasaTesnel (M3MEPEHHE HATOILAK JIUITHIOB B CBIBOPOTKE KPOBM M KOHLIEHTPALHU
[OKO3bI B KpoBH). JleyeHne HapymleHMs JMIMAHOTO OGMeHa JOJKHO NPOBOLMTHECS B
COOTBETCTBHHM CO CTAHAAPTHOH KJIMHHYECKOI NMPAaKTHKOM.

Hosvtuuenue konuyenmpayuu 1unud0e

Jleuenue NOMMHABHPOM/PHTOHABMPOM MNPHBOIMIO K YBEIHYEHHIO KOHIEHTparmii  obiero
XOJIeCTCpHHA M TpUrIMuepnioB. Ilepex Hagamom JneyeHHs JIONMHABHPOM/PHTOHABHPOM H
PETYJIAPHO BO BPEMs TEpanuu CJCAyeT KOHTPOJMPOBATh KOHLEHTPALUMH TPHIVIHIEPHIOR M
xonecrepura. IIpy HAIMYAM JMNMIHBIX HAapyWIEHMH MOKA3aHa COOTBETCTBYIOIAS Tepanus.
Ocoby10  OCTOPOXHOCTb CIEMYeT COBIIAATE IpH Ha3HA4YCHWH JIONHMHABUPA/PUTOHABHpPA
MALHEHTAM C BBICOKHMHM HCXOJHBIMH KOHUEHTPAUHMAMH JIMITHAOB B KPOBH M HAPYUICHHAMH
obMeHa JIMITH/IOB B aHamHese. JIeuenue HapymieHHil JIMIHAHOTO 06MeHa CIIe/1yeT NMPOBOAUTH B
COOTBETCTBHH CO CTAHIAPTHOH KJIMHMYECKOH TNpaKTHKON (cM. pasmen «Bsaummozeiicteue ¢
ApYrMMH JICKapCTBEHHBIMHU cpesictBaMu. Muruduropsr 'MI-KoA peaykrasbi»).

Cunopom eoccmanoenenus ummynumema

Y NMauMeHToB, noayyaBIInX KOMOMHHPOBAHHYIO AHTHPETPOBHPYCHYIO TEPAIHIO, B TOM YHCIE ¢
HCII0JIb30BAHHEM JIONHHABHPA/PUTOHABHDA, HAOIIONAIN Pa3BUTHE CHHIPOMA BOCCTAHOBJICHHSA
uvmynurera. Ha done BoccTaHOBICHHS MMMYHHON (yYHKIMM B Hayaje KOMOHHUPOBAHHOM
AHTHPETPOBHPYCHOH TEpanuu BO3MOXKHO 000CTpeHHE OECCHMMITOMHBIX MJIM  OCTATOYHBIX

ONNMOPTYHHCTHYECKMX ~ MHOeKkund (Takux Bo3Oyaureneit, kak Mycobacterium avium
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uuToMeranoBupyc, Pneumocystis jiroveci (Pneumocystis carinii) wmm  Mycobacterium
tuberculosis), uro Moxer norpeGoBaTh AOMOIHUTEILHOTO 0OCIEI0BAaHHA H JIEUEHHA.

Ha doHe pa3sBuTHS CHHJPOMa BOCCTAHOBJIEHHMA HMMYHUTeTa HaONI0JanOCh pa3sBUTHE
ayTOMMMYHHBIX 3a00sieBaHui, Takux Kak Oone3ns ['peiiBca, MOTHMHO3UT H cHHApoM ['uiieHa-
Bappe, 01HaKO CPOK BO3HHKHOBEHMS [NAHHBIX SBJICHWH MOKET 3HAUMTEIBHO BAPbUPOBATH H
COCTaBJISITh HECKOJIBKO MECSLIEB OT HayaJla TeparuH.

Ocmeonexpos

M3BecTHO, 4TO MHOr#e (aKTOpsl MIParOT pois B ATHONOTHM octeoHekposa (mpuem I'KC,
3M0ynoTpedIeHre aAKOroJIeM, BEICOKHH HHJIEKC Macchl Tela, BHIPAKEHHAsA HMMYHOCYIIPECCHS H
ap.). B uactHocTH, coofmiaercs O chaydasx pa3BHTHS OCTEOHEKpO3a Yy MalHeHTOB ¢
nporpeccupyiomeid BUY-undexuued WM UIMTEIbHLIM TPHMEHEHHEM KOMOHHHMPOBAHHOM
AHTHPETPOBHPYCHOH Tepanuu. [losToMy Takum mnamueHTaM HEOOXOJMMO pPEKOMEHIOBATh
ofpaiienne K Bpayy TpH TMOsSBIEHHH OOIH, CKOBAHHOCTH B CYCTaBax W HapyUIEHHH
JIBUTATETHLHON (QYHKIHH.

Hpumenenue y noxcunvix arodei

KonnyecTBo nmauueHtoB B Bo3pacte 65 ner u crapuie ObUIO HEAOCTATOYHBIM IS OLEHKH
BO3MOXHBIX OTJIMYMH MX OTBETA HA JIEYEHHE JIONHMHABHPOM/PHTOHABHPOM [0 CPABHEHHIO C
TaKOBBIM Yy MALMCHTOB (oiee MOJIOZOro Bo3pacta. [IpH npuMEHEeHHH JIOIIHHABUPA/PUTOHABHPA Y
MOKWIIBIX JIKO/ICH cneayer cobiojatk OCTOPOXKHOCTh, YYMTHIBAas TMOBBIIICHHYK YacTOTy
HapynmieHHs QYHKIMH TI€YEHH, II0YeK MM Cepjua, CONyTCTBYMOIIMe 3aboleBaHHA H
COMYTCTBYIOIIYIO TEpPaITHIO.

Ilpumenenue y demeii

besonacHocTh M (hapMaKOKMHETHUECKHIT MPOGHIIL JIONIMHABHPA/PUTOHABHPA Y JeTell B BO3pacTe
MeHee 6 MecsueB He ycraHoBlieHbl. Y BUY-unduuupoBaHHbIX aeTed B BO3pacTe OT 6 MecsAleB
no 18 ner npoduins nmoGoyHbix 3QHEKTOB B KIHHUYECKOM HMCC/IEOBAaHHH ObLI CXOAHBIM C
TaKOBBIM y B3pocibiX. IIpMMEHEHHE IONMHABUPA/pUTOHABHPA OJMH pa3 B JeHb Yy JETeH
IPOTHBONOKA3AHO.

Bzaumooeiicmeue

[Ipenapamul,  00HOBpemennoe  npumeHeHue  KOMOPbIX € JONUHABUPOM/PUMOHABUPOM
npOMUEONOKA3GHO: acTeMHU30J, OnoHaHcepHH, TepdeHaanH, Mua3onaM (Juis mpHeMa BHYTPb),
TpHAa30J1aM, UU3aIpHI, THMO3KU, CAJIMETepo, cuiieHadu (TOIbLKO B Clly4ae ero IpHMEHEHHUS
JUIA JICYCHHMSA JICTOYHOH THIIepTCH3MH, cM. «B3auMojeciicTBHE ¢ JIPYrMMH JICKapCTBCHHBIMH
cpeacTBaMu»), Taganaguia (TONBKO B ClAy4yae €ro MNPUMEHEHHs JUIs JeYeHHs JIerO4YHOM
TMIEPTEH3UH, CM. «B3auMoeHCcTBUE ¢ IPYTMMH JEKapCTBEHHBLIMH CPEACTBAMK»), BapaeHadu,

aBara( W, BOPHKOHA30J1, AJIKAIOM/IbI CIIOPBIHBH (HAlpUMeEp, ProTaMHH U JIMIHAPOIPrOraMHH,
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ProMEeTpUH M MeTWproMerpuH), uHruoutopst I['MI-KoA pexykrasel  (J0BacTaTHH,
CHUMBACTaTHH, aTOPBACTaTHH), ocamrnpeHaBup, andy303uH, Gy3uaueBas KUCI0Ta (IpH JICYEHUN
KOXHBIX HH(EKInit), aMHO1apOH, KBETHAINH, TIperaparsl 38epobos, Douenpesup, ApoHEIapoH,
MIPUMEHEHHE ¢ KETOKOHA30JIOM M HMTPAKOHA30J0M B BBICOKHMX Jjo03ax (6omee 200 mr/cyr),
[PUMEHEHHe CTaHAapTHOM a03bl npenapata Kanmpasup® ¢ pudaMmuumpoM, npumeHeHue
npenapara Kamugasup® u TMIpaHaBupa ¢ HM3KOM 1030H PHTOHABMpA, NPUMEHEHHE Ipenapara
Kamumasup® omuu pas B ficHb B KoMOMHanuu ¢ kapGamasenunoMm, (eHoGapOHTAaIOM HIH
denntonnom, npumenenue npenapata Kamupasup® oame pas B jieHp B KOMOMHAUMHM C
npenaparamMu 3(aBUpeH3, HeBUPAITHH, aMITPEHABHD WIH HeNI(pHHABUP, CHMEIIPEBHD.
CoemecTHoe npumenenue npenapara Kamumasup® ¢ KOTXHIMHOM y NAIMEHTOB C MOYEYHOI
H/HIIH TI€YCHOYHOH HEA0CTaTOYHOCTBIO IPOTHBOIIOKA3aHO H3-3a BO3MOXKHOTO YBETHYEHUSA PUCKA
mo60YHBIX 3(PPEKTOB, B TOM YHUCIIC YIPOKAKOMIMX KHU3HH, CBA3AHHBIX C JEHCTBHEM KOJIXHIIHHA,
TAKMX KaK HEPBHO-MbILIIEYHAA TOKCHYHOCTH (BKIIIOYast pabaoMuosus).

Ipenapamvi, o00nO6pemennoe npumenenue KOMOPHIX ¢ JNONUHAGUPOM/PUMOHABUPOM e
pexomenoyemcs: OJHOBPEMEHHOE NPHMEHEHHE JIONMHABHPA/PUTOHABMpa U (IIYTHKa30Ha, a
takxke apyrux ['KC, kortopwie MmeraGonmsupyiorcs uszodepmentom CYP3A4, Ttakux Kak
OynecoHna, 3a MCKIIOYEHHEM CJIydaeB, KOrZa MOTEHUMANbHAas MOAb3a OT TakOH Tepamumu
TMEPEBENIMBACT PHCK BO3HUKHOBCHHMS CHCTEMHBIX KOPTHKOCTEPOWIHBIX 3(deKToB, BKIOYas
cunapom Kymmura u yruerenue QyHKumMy Kopsl HagnodeuHukos. COBMECTHOE NMpHMeEHeHHe
puBapokcabana u mperapata Kammaasup® MOXeT yBEJIMUMTh PHUCK  KPOBOTEHEHHS.
OnuoBpemenHoe npuMenenne mnpemapara Kamupasup® ¢ TenanpeBMpoM He pekoMeHayeTc,
TMIOCKOJIEKY MOXKET NPHBECTH K CHUKEHHIO PABHOBECHOH KOHLICHTPALWH TelaNpeBUpa.
[Ipenapamel, npu 00HOSpeMeHHOM npumeHeHuu KOmopslx ¢ JONUHAGUPOM/PUMOHABUPOM
Heobx00umo cobnodams 0CmMopoICHOCMYL: BepallaMull, aTa3aHaBUp, (EHMPAMHH, XUHMIHH,
IPHTPOMHIINH, KIIADUTPOMHIIMH, OAHOBPEMEHHOE IPHMEHEHHE C BBIXAEMBIMH WJIH BBOJHMBIMH
Yepe3  HOC  TIIOKOKOPTHKOCTCPOMJIAMH,  Hampumep,  (UIyTHKa30HOM,  OyaecoHMIOM,
OZHOBPEMEHHOE TMPHMEHEHHE C MpenaparaMu Ul JICYEHMs OJPEKTWIBHOH AMCHYHKIHM, a
MMEHHO ¢ cuieHaduioM, TajanapuioM, OZHOBPEMEHHOE IIPUMEHEHHE ¢ (DEeHTAHHIIOM,
pO3yBacTaTHHOM, OYNIPONMHOHOM, OJHOBPEMCHHOC [PUMCHCHHE ¢ aHTHAPHTMHYECKHMH
CPE/ACTBAMH, TAKHMM Kak Oenpuami, JTHIOKAWH W XWHHIMH, O/HOBPEMEHHOE NMPUMEHEHHE C
AWTOKCHHOM,  JIAMOTPH/UKHHOM,  BaJbIIPOEBOM  KHCJIOTOH, MH/a3011aMOM  (BBOJIMMBIM
[apeHTEPAILHO), TPa30A0HOM, O¢/laKBIITHHOM, 603CHTAHOM.

Bnusnue na cnocoénocms K 602coeHuIo asmompancnopma, ynpasaenuio MexanuimMami

B nepuox nevenuss Heo6X0MMMO COOMIOAATE OCTOPOKHOCT NPH YNPABICHUH TPAHCIIOPTHHIMH

Cpe/ICTBAMH W 3aHATHM JIDYTUMH [IOTECHIHAJILHO ONACHBEIMH BHJAMH JI€SITECIBHOCTH,
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TpeOyIOLMMH [OBBILICHHOH KOHUCHTPALMH BHUMAHHUA M OBICTPOTHI NCHXOMOTOPHBIX PEAKIHH.
[Ipu paszsuthm 1M060uYHBIX PPEKTOB, KOTOPBIC MOTYT BIHATH Ha YKa3aHHBIC CIOCOOHOCTH,
HAIIPUMED, FOJIOBOKPYKEHHS, PEKOMEH/YETCS BO3/EPKAThCA OT BOXKAECHHsS aBTOTPAHCIIOPTA M
yIipaBjieHus MexaHu3mamu. MccnenoBaHus CnocOOHOCTH K BOKACHHUIO ABTOTPAHCIIOPTA M
YIIPaBICHHUIO MEXaHHU3MAMH He MPOBOHIHCE.

Mopma BBINYCKA

TabneTku, MOKPLITHIE UIEHOYHOH 000104K0if, o 100 mr + 25 mr, 200 mr + 50 mr.

[lepeuynas ynakoexka 1ekapcmeenno2o npenapama.

[To 10 taGneTok B KOHTYPHYIO SYCHKOBYK) YIIAKOBKY M3 IUICHKH IOJIMBHHHIXJIOPHIHOH H
(GoJbIH ATIOMHHHUEBOH 1IEYAaTHOH JTaKUPOBAHHOM.

ITo 60, 80 wiu 160 Tabnerok B OaHKY HMOJIMMEPHYIO C KPBIIIKOH HATAIMBACMOH C KOHTPOJIEM
nepBoro BekphitHs. CBOOOIHOE MPOCTPAHCTBO 3aMONHAIT BaTol MeaumnuHckod. Ha Oanku
HAKJICUBAIOT ATHKETKH M3 OyMaru 3THKETOYHOH WM MUCYeH, WIH U3 MOJIMMEPHBIX MaTepHaloB
CaMOKJICIOIITHECH.

Bmopuunas ynakoska aexapcmeernno2o npenapama.

[To 6 umn 8 KOHTYPHBIX SYEHKOBBLIX YIAKOBOK BMECTE ¢ MHCTPYKUMEH 110 I[IPUMEHEHUIO
[IOMELLAIOT B [1AYKY U3 KaPTOHA.

[To | Ganke BMecTe ¢ HHCTPYKUMEH 110 IIPUMEHEHHIO MOMEWAKT B Nauyky M3 kaproHa. [lauku
MOMEILAIOT B IPYNIIOBYIO VIIAKOBKY.

Cpoxk roasocrn

2 roja. He ucnonb30BaTh 110 HCTEYEHHUH CPOKA, YKA3aHHOTO Ha YITAKOBKE.

Yci10BusA XpaHeHus

B opuruHanbHOM ynakoBKe NMPOM3BOAMTENS NpH Temneparype He Boie 25 °C.

XpaHHUTh B HEJIOCTYITHOM TSl I€TEH MecTe.

Yceaosus oTnycka

OTIycKaoT 10 peuenty.

IIpounsBoaurennb

AO «Dapmacunres», Poceus.

Opuanueckuii aapec: Poceus, 664007, r. Upkytcek, yi. KpacHorsapaeiickas, a. 23, od. 3.
Ajipec npou3Bo/ICTBeHHOM muiomaaku: r. Upkyrck, yn. P. JlrokcemOypr, a. 184.

IIperensnu morpedbuTeseil HANPABAATH MO aApecy

AO «Dapmacuutes», Poceus, 664040, r. Upkyrcek, yi. P. JliokcemOypr, 1.184,

Ten.: (3952) 55-03-55, daxc: (3952) 55-03-25.

I 'enepanbHBIN UPEKTOD
AO «®dapmacuHTe3» Keiiko A.B.
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