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WUHCTE VKLII/I}iﬂ OCNEONOBATENEHOCTE 0002)

1O MEJJUIITUHCKOMY TTPUMEHEHUWIO JIEKAPCTBEHHOI O ITPEITAPATA
PuronaBup-®C

PerncrpanmonHblii HOMep:

Toprosoe nHanmenoBanue: Puronasup-OC

MeskayHapoaHOe HeIATeHTOBAHHOE WJIH I'PYNIIMPOBOYHOE HAMMEHOBAHMe: PUTOHABUD
JlexapcTBeHHas opma: TaOIETKH, TOKPHITHIC TNICHOYHOH 000I0UKOM

CocraB

Kaxxnas Tabnerka coepxKur:

[eiictBytoniee BemectBo: putoHaBup 100 mr.

BcrnoMmorarenbHble BENIECTBA:

s0po: xonoBuaoH (Kommuaon VA 64) —493,1 mr, copOurtana raypat — 66,7 Mr, KpeMHHUS JUOKCHU]T
KOJUTOUIHBIN — 13,8 Mr, HaTpus creapundymapar — 4,6 mr, kanbius Tuapodocdar 6€3BOTHBIN —
87,3 mr;

nieHoynas 0boloyka: TOTOBas IUIEHOYHas oOoyouka — 22,00 Mr wiM cocTaBHas IIJICHOYHAs
00os0uka (runmpomerios3a (TUIPOKCHITPOITUIMETHIIEUII0N03a) — 16,39 mr, kormoBuaoH — 0,506
Mmr, makporoJt 6000 (momudTuneHraukoas 6000) — 3,146 mr, TuTana quokcua — 1,452 mr, Taabk —
0,506 mr).

Onucanue

OBanbHbIe TaOJIETKH, MOKPHITHIE MICHOYHOM 0005104K0i, 6enoro 1Beta. Ha monepeyHom paspese
A7IpO OT OEJIOTO 10 CBETIO-KOPUYHEBOTO I[BETA.

dapmakoTepaneBTHYeCKAs] TPyINNa: TPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOTO JICHCTBUS;
MIPOTUBOBUPYCHBIC CPEIICTBA MIPSIMOTO JACHCTBHSI; HHTUOUTOPHI TIPOTEa3.

Kon ATX: JOSAEO3

dapmakoJIorTHYecKue CBOiicTBa

(DCZDMCZKO@MHCZMMKCZ

Ipumenenue pumonasupa 8 Kauecmaee depMdKOKMH@muU@CKOZO ycuaumeiii

JleilictBue puTOHaBHpa Kak (PAPMAKOKMHETHYECKOTO YCHJIMTENsS OCHOBAaHO HAa AaKTMBHOCTHU
pUTOHAaBMpa KaK MOIIHOIO HHIHOMTOpa MeTaboyin3Ma, ONOCPEAOBAHHOIO H30(hepPMEHTOM
mutoxpoma CYP3A. CreneHp ycuiieHUs CBsi3aHa ¢ METaOOJTU3MOM COBMECTHO MPUMEHSEMOTO
uHTHOHUTOpa MpoTeassl BUY n Bnustaust mHrnOuTopa nporeaszsl BUY Ha MeTab0om1M3M puTOHABUPA.
MakcumanbHOe WHTMOMpOBaHME MeTabojiM3Ma INPU COBMECTHOM IPUMEHEHHH HWHIHOMTOpa
nporeassl BUY, kak npasuio, focturaercs npy 1o3e putoHasupa ot 100 Mr ogus pas B CyTKH 10

200 mr 1Ba pa3a B CyTKH, U 3aBUCUT OT COBMECTHO MPUMEHSAEMOTr0 HHTHONTOpa mpoTea3sl BNY.
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onoNHUTENbHYIO uH(bOpMamHio o BuHaHdn  puToitish 454 fim | cdBMEéTHO
il y (bop purd il d = Aidratontrin| Bk

npuMeHsieMoro wuHruOuTopa mporeazsli BUY cm. pasmen «BsammopelcTBHe ¢ apyruMu
JIEKAPCTBEHHBIMU CPEICTBAMM», TAKKE CIIEyET 03HAKOMUTBCS ¢ MHCTPYKIMEN 110 IPUMEHEHHUIO
COOTBETCTBYIOIIUX HHTUOUTOPOB npoTtea3sl BUY.

HpuMeHeHue PUmMoHasupd 6 Kadecmee anmupemposupyCcro2o cpedcmea

PuronaBup npencrasisier coboit mHruouTop acnaprui-nporeas BUU-1 u BUY-2 ana npuema
BHYTpb, aKTUBHBII nentugoMuMeTuk. MIHrnouposanue nporeassl BUY npenstcTByeT pa3pbiBy
nojunporenHa-npeamecTseHHuka Gag-Pol, uro mpuBoauT k obOpaszoBanuio uvactun BUY c
He3penol Mopdosiorueil, KoTtopele HE CIOCOOHBI K HH(UIMPOBAHUIO KIETOK. PuTOHaBHp
o0nasaeT CeNeKTUBHBIM CpojAcTBOM K mporeaze BUY u mposBiaseT HE3HAUUTEIbHYIO
MHTHOMPYIOIYI0 aKTUBHOCTh B OTHOLIEHUH acapTUJI-IPOTEA3bl YETOBEKA.

PutonaBup ObLT MEpPBHIM MHTHOUTOpPOM TpoTeasbl (0go0peH B 1996 rony), 3ddekTUBHOCTH
KOTOPOro Obljia J0Ka3aHa B UCCIIEAOBAHUY C KIMHUYECKUMHU KOHEYHBIMU ToukaMH. OJIHaKO n3-3a
METa0OJMYECKUX WHTHOUTOPHBIX CBOWCTB pPUTOHAaBHpAa €ro NPUMEHEHHE B KadyecTBe
(apMaKOKMHETHUECKOTO YCWJIMTENS JIpYTMX HWHIMOMTOpPOB TMpoTeas3bl sBisieTca  Oolee
pacIpoCTpaHEHHbIM B KJIMHUYECKOH mpakThke (cM. paszgen «Croco0 NpUMEHEHHs U J03bD»).

Bruanue na KI°

Wutepan QTcF oneHnBanu B paHIOMHU3HPOBAHHOM, IUIANE00- W aKTMBHO- (MOKCH(]IOKCAIUH
400 Mr onuMH pa3 B JIeHb) KOHTPOJIMPYEMOM IEPEKPECTHOM HCCIEAOBaHUU y 45 370pOBBIX
B3pocibix ¢ 10 n3mepenusmu B TeueHue 12 dacoB Ha Jlenp 3. MakcumanbHas cpeasss (95 %
BEpXHss JOBEpUTENbHAs rpanuiia) pazauna B QTcF ot mmane6o cocrasmnsna 5,5 (7,6) mist 400 mr
2 pa3a B CyTKM NpPHUMEHEHHUs PUTOHaBHpa. YpPOBEHb puUTOHaBHpa Ha JleHp 3 HalOmopancs
npuMmepHo B 1,5 pasa Bbiule, yeM npu npuMmeHeHunn 600 mr 2 pas3a B CyTKM B CTallMOHAPHOM
coctossHuU. Hu y omHoro ucneityemoro He Habmonanocs yBenudeHuss QTcF B Teuenue Gomee
60 mc ot 6a3oBoii nuHuU unu uHTepBana QTcF, mpesblmaroiiero NOTeHIUAIFHO KIMHUYECKH
3HauuMbIi opor B 500 mc.

He3nauntenbHoe npoxaneHue uHTepBasia PR Takke oTMeuanoch y MalMEHTOB, MONTYyYaBIIUX
pPUTOHABUp B TOM ke HccienaoBanuud Ha [lens 3. CpennHue m3MeHeHUs OT 0a30BOW JTMHUU B
unrepBaie PR BapwupoBanucs ot 11,0 1o 24,0 mc B 12-4acoBoil MHTEpBaJI MOCIE TPUMEHEHUS
no3bel. MakcuManbHbiil nHTEpBal PR coctaBisn 252 mc, n 6510Kajpl cepilia BTOpPOi WK TpeThen
CTeTeHu He Habroaanock (cM. pazaen «OcoOble yKa3aHus»).

Pezucmenmnocmo

Wzonsater BUU-1, pesucTeHTHBIE K PUTOHABUPY, ObUIM BBIJCNEHBI in Vitro W 'y TAIlMEHTOB,

MOJIy4YaBIINX TCPANCBTUUCCKHUEC JO3bI pUTOHABHPA.
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CHIKeHUEe aHTHUPETPOBUPYCHOM aKTUBHOCTHU P TOH&BI/I}SE' gﬁ%%@,'%@i%i%’; { ﬁMﬂMH

npotea3sl V82A/F/T/S u 184V. Hakoruienne apyrux MyTanuii B TeHE MpOTeas3sl (B TOM YHCIE B
nonoxenusax 20, 33, 36, 46, 54, 71 u 90) Takke MOXKET CHOCOOCTBOBATH PE3UCTEHTHOCTH K
putoHaBupy. IlockoyibKy HakalUIMBalOTCA MyTallMM, CBS3aHHbIE C PE3UCTEHTHOCTBIO K
PUTOHABHPY, BOCIPUUMUYHUBOCTh APYTUM HHTHOMTOpAM MPOTEa3bl MOXKET YMEHbLIAThCA H3-3a
NEPEeKPECTHON pe3UCTeHTHOCTH. ClieayeT MPOKOHCYIBTUPOBATHCS JUISI TIOyYEeHUS] KOHKPETHOM
uHpOPMALIUK O MYTAIMSIX MPOTEa3bl, CBI3aHHBIX C YMEHBIIIEHUEM PEaKIIMU Ha JaHHbIC BEIIECTBA
B COOTBETCTBUM C HWHCTPYKIHMEH MO MPUMEHEHHWIO JPYrMX HMHIHOUTOPOB MpOTeas3bl MU
o(uuranbHBIMU OOHOBICHUSMHU.

Dapmarxoounamuyeckue KiuHu4ecKue OaHHbvle

BrnusHue putoHaBupa (MpH MOHOTEPANUHM MM B COYETAHHH C JAPYTUMH TPOTHBOBUPYCHBIMU
npenapaTtamMi) Ha OMOJIOTHYECKHE MapKepbl aKTUBHOCTH 3a00JI€BaHMS, TaKUe KaK KOJIMYECTBO
CD4 xnerok u BupycHoit PHK, onieHrBanuch B MHOTOYHMCIEHHBIX KIMHUYECKHX HCCIIEI0BaHMIX
¢ yuactueM BUY-nHGUIMPOBAHHBIX MMAIUEHTOB.

DapmaxokuHemuka

Bcacvieanue

AGcomnoTHas GMOAOCTYITHOCTh U CTENIEHb BCAChIBAHMS pPUTOHABUPA HE YCTAHOBJICHA, TOCKOJIbKY
OTCYTCTBYET JIEKapCTBEHHass ¢opma A TapeHTepalbHOTO BBeACHUsA. DapMaKOKMHETHKA
pUTOHAaBHpAa IPU MHOIOKPAaTHOM IIPUMEHEHUMM He HaTom@ak Ospuia wuszydeHa y BUU-
MHOGUIMPOBAHHBIX B3pOCHBIX JOOPOBOJBIIEB HE HaTomak. [Ipy MHOrokpaTHOM IpueMme
KyMYJISIIMS. PUTOHABUPA HECKOJIBKO MEHBIIE, YeM pacCUMTaHHas HAa OCHOBAaHMM OJIHOKPAaTHOH
JI03bI, M 3aBHCHUT OT BPEMEHH JICYCHHS U J0303aBUCHUMOT0O YBEITHMUEHUS KAXKYIIErocs KIMpeHca
(CV/F). bbuto oOHapyXeHO, YTO OCTaTOYHAs! KOHIICHTPAIHUs PUTOHABHUPA HEMHOT'O YMEHbIIAIACH
C TEYECHHEM BPEMEHHU, BO3MOXHO, U3-3a MHIYKIMU (PEPMEHTOB, OJHAKO, CTAOUIM3UPOBATIACh K
OKOHYAHHIO [JBYX Helelb. Bpems nocTHXeHUs MakcUMaibHOM KOHUEHTpauuH (Tmax) mpu
YBEIMYECHUH JI03Bl OCTABAJIOCh IMOCTOSHHBIM Ha YPOBHE PUMEPHO paBHOM 4 yacam. [Toueunsrii
KJIMpEHC cocTaBisieT B cpepaHeM MeHee 0,1 JI/9 M OTHOCHTENIBHO MOCTOSIHEH NMPH IMPUMEHEHUU
pas3IUYHBIX JO3UPOBOK.

dapMakOKMHETHYECKHE MapaMeTphl, HaOIroJaeMble C PA3IUYHBIMM CXEMaMHU JI03MPOBAHUS

TOJIBKO pUTOHAaBHPA, TIOKAa3aHbI B Ta6JII/III€ HUXKCE.

Cxema 103UpOBaHNsI pUTOHABHPA

100 mr 100 mr 2 paza 200 mr 200 mr 2 pa3za B |600 mr 2 pa3a B
1 pa3 B cyTku| B cyrku' 1 pa3 B cyTkun CYTKH CYTKH

Crax 0,84 + 0,39 0,89 34+13 45+1,3 11,2+3,6
(MKT/MT)
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Cxema 103UpOB4HUSI pn‘ljgi;'a'n;ﬁg'” BATENEHOCTE 0002]
Cirough 0,08 £ 0,04 0,22 0,16 £0,10 0,6 £0,2 3,7£2,6
(MKT/MIT)
AUC 12 wm 24 6,6 2,4 6,2 20,0 £ 5,6 21,92 + 6,48 77,5 +31,5
(MKT*9/MIT)
ty, (1) ~5 ~5 ~4 ~8 ~3t05
CI/F (1/q) 17,2+ 6,6 16,1 10,8 3,1 10,0 +3,2 8,8 +3,2

! 3nauenus BeIpakeHsI B BUJIE T€OMETPUUYECKUX 3HaueHHil. [IpruMeuanye: pUTOHABUP BBOMIH
MIOCJIE €/IbI JITISl BCEX MEPEUUCIEHHBIX CXEM.

Brusnue nuwu na nepopanvnoe scacviganue

[Ipy nmpuMeHeHHHU mpemnapata BO BpeMs IMpHeMa MHUIIU MPOUCXOJUT HEOOJBIIOE CHUKCHHE
OMOOCTYMHOCTH Ta0JIETOK PUTOHABHUPA.

Pacnpeoenenue

Kaxymmiics oobem pacnipenenenus (Ve/F) putonaBupa cocrasiser npumepro 20-40 11 mocne
omHOKpaTHOM 10361 600 wMr. CBs3pIBaHME pPUTOHABUpaA ¢ OelkaMHM IIa3Mbl Y YeJIOBEKa
cocTaBisieT OoKojo 98-99% wu sBISETCS MOCTOSAHHBIM B JAvana3oHe KoHueHTpamuid 1,0-100
MKT/MJI. PUTOHABHp CBS3BIBACTCS KaK C allb(a|-KUCITBIM TIIHKOPOTen10M denoBeka (AAG), Tak
U ¢ albOYMUHOM CBIBOPOTKHU KpoBH yenioBeka (HSA) co cpaBHUTENBHO OMHAKOBBIM CPOJICTBOM.
WccnenoBanus pacnpesieleHus B TKaHaX ¢ *C-MeueHbIM PHTOHABUPOM Y KPbIC MOKA3alH, YTO
B TICUYCHHU, HAAMOYECYHUKAX, MOKEITYJOYHOU Kele3e, MOYKax M UIUTOBHJIHOM Keyese
COJIepKaTCs HAWOOJBIIME KOHIEHTpanmuu puToHaBupa. COOTHOIICHUE pacHpeIeICHUS
TKaHbB/TJIa3Ma, U3MEPEHHOE B TUM(ATHICCKUX y37aX KPBIC, COCTABIISACT MPUOIUZUTENBHO | H
IpearnoyiaraeT, 4ro pPUTOHABUP PACHPOCTPaHSETCS B TKaHU JUMQATUYECKON CHCTEMBI.
PutonaBup MUHUMANIBHO IPOHUKAET B MO3T.

Memabonusm

Bb110 0T™MEYEHO, YTO PUTOHABUP UHTEHCUBHO META00IM3UPYETCs ¢ ydacThueM nutoxpoma P450
MEYCHU, B OCHOBHOM, C yyactueM uzodepmenta nuroxpoma CYP3A u, B MeHbllel cTeneHw,
CYP2D6. HccnenoBanusi Ha >KUBOTHBIX, a TaKXK€ SKCIEPUMEHTHI in Vitro ¢ MHUKPOCOMaMU
MEYEHU YeJIOBEKa MOKa3alld, YTO PUTOHABUP B MEPBYIO OUYEpPE/Ib MOABEPTajcsi OKUCIUTETLHOMY
MeTaboIu3My.

VY uenoBeka HaiineHo 4 MerabonuTta puToHaBHpa. OCHOBHBIM SIBISIETCS OKHUCIHTEIBHBIH
MeTabonmuT u3ornponuiaTrazon (M-2), MpoTUBOBUPYCHAs aKTHUBHOCTh KOTOPOTO OJMHAKOBA C
ucxonaasiM coenuaenneM. Omgaako AUC merabomura M-2 cocrasisier Bcero 3 % ot AUC
CaMOTO UCXOJIHOTO COCTMHEHUSI.

Huskue 103b1 PUTOHABHUPA OKa3bIBAKOT CHJIIBHOC BJIWAHHUC Ha (i)apMaKOKI/IHeTI/IKy Apyrux
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WHTHOUTOPOB MpoTea3bl (M JAPYTUX BellecB, MeT%gﬁ%%%%; E@#ﬁﬁQﬁﬂQiﬁﬁfyme

WHTHOUTOPHI TIPOTEa3bl TAKXKE MOTYT BIHATH Ha ()apPMAKOKUHETHKY PUTOHABUpA (CM. pasfel
«B3anmMopeiicTBHE ¢ APYTUMU JICKAPCTBEHHBIMH CPEJICTBAMI ).

Buviseoenue

HccnenoBanus yeiaoBeka ¢ paMOaKTUBHO MEUEHBIM PUTOHABUPOM IMOKAa3aiH, YTO PUTOHABUD
BBIBOJIUTCS, TJIABHBIM 00pa3oM, 4epe3 TemaToOmInapHyl0 CHCTeMY; MPUOIU3HTEThHO 86 %
paZMoOaKTHBHON METKHM OBUIO BBIZICNICHO M3 Kaja, 4acTh KOTOPOM, BEPOSTHO, COOTBETCTBYET
HeabcopOMpPOBAaHHOMY PUTOHABUPOM. B 3THX HcciieoBaHUsAX BhIBEICHUE Yepe3 MOYKU He OBLIO0
OOHapy»eHO KaK OCHOBHOM Cmoco0 BBIBEICHHUS PUTOHABUpPA. OTO COOTBETCTBOBAJIO
HAOIIO/ICHUSIM B UCCIICJIOBAHUSX Ha )KUBOTHBIX.

Ocoovle zpynnsl nayuenmos

Hemu

YcTtaHoBneHHbIe (hapMaKOKWHETHYECKHE MapaMeTphl PUTOHABUpA ObUTH OLIGHEHBI y JeTeH C
BUY-undeknueii crapiie 2 1eT, HOTy4aBIIUX 10361 0T 250 mr/m? 1o 400 mr/m? 18a pasa B CyTKH.
KoHIleHTpaIus pUTOHABUpPa B KPOBHU MOCIe mpuema 103 oT 350 mr/m? 1o 400 mr/m* nBa pasa B
CYTKH y JIeTeil cpaBHHMa C KOHIIEHTpalleld PUTOHABUpPA Y B3POCHbIX, MpuHUMABIIMX 600 mr
(oxomo 330 mr/m?) 1Ba pa3a B CyTKH.

Bo Bcex Tpymmax 103 KIMpeHC NpH TepopambHoM mnpueme putoHasupa (CL/F/m?) 6w
npuMepHo B 1,5-1,7 pa3 OvicTpee y neTeii crapiie 2 JeT, 4eM Y B3pOCIbIX.

CrabunbHble (hapMaKOKMHETHYECKHE MapaMeTpbl pUTOHABHpa OleHHBanu y gereid ¢ BUU-
uH(pekuuen miaame 2 JeT, Moay4yaBIIuxX A03bI oT 350 Mmr/M? 10 450 mMr/m* nBa pasza B CyTKH.
KoHIeHTpanuy puTOHaBHpa B STOM HCCIEIOBAaHUU OBUTM OYEHb BapuaOeIbHBI M HECKOJBKO
HUJKE, Y€MY B3pOCIbIX, MomydaBmux 600 mr (mpubausutensHo 330 mMr/mM%) 1Ba paza B CyTKH.
Bo Bcex rpynmnax 103 knupeHc putonasupa (CL/F/M?) yMeHbIIACSA ¢ BO3PACTOM CO CPEIHUMH
3HayeHusMH 9,0 11/9/m? y JieTel B Bo3pacTe 10 3 MecdleB, 7,8 n/a/m> y AeTel B BO3pacTe ot 3 110
6 Mecsies u 4,4 n/4/M* y neTeii B Bo3pacTe oT 6 10 24 MecsIeB.

Tlayuenmul nodxxcunozo 6o3pacma

PutonaBup B miazme kpoBu y manueHToB 50-70 jmer npu npumMeHeHuu B go3e 100 mr B
COUYETaHHH C JIONUHABUPOM WJIM B OoJiee BHICOKHX J103aX, HO 6e3 HHruOuTopoB mpoteazsl BUY
HE OTJIMYaeTCsl OT TAKOBOM y MallMEHTOB O0Jiee MOJIO0T0 BO3pacTa.

Iayuenmsi ¢ Hapywenuem yHKYyuY nodex

dapMaKOKMHETUYECKUE MapaMeTpbl PUTOHABUPA HE M3YYEHBI y MAallMEHTOB C HApyIICHUSIMU
¢bynkiuu novyek. OgHaKO, MOCKOIBbKY MOYEYHBINH KIMPEHC PUTOHABHpA OYEHb Majl, HUKAKHX

M3MEHEHHI OOmIero KIMpeHca Tella He OXKUIAETCS Y MAIMEeHTOB ¢ HApYUIICHUSAMHU (YHKIIUU
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[OYEK. (MOCNEOOQBATENBHOCTE 0002)

Iayuenmoi ¢ HapyweHuem QyHKyuu neveHu

[Tocrie MHOTOKpaTHOTO JO3UPOBAaHUS PUTOHABHpPA 310pOBbIM A00poBosbLaM (500 mr 2 pasa B
CYTKH) U TIAIIUEHTaM C JISTKUMU WM YMEPEHHBIMU HapylIeHUs MU GYHKIUY MeYeHH (Kiacc A u
B no mkane Yaiina-IIsto, 400 Mr 2 pa3a B CyTKH) PUTOHABHP IOCJIC HOPMAIHM3AIUHA JTO3bI HE
OBUI CYIIECTBEHHO Pa3NIMUeH MEXIY 3TUMH JIByMsI TPYyTIIIaMHu.

IToxa3aHusi kK NPUMeHEHHIO

Jleuenue BUU-1 undekuuu (y B3poCcibIX U eTei crapiie 3 j1eT) B cocTaBe KOMOMHUPOBAHHOM

Tepanuu.

IIporuBonokaszanus

* VYCTaHOBJICHHAs TOBBIIIEHHAs YyBCTBUTEIBHOCTh K PUTOHABUPY WIIHM JIOOOMY JIpyromy
KOMITIOHEHTY Mpernapara.

* FEcnu pUTOHaBUp NpUMEHSETCS B KadecTBe (PApMaKOKMHETUYECKOTO YCHIIMTENS IPYTrHX
UHTHOUTOPOB TipoTeassl BUU HeoOXoauMo y4YuThIBaTH HH(OPMAIIMIO, CONEPKANIYIOCS B
MHCTPYKIHAX 110 PUMEHEHUIO COOTBETCTBYIOLINX HHTHOUTOPOB mpoTea3sl BUY.

* PuToHaBHp TPOTUBOMOKAa3aH B KadecTBe (PApMaKOKMHETUYECKOTO YCHIIMTENS WU
AHTUPETPOBUPYCHOTO Tpernapara y MAIMEHTOB C JIEKOMIIEHCUPOBAaHHBIM 3a00JIeBaHUEM
MIEYEHH.

* [lepuoa rpyaHOro BCKapMIIMBaHUSI.

= Jlerckuii Bo3pact 110 3 JeT.

* B uccnenoBaHusxX in vitro W in vivo ObUIO YCTaHOBIIEHO, YTO PUTOHABUP SIBISETCS MOIIHBIM
MHrHOUTOpOM MeTabonuueckux peakuuid, omocpeayemblx CYP3A u CYP2D6. Hwuxe
MIEPEUYUCIICHbl JIEKAPCTBEHHBIE IIperaparbl, MPUMEHEHHE KOTOPbIX OJHOBPEMEHHO C
PUTOHABUPOM MPOTHUBOINOKa3aHO. Eciaum He yka3aHO HMHOE, TO 3TH NPOTHUBOIOKA3aHUS
OCHOBaHbl Ha HMHTUOUPYIOUIEM JACWCTBUM PUTOHABHpPAa HA METa0OJIM3M OJHOBPEMEHHO
NPUMEHSEMBIX JIEKapCTBEHHBIX MpemnapatoB. MHrubupyromiee neiicTBHE COMPOBOXKIACTCS
MOBBIICHUEM YPOBHS CHCTEMHOM 3KCIIO3ULMU M PUCKA PA3BUTHSI KIMHUYECKH 3HAUYMMBIX
1mo004HbIX 3((HEKTOB yKa3aHHBIX JIEKAPCTBEHHBIX MPENapaToB.

Monynupyromiee OeiCTBHE pPUTOHABUpPA HA AaKTUBHOCTh (PEPMEHTOB 3aBHCUT OT O3B

[IpoTnBONOKa3aHUs K NIPUMEHEHUIO HEKOTOPHIX JIEKAPCTBEHHBIX MIPETAPATOB OJJHOBPEMEHHO C

PUTOHABHPOM 0oJiee aKTyaJbHBI JJIsl pUTOHABUPA B KAUECTBE aHTUPETPOBUPYCHOTO TIpernapara,

a He (papMaKOKMHETUYECKOTO YCHIIUTENs (Harmpumep, s pudadyTrHa U BOPUKOHA30J1A):

Kunacc iekapcTBeHHBIX

IIpencraButenn kiacca Oo0ocHoBaHue
npenapaToB

IloBbllIeHHE UJIN CHIZKEHH YPOBHS OAHOBPEMECHHO NMPUMECHACMOI'0 JICKAPCTBCHHOI'O Npenmapara
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Kuaacc rekapcTBeHHBIX
npenapaToB

IIpeacraBurenu Kideea—

(MOCTEOOEATENBHOCTE 0002)

TEETCTEYET 3KCNEPTHOMY OTHETY

A\ %

AHTaroHucTHI
0l1-aJIPEHOPEIETITOPOB

Andyso3un

[loBbiieHre KoOHUEHTpauuu andys303rHa B
I1a3Me, 4TO CBSI3aHO C PUCKOM THUIIOTOHUHU
BBICOKOM CTENeHH TshKecTH (CM. paszen
«B3aumopeicTBue c JIpYTruMu
JICKQPCTBEHHBIMHU CPEJICTBAMUY)

O0e300auBaroIINE
npernaparsl

[Tetuaun,
MUPOKCUKAM,
MIPOTTOKCU(EH

[loBBIlIIEHNE KOHIUEHTpPALMM HOPIETUANHA,
IIUPOKCHKaMa M MpolokcudeHa B IUIa3Me
KpoBHU. BozpacTaer pucK TsKEJIOro yrHeTeHus
JBIXaHHsI, TEMATOJIOTUYECKUX OTKJIOHEHUH U
IPYTUX CEPhE3HBIX HEXKEJAaTeIbHBIX SIBICHUH,
CBOHCTBEHHBIX 3THM IIpenaparam

AHTHAaHTUHAJILHBIE
npenapathbl

Panonasun

[loBBIlIEHNE KOHIIEHTpAlMM pPaHOJIa3MHA B
azme MOXET TIOBBICUTh puck
BO3HWKHOBEHHUS  CEepbe3HbIX ©  (WIH)
YTPOKAIOIINX JKU3HU Peakuii (cM. paszien
«B3aumopeiicteue c JpyTUMU
JIEKApPCTBEHHBIMHU CPEJICTBAMMY)

IIpoTuBOOIYyXOJIEBHIE
npenaparthl

Benerokiakc

[loBblIeHNE KOHLEHTPALMU BEHETOKJIAKCa B
I1a3Me KpoBH. YBEIMUEHHE PUCKA Pa3BUTHS
CHUHJPOMA JIN3UCA OILyXOJIU B HAYaJIe JICUEHUs
U Ha NPOTSDKEHHM (a3bl TUTPOBAHUS I103BI
(cMm. pasmen «BzammopeiicTBue ¢ ApyruMHu
JICKQPCTBEHHBIMHU CPEJICTBAMMY)

Hepatunu6

[ToBbIlIICHNE KOHIIGHTPALIMU HEPAaTUHUOA B
IU1a3Me. YBEJIMYMBACTCA PHUCK PA3BUTHUSL
CephE3HBIX W/WIM OMNACHBIX Ui JKU3HHU
HEXCEJIATeJIbHBIX ~ peakiuil  (cM.  paszaen
«B3aumopeicTBue c JIpYruMu
JICKaPCTBEHHBIMHU CPEJICTBAMUY)

Ananyramus

AnanmyTtamu sIBISIETCS YMEPEHHBIM/CUITbHBIM
uHayktopoM wm3opepmenta CYP3A4, uro
MOXXET TIPUBECTH K CHIKEHHIO J(deKTa
pUTOHaBHpa W  TOTCHIMAIBHOH  HOTEpe
BUpYCOJIOTHYecKoro otsera. Kpome Toro,
MOBBIIIEHHE KOHIEHTpPAIMU anajyTamMpaa B
u1a3Me KPOBU MOXKET NPHBECTH K CEPHE3HBIM
HEe)KeJaTeJIbHBIM SIBJICHUSIM, B TOM YHCIIE
cymoporam (cM. pasnen «B3saumoneiicTBue c
JPYTHMHU JIEKapCTBEHHBIMH CPEJICTBAMM)

AHTHapUTMHUYECKHE
npenapaTthl

Amuonapos,
Oenpuaui,
JPOHENIapOH,
SHKAWHUTI,
(dnexanHu,
npomnadeHoH,
XUHUJIIH

IToBbillIeHHE KOHIIEHTpAllMd aMHUOJapOoHa,
Oenpuauia, JpPOHEJAAPOHA, HSHKAWHUJA,
(nexamHua, MponiaeHOHA W XWHUAWHA B
mia3mMe KpoBu. [Ipu 3ToM Bo3pacraer puck
ApUTMHUHU " JIPYTUX CePBE3HBIX
HEXKENaTeNbHBIX SBJICHUM, CBONMCTBEHHBIX
9THUM Npenaparam

AHTHONOTHKHN

Dy3un0Bas KUCIOTa

[ToBEIICHNE  KOHIIEHTpPAMH — (y3UTOBOM
KHCJIOTHI 1 pUTOHABHUPA B IJIA3MC KPOBU

[IpoTuBOTpHOKOBHIE
Ipernaparsl

BopukoHnazon

[Ipumenenue putonasupa (400 Mr 2 paza B
CYyTKH W  0ojiee) OTHOBPEMEHHO C
BOPUKOHA30JIOM MPOTHBOIIOKA3aHO B CBSI3U

co CHIDKEHHEM KOHIICHTpaIu!
BOpPHKOHA30Jla B  IJja3Me KpPOBH U
BO3MOKHBIM CHIDKEHHUEM €ro
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Kuaacc rekapcTBeHHBIX
npenapaToB

IIpeacraBurenu Kideea—

(MOCTEOOEATENBHOCTE 0002)

TEETCTEYET 3KCNEPTHOMY OTHETY

A\ %

TepaneBTHIeCKOro 3ddekra (cM. pasmen
«B3aumopenicteue c JpyruMu
JIEKaPCTBEHHBIMH CPEJICTBAMI)

AHTHTHCTAMHUHHEIE
npenapaTthl

AcTtemMm3or,
TepdenanuH

[loBBIIEHNE KOHLEHTPALMU aCTEMH307a U
TepdeHanruHa B IIa3Me KpoBu. Bospacraer
PHUCK Pa3BUTHSI CEPbE3HBIX aPUTMUN

[IporuBonogarpuyeckue
npenapaTsl

Konxunua

Bo3MoxHO pa3BuTHE CEphEe3HBIX U (WITH)
YIPOXKAIOUINX KU3HU PEAKUUH y TalUeHTOB
C HapylmeHHsAMH (QyHKIMU TodYeK ¥ (WJiIH)
nieyeHu (cM. pasgenbl «OcoOble yKa3aHus U
«B3anMoiericTBue c JIPyTUMU
JICKQpPCTBEHHBIMHU CPEJICTBAMMY)

AHTUMHKOOAKTEPHAIILHBIC
npenapaThl

Pugabytun

[Tpumenenue putonarupa (500 mr 2 pasa B
CYTKH) B KayeCcTBE aHTUPETPOBHPYCHOIO
rpernapara OJHOBPEMEHHO C pr(aOyTHHOM
MPOTHBOIIOKA3aHO B CBSI3U C TOBBILICHUEM
KOHIIEHTpayu pupadyTHHA B CHIBOPOTKE
KPOBH U PHUCKOM Pa3BUTHSI HEXKEIATEIbHBIX
peakumid, BKJIIOYas YBEUT (CM. pasjen
«Oco0bie ykazaHus»). PekoMeHpanuu 1o
MPUMEHEHUIO PHUTOHABHPAa B  KAveCTBE
(hapMaKOKHHETHYECKOTO YCHITUTEIS
OJTHOBPEMEHHO ¢ pH(aOyTHHOM MPUBEACHBI
B pazgene «BzauMopencTBue ¢ ApYyrHMMH
JICKAPCTBEHHBIMHU CPEJICTBAMMY

AHTHIICUXOTHKH/
HEUPOJIENTUKHU

Jlypazunon

[loBBIIIeHNEe KOHIIEHTPALMU JTypa3ujoHa B
I1a3Me KpPOBH MOXET TIOBBICUTH PHUCK
BO3HUKHOBEHHUS  CEphE3HBIX W (W)
YTPOKAIOIINX JKU3HU Peakmuid (CM. pasien
«B3aumopericteue c JpyruMu
JIEKApPCTBEHHBIMHU CPEJICTBAMMY)

Kozamnuh,
ITHMO3U]T

[oBbIlIeHNE KOHIIEHTPAIMK KJIO3alMHA |
MUMO3KU/1a B I1a3Me KpoBu. BospacTaer puck
PasBUTUA CCPLE3HBIX TI'€MATOJIOTMYCCKUX
OTKJIOHEHHH U APYTHUX CEPHE3HBIX MOOOYHBIX
2 PeKxToB ITHX MpenapaToB

KBeTnanuu

IToBbIIIEHME KOHLUEHTpALMM KBETHAIMHA B
IIa3Me€  MOXKET IPUBECTH K  KOME.
[IpuMeHeHne pUTOHABHpPA OJXHOBPEMEHHO C
KBETHAIIMHOM ITPOTHBOIIOKA3aHO (CM. pa3zen
«B3aumopeicTeue c JpyruMu
JICKaPCTBEHHBIMHU CPEJICTBAMUY)

IIpousBoanbIe
aJKaJIoONI0B
CIIOPBIHBU

JuruaposproraMuH,
3PrOHOBUH,
3proTaMuH,
METHJIDPrOHOBUH

[ToBbIlIEHNE KOHLEHTPAIIMU IPOU3BOIHBIX
QJIKaJIOW/IOB CIIOPBIHBM B IUIa3Me BEIET K
OCTPBIM TOKCHYECKUM 3PQeKTaM, BKIOUas
BA30CHa3M M HIIEMHIO

CTUMyISATOPBI MOTOPHKH
JKKT

Huzanpun

[loBBIIEHNE KOHUEHTpALMHM LU3alpHuia B
miasMe KpoBu. Bo3pacraer puck pa3BUTHA
CEPBE3HBIX APUTMHUI

WHruburopsl peayKTassl
I'MI'-KoA

JloBacTaruH,
CHMBACTATHH

[loBBIIIIeHHEe KOHIIEHTPAINH JIOBACTATHHA U
CUMBACTaTHHA B IJIa3Me KPOBH, YTO BEIET K
MOBBIICHUIO pPUCKA MHOHaTHﬁ, BKJIO4Yas
pabmomuonu3 (cm. paznen
«B3anmMoiericTBre c JIPYTUMU
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Kuaacc rekapcTBeHHBIX
npenapaToB

IIpeacraBurenu Kideea—

(MOCTEOOEATENBHOCTE 0002)

TEETCTEYET 3KCNEPTHOMY OTHETY
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JIEKaPCTBEHHBIMH CPEJICTBAMI)

WNuruburop
MHUKPOCOMAIILHOTO OenKka-
MEePEHOCUHKA
TPUTIIHLEPHUIIOB

Jlomuranmn

IToBrImIEHUE KOHOCHTpaluu JIOMUTAIIMaa B
masme KpPOBH (cm. pasnen
«B3anmMoiericTBue c JIPyTUMU
JICKAPCTBEHHBIMHU CPEJICTBAMMY)

Wurnburopst
tdhocdoamacrepasst 5-ro
THIIA

Apanadun

[ToBbIlIcHHE KOHICHTpAIMU aBaHaWia B
m1a3Me (cM. pasaens «OcoOble yKa3aHusDy U
«B3anMojiericTBue c JIPyTUMU
JICKAPCTBEHHBIMHU CPEJICTBAMUY)

Cunnenagun

ITIporuBoOnOKa3aH TOJIBKO Ipu
WCTIONB30BAHUM  JUISI  JIEYCHUS JIETOYHOM
apTepHUaIbLHON THUTICPTCH3UH (JIAT).
[oBbIIeHE KOHIIEHTPAIMU CHJIcHa(WIa B
mia3Me KpoBH. Bo3pacTaeT BepoATHOCTH
pa3BHUTHSA HEeXelaTeIbHBIX SIBIICHUH,
CBSI3aHHBIX C MPUMEHEHHWEM cuineHadwuia,
BKJIIOYass THUIOTCH3MIO U OOMOpPOKH.
VYkazanus o OJHOBPEMEHHOMY
MPUMEHEHHUIO CUIIZieHaduIa y MAUeHTOB C
SPEKTWIILHOW JTUCPYHKIUEH CM. B pa3lenax
«Oco0bplie ykazanuss» u «B3aumoseicTBre ¢
JIPYTHMH JIEKAPCTBEHHBIMHU CPEACTBAMI)

Bapnenagun

[NoBbIIeHNEe KOHIIEHTpAK BapaeHaduia B
mia3me (cM. paszzensl «OcoOble yKa3aHus U
«B3aumopeicTBue c JIpyruMu
JIEKaPCTBEHHBIMH CPEJICTBAMI)

CenaTHUBHBIE U
CHOTBOPHBIE MpenapaThbl

Krnopazemnar,

Jasernam,

3cTa30JIaMm,

¢dnypaszenam,
MpeaAHa3HAUYCHHBIC JIA
npremMa BHyTPb
MUJ1a30JIaM U TpUa301aM

IloBbillIeHHE KOHUEHTpaUMU KJIOpa3ernara,
Iuasernama, — 3cTasojamMa,  (¢uiypasenama,
[pEeJHAa3HAaYCHHBIX Ui [pHEeMa BHYTPb
Mya3oliama ¥ Tpuas3ojiaMa B IUIa3Me KpPOBH.
Bo3spacTaer puck U30BITOYHON COHJIMBOCTH U
yraeteHust apixanus. OcoOble ykazaHus 10
MH/Ia30JIaMy, BBOJMMOMY IapEHTEPAJIBHO,
CM. B paszeiie «B3aumonencTsue ¢ Apyrumu
JICKAPCTBEHHBIMU CPEICTBAMMUY

CHuskeHUE YPOBHSI pUTOHABHPA

PacturenbHubie
JICKapCTBEHHbIE
npenaparsl

3Bepoboit

[IpuMeHeHne pacTUTENBHBIX JIEKAPCTBEHHBIX
Ipernaparos, COZIepKAIINX 3BepoOoit
(Hypericum perforatum), OZHOBPEMEHHO C
PUTOHABHPOM TIPOTHBOIIOKA3aHO B CBS3U C

pHUCKOM CHIDKEHUS KOHIIEHTpaI1u
pUTOHAaBHpa B IUIa3Me€ M OCJIaOJIeHHs €ro
KIMHAYeCKnX  3¢dekToB  (cM.  paszmen
«B3aumopeiicTeue c JIpyTUMU

JIEKApPCTBEHHBIMHU CPEJICTBAMMY)

C 0CTOpPOXHOCTHIO

+ TCHaTHT;

+ JIpyrHe COIyTCTBYIOIIUE 3a00JIeBaHUS [I€YECHU;

* IMOBBIICHUC aKTUBHOCTH «IICYCHOYHBIX» (bepMeHTOB;

¢ MCYCHOYHAasA HCAOCTATOYHOCTDH cpez[Heﬁ CTCIICHHU TSKCCTH,
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+  TsDKeNnas CTEIEeHb IeUYeHOYHOM HEOO0CTAa “O‘IHOCTf/.II-I(IT(IJ:';aEE %:T%HFL&MEE-%;@ ) 0e3

MPU3HAKOB  JICKOMIIGHCAM  (Ipu  TPUMEHCHWHM  pPUTOHABHpa B KA4eCTBE
(apMaKOKMHETHYECKOTO YCHUIIUTEIA);

+ TAIUEeHThl C OpPraHMYeCKUMU 3a00JIeBaHUSIMU CepAlla, U CYUIECTBYIOIIUMHU paHee
paccTpoiicTBaMM TMPOBOAAIIEH CHUCTEMBbl Cepllla WM TalUeHTbl, NPUHUMAIOIINE
npemnapaTsl, yUTHHsome nHTepBai PR (Takue kak Bepanamuul Win aTa3aHaBup);

+ COBMECTHOE NIPUMEHEHHE HEe PEKOMEHIYETCsI CO CIEAYIOIIUMHU MpernapaTaMu (CM. pa3/essl
«Ocobble ykazaHus» u «B3aumoneicTBue ¢ APYruMU JIEKAPCTBEHHBIMU CPEICTBAMMY):
(hocamnpeHaBUpOM (1036l pUTOHABUPA BhIIIe, ueM 100 mr 2 pa3a B CyTKH), aTa3aHABUPOM,
nHauHaBupoM (800 mr 2 pas3a B CyTKH COBMECTHO ¢ puToHaBupoM 100 Mr 2 pasa B CyTKH),
puBapokcabaHOM, BOpAmaKcapoM, CaJMETEpOJIOM, pPHOLUIYaTOM, CHUMENPEBUPOM,
(bayTHKa30Ha MPOMHOHATOM, OyJECOHHIOM, TpUaMIMHOJIOHOM. CleayeT MpUMEHSThH C
OCTOPOXKHOCTBIO CO CIIEAYIOIIMMHU Mpenapatamu (cM. pazgen «OcoOble ykazaHus» U
«B3aumopeiictBue C JAPYTMMH  JICKQPCTBEHHBIMH  CPEICTBAMU»):  apaTHHHOOM,
HEPUTUHHOOM,  TPa30JOHOM,  ajlpa3oiaMOM, TUTOKCHHOM, CHJIJeHaQWiIoM U
TaganaduiaoM (AN JICUYEHUS OPEeKTWIbHON aucPyHKuMM), MHAa3oIaMoM (TIpH
MapeHTepaIbHOM TMPUMEHEHUH), aTOPBACTATHHOM, pO3yBaCTaTHUHOM, KETOKOHA30JIOM.
Crnenyer m30erarb COBMECTHOTO IPHMEHEHHsI CO CIEAYIOIMIMMHU TpernaparaMu (CM.
pasznmenbl  «OcoObie ykaszaHus» u «B3auMopeiicTBue C JPYTHMH JICKApPCTBEHHBIMHU
cpencTBamMmuy): OeTaKBUIIMHOM, a0eMaIluKIHOOM.

IIpumeHenne npu 6epeMEeHHOCTH M B MIEPUO/I I'PYAHOI0 BCKAPMJIUBAHUSA

bepemennocms

Bonbmoe komudyecTBo OepeMeHHBIX keHIUH (6100 ciaydaeB poKIEHUS JKUBOTO pPeOSHKA)
MoJTydajal PUTOHABUpP BO BpeMs OepeMeHHOCTH; W3 HUX B 2800 ciyyasx poKIEHHUS >KUBOTO
pebeHKa KeHIIMHBI TONMy4yalu Tpernapar B MEpBOM TpumecTpe. B OONBIIMHCTBE 3TO Clydau
MPUMCHECHHS PUTOHABHPA B COCTaBE KOMOWMHUPOBAHHOW TEPaliii ¥ B HETEPANICBTUUCCKHX 032X,
TO ecTh B OoJiee HU3KUX J103aX B KauecTBE (hapMaKOKMHETHUECKOTO ycuiuuTens s apyrux UIL.
OTH JaHHBIE MOKA3BIBAIOT OTCYTCTBUE MOBBIIICHHUS YAaCTOTHI TOPOKOB PA3BUTHS OTHOCHTEIHHO
YacTOThI, 3apErMCTPUPOBAHHON CHCTEeMaMH MOHUTOPHHIA TMOPOKOB Pa3BUTHS B TOIMYJISIIHU.
Pe3ynbTaThl HCcTeTOBaHUH Y )KUBOTHBIX YKA3BIBAIOT HA HATMYHE PETIPOTyKTUBHON TOKCHYHOCTH.
B wccnenoBaHusx Ha JKUBOTHBIX PETUCTPUPOBAIUCH CIIy4ad dMOPUOPETATBHON TOKCHYHOCTU
mpernapara y Kpbic (paHHSsI pe30pOIHs KOCTHON TKaHU, CHUKEHHE MacChl Tela Ioja, 3a1epKKa
occu(pUKaUu U Jpyrue OTKJIOHEHHS B Pa3BUTHUU) MPOMCXOAMIIA MPHU 033X, NPUMEHIEMBIX Y

OepeMEeHHBIX KPBIC 75 MI/KT/CYT (CpeaHsiss KOHIIEHTpaIUs B Iia3Me KpoBu 45 Mkrxu/mi). Takxke
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HaOJIFOJaJIOCh HE3HAUYUTEIILHOE YBEITUYEHHUE 3a0 oneBaeM&TWMXII%W‘K&LE r'?plzr ﬂb3ax

35 mr/kr/cyT (34 MKrxu/mi).

B wnccrnenoBaHusx Ha JKMBOTHBIX PETHCTPHPOBAINCH CIy4au IMOpHOPETaTbHOW TOKCHYHOCTH
npenapara y KpOJIMKOB (pe3opOIusi KOCTHOM TKaHM, YMEHBIIEHHWE YMCICHHOCTH IOMETa U
YMEHBLIEHHE MaccChl Tella IUI0Ja) HMPOMCXOAWIa MpH J03aX, MPUHUMAEMbIX OepeMEHHBIMU
kponukamu 110 mr/kr/cyT (34 MKr>xu/min).

B cBsa3u ¢ Tem, 4TO HccenoBaHUS PENPOIYKTUBHOM (YHKIMM JKUBOTHBIX HE BCEI/la MOXKHO
HKCTPANIOIMPOBATH HA JIFOJIEH, PUTOHABUP NMPH OEPEMEHHOCTH BO3MOYKHO MPUHHUMATh TOJIBKO B
TOM ClIy4ae, €ClIM MpeAroaaraeMas 1noyb3a 1l MaTepy IPEeBOCXOAUT MOTEHIUAIBHBIN PUCK JJIS
107a.

I'pyonoe sckapmnusanue

CymiecTByIOT OrpaHMYEHHBIE JUTEpaTypHbIE IAHHBIE O BBIACICHUM PUTOHABHpA C IPYAHBIM
MojokoM. OTcyTcTByeT MH(OpManus O BIMSHUM PUTOHABHpa Ha JeTeH, HaxoIsAIuxcs Ha
IPYJHOM BCKapMJIMBaHWM, WM BIMSHMM IIpernapaTa Ha BbBIpaOOTKY MoJoka. Bsuay
MOTEHIMAIBHOTO pucka nepenaun BUY BUY-orpunarenbHbIM MIIaIEHIIAaM U pa3BUTUS BUPYCHOM
pesucteHTHOCTH 'y BHY-NONIOKUTENBHBIX MIIANECHLEB, a TAaKKE CEPHE3HBIX HEXKEIATEIbHBIX
peakuui y JeTel, HaXOAIIMXCS Ha TPYJHOM BCKapMIIMBAaHUU, TPyJHOE BCKapMiauBanue BUY-
MH(UIPOBAHHBIMU JKEHIIIMHAMHU [TPOTUBOIIOKA3aHO.

DepmunbHocmo

JlaHHBIE O BIMSHUM PUTOHABHpA Ha (GEpTUIIBHOCTD YelIOBEKa OTCYTCTBYIOT. B MccnenoBaHusix y
YKMBOTHBIX HEOJIarONpPUATHOIO BIMSHUS PUTOHABUPA Ha (PEPTUIBHOCTh HE OTMEUYAIIOCh.

Cnocod npuMeHeHHsl U 103bl

BnyTpb BO Bpems ebl.

Tabnerkn HeoOXOAMMO MPOIJIATHIBATh LEIIMKOM, UX HEJb3s Pa3KeBbIBATh, Pa3aMbIBaTh WU
W3MEIbYaTh.

IlIpumenenue pumonasupa 6 Kauecmaee d)apmakokuuemuueacozo ycujiumeiia

[Ipu Ha3HAYEHUU CHUYKEHHBIX J103 pUTOHABUPA B KOMOMHAIIUU C IPYTUMHU HHTHOUTOpPAMU MPOTEa3
BUY  (mampumep, B  ciyyasX, KOrjJa pUTOHABUpP  HUCHOJB3yeTCsl B KadyecTBe
(bapMaKOKMHETHUECKOTO YCHIIUTENS APYTUuX MHrHOUTOpoB mporeas BUY) cienyer, B ToMm uncie
PYKOBOJICTBOBAThCA MH(POpMaIEH, coiepKaiieiicss B MHCTPYKIUAX M0 TPUMEHEHUIO U JaHHBIMU
KIIMHUYECKUX HCCIICIOBAaHUN COOTBETCTBYIOIUX MHTUOUTOpOB mpotea3 BUY. [lepeuncnennbie
HUKe UHTHOUTOPHI poTeazbl BUY-1 paspelieHsl K MPUMEHEHHUIO B KOMOMHAIIMY C PUTOHABUPOM

B Ka4CCTBC (bapMaKOKI/IHeTI/I‘IeCKOFO YCHUIIUTCIIA.

Bspocakie
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Awmrpenasup 600 Mr 1Ba pa3a B CyTKU C PUTOHEBUPOM 1004 Ipalpasa s ey = = 1o 0002]

Artazanasup 300 Mr ouH pa3 B cyTKU ¢ puToHaBupoM 100 Mr oaMH pa3 B CyTKH.
®ocammpenasup 700 mMr aBa pa3za B CyTkH ¢ puToHaBupoM 100 mr aBa pasa B CyTKH.
Jlonmunasup/putonaBup (komOraupoBanHas gopma) 400 mr/100 mr i 800 mMr/200 mr.
CaxBuHaBup (y MalMEHTOB, KOTOPBIE paHee MoTyvalu aHTHPETPOBUPYCHYIO Tepamnuto): 1000 mr
JIBa pa3a B CyTkH ¢ puToHaBupom 100 Mr aBa pa3a B CyTKH.
CaxBuHaBup (y MHalMEHTOB, KOTOpPbIE paHEEe HE NOJydYald AHTHUPETPOBUPYCHYIO TEPAIUIO):
cakBuHaBup 500 Mr ABa pa3a B cyTKHU ¢ putoHaBupoM 100 MT 1Ba pa3a B CyTKU B T€UCHHE MEPBBIX
7 nuen, 3arem cakBuHaBup 1000 mr 1Ba pa3a B cyTku ¢ putoHaBupoM 100 Mr aBa pas3a B CyTKH.
Tunpanasup 500 Mr 1Ba pa3a B CyTkH ¢ putoHaBupoM 200 Mr /1Ba pas3a B CyTKU (TUIIpaHaBUp B
KOMOMHAIMK C PUTOHABUPOM HE CIeAyeT IPUMEHSATh y NMallMEHTOB, KOTOPbIE paHEee HE MOJIydaan
AHTUPETPOBHUPYCHYIO TEPAIIHUIO).
JapyHaBup (y naiueHToB, KOTOpbIE paHee MoTydail aHTUPETPOBUPYCHYIO Tepanuio): 600 Mr 1Ba
pa3a B cyTtku ¢ puroHaBupoM 100 mMr gBa pa3a B CyTku. Takke BO3MOXKHO NPUMEHEHHE
napynasupa 800 Mr osivH pa3 B cyTku ¢ puToHaBupoM 100 Mr ouH pa3 B cyTku. [ nmonyyeHus
Oonee moapoOHON uHHGOpMAalLMK, BKIIOYas NPUMEHEHHE TMpernapara OAUH pa3 B CYTKH Yy
MAIMEHTOB, KOTOPBIE paHee MPUMEHSIIM aHTUPETPOBUPYCHYIO TEpaIHio, CIeAyeT BHUMATEIbHO
M3YYHUTh HHCTPYKIIHIO 110 IPUMEHEHUIO JapyHaBHpa.
JapyHnaBup (y MalMeHTOB, KOTOPbIE paHEee HE MOJIy4aald aHTUPETPOBUPYCHYIO Tepanuto): 800 mr
OJIMH pa3 B CyTKU ¢ puToHaBupoM 100 Mr ofuH pa3 B CyTKH.

eTu
[Ipumenenue npenapara y naered muaauie 3 jeT mpoTruBonoka3zaHo. Heobxomumo crnenoBaTh
UHCTPYKIIMM 110 TPUMEHEHHIO HWHTUOMTOpOoB mpoTea3sl BUY-1, koTopbie paspemeHsl K
MPUMEHEHUIO B KOMOMHAIIMH C PUTOHABUPOM.

IloueuHas HETOCTATOYHOCTD

PutonaBup B OCHOBHOM MeTabonu3upyercss B TmeyeHH. Bo3MoxHO mnpumeHeHue (¢
OCTOPOKHOCTBIO) pUTOHABUPA KaK (PapMaKOKWHETUUYECKOTO YCUIIUTENS Y MAIlUEHTOB C MOYECYHOU
HEJOCTATOYHOCTHIO B 3aBUCUMOCTH OT KOHKPETHBIX MHTMOUTOpOB mporea3 BUY, ¢ koTopsiMu
npuMeHseTcs puToHaBup. OIHAKO, TOCKOJIBKY MTOYEUYHBIN KJIIMPEHC PUTOHABUPA HUYTOKHO Mall,
TO YMEHBLICHHE O0IIEro KINpeHca He 0KUIaeTCs y MAIlMEHTOB C IOYEYHON HETOCTaTOYHOCTHIO.
Jlnst mosrydeHust moApoOHOM MH(GOPMAIUK O PEKHUME JIO3MPOBAHHS Y TAIMEHTOB C MOYCYHOU
HEJOCTAaTOYHOCTBIO CleyeT OOpaTUThcsl K UWHCTPYKUMHM 1O TPUMEHEHUI0 COBMECTHO
MIPUMEHSIEMOT0 HHTHOnTOpa mpotea3sl BUY.

IIeueHouHas HEAOCTATOYHOCTD
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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oT 1./.02. 2025

PutoHaBHp MpPOTHBOIOKA3aH B KauecCTBE (bapMaKOKI/IHI&l};{:I;Cw %"C'JI%EI@JJBI'C};: Eé‘u' ehToB ¢

JIEKOMIICHCUPOBAaHHBIM 3a00JIEBaHUEM TI€UEHHU.

OTCyTCTBYIOT JaHHBIE O TNPUMEHEHUH PUTOHABUpPA y TMAlMEHTOB CO CTAaOWIBHO TSDKEIOH
CTENEHbI0 TeUeHOYHOH HepocTatouHocTu (kimacc C mo mxkane Yaiina-ITero) Ge3 mpusHakoB
JICKOMITEHCAIlUH, TTI03TOMY CJIelyeT COO0aTh OCTOPOKHOCTh NMPH MPUMEHEHUH PUTOHABHpPA B
KayecTBe (papMaKOKMHETHUUYECKOTO YCUJIUTENS y JaHHOM TPYMIIbI MAllUEHTOB B CBA3H C PUCKOM
MOBBILICHUS KOHIIEHTPAIMK COBMECTHO ITPUMEHSIEMOTr0 HHIHOuTOopa npoteassl BUY.

Jiis monydeHust noApoOHON MH(pOPMAIMK O peXUME T03UPOBaHMs y NAIIUEHTOB C EYEHOYHOU
HEIOCTaTOYHOCTBIO CJEIyeT O0OpaTUThCAd K HMHCTPYKIMHM 10 MPUMEHEHHIO COBMECTHO
IpUMEHsIeMOoro uHruouTopa nporeassl BUY.

IlIpumenenue pumonasupa 6 Kauecmee aHmupemposUpPYCHO20 CPEOCmea

B3pocibie

[To 600 mr (6 TabneTok) Ba pa3a B cyTku. CyTouHas no3a cocrapiusieT 1200 mr.

[locTtenenHoe yBeIMYEHHE J03bl PUTOHABHpPA B HAYAIbHBIM TIEPUOJ JICYCHUS MOXKET
CIocoOCTBOBATH YJIYUIICHUIO IEPEHOCUMOCTH Tpenapara. HauanpHas q03a T0OJKHA COCTABISAThH
He meHnee 300 Mr 1Ba pa3a B CyTKH B T€UEHHUE TIEPBbIX 3 THEH, anee 103y YBEIUYUBAIOT (KaX10e
yBenuueHue 10361 — Ha 100 mr 2 pa3za B cyTku) 10 600 mr 2 pa3a B CyTKU B T€UEHHE MEPHOJIa, HE
MpeBBIIIAONIETo 2 HeAelb. He ciienyeT npoaomkars edeHue puroHaBupom B go3e 300 mr 2 pasza
B CyTKH Oouiee 3 qHEl.

Komobunuposannwvie cxemwl 1evenus ¢ 0eyma unzuoumopamu npomeaszvt BUY (UII)
Knunudecknii  ombpIT KOMOMHUPOBAHHOM — Tepanuu, MpeAycMaTpUBaloIIeld MpHUMEHEHHue
TEpaneBTUYECKUX J103 PUTOHABHpPA B COYETAaHMM C APYrUM HHruburopom mnporeasst BUY,
orpaHnueH. PUTOHABUp B 3HAYUTENHLHOW CTETICHW CHUXKACT META0OJM3M OOJBIIMHCTBA JPYTHX
MHTHOUTOPOB BUPYCHBIX IpoTea3. CreaoBareiabHo, IPU Ha3HAUEHUH KOMOMHUPOBAHHOM Tepanuu
C TMpUMEHEHHEM pHUTOHABUpa CJeayeT MPUHUMATh BO BHHMaHHE (HapMaKOKHHETHUECKOE
B3aMIMOJICHCTBHUE U JaHHBIC TI0 OE30MACHOCTH MPUMEHSIEMBIX JIGKAPCTBEHHBIX Mpenaparon. J{s
ATOrO KJjacca TMpernapaToB XapakTepHa BBIpAKEHHAs TMEPEKpecTHas PE3UCTEHTHOCTb.
[IpenmouTuTeNnbHO ClieyeT UCTONB30BaTh KomOuHaluio n8yx U1 ¢ HanMensblIei nepexkpecTHon
pe3ucTeHTHOCTRIO. [IpH NCTIOIB30BaHNU PUTOHABHPA B COCTABE IAHHBIX CXEM CIIeIyeT YUYUTHIBATh
BCE BBIIICTTPUBEICHHBIC (PAKTOPHI.

Jemu (3 20o0a u cmapuie)

Crnenyer Ha3HayaTh PUTOHABUP B KOMOHMHAIIMM C JAPYTUMHU MPOTUBOBUPYCHBIMH MperapaTaMu.
PexoMennoBanHas 103a puToHaBUpa JJis Aeter coctasiset 350-400 MT/M? MOBEPXHOCTH Teja 2

pasa B CyTKHU, U OHA He JoJDKHA npeBbimarh 600 mr 2 pa3a B cyTku. HaganbHasi 703a cocTaBiisieT
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250 mr/mM> MOBEPXHOCTH Telna, ee CIIETyeT VB¢ anHBa’fD'g:;ﬂg&gﬁ%&Eﬂg‘%g TH% %HI‘HF/MZ

MOBEPXHOCTH TeJia 2 pa3za B CyTKH. Eciii mariueHTs He ePEeHOCIT MAaKCUMAIbHYIO CYyTOUYHYIO J103Y
B CBSA3H C ITOOOYHBIMH SABJICHUAMHA, HA3HAYAOT MAKCHUMAJIbHO IICPECHOCUMYIO /103y PUTOHABUPA B
KOMOUMHAIMU C IpYTMMHU aHTUPETPOBUPYCHBIMH ITperapaTaMH.

[Tnomans nosepxnoctu Tena (II1T) moxer ObITh paccurTana 1o ciaeayromen popmye:

TIIIT (M) = V([Poct (cm) x Macca Tera (xr)]/3600).

Tlayuenmur nodicunoco eospacma

Koppexiust 10361 He TpeOyeTcs..

HauueHmbl C NoYeqyHou HedOCMAaAmo4HOCbIO

JlaHHBIE O IPUMEHEHUU PUTOHABHUPA Y ITALIUEHTOB C IIOYEYHOW HEJOCTATOYHOCTBIO OTCYTCTBYIOT.
HpI/IHI/IMaSI BO BHUMAHUE, YTO MOYCUHBIN KIIMPCHC pUTOHABHUPA HUYTOXKHO MaJl, CJICAOBATCIIBHO,
MaJIOBEPOSITHO YMEHBIIIEHHE OOIIEro KJIMPEHCa y MAallMEeHTOB C MOYEYHON HEAOCTaTOYHOCTHIO.
PuToHaBUp B BBICOKOW CTENEHM CBS3bIBAETCS C O€NKaMU IUIa3Mbl KPOBH, MAalOBEPOSITHO
CYHICCTBCHHOC CHMIKCHUC €0 KOHLICHTPAIMKU B PE3YyJIbTATC réMOoanain3a Uik NICPUTOHCAIILHOTO
Jansa.

HauueHmbl C neyeHoYHoU HedOCMAmoO4YHOCbIO

PutoHaBup B OCHOBHOM MeTabonu3upyercss B MedeHH. DapMaKOKMHETHYECKUE JlaHHbIe
YKa3bIBAIOT HA TO, YTO KOPPEKLHS 103bI y MAIMEHTOB C JIETKON U CPEIHEN CTENEHBIO IEYEHOYHOMN
HEJOCTaTOYHOCTH HE  TpeOyercs. PuToHaBMp  NpPOTHBOINIOKA3aH y  MalUMEHTOB C
JIEKOMITEHCUPOBAHHBIMHU 3a00JI€BaHUSMU MTEYECHU.

Jemu

[IpumeHeHne puToHaBUpa y eTel 10 3 JeT MPOTUBOIOKAa3aHO.

ITo6o4uHoe neiicTBHE

HpuMeHeHue pumoHasupd 6 Kkaiecmee CbaDMaKOKMHeI’I’IMIlQCKOZO ycuaumes

HexenaTenbHble  peaklMM, CBSI3aHHBIE C IPUMEHEHHMEM PUTOHAaBHpa B KAauyeCTBE
(apMaKOKMHETHYECKOTO YCHJIUTEINS, 3aBUCAT OT BBOJMMOIO COBMECTHO CHELU(UYECKOTO
uHruouropa nporeas BUY. [lng mnomydeHuss MHPOpPMALMU O HEXKEIATCIBHBIX PEAKIIHIX
oOparuTech K MHCTPYKUMHM [0 TPUMEHEHUIO KOHKPETHOIO COBMECTHO MPHUMEHSEMOro
uHruomTopa mporeas BUY.

Ipumenenue pumonasupa 8 Ka4ecmee aHmupemposupyCcHo20 CD@@CWZGCZ

Heorcenamenvhole peaxkyuu, NnoJly4YeHHble 6 KJIUHUYeCKUxX UCCIEeO08AHUSX u 6
nocmpezucmpayuOHHOM nepuodey 63POCbIX nayuennios
Haunbonee yacTteiMHU 3apCTUCTPUPOBAHHBIMU HCXKCIIATCIIbHBIMU PCAKIUAMU CPCAU IALIUCHTOB,

MOJYYarOIIUX MOHOTEPANUI0 PUTOHABUPOM WM PUTOHABUP B KOMOWHAIMM C JIPYTHMH
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AHTUPETPOBUPYCHBIMH IIpenapaTaMu, ObLTA HapyICHHUS %'E&Bgﬁ%ﬂ%ﬁﬁ%ﬁaﬁﬁ%&w

(BKJIIOYAst AMAPELO, TOIIHOTY, PBOTY, O0JIb B )KUBOTE (B BEpXHUX U HUJKHUX OT/EJIaX)), HApyILICHUS
CO CTOPOHBI HEPBHOW CHUCTEMBI (BKIIIOYAs TAPECTE3MH U MAPECTE3UI0 CIM3UCTON 000I0UKH pTa),
a TaKKe YTOMJISIEMOCTh/aCTEHUYECKIM CHHIPOM.

Coo011a110Cch 0 pa3BUTHH CIEAYIOMIUX HEXeNaTEIbHBIX PeaKIUi OT CpeIHEel 10 TSHKEION CTeleHU
TSOKECTH, BO3MOYKHO HMJIM BEPOSITHO CBSI3aHHBIX C MPUEMOM pUTOHABUpa. B mpenenax kaxmon
TPYIIIBI PaCIpEACTICHHS TI0 YaCTOTEe BCTPEUYAEMOCTH HEXeaTeIbHbIE A((PEKTHI paCIION0KEHBI B
nopsiike yObIBaromeld 3HAYMMOCTH: o4eHb 4yacTo (>1/10); wacto (>1/100, no <1/10); HewacTo
(>1/1 000, HO <1/100); penkxo (>1/10 000, Ho <1/1 000); ouensr penko (<1/10 000), yacroTa

HCHU3BCCTHA (Ha OCHOBAaHHMH UMCHOIIUXCSA JaHHBIX OICHUTD HGBO3MO)KHO).

HexenarenbHble peakuuy B KJIMHHUYECKHUX HCCIEIOBAHMAX U TMOCTPErHCTPANMOHHOM
nepuoje y B3pocCJibIX NAIlUEHTOB

Kiacce cucrem OpPraHoB Yacrora HexenarenbHnas pe€aKkuus
Hapymennst co  cropons! | Hacro CHmxeHue uucna JEHUKOLMTOB, CHHUYKEHUE
KpOBH H  JTUMQATHYECKOH KOHIEHTpAallul  T'eMOIJoOMHA, CHH)KEHUE
CUCTEMBI yucaa HEHTpo(HIOB, TOBBINICHHE YHCIA
903MHO(HIIOB, TPOMOOIIUTOTICHUS
Heuyacro [ToBbIIeHNe yrcaa HEUTPOPUIIOB
Hapymiennss co  croponsl | Hacto Peaknuu runepuyBCTBUTEIBHOCTH, BKIIKOYAs
MMMYHHOW CUCTEMBI KpPaluBHUILY U aHTHOHEBPOTUYECKUI OTEK
Penko AHadpwuiakTH4ecKue peakliuu
Hapymwienns  muranus  u | Yacro I'unepxonecrepuHeMus,
oOMeHa BellecTB TUIEPTPUTIIMLICPUIEMHUS, [10Jarpa, OTEKH, B

TOM YHCIIe TIepudepruieckne, 00e3BOKNBaHUE
(0OBIYHO CBSI3aHO C CUMIITOMAaMHU CO CTOPOHBI
MUIIEBAPUTEIBHON CUCTEMBI)

Heuacto CaxapHnblii nuabder

Penxo I'mneprioukemus

Hapymennst co  croponsl | OueHb yacTo | JlucreB3us, mapecTe3nu CIU3UCTON 00OIOUKH
HEPBHOW CHUCTEMBI pTa u nepudepruyecKue napecTe3nuu, roJIoBHas
001b, TOJOBOKpY)XEeHHE, mHepudepudeckas

Helponatus
Yacro becconnuia, B030yXAeHHE, CIYTaHHOCTh
CO3HaHMS, HapyIlIeHHUe BHUMAaHUS,

CHHKOITAJIbHBIC COCTOAHUA,IITUIICTITUYCCKUEC

MIPUIIAJKH
Hapymenuss co  cropons! | Hacto HeuerkocTs 3penus
opraHa 3peHus

Hapymennst co  croponsl | Hegacto WupapkT Mmuokapaa

cepana
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HexenareabHble p€akuuu B KIMHHYECCKH

nepuoje y B3pocCjbIX NAIHEHTOB

X nccne')ﬂ'l?ﬁﬂiﬁ';"tp';ﬂ—BHbi%FUrclrﬂ-ﬁf}DQﬁ{'OM

Kuacce cucrem opraHos

YacTora

HexenarenbHast peakuus

Hapymenuss co  cTOpoHBI
COCYMCTOM CHCTEMBI

Yacto

ApTtepuanbHas TUNEPTEH3Us, apTepHalbHas
TUIOTEH3US, OpPTOCTAaTUYECKYIO
apTepHaAIbHYIO

nepudepruyeckas THIIOTEPMUS

BKJIO4as
THIIOTCH3HIO,

Pecniuparopusie, Ouenb yacto | PapuHTUT, 00JIb B POTOIIIOTKE, Kalllellb
TOpaKaJIbHbIE u

MeJ1acTUHAJIbHBIE

HapyleHHs

Hapymenust co  cropons! | Ouens yacto | bonb B skuBOTE (BEpXHUE U HUKHHUE OTJEINbI),

HI/IHIGBElPI/ITGJILHOfI CHUCTEMBI

TOIIIHOTA, Auapes (BKJIIoUYas TsHKETyr (Gopmy
C DJIEKTPOJUTHBIMU HapyUICHUSIMH), PBOTA,
paccTporicTBa NUILEBAPEHUS

Yacro AHOpeKcHs, MEeTEOpU3M, S3Bbl  POTOBOMU
MOJIOCTH,  KPOBOTEUYEHHWE M3  OpraHoB
KEITYA0YHO-KUIIIEYHOT O TpaKTa,
ractpoa3odareanpHas pedIrokcHas 0O0JIe3Hb,
MaHKPEeaTUuT
Hapymenuss co  croponsl | Hacto l'enatut (BKJIIOYasl MOBBIINICHHE AKTUBHOCTH
renaToOUIMapHON CUCTEMBI ACT, AJIT, I'TT), MMOBBINICHHUE
KOHIIEHTpaluu  OuianpyOMHa B KpPOBU
(BKJTIOYAS JKENTYXY)
Hapymenuss co  cropons! | OueHb yacto | 3yA, ChINb (BKJIIOYAs DJPUTEMATO3HYIO H
KOXHU U TOJKOXHO-)KHUPOBOU MaKyJIOManyJJe3HYIO CHIIb)
KJIETYATKU Yacto AkHe
Penxo Cunapom CtuBeHca-/[>kOHCOHA, TOKCUUECKHU I
snuaepManbHbId Hekpou3 (TEN)
Hapymenust co  cropons! | O4eHb yacTo | ApTpanrus U OO B CIIMHE
KOCTHO-MBIIIEYHOH CHCTEMBI | Yacro Muo3ur, pabIoMuoIn3, MUAJITHs,
U COSTMHUTEIHHON TKaHU MHOIIATHS/TIOBBIIIEHHOE cojepkanne KDOK
Hapymennst co  cropons! | Hacro VYuanieHHOE MOYEHUCIyCKaHHE, HapylleHue
MOYEBBIICTUTEIBHOMN GyHKIMM TOYeK (HampuMmep, OJUTYpHs,
CHUCTEMBI MOBBIIICHUE KOHIICHTPALIMHU KPEeaTHHIUHA)
Heuacro OcTtpas nmoyeyHasi HEIOCTATOYHOCTh
Hewnssectno | Hedponurtnas
Hapymenuss co  cropons! | Hacto Menopparus

PENPONYKTUBHOM CUCTEMBI U
MOJIOYHBIX KEJIE3

CucremHble HapylmieHUsT H
OCJIOKHEHUSA B MECTe
BBEICHUSA

QOueHs 4acTo

CnabocTh, BKIIIOUAss aCTEHUYECKHH CHHIPOM,
TIPHUIIMBBI», YyBCTBO Kapa

Yacto

JIuxopanka, moreps Beca
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He:kellaTelbHble PeaKIHH B KJIHHHYECKHK MCCIedOBAHIY I TIOCTPerierpaiinontom

nepuoje y B3pOC/bIX NAIMEHTOB

Kaacc cuctem opraHos Yacrtora HesxenarenbHas peakuus

OtTkioHeHHs  OT  HOpMEL, | Yacro [ToBBIIICHHE AKTUBHOCTH AMUJIA3bl, CHHYKEHUE

BBISIBJICHHBIE B KOHLIEHTPALMK  CBOOOJHOrO W  OOILEro

1a60paTOPHBIX u TUPOKCHHA

HHCTPYMCHTAJIbHBIX Heuacrto [ToBblllICHHE KOHLIEHTPALUH TIIIOKO3BL,

HCCIIENOBAHNAX MOBBILLICHHUE KOHILIEHTPAI[UH MarHus,
[OBBIIICHHE AKTUBHOCTH LIEJIOYHOMN
docdarasbl

Peakinu, oTMeUeHHBIE KaK UMEIOIME HEU3BECTHYIO YaCTOTY BCTPEYaEMOCTH, ObLTH OTMEUEHBI B
MIOCTPETUCTPALMOHHBINA ITEPUOI.

Omoenvhbie HexcenamenbHbie peaKyuu

[ToBbllIeHNEe AKTUBHOCTH IE€YEHOUYHBIX TPAaHCAMHHA3, B ISATh pa3 M Oojee MpeBbIlIaroIiee
BEPXHIOIO TpaHUIly HOPMaJbHBIX 3HAYCHMM, KIMHMYECKAas KapTUHA TelaTuTa M JKEITyXHU
Pa3BUBAIUCH y NMALIMEHTOB, NTOJIyYalOUX PUTOHABUP B KAYECTBE MOHOTEPAIIUU WIIM PUTOHABUD B
KOMOUWHAIMU C IPYTMMHU aHTUPETPOBUPYCHBIMH ITperapaTaMH.

Ilokazamenu memaodonusma

VBennueHne Macchl Tejla, a TaKyKe IOBBIIICHUE KOHILIEHTPALUU JIMIKMAOB U IJIIOKO3bl B KPOBHU
MOTYT HaONMIOAaTbCss BO BpeMs MPOBEICHHUS AaHTUPETPOBUpYCHOH Tepammu. Y BHUY-
MHOUIMPOBAHHBIX MALMEHTOB C TKEIBIM HMMYHOAE(QUIMTOM Ha MOMEHT Havaia
KOMOMHUPOBaHHOHN aHTUPETPOBUPYCHOM TEpaKi MOTYT Pa3BUBATHCS BOCIIAINTENIbHBIE PEAKLIUU
Ha MpOTEKaroMe OECCHMIITOMHO WM OCTaTOYHBIE OMNIOPTYHUCTHYECKHE MH(EKIuu. Takxke
€000111aI0Ch O CIyYasX pa3BUTHUS ayTOMMMYHHBIX HapyILIeHUH (Takux Kak 6ose3Hs [ pelica); Tem
HE MEHEe, BpeMs UX Pa3BUTHs CWIBHO BapbHUPYETCS, U OHM MOTYT Pa3BHBATHCS 4YEPE3 MHOIO
MECSLEB II0CIIE Havala TeParyH.

VY nanueHToB, MOJy4YaBIIUMX TEPANMI0 PUTOHABUPOM, BKIIOYas TE€X, y KOr0 pa3BUBAjach
TUNEPTPUTIIMLIEPUAEMHUS, HA0II0NaINCh CITydyau Pa3BUTHUS MAHKpeaTuTa (B HEKOTOPBIX CIIydasx
co cMepTenbHbIM ucxonoM). [lannentel ¢ BUY-undeknueit Ha no3aHel cTaaud MOTyT ObITh B
IPyNIE PUCKA IOBBIIIEHHOIO COAEP>KAHMUS TPUIVIMLIEPUAOB KPOBH M Pa3BUTHUs NAHKPEATUTA.
Taxoke perncTpupoBaInuCh CIyyal OCTEOHEKPO3a, B YACTHOCTH, Y MALMEHTOB C 00IEN3BECTHBIMU
¢daktopamu pucka, ¢ BUY-undexuueir Ha mo3gHEH CTaAUM WU JJIUTEIBHO TMOTYYaOIIUX
KOMOMHHMPOBaHHYIO aHTUPETPOBUPYCHYIO Tepanuio. X yacToTra BCTpeuaeMOCTH HEU3BECTHA.
Jemu

[Tpodwie 6e30nmacHOCTH pUTOHABUPA Y AETEl B BO3pacTe OT 3 JIeT U cTaplie CXOJIEH C TAKOBBIM Y

B3pOCIIBIX.
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(NOCNEOCBATENEHOCTE 0002)

ITepeno3upoBka

JlanHbIe 00 OCTpOW Mepeo3upOBKE NMPH MPUMEHEHWH PUTOHABUPA Y UYEIOBEKa OTPAHUYCHBI.
OauH mnauMeHT, NPUHUMABLIMI y4yacTHME€ B KJIMHMYECKOM MCCIEAOBAHUM, HPHUHSIT 03y
putoHnaBupa 1500 Mr/cyT B TeueHue 2 AHEH, Mocie 4Yero HaOMI0AaNUCh TPOSBICHUS apeCTe3UH,
KOTOpBIE MCUE3NU MOCIe CHUKEHHS J03bl. B MOCTperucTpalimoHHOM MepHuoje ObUIO MOIYYeHO
COO0IlIEHNE O MOYEYHOM HEIOCTATOYHOCTH U DO3MHO(UIMM INPHU MEPEIO3UPOBKE PUTOHABUPA.
PuronaBup xapaktepusyercs HM3KHM IOTEHIMATIOM OCTPOW TOKCHMUYHOCTU INpHU INEPOPATBHOM
MIPUMEHEHHUH.

Jleuenue

Cneunduuecknii aHTUOT /11 pUTOHABHUPA OTCYTCTBYET. JIeueHne nepeo3upoBKU pUTOHABUPOM
JOJDKHO BKJIFOYATh OOIIME CHUMITOMATHYECKHE MEphl, B TOM YHCIIE KOHTPOJb OCHOBHBIX
MOKa3aTesel KU3HEACSITEIbHOCTH U KIIMHUYECKOr0 COCTOSIHUSA nanueHTa. [Ipennaraercs takxe
BKJIIOYaTh B CXEMY JICUEHHMS TEPEIO3UPOBKH IPOMBIBAHUE JKEIyJAKa W IPUMEHEHUE
aKTHBUPOBAHHOrO yrisl. Tak Kak pUTOHABHpP MHTEHCHBHO METAa0OIM3UPYETCS B INEYEHU U B
BBICOKON CTEIIEHU CBSI3bIBACTCA C OENKaMM IUIa3Mbl KPOBH, TUANN3, BEPOSTHO, HE IMO3BOJIUT
IIPOU3BECTH BBIBEJICHHE IIpenapaTa U3 opraHu3Ma Ha JIOCTaTOYHOM YpPOBHE.

B3aumopneiicTBue ¢ IPyruMu JIeKapCTBEHHBIMH CPeACTBAMU

Ilpumenenue pumonasupa 6 Kauecmee (PapmMaKoOKUHEMUUECKO20 yCUIUMENA UU
aHmMupemposupyCcHo20 npenapama

PutonaBup 061a1aeT BBICOKMM CPOACTBOM K HECKOIBKUM H30dopmam nnuroxpoma P450 (CYP) u
WHTUOMpYeT okucieHue B ciaeayromiem nopsake: CYP3A4 > CYP2D6. IlpumeHnenne putroHaBupa
OJIHOBPEMEHHO C JIEKapCTBEHHBIMHU IIperaparamy, MeTaOoIM3UpYyEeMbIMU IPEUMYILECTBEHHO
CYP3A, MoxeT NpHUBECTH K YBEIMYEHUIO KOHILEHTPALUU OJHOBPEMEHHO IPUMEHSIEMOTO
JIEKapCTBEHHOIO MpernapaTa B I1a3Me KpOBHU U, KaK CIIEJCTBUE, K YCUIICHUIO WU TIPOJIEHUIO €r0
TepaneBTHuuecKoro 3¢ dexkTa U HexenaTeNbHbIX sBiIeHUU. [Ipy 0IHOBpEeMEHHOM MPUMEHEHUU
OTJICbHBIX JIEKAPCTBEHHBIX IpenapaToB (HampuUMep, alnpaszoiaMa) MHruOupylolee IeicTBUe
putonaBupa Ha CYP3 A4 MoxeT cHUXKaThCs CO BpeMeHeM. PUuToHaBup Takke 001a/1aeT BBICOKUM
CPOACTBOM K P-rmmkomnpoTenHy M MOXET OKa3blBaTh WHTHOMpYIOIEe BO3ACHCTBHE Ha ATOT
nepeHocunk. HMHruOupyroiee AeiicTBHE pPUTOHABUPA, HCIONB3YEMOTO OTAEIBHO WIH B
KOMOWHAIIMKM C JPYTUMH HHTHOWTOpaMM IPOTeasbl, HA aKTHBHOCTh P-TIIMKOMpOTEMHA MOXET
CHIDKATBCSI CO BpeMeHeM (B KadecTBe MpHMepa CM. CBEJCHHS JUIsl IMTOKCHHA U (ekcodeHaaHa
B Tabnuie «I(QeKxTsl puTOHABHpPa HA HEAHTHUPETPOBUPYCHBIE Mperaparb» Hike). PutoHaBup
MHIYLUpYeT TIoKypoHu3anuio u okucienue yepes CYP1A2, CYP2CS8, CYP2C9 u CYP2CI9,

YTO CONPOBOXKIACTCS yCHIIEHHEM OnoTpaHchopMaIiii HEKOTOPBIX JIGKAPCTBEHHBIX MPENapaTos,
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MeTabOIM3UPYEMBIX C YIaCTHEM 3TUX N30(EPMEHTOB. DY Q&Q&%ﬁéﬁé@%ﬂbd&%ﬁ%%éma

CHUCTEMHOTO BO3JCHCTBUA OJHOBPEMEHHO MPUMEHSEMBIX JIEKAPCTBEHHBIX MPEMapaToB W,
COOTBETCTBEHHO, YCTPAHCHHIO WJIM COKPAICHUIO JUTUTEIBHOCTH HX TepaneBTUIeCKoro addekra.
Baxxaple cBeleHMS O B3aUMOJACHCTBHSAX PUTOHABHpA, HCIIOJB3YEMOT0 B  KadyecTBE
(hapMaKOKMHETHYECKOTO YCUJIMTEINS, C JICKAPCTBEHHBIMHU IMpernapaTaMu TakKe TPHUBEIACHBI B
WHCTPYKIIUU OJTHOBPEMEHHO MPUMEHSIEMOT0 HHTHOUTOPA MTPOTEa3kI.

Jlekapcmeennvle npenapamul, 1uaOuue Ha KOHYEHMPAYUIO PUMOHABUPA 8 KPOBU

YpoBeHb PUTOHABUPA B CBIBOPOTKE KPOBU MOXKET CHHKATHCS TTPH OJTHOBPEMEHHOM ITPUMEHEHU N
pacTUTENBHBIX JIEKAPCTBEHHBIX MpENapaToB, COAepKaluX 3Bepoboit (Hypericum perforatum).
DTO CBS3aHO C WHAYLIUPYIOIIUM JICHCTBHEM 3Bepo0Os Ha (HEpMEHTHI, MeTaOOIM3UPYIOIINE
JICKapCTBEHHBIE MpenapaThl. PacTUTENbHEIC IEKapCTBEHHBIE MPENapaThl, CoIepiKaliiue 3Bepo0oi,
HEeJIb3sl MCIOJIb30BaTh OJHOBPEMEHHO C PUTOHABHUpOM. EciaM Ha MOMEHT Hayayia JIedeHUSs
PUTOHABHUPOM TMAITUEHT YK€ MPUHUMAET PaCTUTENbHBIC IMpernapaThl, COACpKaIlue 3BEpOoOOi,
HEOOXOAMMO MPEKPATUTh JICUCHUE UMU M MIPU HEOOXOAMMOCTH MPOBEPUTH YPOBEHb BUPYCHOM
Harpy3ku. [locne mnpekpaieHus JieueHUs JIEKapCTBEHHBIMHM IpernapaTamu, COACpKalluMu
3BepO0Oi, ypOBEHb PUTOHABHPA MOXKET BO3pacTH. MOKeT MOTpeOoBaThCS KOPPEKTUPOBKA 103
puToHaBUpa. MHayupyromiee 1eHCTBUE MOXKET COXPAHATHCS HA MPOTSHKEHUU KaK MUHHUMYM 2
HEJeINb TOCIIe TPEKPAIICHHS JICYCHHSI PACTUTEIHLHBIMU TMIPEnapaTaMu, COACPKAIUMU 3BepoOOit
(cm. paznen «IIpoTuBOMOKa3aHUS» ).

YpoBeHb pUTOHABHPA B CBIBOPOTKE KPOBH MOXKET MEHSATHCS MPHU OJHOBPEMEHHOM ITPUMEHEHUHN
OT/ICNIbHBIX JICKAPCTBEHHBIX IMperapaToB (Hampumep, AeJaBUpauHa, d(daBUpeH3a, GEHUTOWHA U
pudammnuimya). OTH B3aUMOJCUCTBUSL ONMUCAHBI B TAOJMIIAX B3aMMOJICUCTBHI JIEKaPCTBEHHBIX
MpenapaToB HUKE.

Jlekapcmeennvle npenapamul, Ha KOHUEHMPAYUIO KOMOPBIX 6JIUAEH PUMOHABUD

B Ttabnuiax Hmke pacCMOTPEHBI B3aMMOJCUCTBHUS MEXIY PHUTOHABUPOM W WHTHOWTOpaMHU
MpoTeas3bl, JAPYTMMH aAHTUPETPOBUPYCHBIMH TIpenaparaMd W  HEAHTHUPETPOBUPYCHBIMU

npernapaTamH.

B3aumopeicTBus JICKAPCTBCHHBIX MpeENnapaToB: pUTOHABUP U I/IHFI/IﬁI/ITopBI nmporeasbl

Mpumensiembrii | /l03a onHoBpemenHo | Jlo3a OuenuBaemblii | AUC Coun
OTHOBPEMEHHO NPUMEHAEMOT 0 PUTOHABHMPA [IeKAPCTBEHHbII

JeKapcTBeHHblii | JT¢KAPCTBEHHOTO (mr) npenapar

npenapat npenapara (mr)

AwMrpeHaBup 600 xaxzsie 12 g 100  xaxmele | AMnpeHasup? THa64% | 1BSpa3

124
PuToHaBup MNOBBIIAET YPOBEHb aMIIPEHaBHpa B CHIBOPOTKE KPOBH BCIEICTBHE
narubupoBanusi CYP3A4. B KIMHWYECKUX HCCIICAOBAHUSAX TOJTBEPKICHBI
6e3onacHocTh ¥ 3((EeKTUBHOCTH MPUMEHEHUS aMIipeHaBmpa B 1o3e 600 mr 2 paza B
CYTKHU OJJHOBPEMEHHO ¢ puToHaBUpOM B f03€ 100 mr 2 pasa B cyTku. /{151 mony4yeHust
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JIOTIOJIHUTEJIBHBIX CBEJICHUH 0D aanedﬂﬁbe-gﬁgfﬁt%b';yigﬂé'Egi}pgﬁegelg |

ATa3zaHaBup

300 xaxnasie 24 4 100  xaxnele | ATazaHaBUp 1Ha86% | TB11pa3
244

Ara3zanasup' TB2paza | 1B3-7

pa3

PuronaBup TOBBIIIaeT ypOBEHb aTa3aHAaBHUPAa B CHIBOPOTKE KPOBU BCIEICTBHE
narnoupoBanns CYP3A4. B xome KIMHHYECKWX HWCCICIOBAHUN ITOATBEPIKICHBI
Oe3omacHOCTh U 3 PeKTUBHOCTL MPUMEHEHHS aTa3zaHaBupa B jo3e 300 mr 1 pa3 B
CYTKHU OJJHOBPEMEHHO C pUTOHAaBUPOM B 1103¢ 100 Mr 1 pa3 B CyTKH y paHee JIEUEHHBIX
MarueHToB. JoMoTHUTENbHBIE CBENEHUS 00 aTa3aHaBUPE CM. HHCTPYKIHIO IO
IPUMEHEHHUIO.

HapyHaBup

600 oHOKpaTHO 100  kaxnbie

124

HapyHaBup 1 B 14 pa3

PuToHaBup NOBBIIAET YPOBEHb JapyHaBHUpPAa B CHIBOPOTKE KPOBH BCIEICTBHE
narnomupoBanust CYP3A. JlapyHaBup HE0OXOIMMO HCIOJIB30BaTh OJTHOBPEMEHHO C
PUTOHAaBUPOM C LENbI0O TapaHTHUPOBAHHOTO JOCTHKEHHS TepaneBTHUYECKOTO
addexra. [IpuMenenne napyHaBupa OZHOBPEMEHHO C PUTOHABUPOM B J103aX BBILIE
100 mr 2 pa3a B CyTKH H3y4eHO He Obu10. JlomomHUTENbHBIE CBEJICHNS O TapyHABUPE
CM. B COOTBETCTBYIONIEH HMHCTPYKIIUU IO MPUMEHEHHIO.

docamMnpeHaBUp

700 xaxnasie 12 4 100  kaxnple | AMIpeHaBUp
124 pasa

T B 24 |18B11pa3

PutonaBup  moOBBIIaET  ypoBeHb ~ amIpeHaBupa  (oOpasyromerocs U3
(docamnpeHaBupa) B CBIBOPOTKE KpOBH BciieacTBHe wuHruoupoBanus CYP3A4.
docamnpeHaBup HEOOXOAWMO HCIIONB30BaTh OAHOBPEMEHHO C PHUTOHABUPOM C
LEJIBI0 TapaHTUPOBAHHOTO IOCTIKEHHsI TepamneBTuueckoro sddexra. B xoxme
KIIMHUYECKUX HCCIICIOBAaHUN TOATBEPkKIEHBl 0e30macHOCTh M 3((EeKTUBHOCTH
npuMeHeHus: ¢ocamnpenaBupa B o3¢ 700 Mr 2 paza B CyTKHM OJHOBPEMEHHO C
putoHaBupoM B go3e 100 Mr 2 pasa B cytku. I[lpmmenenume docammpeHaBHpa
OJTHOBPEMEHHO C jI03amMu puTOHaBUpa Bhiie 100 Mr 2 paza B CyTKH U3y4eHO He OBLIO.
JononHuTeNnpHBIE CBEACHUS O (QOcamMIpeHaBUpe CM. B COOTBETCTBYIOIIEH
HWHCTPYKLUH 110 IPUMEHEHUIO.

WNununaBup

800 xaxapie 12 4 100  xaxmsle | Unaunasup’ 1 ma 178 | HO
129 %

PuToHaBup tHa72% | H/O

400 xaxnpie 12 y 400
124

Kaxple | UnaunaBup’ > 1 B4 pasa

Puronasup > >

PI/ITOHaBI/Ip IMOBBIIIACT YPOBCHb HWHAWHABUPA B CBIBOPOTKE KPOBU BCJICACTBUC
naruoupoBanus CYP3A4. [{ns sToit KOMOMHAIIMY HE YCTaHOBIEHBI ONTHMAaJIbHBIE C
TOYKH 3peHHS 3(P(HEKTUBHOCTH M OE30IaCHOCTH M03bl. MUHHUMAaIbHAS I10JIh3a
(hapMaKOKMHETHYECKOTO YCHIICHHS, OMOCPEIYEMOr0 PUTOHABHPOM, MOXKET OBITh
JOCTUTHYTa IpU €ro npumMeHeHuu B no3ax Bbine 100 mr 2 pas3a B cytku. Ilpu
npuMeHeHnn putoHasupa (100 Mr 2 pa3za B CyTKH) OJHOBPEMEHHO ¢ HHIMHABHPOM
(800 mr 2 pa3a B CyTKH) HEOOXOAUMO COOJIIOIaTh 0COOYIO OCTOPOKHOCTD BCIIEACTBUC
MOBBIIIIEHHOTO PHCKA Pa3BUTHs HEDPOINTHA3A.

Hendunasup

1250 xaxnpie 12 4 100 xaxneie | Henduraup
124 39 %

1 wma 20- | H/O

750 ogHOKpaTHO 500 xaxngsle | HendunaBup 1 ma 152 | H/O
129 %

Puronasup > >

PuroHaBup TOBBIIIAET ypOBEHb HEN(PHHABHPA B CHIBOPOTKE KPOBH BCJIEACTBHE
naruoupoBanus CYP3A4. [lns sToit KOMOMHAIIMY HE YCTaHOBJIEHBI ONTHMAaJIbHBIE C
TOYKM 3peHusi IPPEKTHBHOCTH M 0O€30MacHOCTH J03bl. MUHHMAanbHas TOJb3a
(apMaKOKMHETHYECKOTO YCHIICHHs], ONOCPEIyEeMOr0 PHUTOHABHPOM, MOKET OBITh
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JIOCTUTHYTA IIPU €r0 NIPUMEHEHUU B no&@%mﬂ&éﬂd@%ﬁ%%'ﬁ'&lﬁ 0002 |

CakBuHaBHP 1000 xaxnpie 12 a 100  xaxmeie | CakBunasup® | 1B 15pas | 1B 5 pas
129
Puronasup > >
400 xaxnsie 12 1 400 kaxmwle | CakBunasup® | 1B 17 pa3 | v/o
124
Puronasup > >

PutonaBHp TOBBIIAET YPOBEHHh CAaKBHHABHpPA B CBIBOPOTKE KPOBH BCIEACTBHE
narunoupoBannss CYP3A4. CakBuHaBUp HEOOXOAMMO MCIOJNB30BAaTh TOJIBKO B
KOMOHWHAIIMK ¢ pUTOHABHUPOM. [Ipu mpuMeHeHun puToHaBupa B go3¢ 100 mr 2 pasza B
CYTKH OTHOBPEMEHHO C cakBHHaBHUpOM B m03¢ 1000 mMr 2 pasza B CyTKH ypPOBEHB
CHCTEMHOTO BO3JCUCTBHS CaKBHHAaBHUpa Ha IPOTSHDKEHUH 24 9 CXOIEH C
COOTBETCTBYIOIIMM YPOBHEM IIpH NPUMEHEHHH cakBuHaBupa 1mo 1200 mr 3 pasa B
CYTKH 0€3 pUTOHABHpPA WIIH ITPEBBINIACT €TO.

B kimHMYeckoM HccieoBaHUM B3auMojaencTBusl pudammnuimaa (600 mr 1 pas B
cytku) u caksuHaBupa (1000 mr) ¢ puronaBupom (100 mr 2 pasza B CyTkH) y
3I0POBBIX JOOPOBOJIBIIEB HAOIIOMANKMCH CIIyYaW TSDKEIIOH TenaTONeUTIOISIPHOM
TOKCUYHOCTH C TIOBBIIIGHHEM YpPOBHA TpaHcamuHa3 Oonee uyem B 20 pas
OTHOCHUTEIIFHO BEpXHEM TIpaHHUIBl HOPMBI cmycTs 1-5 AHEeH CONMyTCTBYIOIIETO
npuMeHeHus. Takum 00pa3oM, KOMOMHAITNIO CAKBUHABHPA M PUTOHABHpPA HE CICAYyET
HCTIONB30BaTh OJHOBPEMEHHO C pPU(GAMIUIMHOM B CBSI3M C PHCKOM TSDKETIOH
TrenaTOTOKCUYHOCTH.

JlomoTHUTENNbHBIE CBEJICHUS O CAKBUHABHPE CM. B COOTBETCTBYIOIIECH MHCTPYKIIUU
10 IPUMEHEHHIO.

TunpanaBup 500 xaxzasie 12 g 200  xaxnpie | TunpanaBup TB1lpa3 | 1TB29pa3
124

Putonasup 1 Ha40 % | v/o
PuToHaBHp MOBBIIAET YPOBEHb THIIPAHABHPA B CHIBOPOTKE KPOBU BCIIEICTBUE
uarnomuposanust CYP3A. TunpanaBup He0OX0JMMO UCIIOIBE30BaTh OJJHOBPEMEHHO C
HU3KAMH J03aMH PHUTOHaBHpa C MENbI0 TapaHTHPOBAHHOTO JOCTHXKCHUS
TepaneBTniyeckoro 3ddekra. Ilpu 3TOM pUTOHABHP HE CIIEAYET HCIONB30BaTh B
mo3ax MeHee 200 Mr 2 pasa B CYyTKH, IMOCKOJBKY A3TO MOXET IMOBJIHUATH Ha
3((HeKTUBHOCTh KOMOMHANMU. J[OMONHUTENBHBIC CBEJCHUS O THIPAaHABHUPE CM. B
COOTBETCTBYIOIIEH HHCTPYKIIMH 110 MPHUMEHEHHIO.

H/0: HE OIIpeIEIICHO.

1. Ha ocHoBanuu cpaBHeHUs ¢ MOHOTepanuel atazaHaBupoM B fo3e 400 mr 1
pa3 B CyTKHM IO JaHHBIM Pa3HbIX UCCIIEIOBAHUII.

2. Ha ocHoBaHuM cpaBHeHHs ¢ MOHOTepanuel ammnpeHaBupomM B 1o3e 1200 mr 2
pa3a B CyTKH IO JaHHBIM pa3HbIX HCCIIET0BaHUI.

3. Ha ocHoBaHuu cpaBHEHMs ¢ MOHOTEpanueld HHANHABUPOM B fo03¢e 800 mr 3
pasa B CyTKH, I10 JAaHHBIM Pa3HBIX UCCIICAOBaHUH.

4. Ha ocHoBaHuu cpaBHEHHs ¢ MOHOTepanuel cakBUHaBHpoM B 03¢ 600 mr 3

pas3a B CyTKHM IO IaHHBIM Pa3HbIX UCCIIEIOBAHUI.

B3aumMopneiicTBusI JieKapCTBEHHBIX NPeNapaToB: PUTOHABMP M AHTUPETPOBUPYCHBIE NpenapaThl,
OTJHYHbIE OT HHTHOMTOPOB NMPOTEa3bl

OnnoBpemenno | Jlo3a Ho3a OnennBaeMblii AUC Cumn
NPUMEHSIeMBbIH | 0[HOBPEMEHHO puTOoHaBHpa | J1€KAPCTBEHHBIN
JIeKAPCTBEHHbIH | MPUMEHSEMOT0 (Mr) npemnapar
npenapar JIEKapPCTBEHHOT 0

npenapara (Mr)
Junnano3un 200 xaxaeie 12 u 600 xaxnple | Jnmano3uH lHal3 >

12 9/uepe3 2u %
[ToCKOIBKY PUTOHABUP HEOOXOAMMO MPUHUMATHL BO BpeMs €1bl, a JHUIAHO3MH —
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KoppektupoBka 103 He TpeOyeTcsi.

HenaBupnun 400 kaxapie 8 4 600 xaxapie | JlenaBupaun’ - -
1249
Purtonasup 1T Ha 50 THa75%
%
CpaBHeHHeE C paHee [10JIy4YeHHbBIMU JaHHBIMHU [T0Ka3aJ10, YTO PUTOHABUP HE BIIMSIET Ha
(bapMakOKMHETHKY AenaBupAuHa. [Ipu nmpuMeHeHnu puTOHaBHpa B KOMOMHALUM C
JISNIABUPMHOM MOXET HOTpeOOBaThCsl CHUKEHUE JJO3bI PUTOHABUPA.
OdaBupen3 600 kaxnsie 24 4 500 xaxaple | DdaBupeHs 1 Ha 21
124 %
Putonasup 1 Ha 17%
Ilpu npumenenun >(daBuUpeH3a OJHOBPEMEHHO C PHUTOHABUPOM B KadecTBeE
AHTUPETPOBUPYCHOTO  Mpemnapata HaOmomanach 0Oojee  BBICOKAas  4acToTa
HEXXEJIaTeNIbHBIX PeaKkUnil (HapuMep, roJIOBOKPYKEHHS, TOIIHOTHI M IAPECTEe3Un) U
OTKJIOHEHHH J1TabOpaTOPHBIX TOKa3aTeled OT HOPMBI (MIOBBIICHHE YPOBHS
MEeYEHOYHBIX )EPMEHTOB).
Mapasupok 100 xaxnasie 12 g 100 xaxnbsle | MapaBupok T Ha 161 1 Ha 28 %
124 %
PuToHaBHp TOBBIIACT YPOBEHb MapaBHPOKa B CHIBOPOTKE KPOBU BCIEACTBHUE
uarnoupoBanus CYP3A. MapaBUpoK MOKHO HCIOJB30BAaTh OJHOBPEMEHHO C
PUTOHABUPOM C LEJIBIO TIOBBILICHHS YPOBHS 3KCIO3MLIMHU. JlONOIHHUTENBHBIE
CBEJICHUSI O MapPaBUPOKE CM. B COOTBETCTBYIOIIEH MHCTPYKIMHU 0 IPUMEHEHHIO.
HeBupanun 200 kaxnapie 12 u 600 xaxnbpie | HeBupanun — —
129
Puronasup - -
IIpumeHeHne pPUTOHABUPA OAHOBPEMEHHO C HEBUPAIIMHOM HE COIPOBOXKIAETCS
KIMHAYECKH 3HAYUMbIM U3MEHEHHEM (papMaKOKWHETHUKHU MPENaparTosB.
Panrrerpasup 400 ogHOKpaTHO 100 xaxnasie | PanrerpaBup lHal6% | |Hal %
124
IlpumeHeHne  PUTOHABUpPAa  OZHOBPEMEHHO C  PalNTErpaBUPOM  BeleT K
HE3HAYUTEIHbHOMY CHIIKEHHIO YPOBHS pajJTerpaBupa.
3un0oByIUH 200 xaxzsie 8 4 300 xaxxaple | 3umOBYIUH 1 Ha25% | H/O
64
PutoHaBup MOXeT HMHIHMOMpPOBAaTH  IJIIOKYPOHHU3ALMIO  3MIOBYIWHA,  YTO
COMPOBOX/AETCS  HE3HAUUTENbHBIM  CHI)KEHHEM  YPOBHA  IOCIEIHETO.

KoppekTupoBka 7103 He TpedyeTcsl.

H/0: HE OTIpeaeIIeHO
1. Ha ocHOBaHUM CpaBHEHUS B MAPAJUIEIbHBIX IPyIIIax.

BiusiHne puTOHABHPA HA OTHOBPEMEHHO NIPUMeHsieMble HEAHTHPETPOBUPYCHbIE JIeKAPCTBEeHHbIE

npenaparsl

OnHOBpEeMEHHO Jo3a Jo3a Biusinue Ha lé-’m’m“e Ha
NpUMeHsieMble OTHOBPEMEHHO pUTOHABHpa AUC 0;]:’(‘)BpeMeHH0
JIeKapCcTBeHHbIE NpUMeHsIeMbIX (mr) OTHOBPEMEHH | 1y jensieMbIX
npenaparsl JIeKapCTBEHHBIX o JIEKAPCTBEHHBI
npenaparoBn NPUMEHSEMBI | X mpenapaTroB
(Mr) X
JIeKapCTBeHH
bIX
npenapaToB

AHTAroHucTsl ajab(pa 1 -agpeHopenenTopoB
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Andy3o3uH

OnHOBpeMeHHEBIH TIplieM pHTbgAQHp;EM-—H’:pEH-erHL-J TS e e—

KOHIIEHTpaluu andy303hWHa B IU1a3ME KpPOBH, B CBS3H C 4YeM OH
MPOTHBONOKA3aH (cM. pazzael «[IpoTHBOIIOKAa3aHUsI).

ITpousBoaHbIe aM(peTaMHHA

Amdperamun

IIpumeHeHue OAHOBPEMEHHO C PUTOHABHUPOM, HCIIOJIB3YEMBIM B KauecTBE
aHTHPETPOBUPYCHOTO Tpernapara, MOKeT BecTd K nHruOupoBannio CYP2D6
U, KaK CJIeJICTBHE, K IIOBBILICHUIO KOHIIEHTPALIK B KPOBU aM(eTaMUHa U €T0
Mpou3BoAHbIX. [Ipy mNpuUMEHeHMH STHUX JEKapCTBEHHBIX IIPErnapaToB
OJIHOBPEMEHHO C PUTOHABHPOM B KaueCTBE aHTUPETPOBUPYCHOTO MpernapaTa
PEKOMEHIOBAaH YCWJICHHBII MOHMTOPHHI TepaneBTHYeckoro 3ddekra u
HEXKEeNaTeNbHbBIX sIBIeHuH (cM. pazaen «Ocolble yKa3zaHusmy).

O06e300nBalONIHE PENapaThI

Bymperopdun

16 kaxmpie 24 4 100 xaxaere 129 | 1 HA 57 % 1THa 77 %

HopO6ymperopdun

1THa33% 1 Ha 108%

I'mrokypoHuHBIE
METaOOJIUTEI

<« <«

[oBrIerne ypoBHs OyIpeHOp(HHA 1 €r0 aKTHBHOTO METa0O0IHTA B IIIa3Me
HE  CONPOBOXKIAETCS  KIMHUYECKH  3HAUYUMBIMH  HM3MEHEHUSIMHU
q)apMaKOI[I/IHaMI/IKI/I B TIpynmne MNanuceHTOB, YCTOﬁHHBLIX K OIIHMOHUAHBIM
aHampreTMKaMm. TakuMm o0pa3oM, TpuW TpUMEHEHHH OynpeHopduHa
OJTHOBPEMEHHO C PUTOHABHPOM KOPPEKTUPOBKA MX 103 He Tpebyetcs. [Ipu
NPUMEHEHUH PUTOHABUPA B KOMOWHAIINY C IPYTHM HHIHOMTOPOM TPOTEa3bl
u OynpeHopduHOM, 0cOOBIE yKa3aHUs MO MOAOOPY A03BI IS MAIIMEHTOB U3
JIAHHOM rpynmnbl CM. B MHCTPYKLHUU ISl OAHOBpEMEHHO npuMensemoro UIL.

Iletnoun,
MTUPOKCHKAM,
MponoKcUu(peH

OnHOBpEMEHHBIN TpHEM PHUTOHABUpPa MOXKET TMPUBECTH K TTOBBIIICHHUIO
KOHIICHTpAI[UK METUMHA, TUPOKCUKAMa U MPOIIOKCU(EHA B TUIa3Me KPOBH,
B CBSI3U C UeM OH NPOTHBOMOKAa3aH (cM. pazaen «IIpoTHBOMOKAa3aHUs»).

deHTanNNn

[IpumeneHne puTOHaBHpa B KadecTBe (PapMaKOKHHETHYECKOTO YCHIUTENS
WJIN aHTUPETPOBUPYCHOTO TIpemnapara Beaet Kk naruouposannio CYP3A4 u,
KakK CJICACTBUC, MOBBIIICHUIO KOHICHTPALUN q)eHTaHI/I.Ha B IJIa3ME KPOBH.
I[Ipn npumeHeHmn  (QeHTaHWIA OJHOBPEMEHHO C  PHUTOHABHUPOM
PEKOMEHIOBaH YCHIIEHHBIA MOHHTOPHHI TepaneBTH4YecKoro sddexra u
HEXeJIaTeJILHBIX SIBJICHUN (B TOM YHMCJIC YTHCTCHUA I[LIX&HI/IH).

Meraion!

5 OTHOKpPATHO 500 xaxzapie 12 | | Ha 36 % 1 Ha 38 %

IIpy npumMeHeHMM OJHOBPEMEHHO C PHUTOHABUPOM, HCIONb3YEMbIM B
KayecTBE aHTHPETPOBUPYCHOrO Mpemnapara WM (hapMaKOKHHETHYECKOTO
YCHUIIMTENSI, HEOOXOANMO HCIIONb30BATh IOBBIIIEHHBIE O3Bl METAJOHAa B
CBA3M C MHAYKIMEH TIoKypoHu3anuu. KoppekTHpoBKa 03Bl JTOJDKHA
TIPOBOJIUTHCS MCXO0/1s U3 KIMHUYECKOr0 OTBETa HA METAJIOH.

Mopdur

Ilpy mnprMEHEHWH OIHOBPEMEHHO C PUTOHABHPOM, HCIIOIb3yEMBIM B
Ka4yecTBE aHTHPETPOBUPYCHOrO mpemnapara Hid (HapMaKOKMHETUYECKOTO
YCHIIUTENSI, YPOBEHb MOP(QHHA MOXET CHMKAThCS B CBSI3M C MHIYKLHUEH
TJIFOKYPOHHU3ALINH.

AHTHAHTMHAJIbHBIE npenapartbl

Panomasun

N3-3a narndmposanns CYP3A puTOHABUPOM MPEITONIaracTCsl YBETUICHIE
KOHIIEHTpaluu paHoja3uHa. (COBMECTHBII TpueM C paHONAa3HHOM
npoTruBonokasaH (cm. paznen «IIpoTuBomnokazanusm).

AHTHApUTMHYeCKHe Mpenaparhl

Amunomapos,
oernpuau,
JIPOHEIAPOH,
SHKAWHUI,
(hrrekanHU]I,
nponadeHoH,

OnHOBpEMEHHBII NpHEM PHUTOHaBUpPAa MOXKET MPUBECTH K TOBBIIICHHIO
KOHILEHTpAllUd aMUOAApoHa, Oempuauia, ApOHEJapoHa, 3HKAUHUIA,
¢rexanHuIa, npornadeHoHa ¥ XHHHU/MHA B IUIa3Me KPOBH, B CBSI3H C UM OH
nporuBonokasan (cm. pazuen «[IpoTuBomokazanusm).

23



COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 17022025 N= 3744

MOCTEOOEATENBHOCTE 0002)

XUHUJIAH
Jurokcun 0,5 omuokpatHo | 300 xaxaeie 12y | 1 Ha 86 % H/0
B/B B Te4. 3 nHEHR
0,4 omnokparHo | 200 kaxnaele 129 | 1 HA 22 % >

BHYTPb B Teu. 13 nHer

OT0 B3aMMOCHCTBHE MOKET OBITH CBSA3aHO C MOJU(DHUIIUPYIOIIUM BIUSHIEM
PHUTOHABHPA, MCIIOIB3YEMOr0 B Ka4eCTBE aHTUPETPOBHUPYCHOTO IIperapara
i (HapMaKOKHHETHYECKOTO YCHIUTENsA, Ha 3(QQIIOKC JIHTOKCHHA,
omocpenyemblii  P-rimukonporenHom.  CreneHb  MOBBINICHHS — YPOBHS
JUTOKCHHA Yy TAIMeHTOB, ITOJyYaloMINX PUTOHABHP, MOXKET CHIKATHCS CO
BPEMEHEM MO Mepe pa3BHTHS HHIYLHPYIOIIETOo AEHCTBUS (CM. pasnen
«Oco0ble yKa3aHus»).

IIpoTuBoacTMaTHYeCKHE MpenapaThbl

Teodummun'

3 mr/kr kaxaeie 8 | 500 kaxasie 12 4 |l Ha 43 % lHaA32%
q

[Ipu mpyMEHEHUU OJHOBPEMEHHO C PUTOHABUPOM MOXET MOTPEOOBATHCS
TOBBIIICHHE 10361 TeohmIIMHA B cBsizu ¢ uHaykiueit CYP1A?2.

HpOTI/IBOOl’lyXOJ'IeBBIe npenapartbl

Adatnnud

20 mMr 200 xaxmsre 12 1 Ha 48 % 1 Ha 39 %
OJHOKPATHO 4/3a 14

40 mr 200 xaxnaeie 12 THa 19 % tHa4 %
OJTHOKPATHO 9/0JHOBPEMEHHO

40 mr 200 xaxnasie 12 tHall % tHAS %
OJIHOKPATHO y/uepes 6 4

KoHueHTpanys B CBIBOPOTKE KPOBHM MOXET IIOBBICHUTHCS BCJIEICTBHE
MHTUOMPYIOIIEro JEeMCTBUS pUTOHaBMpa Ha O€NOK JIeKapCTBEHHOH
yCTOMUMBOCTH paka MojouHoil kenessl (BCRP) w  3Haummoro
uHruoupoBanus P-rimukonporenna. Crenenb moBbimeHHsT AUC # Cpax
3aBHUCHUT OT peXMMa IpUMEHEeHHs puToHaBupa. [Ipu npumenennn adhatruanba
OJTHOBPEMEHHO C PUTOHABHPOM HEOOXOAMMO COOJIOIaTh  OCOOYIO
OCTOPOXHOCTP (CM. HHCTPYKLMIO Aiisl apaTtuHnba). TpebyeTrcs MOHUTOPUHT
HEe)XeJIaTeNbHBIX peakInii, CBI3aHHbBIX C aQaTHHUOOM.

AodeManmkiIno

B cBa3m ¢ wmarmOmpoBannmeM CYP3A4 puTOHaBUpPOM KOHIICHTpAlUsS B
CBIBOPOTKE MOKET BO3pacTaTh.

Cnenyer wu3berath OJHOBPEMEHHOTO IPUMEHEHUs a0emanukinba u
putoHaBupa. B cimydae, ecnM OJHOBPEMEHHOTO TPHUMEHEHHS JTaHHBIX
npenapaToB M30exaTh HE yJaeTcs, HEoOXoAuMa KOPPEeKIHS 03Bl
abeManukiInOa B COOTBETCTBUM C €ro HMHCTPYKIHEH MO NPHUMEHEHHIO.
Heo0xoammM MOHUTOPHHT HeXXeNaTeIbHBIX SBJICHUH, KOTOPbIE MOTYT OBITh
BBI3BaHBI TPIMEHEHHEM a0eMAaIMKIA0A.

Leputnnuod

[lpy npuMeHeHHH OJHOBPEMEHHO C PUTOHABHPOM MOXKET BO3pacTarh
KOHIOCHTpalrd B CHIBOPOTKE KPOBU BCJICACTBUC I/IHFI/I6I/IpyIOIlIeFO ILCI\/'ICTBI/IH
putonasupa Ha CYP3A u P- rmukonporeunn. [Ipu npumernerny niepuTnaEIOA
OHOBPEMECHHO C PHTOHABUPOM HEOOXOIWMO COOIFOIAaTh O0COOYIO
OCTOPOXXKHOCTh. PexoMeHaanny mo KOppeKTUPOBKE 03Bl CM. B HHCTPYKLIUU
g ueputuHuOa. TpeOyeTcss MOHHUTOPHMHI HEXENATEeNbHBIX PeaKLui,
CBSI3aHHBIX C LIEPUTHHUOOM.

JazaTunauo0,
HHJIOTUHHUO,
BUHKPHUCTHH,
BUHOJIACTUH

IIpy mpuMeHEeHWH OJHOBPEMEHHO C PHUTOHAaBUPOM MOXKET BO3pacTaTh
KOHIIEHTpAIMsl 3TUX MpPEenapaTtoB B CHIBOPOTKE KPOBHU M, KakK CIEICTBUE,
MOJKET MOBBIIIATHCS YACTOTA PA3BUTHS HEXKEIATENbHBIX PEAKINH.

N6pyTHHNO

IIpy COBMECTHOM NPUMEHEHHHM C PUTOHABUPOM MOXKET IPOU3OUTH
MOBBIIIIEHNE KOHIIEHTpAIMi MpenapaToB B ChIBOPOTKE KpoBHU. COBMECTHOE
IpUMEeHeHHe HMOpYyTMHHOAa M pUTOHAaBHpPAa MOXKET YCHWINTh JAEHCTBHE
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JIM3KUCa OITYXOJIH.

Hepatnau6

B cBsmu ¢ warnbupoBanuem CYP3A4 puTOHaBHPOM KOHIICHTpAIlWs B
CBIBOPOTKE MOKET BO3PaCTaTh.

OnHOBpeMEeHHOE MIpIMEHEHNE HepaTnHuOa " pUTOHABHUpA
NPOTUBONOKA3aHO 110 INPUYMHE PHUCKA PA3BUTHS CEPLE3HBIX W/WIH
YIpOKAKOIIMX  KU3HM  HEXKENATEJIBHBIX  pPEaKklUil, B TOM  YHCIE
renaTOTOKCUYHOCTH (cM. pazjien «[IpoTHBONOKa3aHUs»).

Benerokitakc

Bcenencteue mHrnOmpyromero aevictBusi purtonaBupa Ha CYP3A moxer
NPOM30MTH IOBBIICHWE KOHLEHTPALMH B CHIBOPOTKE KPOBH M, Kak
CJICACTBUC, IOBBIIICHUC PHUCKA Ppa3sBUTHA CHUHAPOMA JIM3UCA OIIYXOJU B
HayaJsie JICYCHUS! ¥ Ha NPOTSHKCHUHU (a3bl HapaIlMBaHUS J03bI (CM. paszeln
«[IpoTHBONOKa3aHUs» U HHCTPYKIIHUIO TI0 MPUMEHEHHIO Ha BEHETOKIIAKC).

VY nmanueHToB, 3aBEepIIMBIIMX (a3y HapallMBaHUS J03bI U MPUHUMAIOLINX
MOCTOSTHHYIO CYTOYHYIO /103y BEHETOKIIaKca, J03y IMperapara cleayeT
CHU3WUTh MUHUMYM Ha 75 % Tipu 0THOBPEMEHHOM IPUMEHEHHH C MOIITHBIMHU
uaruouTopamu CYP3A (cM. HHCTPYKIIMY Ha BEHETOKJIAKC).

OHkopadenuo,
WBOCHIEHNO

OnHOBpeMEHHOE MpHUMEHEHHEe »JSHKopadeHnba WM WBOCHIACHHOA U
PHUTOHABHPA MOXKET YBEJIMUUTH CHCTEMHOE BO3ICHCTBHE YHKOpadeHnda nim
MBOCHJCHNOA, HYTO MOXXET TOBBICUTH PHCK Pa3BUTUS  CEPHE3HBIX
HE)KEeNIaTeNbHBIX PeaKlnii, TAKUX Kak yanuHeHue narepsaia QT.

Ananytamun

[Mockonbky amamyTaMmuj SIBISIETCS. YMEPEHHBIM / CHUIBHBIM HHIYKTOPOM
CYP3A4, 5T0 MOXET NMPUBECTH K CHIDKEHUIO CHCTEMHOTO BO3IICHCTBHS
putoHaBupa. Kpome toro, npu oJHOBpEMEHHOM MPUMEHEHHUH aralyTamMuJia
C PUTOHABHPOM KOHUCHTpAUW amnajdyTaMujJa B CBIBOPOTKE MOIrYT
BO3pacTarth, YTO MOXET TOBBICHTh PHUCK Pa3BUTHI  CEPHhE3HBIX
HEXENaTeNbHBIX peaKIHuid, TakuX Kak cyaoporn. OJHOBpeMEHHOE
NpUMEHEHHUE analyTaMuia U PUTOHABUpPA MPOTHBOMOKA3aHO (CM. pasJieln
«IIpoTHBONIOKa3aHUN).

AHTHKOArYJISIHTBI

PuBapoxcaban

10 otTHOKpATHO | 600 kaxaple 124 | 1T Ha 153 % | THaS55%

Benencreue uwnrudupoBanuss CYP3A u P-rimkonporenHa BO3pacTaroT
ypOBeHB prBapoKcabaHa B TuIa3Me u ero (hapMakoguHaMudecKne 3P PeKTsl,
YTO COIIPOBOXAAETCS MOBBIIEHNEM PUCKa KpoBoTeueHn. Takum oOpazom,
NPUMEHEHUE PUTOHABHMpA Yy TAIMEHTOB, MOJNYYarOIIMX PHBAapOKcabaH, HE
PEKOMEHIOBAHO.

Bopanakcap

Ilpy npuMeHEeHHH OIHOBPEMEHHO C PUTOHABHPOM MOXKET BO3pacTarh
KOHIICGHTpAIHs B CHIBOPOTKE KPOBHU BCIIEACTBUE UHTHOUPYIOIIETO ACHCTBHS
putonaBupa Ha CYP3A. OpHOBpeMEHHBI TIpueM Bopamakcapa U
puTOHaBUpa HE pekomeHayeTcss (cM. pasgen «OcoOble yKazaHusS» U
MHCTPYKLHIO 110 IPUMEHEHUIO BOPAINaKcapa).

Bapdapun

5 OJIHOKPATHO 400 kaxapie 12 u

S-aHaHTHOMED
BapdapuHa

THa9 % 1l Ha 9 %

R-3HaHnTHOMED
Bapdapuna

lHa33% >

Bcenencteue wunaynupyromero aeiictBust putoHaBupa Ha CYPIA2 u
CYP2C9 cHmxaercs ypoBeHb R-sHaHTHOMEpA BapdapuHa B mia3Me, Toraa
KaK BIIMSTHIEC PUTOHABHPA Ha (PapMaKOKHMHETHKY S-dHaHTHOMepa BapdapuHa
He3HauuTedbHo. CHIKeHne ypoBHs R-aHaHTHOMepa BapdapuHa B IU1a3Me
COTIPOBOX/IAETCSI CHIYKEHHEM aKTHBHOCTH aHTHKOATYJISTHTHOW CHCTEMEI, B
CBSI3M C YeM IIpH IPUMEHEHUH BapdaprHa OJHOBPEMEHHO C PUTOHABUPOM,
HCIOJIB3YEMBIM B KayeCTBE aHTHUPETPOBUPYCHOTO Ipemapara MU
(hapMaKOKHMHETHICCKOTO YCUIIATES, PEKOMEHI0BAaH MOHUTOPUHT
MTOKa3aTeNiel CBEPTHIBAEMOCTH.
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IIpoTuBoCy10pOKHBIE IPEeNapaThI

MOCTEOOEATENBHOCTE 0002)

Kapb6amazennn

PuToHaBup, NCIONB3yeMBbIil B KadecTBE (PapMAKOKUHETUIECKOTO YCUIIUTEINS
WIN aHTUPETpOBUpycHoro mpenaparta, uHrubupyer CYP3A4 wu, kak
CJIEJICTBUE, MOBBIIIAET KOHIEHTPALIMIO KapOamasenrHa B miazme kpoBu. [Ipu
IPUMEHEHUH  KapOamas3enuHa  OJHOBPEMEHHO C  PUTOHAaBHPOM
PEKOMEHIIOBAH TIIATEIbHBI MOHHUTOPUHI TepareBTHUecKoro 3ddexra u
HE)KeJIaTeJIbHBIX SIBICHUH.

Jusanmnpoekc,
JIAMOTPUIKUH,
(henuTOUH

PuToHaBup, ncnionb3yeMblil B KadecTBE (PapMaKOKHHETUIECKOTO yCHITUTEINS
WIM  aHTUPETPOBUPYCHOTO  Tpemapara, HHAYLUPYET  OKHUCIICHUE,
onocpenyemoe CYP2C9, u mroKypoHH3AIHIO U, KaK CIEJACTBUE, CHUXKACT
KOHIIEHTPAIMIO IPOTHBOCYIOPOKHBIX IpernapaToB B Ijia3Me Kposu. [Ipu
NMPUMEHEHUN OTHX JIEKAPCTBEHHBIX IIPENapaToB OJHOBPEMEHHO C
PUTOHAaBUPOM PEKOMEHJIOBAH YCHWIEHHBIH MOHHUTOPDHHI HX YpPOBHSA B
CBIBOPOTKE KpPOBU U TEpAlEeBTHYECKUX JeicTBUU. [Ipu mnpuMeHeHnn
(beHnTorHa OJHOBPEMEHHO C PUTOHABHPOM CHIKAETCS! yPOBEHB IIOCIIEIHETO
B CBIBOPOTKE KPOBH.

AHTHIENIPECCAHTHI

AMUTPUTITUINH,
(bayokceTHH,
HUMUIIPaMUH,
HOPTPUIITHIINH,
[IApPOKCETHUH,
CepTpatuH

PutonaBup, ucnonp3yeMblid B KaUECTBE aHTUPETPOBUPYCHOIO Ipemnapara,
narnoupyer CYP2D6 wn, kak clencTsue, TMOBBIIIAET KOHIEHTPAIIHIO
UMUIPaMHUHa, aMUTPUNTHIINHA, HOPTPHIITWINHA, ¢bnyokceTHHa,
MApOKCETUHA U cepTpainuHa. I[Ipy NpUMEHEHUM 3THX JIEKAPCTBEHHBIX
IIpenapaToB OJTHOBPEMEHHO c PUTOHABUPOM B KauecTBE
AHTHPETPOBUPYCHOTO Ipenapara PeKOMEHAOBAaH YCWICHHBI MOHMTOPHUHT
TepaneBTHYECKOTO 3(]dekrta M HexenaTeldbHBIX SBICHUH (CM. paszjen
«Oco0ble yKa3aHus»).

Hezunpamun

100 onHokpatHo | 500 kaxkapie 124 | 1 Ha 145 %
BHYTPb

THa22 %

Bemmunabl AUC U Cpax 2-THAPOKCUMETA00INTA CHIKAIUCH Ha 15 1 67 %
COOTBETCTBEHHO. [Ipy TpUMEHEHHH OJHOBPEMEHHO C PHTOHABUPOM B
Ka4yecTBE aHTHUPETPOBHPYCHOTO Ipenapara PeKOMEHIYETCS MCIOIb30BaTh
CHIDKEHHBIE 03Bl AE3UIIPAMHUHA.

Tpazonon

50 oTHOKpaTHO 200 xaxnasie 12 | T B 2,4 paza THa34%

IIpy npumMeHeHMM OJHOBPEMEHHO C PHUTOHABUPOM, HCIONb3YEMbIM B
KayecTBE aHTHPETPOBUPYCHOrO Mpemnapara WM (hapMaKOKHHETHYECKOTO
YCHUIIMTEINsI, HA0JII0JaJI0Ch MOBBILIEHHUE YaCTOThI Pa3BUTHS HEXKEIATEIbHBIX
peakiui, CBSI3aHHBIX C MPUEMOM Tpa3ojaoHa. Vcrmonb30BaTh KOMOMHAIIHIO
Tpa30/I0Ha U PUTOHABUPA CIIEYET C OCTOPOKHOCTHIO: HAUMHATH JICUEHUE
TPa30ZOHOM HY)XHO C MHMHUMAJIBHOH [03bl M IPOBOJUTH MOHHUTOPUHT
KJIMHAYECKOTO OTBETa M NEPEHOCHMOCTH.

IIpoTnBoNoaarpuyeckue npenapaTobl

Konxuima

IIpy npumMeHEHUM OIHOBPEMEHHO C PUTOHABUPOM  KOHLEHTPALUS
KOJIXMIIMHA MOXET ITOBBIIIATHCS.

[Tpy npuMeHEeHNH KOJIXHUIMHA OJHOBPEMEHHO C PHUTOHABUPOM (MHTHOUTOD
CYP3A4 u P-rmukonporenHa) y TMAIeHTOB C HapyHIEHWSIMH (DyHKINU
MMOYeK 1 (MJIN) TICYCHH COO0MIAI0Ch 00 yTPOKAIOMINX KU3HU JIEKapCTBEHHBIX
B3aMMOJICHCTBUAX, MPUBEAIINX K CMEPTEIBHOMY HCXOAY (CM. pasfeibl
«IIporuBonokazanusi» U «OcoOble  ykazaHUs»). JlOMOTHUTENHHYIO
MH(OPMALIMIO CM. B HHCTPYKIIMH 110 NPUMEHEHUIO KOJIXHIMHA.

AHTUIHCTAMHHHBbIE NIPENapaThbl

26



COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 17022025 N= 3744

AcTtemu3oi,

TepQeHaTnH

OnHOBpeMEHHBIN TNplieM pHTbgé;HpgtM H{ahﬂ%&'ﬁl‘-lj o) ';'Iﬁéﬂmo

KOHIIEHTPAIH acTEMHU30JIa U TepPeHaanHa B TUIa3Me KPOBH, B CBS3H C UeEM
OH mpoTuBOMoOKa3aH (cM. pazzien «[IpoTuBonokazanusy).

®dexcodenannu

PuTOHAaBUp, HCIONB3YeMBIil B KauyecTBE aHTUPETPOBUPYCHOrO Mperapara
Wi (apMakOKHHETHYECKOTO  yCHJIMTENs, BIuseT Ha  3QQioke
(ekcodenamina, OrocpeayeMblil P-rIIHKOMPOTENHOM, YTO COMPOBOXKAACTCSI
HOBBIIICHHEM KOHIEHTpaluu (Gekcopenanuna. [IOBBIIICHHBI yPOBEHb
¢dexcodheHamuHa MOXKET CHMIKATBCS CO BpPEMEHEM II0 Mepe pPa3BHTHUS
WHIYIHPYIOIIETO ACHCTBUSL.

JlopaTagun

PurtonaBup, ncrons3yemsblii B KadecTBe (hapMaKOKHHETUIECKOTO YCHITUTENS
WIN aHTUPETPOBHUPYCHOTO Tipemapara, wuHruompyer CYP3A m, kak
CJICJICTBUE, TIOBBIIIACT KOHICHTPAIMIO JIopaTaJiiHa B Tuia3mMe KpoBu. [Ipu
IMPUMCHCHUHN JiopaTaJuHa OJHOBPEMCHHO C PUTOHABUPOM PCEKOMCHIOBAH
TIIATETFHBI MOHUTOPHHT TEpareBTHIeCKoro d(dekra m HekemaTeTbHBIX
SIBJICHU .

AHTHOAKTEpHAJTIbHBIE IPENapaThl

@y3ua0Bas KUCIOTA

OnHOBpEMEHHBIII NPHEM PHTOHABHPA MOXKET NPUBECTH K ITOBBIIICHUIO
KOHIIEHTpAIMHU (hy3HI0BOH KUCIOTHI M PUTOHABHPA B TIa3Me KPOBH, B CBA3U
C YeM OH NMPOTHBONOKA3aH (cM. paznien «[IpoTrBoNOKa3aHMs»).

Pugabyrun' 150 /cyr. 500 kaxxapie 129 | 1 B 4 pasa 1B 2,5 pasa
25-0-ne3aleTHIIOBBIN 1B 38 pas3 1816 pa3
MeTtabomut puadyTrnHa

B cBa3u co 3HaumrenbHbIM yBenumuenueM AUC pugabyrtuHa ero
IIPUMEHEHUE ONHOBPEMEHHO C PUTOHABUPOM KaK aHTUPETPOBUPYCHBIM
mpermapatoM  nporuBomoka3zaHo (cM. «lIporuBomokazanws»). Ilpu
npuMeHeHun  otaenbHelx  MII  O#ZHOBpEMEHHO € PUTOHABUPOM,
UCTIOJIb3YEMBIM B KauecTBe (hapMaKOKMHETHUYECKOTO YCHIIUTENs, TIOKAa3aHO
CHWXKEHUEe 103bl pudadbytura no 150 mr 3 pasa B Hemenro. OtnenbHbIC
PEKOMEHIAIMH CM. B MHCTPYKLUH 110 NPUMEHEHHUIO Ha COOTBETCTBYIOLIUH
UHruouTOp  mpoTtea3pl. HeoOXomumMo  TNpuHMMATh BO  BHHMAaHHE
oduIManbHBIE pEKOMEHJAIMM 1O JieueHHIo TyOepkyneza y BUY-
MH(QHUIMPOBAHHBIX ITALMEHTOB.

Pudammurma

HecmoTpst Ha To, 4TO pudaMIMLNH HHAYLIHPYET METa00IN3M PUTOHABUDA,
OrpaHMYEHHBIE JAaHHBIE YKa3bIBAlOT Ha TO, YTO TNpU MPUMEHEHUHU
prdaMIUIMHA OHOBPEMEHHO C BHICOKMMH J103aMH puToHaBupa (600 mr 2
pasa B CyTKH) JOIOJHHUTEIBFHOE WHAYLMpYIOIIee NeWCTBHE pubaMIUIUHA
(IOTIOTHUTENBHOE 110 OTHOIIEHHIO K JICHCTBUIO PUTOHABHUPA) HE3HAUYUTEITLHO
W HE OKa3bIBAaeT KJIMHMYECKHM 3HAYMMOIO BIUSHHUS Ha KOHIEHTPAIHIO
PUTOHABHpAa B PaMKax BbBICOKOJO3HOM Tepalmuy PUTOHABUPOM. BiusHue
PUTOHABUPA Ha pU()aMIMIKH HE YCTAHOBJIEHO.

BopukoHason

200 xaxnasie 129 | 400 xkaxaeie 12y | | HA 82 % | Ha 66 %

200 xaxnaeie 129 | 100 xkaxaeie 129 | | HA 39 % |l Ha 24 %

IIpumeHeHne pUTOHAaBHpa B KauyecTBE AHTHUPETPOBHPYCHOTO IIpenapara
OJTHOBPEMEHHO C BOPHMKOHA30JI0M HNPOTHMBOMOKA3aHO 110 TPUYHHE
CHIDKEHHS KOHIIEHTpaIuu BOPUKOHA30J1a (cm. paszen
«IIpotuBonokazanus»). I[lpuMeHeHHe BOPHKOHA30Jla OJHOBPEMEHHO C
PUTOHABUPOM, HCHOJb3YyEeMBIM B KadecTBe (PapMAKOKUHETHYECKOTO
YCUJIMTENs, HE PEKOMEHIOBAaHO, 3a MWCKJIIOUYEHHEM CiIy4aeB, KOraa
npeAronaraemMasi 1mojib3a TaKOTrO JIEYEHHUsS] MPEBOCXOIUT IMOTEHIMATbHBIN
PHCK [UIsl TALMEHTA.

ATOBaxoH

PurtonaBup, ncrons3yemsblii B KauecTBe (hapMaKOKHHETHIECKOTO YCHITUTEIS
WJIM aHTUPETPOBUPYCHOTO Mpenapara, HHIyIHUpYeT INIIOKYPOHU3ALUIO U, KaK
CJIEJICTBHE, CHIKAeT KOHIEHTpAIMI0 aToBaxoHa B Iuia3Me Kposu. [lpu
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YCUJICHHBI MOHUTOPUHT KOHIIEHTPAIIUH IEPBOTO B CHIBOPOTKE KPOBH U €r0
TepaneBTuYeckoro addexra.

benaksunun

HccnenoBanusi B3aMMOJCHCTBUSL C OJHHUM TOJIBKO DPUTOHAaBHUPOM HE
MPOBOAMWINCE. B uccienoBaHuM B3aWMOACHCTBUS OJHOKPATHOM J1O3bI
OelakBWIMHA ¥ MHOTOKPATHBIX J03 JIONMHABUpPa B KOMOMHAIMM C
putoHaBupoM Habmoanock ysenuueHrne AUC GenakBuinHa Ha 22 %. D10
MOYXHO OOBSICHUTH JEHCTBHEM DPHTOHABUpPA, M TPH IMPOAOIKHUTEIHHOM
COITyTCTBYIOLIEM NPUMEHEHHM MpenapaToB MOXeT Habmopartscsi Oojee
BBEIpOKEHHBIH 3¢ ¢dekT. OTHOBPEMEHHOTO NMPUMEHEHUS JTHUX IperapaToB
cienyeT u30erath B CBSI3M C PUCKOM Pa3BHUTHUSI HEXKENATEIBHBIX SIBICHUM,
CBS3aHHBIX C NpHEeMOM OenakBwinHA. TeM He MeHee, €ClIM OXuzaemas
1ojb3a MNPUMEHEHHsS OeJaKkBWIMHA OJHOBPEMEHHO C PUTOHaBHPOM
MPEBOCXOJUT PHUCK, TO OHO JOMYyCKaeTcs MPH COONIOEHHH OCOOBIX Mep
NPEOCTOPOKHOCTH. K 3THM MepaMm IpemrocTOpoKHOCTH OTHOCSTCS Oojee
YacThli MOHHUTOPHMHI  3JIEKTPOKApAMOTPaMM W KOHTPOJIb  YPOBHS
TpaHcamuHa3 (cM. pasgen «OcoOble yKazaHUs» W HMHCTPYKIHH TIO
MIPUMEHEHUIO OC/TaKBUJINHA).

Kitapurpomuninu

500 xkaxaple 12 4 | 200 xkaxzasie 8 4 1THa 77 % 1THa 31 %

14-runpoKCcUMeTaboInuT
KJIapUTPOMHUIIMHA

| H2 100 % 1 H2 99 %

B cBsi3M ¢ MUPOKUM TepareBTUIECKUM AWANa30HOM KIApUTPOMHUIIMHA TTIPU
€ro NMpUMEHEHUH y MAlMeHTOB C HOPMAaJbHON (YHKUIMEH MOYeK CHHXKATh
no3y He TpeOyerca. [lpym mpumMeHeHMH OJXHOBPEMEHHO C PHUTOHABHPOM,
WCTIONB3yEMBIM B KadecTBE AaHTHPETPOBHPYCHOTO TIperapara Wiu
(hapMaKOKHHETHYECKOTO YCHITUTENS, KIIApUTPOMUIIMH cienyeT
UCIOJB30BaTh B J03aXx He Bbime 1 r/cyr. Kmaputpomuryu ciemyet
WCTIONB30BaTh B CHIDKEHHBIX /103aX YV MAIIMEHTOB ¢ HAPYIIeHUSIMH (DyHKITNU
MOYEK; MAIUeHTaM C KIMPEHCOM KpeatnHuHa 30-60 MII/MUH 103y CleayeT
cHm3uTh Ha 50 %, ¢ kupeHcoM kpeTrHuHa MeHee 30 mi/MuH — Ha 75 %.

Jemamanuyg

HccnenoBanusi B3aMMOJCHCTBUSL C OIHHUM TOJIBKO PHUTOHaBHUPOM HE
NPOBOAMINCH. B nccrnenoBaHMM — JIEKapCTBEHHOTO — B3aMMOJAEHCTBHUS
nenmamanuaa B o3¢ 100 Mr 2 paza B CyTKM ¥ KOMOWHAIIMU JIONMTUHABUPA U
putonaBupa B 1o3e 400/100 Mr 2 pa3a B CyTKH AJHMTEIBHOCTBIO 14 mHEH y
3I0pOBBIX 1OOPOBOJIBLEB OTMEYAIOCH IOBBILICHUE YPOBHS CHCTEMHOIO
Bo3/eHcTBUs MeTabonurta aenamanuna DM-6705 na 30 %. B cBssu ¢
MOBBIIIIEHHBIM PUCKOM YJUlMHeHUs uHTepBasia QTc mox neiictBuem DM-
6705 mpu HEOOXOAMMOCTH TPHMEHEHHUS [AeJaMaHu[a OIHOBPEMEHHO C
PUTOHABHUPOM PEKOMEHIOBAaHO O4YEeHb dacTtoe momydenne OKI Ha
NPOTSHKEHUU BCETO MEepHo/a JIeUeHUs JenamManuaoM (cM. pasaen «Ocobbie
YKa3aHUs» U HHCTPYKLMIO JUISl A€TaMaHH]A).

DPUTPOMHUIIHH,
HUTPaKOHA30JI

PutoHaBup, ncnonb3yeMblil B KadecTBE (PapMaKOKHHETUYECKOTO yYCUIUTENS
WIA aHTUPETpOBUpycHoro mpenapata, uHrubupyer CYP3A4 wu, kak
CJIEJICTBUE, TMOBBIIIAET KOHLEHTPALMIO 3PUTPOMUIIMHA M UTPAKOHA30Ja B
wiazMe Kposu. Ilpy mnNpuUMeHEeHMH SPUTPOMHLIMHA OJHOBPEMEHHO C
PUTOHABUPOM PEKOMEHJIOBAH YCHJIEHHBI MOHHMTOPHHI TEPANeBTUYECKOTO
3¢ dekTa u HeKeNnaTeNbHbBIX SBICHU.

Ketokonasoin

200 /cyT. 500 kaxnpie 12 g ‘ 1B 3,4 paza ‘ THaAS55%

PutonaBup wHTrHOMpyeT MeTabONHYEeCKHE MPEeBpalIeHNs KETOKOHA30Ia,
onocpenyempie CYP3A. B CBA3M C TOBBIMIEHHOH YacTOTOH pa3BHUTHSA
HEXENATeNbHBIX PEAKIUHA CO CTOPOHBI KENyIOYHO-KUIICYHOI'O0 TPAKTa U
MEYEHU TPH MPUMEHEHUH KETOKOHA30Jla OJHOBPEMEHHO C PUTOHABHPOM,
WCTIONB3yEMBIM B KadecTBE AaHTHPETPOBHPYCHOTO TIperapara Hiu
(hapMaKOKHHETHYECKOTO YCHIIUTETIS, CIeyeT pacCMOTPETh HEOOXOAUMOCTh
CHIDKEHUS 7103l KETOKOHA30J1a.
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CynbgameTokcason/ 800/160 300 xanic 14 | t:%'ﬁE'QOT%J/I BHLY & 000Z]

TPUMETONIPUM? OJIHOKPATHO 1 Ha 20 %

KoppektupoBka 10361 CynbhaMeTOKCa301a/TpUMETONIpUMa  BO  BpeMs
COITyTCTBYIOLIETO JICYCHUS] PUTOHABUPOM HE TpeOyeTcsl.

AHTHIICHXOTHKH/HelpoJIeNnTHKH

Krnozanus, OnHOBpEMEHHBIN NpPHEM C PUTOHABUPOM NMPOTHBONOKA3aH, T.K. MOXET

MTAMO3U]L MIPUBECTU K MOBBIIIEHUIO KOHIEHTPAMY KIIO3allMHA ¥ MTUMO3H/Ia B TUIa3Me
(cM. paznmen «IIpoTHBOIIOKA3aHUM ).

lNanonepunon, PuronaBup, nmpuHUMaeMblii B Ka4eCTBE AHTUPETPOBUPYCHOIO IIpenapara,

PUCHIEPUIOH, uarnbupyer CYP2D6 wu, kak crieicTBue, MOBBIMIAET KOHIEHTPALUIO

THOPHUAA3NH TJIONEpPUAONa, PHUCIEPUAOHA M THOPHIA3WHA B IazMe KposH. Ilpu

MPUMEHEHHN 3THX JICKQPCTBEHHBIX TIperapaToB OIHOBPEMEHHO C
PUTOHABUPOM B KaUeCTBE aHTHUPETPOBHUPYCHOTO Mpemnapara peKOMEHI0BaH
TIIATETFHBI MOHUTOPHHT TEpareBTUIeCKOTo d(h(dekra um HexkemaTeTbHBIX
SIBIICHHH.

Jlypaszunon Beuay uaru6uposanust CYP3 A putoHaBHpOM mpenonaraercsl yBeqTnueHHe
KOHIEHTpanuu JypazufoHa. COBMECTHBI mNpueM C  JIypa3uJI0HOM
npoTuBonokasaH (cm. paznen «IIpoTuBomnokazanusm).

KBetnanuu B cBm3m ¢ wuwarHOMpyrommM aeictBueM puroHaBupa Ha CYP3A
MIpeJiroyiaraeTcsl yBeJIMYeHHe KOHIEHTpaluu KBeTuanuHa. [Ipumenenue
PUTOHABHPA OJJHOBPEMEHHO C KBETHAITMHOM MPOTHBONMOKA3aHO, TIOCKOJIBKY
3TO MOXET TIPUBECTH K TMIOBBIIICHHOMY TOKCHYECKOMY JeHCTBHIO
kBetuanuHa (cM. pasnen «[IpoTuBonokazanus»).

B2-aapeHOMMMETHKH (JUIUTETHHOTO JelCTBHA)

Canmerepon B cBs3u ¢ mHrHONpyromuM aericteueM putoHaBupa Ha CYP3A4 oxumaercs
BBIP)XEHHOE ITOBBIIIEHNE KOHIICHTPAIMU OJHOBPEMEHHO IPHUMEHSIEMOTO
calIMeTepoIia B IIa3Me KpOBU. B CBsI3U ¢ 3TUM OIHOBPEMEHHOE IPUMEHEHHE
JIAaHHBIX MPENapaToB HE PEKOMEHI0BAHO.

B.]]OKaTOpr KaJIbIIMCBbIX KAHAJI0B

AMIIOUINH, PutoHaBup, ncnonb3yemblil B KadecTBE (PapMaKOKHHETUYECKOTO yYCHIUTEINS
JUITHA3EM, WIA aHTHPETpOBUpycHoro mpenapata, uHrubupyer CYP3A4 wu, kak
HU(ETUTHH CJIEJICTBUE, MOBBIIIAET KOHIIEHTPAIMIO aHTAarOHUCTOB KaJbIIMEBBIX KaHAJIOB

B IU1a3Me KpoBU. IIpy TNpHMEHEHWH 3THX JIEKAPCTBEHHBIX IPEnapaToB
OJTHOBPEMEHHO C PUTOHABHPOM PEKOMEHIOBAaH TIIATEIbHBIA MOHUTOPUHT
TepaneBTHYECKOTO 3P deKTa U HexKeNaTeIbHbIX SBICHHUH.

AHTArOHHCTBI IHAOTECJIUHOBLIX PEeUENnTOpPoOB

Bozentan [TpumeHeHue 603eHTaHA OJJHOBPEMEHHO C PUTOHABHPOM COMPOBOXKIIACTCS
MTOBBIIICHHEM MaKCUMAaIbHON KOHIIEHTpaIiu 003eHTaHa B TiazMe (Cmax) 1
TUIOIIAIU 0] (PapMaKOKUHETUYECKOM KPUBOM 0O3CHTaHA B PABHOBECHOM
cocrosiann (AUC).

Puouuryar Ilpy npuMeHEeHHH OIHOBPEMEHHO C PUTOHABHPOM MOXKET BO3pacTarh
KOHIIGHTPAIHS B CHIBOPOTKE KPOBHU BCIIEACTBUE UHTHOUPYIOIIETO ACHCTBHS
putonaBupa Ha CYP3A u P-rmuxonporenH. OJHOBpeMEHHBIH NpUEM
pUoLIMTyaTa C PUTOHABHPOM HE pekoMeHayeTcs (cMm. pazmen «OcobObie
YKa3aHUs» U HHCTPYKLMH 110 IPUMEHEHHIO PHOLIMIYaTa).

HpOI/BBOIleIe AITKAJTOUA0B CIIOPbIHbHU

JuruaposproramuH, OnHOBpPEMEHHBIN TpUeM C PUTOHABUPOM MPOTHBONOKA3aH, MOCKOJIBKY
3proHOBUH, MOJKET BECTH K TMOBBIIIEHHUIO KOHUEHTPAIMH MPOU3BOJHBIX AJIKAJIOHUJIOB
3proTamuH, CHOPBIHBH B T1a3zMme (cM. pasaen «IIpoTuBomokazaHusy).

METHJIDPrOHOBUH

Ctumyastopbl MoTopuku KKT

Huzampun OnHOBpPEMEHHBI MPHEM C PUTOHABHPOM NPOTHBONOKA3aH, T.K. MOXET
MIPUBECTU K TOBBIIMICHUIO KOHIICHTPAIIMU [HU3ANpUJia B IJia3Me KPOBH (CM.
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| pasnen «IIporuonokhzanmsy)! | == TELIEATENEAUL TE UULL)
AHTaronucrsl peuentopos I'nPI’
Onaronuke OnHOBpEMEHHOE TNPHUMEHEHHE JJIarojIMKca C PUTOHABHPOM  MOXKET

YBEJIMYUTH KOHIICHTPAIIHIO A1arojimkca myteMm naruoupoanus CYP3A u P-
TJIMKONPpOTeNHA. VI3BeCTHBIE cephe3HbIe HEKeIaTelbHbIE PpEeakUud IpU
NPUMEHEHUH JIaroJIMKCa — CyMIUAAIbHbBIE MBICIH U HOBBILLICHUE YPOBHEH
MEYEeHOYHbIX TpaHcamuHa3. Kpome Toro, snarojukc siBisercs ciadbiM /
yMepeHHBIM HHAYKTOpoM CYP3A, KOTOpBIIl MOXET YMEHBIIaTh CHCTEMHOE
Bo3zelicTBUE puTOHaBHpa. HeoOxoauMo oOpaTHTBCS K HHCTPYKLUHUH IO
MEIUIMHCKOMY NPHUMEHEHHUIO 3JIarojMKca sl MoJTydyeHus WHGOopMauuu o
J103axX DJIaroJIMKca JUIsl TONyueHus WH(POPMALMU O 033X 3JIarojiMKca MpH
MIpUMEHEHUN ¢ cuinbHbIME nHTHONTOpamMu CYP3A4.

IIpoTHBOBHPYCHBIE MpenapaThl NPAMOro AeiicTBus Ajs Jedyenusi BI'C

I'mexampeBup/
MUOpPEHTACBHUP

B cBa3m ¢ wuwarnbOupomanmem P-rmmkomporemna, BCRP u OATPI1B
PUTOHABUPOM KOHICHTPALUU B CHIBOPOTKE MOT'YT YBCIMYUBATHCA.
OnHOBpeMEHHOE ITPIMEHEHNE PUTOHABUPA U TIIeKarpeBupa/mudpeHTacBrupa
HE PEKOMEHJYeTCS M3-3a MOBBIIIEHHOTO pHcKa MoBbilieHus ypoBHsA AJIT,
BBI3BAHHOTO POCTOM KOHIICHTPAIMH TIIeKapeBHpa.

HNuarudurops nporeassl BI'C

CumenpeBup

200 /cyT. 100 xaxnasie 129 | T B 7,2 pasza 1 B 4,7 paza

PuToHaBHp MOBBIIAET KOHIIEHTPAIMIO CHMENPEBUPA B TUIa3Me BCIIE/ICTBHE
narnoupoBanus CYP3A4. OgHoBpeMeHHOE NpPHMEHEHHE pPUTOHAaBHpa U
CHMENpEeBHPa HE PEKOMEH/IOBAHO.

HNHrnéuTopsl penykrassl

I'MI'-KoA

AToOpBacTaTvH,
¢yBacTaTHH,
JIOBaCTaTHUH,
MpaBacTaTuH,
pO3yBacTaTHH,
CHUMBAaCTaTUH

[lpy npUMEHEHWH OIHOBPEMEHHO C PUTOHABHPOM, HCIIOIB3yEMBIM B
KayecTBE aHTHPETPOBUPYCHOrO Mpemnapara Hid (hapMaKOKHHETHUECKOTO
YCHUIIMTEINSI, OKUIACTCS BBIPAKCHHOE IOBBIIIEHHE B IUIA3ME KPOBH YPOBHS
uHruouTopoB penykTasel [ MI'-KoA, Takux Kak JJIOBaCTaTHH U CHMBACTATHH,
MOCKOJIBKY MX MeTaboJu3M B BBICOKOH crernienu onocpeaosad CYP3A. [pu
NOBBIIICHUH KOHLEHTPALMHK JIOBACTATHHA M CHUMBACTAaTHMHA BO3PACTaeT
IPEAPaCIIOIOKEHHOCTD MALMEHTOB K MUOMATHM, BKJIIOYast pablOMUOIIN3, B
CBSA3M C YEM MPUMEHEHHE ITHX JIEKapCTBEHHBIX MPENapaToB OJHOBPEMEHHO
C PUTOHABHPOM HNPOTHBOMOKa3aHO (cM. pasnen «lIporuBomoxazaHusm»).
Merabonu3M aTopBacTaTHHA B MEHbBIIEH crermeHn omocpemoBan CYP3A.
BriBenenne posyBacratuHa He 3aBucuT or CYP3A, oaHako mpu ero
NPUMEHEHUHN OJHOBPEMEHHO C PUTOHABHPOM COOOMIANOCH 00 yBETMUECHHUN
9KCHO3UIMM pO3yBacTaTWHa. MeXaHHW3M STOro B3aMMOJEHCTBHS HE
BBISICHEH, OJHAaKO JTO MOXeT OBbITh CJIEJACTBUEM HWHTHOMPOBAHHUS
MepeHOCUHKa. I[lpy  mpuMEeHEHWH  pUTOHABUpAa B KauecTBe
(bapMaKOKMHETHYECKOTO YCHJIUTENSI WIM aHTUPETPOBHPYCHOI'O Ipernapara
OJTHOBPEMEHHO C aTOPBACTATMHOM WM PO3YBaCTaTHHOM MOCJIEIHHE
HEOOXOIMMO Ha3HauaTh B KaK MOXHO Oojiee HU3KHX J03aX. Metabonusm
nmpaBacTtaTuHa U (himyBactatiHa He orocperoBaH CYP3A, B cBs3u ¢ yem
B3aMMOJIEHCTBUS C PUTOHABUPOM He npennonaraercs. [Ipu HeoOxonumocTn
neueHus MHrHOUTOpoM peaykrazsl ' MI-KoA pekomenayercst BHIOUpaTh
NpaBacTaTUH WK IIyBaCTaTHH.

HNHrudéurops! KNHA3BI

docramatuHno

OpnHOBpeMEeHHOE TpUMeHeHHe ¢ocTaMaTHHHOA W PHTOHABHpPA MOXKET
YBEITUIHUTHh CHCTEMHOE Bo3ielicTBHE MeTaboauTa hoctamaTuanOa R406, 9o
MOXKET MPUBECTU K HEKECIIATCIIbHBIM PEAKIUAM, 3aBUCUMBIM OT 103bl, TAKUM
KaK TelaTOTOKCHYHOCTh M HEUTPOTICHUSI.

I'opMoHaIbHBIE KOHTPALIENITHBBI

OTUHWIDCTPAIHON

500 xaxapie
124

50 MKT OTHOKPATHO 1 Ha 40 % lHa32%
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[Ipy npumeHeHun 3(HHHH30’E&E¥1ﬁH&E%h’I}%ﬁ'ﬁ££¥Eﬁb&- Eﬂi%ﬁgﬁipOM,

UCTIONIB3YEeMBIM B Ka4eCTBE aHTHUPETPOBHPYCHOTO Tpernapara WiIH
(apMaKOKHMHETHYECKOTO  YCHIHUTENs,  HEOOXOJUMO  HCIOJb30BAaTh
OapbepHblE WJIM JpPyrHWe€ HETOPMOHAJIBHBIC METOJIbI KOHTPAIICTIINY.
PutoHaBup w3MeHsieT TPO(UIP MATOYHOIO KPOBOTCUCHHS M CHIDKAET
3 (PEKTUBHOCTL 3CTPATUOI-COMEPIKAMNX KOHTPALIETITUBOB (CM. pas3fel
«Oco0ble yKa3aHus»).

HNMMyHOAeNpecCaHThI

IMuxnocnopusx, PutoHaBup, ncionb3yeMblil B KadecTBE (PapMaKOKHHETUIECKOTO YCHITUTENS
TaKpOJIUMYC, WIH aHTUPETPOBHpPYCHOro mpemnapara, wuHrubupyer CYP3A4 wu, kak
3BEPOIUMYC CJIEJICTBUE, TOBBIIAET KOHIEHTPALNIO LHKIOCIIOPHHA, TAKPOJIHMYCa WU

3BepoJMMyca B IUla3Me KpoBH. IIpM NMpHMEHEHUHM 3TUX JIEKapCTBEHHBIX
IpenapaToB OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHAOBAaH TIIATEIbHBIN
MOHHUTOPHHI TepaneBTHUECKOro 3P QeKTa 1 HeXKENaTeNbHbIX SIBICHUI.

l'[perlapaTbl, MOHMKAKIINE KOHICHTPAIUIO JIMITUI0B

Jlomuranun Jlomutanuna ABISETCS YyBCTBHTENBHBIM CyOCTpaTtoMm uis MeTabonu3ma c
nomotibio CYP3A4. Uarnbutopsr CYP3A4 yBenmnuuBarOT KOHIEHTPAIIHIO
JOMHUTaNlyAa B IUIa3Me, a MOILIHBbIE MHIMOMTOPBHl  YBEIMYHBAIOT
KOHIIEHTpalio mnpuMepHo B 27 pa3. OJHOBpEMEHHOE MpPUMEHEHHE
JOMMUTAaNuAa C€  PUTOHABUPOM  HNPOTHBOMOKA3aHO  (CM.  pasjen
«IIpoTHBONOKA3aHUI» M MHCTPYKUHUIO IO MPUMEHEHHIO JIOMUTANNA).

HNuarudurtops! pochoamscrepassl (PAI-5)

ABaHagun 50 oTHOKpaTHO 600 xaxapie 1813 pa3 1B 2,4 pa3a
124
OmHOBpPEMEHHOE TIPUMEHEHHUE aBaHa(wmia u pUTOHABUpPA
MPOTHUBONOKA3aHO (CcM. pa3jel «[IpoTUBONIOKa3aHHSD).
Cunnenagun 100 onnokpatHO | 500 KaxKIBIC T8 11 pa3 1 B 4 paza
124

Ilpn npumeHeHuMM cuizeHaduiaa C LENbIO JICUYCHHUS IPEKTUIBHON
JUCQYHKIMHM OJHOBPEMEHHO C PUTOHABHPOM, HCIOJIB3YEMBIM B KauecTBE
AHTHPETPOBUPYCHOTO IpernapaTa Wik (papMaKOKHHETUYECKOTO YCHIUTEINS,
HEOOXOAMMO COOJIFOAAaTh 0COOYI0 OCTOPOXKHOCTH, a J03a CHiIeHadwmIa He
JIOJDKHA MPeBbIATh 25 Mr 3a 48 9 (Taxke cM. pazzaen «Ocolble ykazaHus»).
ConyTcTBytolee MIpUMEHEHNE cunaeHagpuia u pUTOHaBHpa
NMPOTUBONOKA3AHO MALMEHTaM C JIETOYHOM apTepUalbHOM T'MIEpTEH3HEH
(cM. paznmen «IIpoTHBOIIOKA3aHUM).

Tananagpun 20 0JTHOKpPATHO 200 xaxnaele | T Ha 124% -
124
[Tpu npuMeneHNn Tanataduia ¢ MeIbIo JISYSHNS SPEKTIIIEHON TUCHYHKITNU
ONHOBPEMEHHO C  pPUTOHAaBHPOM,  HCIOIB3yeMBIM B  KadecTBe
AHTUPETPOBUPYCHOTO IpernapaTa Wik (papMaKOKHHETUYECKOTO YCHIUTEINS,
HEO0XO0MMO COOITI0IaTh 0COOYI0 OCTOPOXKHOCTD, a Tafanad il HEOOXOANMO
Ha3HayYaTh B CHIKCHHBIX J103aX He Oomee 10 MT ¢ mHTEpBaIoM B 72 4 mpH
YCHJICHHOM MOHHMTOPHHIE HEXEJATEeIbHBIX peakiuil (cM. pasnen «OcoObie
YKa3aHUI» ).

[Tpu npumeneHny Taganaduiia OTHOBPEMEHHO C PUTOHABUPOM Y TIAIIMEHTOB
C JICTOYHOM apTepUaNbHOM ruTnepTeH3uel He00X0AMMO COOJIOIaTh YKa3aHUS
W3 UHCTPYKIUH 110 MPUMEHEHHUIO Tagajiaduia.

Bapnenadun 5 OOHOKpPaTHO 600 kaxnaeie | T B 49 pa3 1 B 13 pa3
124
OnHoBpeMeHHOE MIpUMEHEHUE BapleHadua u pUTOHaBHpa

MPOTHBONOKA3aHO (cM. pa3znen «IIpoTHBONIOKa3aHHD»).

CenaTuBHbIe H CHOTBOPHbBIE IIpenapaThl

Kiopasemar, | OOHOBpPEMEHHBI TpUeM C PUTOHABHPOM MPOTHBONOKA3aH, MOCKOJIBKY
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JMazernam,
3cTa3ojaMm,
(dnypasenam,

NpeHa3HAYEHHbIN JJIs

IpremMa BHyTpb WIH
MapeHTepaIbHO
MU/1a30J1aM

MOXET NPUBECTU K I )BBIHICHPIQI;(IM{;_'[%—EH;J Eﬂ)’f)lcfyeh"a;ra? Em%éf'laMa,

acTazonamMa W (iaypaemamMa B IUIa3Me  KpoBH  (CM.  pasmen
«IIpoTrBOTIOKa3aHUS).

Metabonmmu3M Muma3onaMa B BBICOKOW cremeHm omocperoBan CYP3A4.
[IpumeHeHne OTHOBPEMEHHO C PHUTOHABHPOM MOXKET COIMPOBOXKIATHCS
CYILIECTBEHHBIM IOBEBIIIICHUEM KOHIIEHTpaLuu OeH301Ma3enHAa.
HccnenoBanns B3anMMOACWCTBUS PHUTOHABUpa W OEH30JMA3eNMHOB HE
MPOBOIMINCEH. Ha ocHOBaHWMM MaHHBIX mis Apyrux uHruoutopoB CYP3A4
KOHIICHTpaIlMs MUja3ojiama B Iia3Me MPH €ro MPUMEHEHUU BHYTpPb OyIeT
3HAUMMO BbIE. TakuM 00pa3oM, PUTOHABHp HE CIeAyeT NPHUHUMATh
OJTHOBPEMEHHO c MHJIa3071aMOM (BHYTpB) (cm. pasmen
«[IpoTBONOKa3aHus»), a TMPH €ro MNPUMEHEHUH OJHOBPEMEHHO C
MUa30JIaMOM, BBOJIMMBIM MapeHTEPANILHO, CICAYET COOJI0JIaTh OCOOYIO
OCTOPOXXHOCTh. JlaHHBIE 00 OJHOBPEMEHHOM NPHUMEHEHWH MHJIa30J1aMa,
BBOAMMOTO TIAPEHTEPANBHO, U IPYTUX WHTHOUTOPOB MPOTEa3bl yKA3hIBAIOT
Ha BO3MOXXHOE TOBBIIIICHUE YPOBHS MU Ia30j1amMa B IJ1a3Me KpoBH B 3-4 pasza.
Ilpy HEoOXOOUMOCTH TPHUMEHEHHSI PHUTOHABUpa OJHOBPEMEHHO C
MHAa30J1aMOM, BBOJHMMBIM ITapeHTEPaIbHO, 3TO CJIEMyeT OCYIIECTBISTh B
OTIeNeHNA peaHuManmd u uHTeHcuBHOM Tepanmu (OPUT) wmm B
AHAJIOTUYHBIX YCIIOBUAX JIA YCUJIICHHOI'O KIIMHUYCCKOrO MOHMTOPUHIA U
HAJISKAIIETO JICUSHHUSI B CIlydae Pa3BUTHS YTHETEHHUS AbIXaHUSA W (WIIN)
JUTATEIhHON cemarui. MokeT moTpeOoBaThCs KOPPEKTHPOBKA O3B
MHJ1a30J1aMa, 0COOEHHO MPH MHOTOKPATHOM BBEJICHHH.

Tpuaszosam

0,125 oguoxpatHo | 200, 4 o361 1>820 pa3 T Ha 87 %

OnHOBpEMEHHbI TNpHeM pUTOHAaBUpPAa NPOTHBOMOKA3aH, T.K. MOXET
MPUBECTH K MOBBIIIEHUIO KOHIIEHTPAIIMU TpHa3ojiama B IUIa3Me KPOBH (CM.
paszznen «lIpoTuBonokasaHusmy).

IleTununa

50 omuokpatHO | 500  Kaxnmsie | | Ha 62 %
BHYTDb 129

1 HA 59 %

HopnerunnHoBbIi
MeTa0OoIHUT

THa 47 % T Ha 87 %

OnHOBpeMEHHOE PUMEHEHNE NMEeTHANHA U PUTOHABUPA MPOTHBOMOKA3aHO
B CBA3M C BO3MOKHBIM IIOBBIHNICHUEM KOHHUCHTPAIIMM HOPIECTUAMHOBOIO
MeTabonnTa, KOTOPBIH o00NamaeT o00e300JMBAOINM ACHCTBHEM W
onHoBpeMmeHHo ctumynupyer L[HC. Ilpu mnoBblieHHONH KOHILEHTpaluu
HOPIETUIMHA BO3PACTAET PUCK Pa3BUTUS MOOOYHBIX PEaKIUi CO CTOPOHBI
HHC (mampumep, SmwienTHGOPMHBIX — MPHUIIATKOB), CM.  pas3ien
«ITpoTUBONIOKA3aHUSD.

Anmpazonam

1 ogHOKpaTHO 200 xaxanie
12 u B Teu. 2
THel

1B 2,5 paza >

500 xaxapie
12 u B Teu. 10
THel

1 Ha 12% lHA 16 %

Beenenne B cxeMy — JieueHMA ~ PUTOHaBHpPa  CONPOBOXKIAIOCH
UHruOMpoBaHUeM MeTabonu3ma anmnpasonama. Ilocne  mpumeHeHus
pUTOHaBUpA Ha MpoTshkeHuH 10 AHEH WHruOMpylolIee JeicTBUE UCUE3alI0.
B mepBble HECKONBKO OHEH MPUMEHEHHUs ainpas3ojaMa OJHOBPEMEHHO C
PUTOHABHUPOM, HCIOJIb3YEMBIM B KaU€CTBE aHTUPETPOBUPYCHOTIO Ipenapara
501041 (l)apMaKOKI/IHCTI/ILICCKOFO YCWIIMTECIIA, OO0 PAa3BUTUA HWHAYHHUPYIOUICTO
JIEHACTBYSI Ha METa0OJIM3M aimpasoyiaMa, He0OXO0AUMO COOIIIO/IaTh 0COOYIO
OCTOPOXHOCTb.

bycnnpon

PuToHaBup, nCONB3yeMblil B KadecTBE (PapMaKOKWHETUIECKOTO YCHITUTEINS
WIM aHTUPETPOBHpPYCHOro mpenapara, wunHruoupyer CYP3A wu, xak
CJIEJICTBUE, TOBBIIIACT KOHIEHTpalMio OycnupoHa B muiazMe kposu. [lpu
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YCUJICHHBI MOHHTOPHHT TepareBTHIECKOro d(Pdekra M HeKeTaTSITbHBIX
SIBJICHUU.

CHOTBOpHBIE TpenapaTshl

3oanuaeM

5 200, 4 no3s1 THa 28 % THa22 %

[IpuMeHeHne 301muIeMa OTHOBPEMEHHO ¢ PUTOHABHPOM JIOITyCKAeTCsl IPU
YCUIIEGHHOM MOHHTOPWHTE U30BITOUHBIX CENATUBHBIX A((EKTOB.

IIpenaparsl 1J151 0TKa3a OT KYpPeHHsI

Bynponuon

150 100 xaxxapie lHa 22 % lHa 21 %
124

150 600 xaxapie | Ha 66 % | Ha 62 %
124

Bymporrmon  metabommsupyercs npemmymiectBeHHo  CYP2B6. Ilpwm
NPUMEHEHUH OyNpONMOHA OJHOBPEMEHHO C MHOTOKPATHBIMH JI03aMHU
pUTOHABUpPAa MOXET CHIKATHCSA €ro YpPOBEeHb. OIJTOT 3(PPeKT MOoXHO
OOBSICHUTh HHAYLMPYIOIIMM JI€HICTBUEM DPHUTOHABUPAa HAa METa0OIN3M
Oynpornona. Tem He MeHee, puTOHaBUp Takke MHrHOupyer CYP2B6 in
Vitro, B CBSI3U C 4eM OYNPOIHOH CIEAYeT WCIONb30BaTh B J103aX HE BBIIIC
pexoMeHnyeMblXx. B omimume ot 3(d(dexkToB mnpu NpOOIKUTEIBHOM
NPUMEHEHUN PUTOHABHpPA, IIOCIE €ro MPUMEHEHUS B HHU3KUX J103aX Ha
NPOTSHKEHUU KOPOTKOro meproaa (200 Mr 2 pas3a B CyTKH B TE€UEHHUE 2 JTHEH)
3HaYMMBIX B3aUMOJACHCTBHH C OynponHMOHOM He HaOIoIaloch, Ha
OCHOBAaHUH YET0 MOXXHO HPEIIOJIOKUTh, YTO KOHLEHTpaLus OYyIponHoHa
HauWHAeT CHIDKATbCS CIYCTS  HECKOJNBKO JHEW Tocjie  Havaia
COITYTCTBYIOLIETO IPUMEHEHHSI PUTOHABHUPA.

Crepouasbl

®nyTUKa3zoHa IIPOIMOHAT,
[IPUMEHSEMBII
HWHTaJIIIIUOHHO,
HWHTpaHa3aJbHO WU
MOCPEJCTBOM UHBEKIINM,
OynecoHu,
TPUAMLMHOJIOH

I[lpy npUMeHEeHWHM PUTOHABHpPA  OJHOBPEMEHHO ¢  (IyTHKa30HA
IMPOMMOHATOM, BBOAUMBIM UHTAJIAIWUOHHO UJIKM MHTpPpAaHA3aJIbHO, coo6man001>
0 pa3BUTHU CUCTEMHBIX 3PPEKTOB KOPTUKOCTEPOUIOB, BKIIOUAsT CHHAPOM
Wnenko-Kymmara w  yrHeTeHue  QyHKIMM — HAJANOYEYHHKOB (B
BBIIICYTIOMSIHYTOM KCCJICIOBAaHUM YPOBEHb KOPTH30JIa B IIa3Me CHU3HJICS
1o 86 %). Ananorunynbie 3QQeKThl TaKKe HAOIIOAATUCH MIPU IPUMEHEHUU
PUTOHABHPA  OJHOBPEMEHHO C  JPYTUMH  KOPTHKOCTEPOWJIAMH,
MeTa0O0IM3UPYEMBIMHI CYP3A, HaIpuMep, OymecoHuIOM u
TPUAMIMHOJIIOHOM. TakuM 00pa3oM, MPUMEHEHHE PUTOHABUPA B KAUECTBE
AHTHPETPOBUPYCHOTO Tpenapara Win (papMaKOKHHETHYECKOTO YCHIIUTEINS
OJTHOBPEMEHHO C JIAHHBIMU TJIOKOKOPTUKOWIHBIMH TpernapataMu He
PEKOMEHIOBAHO, 33 MCKIIOYEHUEM CITydaeB, KOrJa MOTEeHIMaIbHas T0JIb3a
TAaKOro JICUCHUA MPEBOCXOAUT HOTCHL[HaHLHbIﬁ PUCK PA3BUTHA CUCTEMHBIX
3(peKToB, CBSI3aHHBIX C MTPHEMOM KOPTHKOCTEPOUAOB (cM. pazaen «Ocodbie
yKazaHus»). B nocnemHem ciydyae He0OXOAMMO HCIIOJIb30BaTh CHIYKCHHBIC
JI03bl  TJIFOKOKOPTHKOWUIHOTO TMperapara U MPOBOJAUTh  YCHJICHHBIN
MOHUTOPHHT MECTHOTO M CHCTEMHOTO JICHCTBHSA, JHOO TEpPEeXOJUTh Ha
JIIPYTON TIIOKOKOPTHUKOWIHBIN TIperapaT, He SBISIONIHIACSI CyOCTpaToM
CYP3A4 (mampumep, Ockinomera3oH). boinee Toro, B ciiyuae OTMEHBI
TIFOKOKOPTUKOWIHBIX TPENapaToB MOXKET MOTPe0OBaThCsS IMOCTEIIEHHOES
CHIDKEHHE JIO3bI HA IPOTSHIKCHUH JUTUTEIIEHOTO BPEMEHHU.

JlexcameTazon

PuToHaBup, ncONB3yeMblil B KadecTBE (PapMaKOKHHETUIECKOTO YCHITUTEINS
WIA aHTUPETPOBHpYCHOro mpenapara, wunHruoupyer CYP3A wu, xak
CJIEZICTBHUE, TIOBBILIAET KOHIIEHTPALMIO AeKCaMeTa30Ha B Iu1a3Me Kposu. [Ipu
NIPUMEHEHUH I€KCaMEeTa30Ha OAHOBPEMEHHO C PUTOHABUPOM PEKOMEHI0BAaH
YCHJICHHBI MOHHUTOPUHT TEpaneBTHYECKOTO 3(PPEKTa M HEXKENaTeIbHBIX
SIBJICHUI.

[Ipeanuszonon

200 xaxneie | T HA 28 % 1Ha 9 %

20 124
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PEKOMEHIOBAaH YCWJICHHBII MOHMTOPHHI TepaneBTHYeckoro 3ddekra u
HeXxenarenbHbIX siBleHud. UYepes 4 u 14 gHE COMyTCTBYIOMIETO
NPUMEHEHUs] MpeJHU30JI0Ha U putoHaBupa BenmunHa AUC merabonuta
peaHn30JI0Ha Bo3pocia Ha 37 u 28 % cOOTBETCTBEHHO.

H/0: HE OTIpeIeNIeHO
1. Ha ocHOBaHUM CpaBHEHMs B IAPAJUICIBHBIX IPyIIIaX.

2. CynbdameTokcaszol IPUMEHSIICS OHOBPEMEHHO C TPUMETOIPHUMOM.

[Ipy mnpuMeHeHHH pUTOHABHpPA OJHOBPEMEHHO C JHU30MHUPAMHUIIOM, MEKCHIETUHOM U
He(ha300HOM COOOIIANIOCh O PA3BUTHUHN HEKETIATeNbHBIX SBJICHHUM CO CTOPOHBI CepAlla U HEPBHOM
cucreMbl. Henb3sl HCKIIFOUUTHh BO3MOKHOCTh B3aUMOJICMCTBUS ATUX JIEKAPCTBEHHBIX IIPENapaToB.
[ToMuMO  BBINICTIEPEUYHUCIICHHBIX ~ B3aUMOJICHCTBUM  CYIIECTBYET BEpPOSITHOCTh  YCHUJICHUS
TEPANeBTUYECKUX M TOKCUYECKUX JCHCTBU, UTO CBSA3aHO C BBICOKOM CTENEHBIO CBA3BIBAHUS
pUTOHaBHpa ¢ OeIKaMH TUIa3Mbl U, KaK CIEJICTBHUE, BHITECHEHHUEM OJHOBPEMEHHO MPUMEHSIEMbIX
JIEKAPCTBEHHBIX MPEMAPATOB U3 CBSI3U C HUMH.

Ilpumenenue pumonagupa ¢ Kauecmee PapmaKkoOKUHEMUYECKO20 yCUuaumens

Baxxnble cBelmeHMST O B3aUMOJCHCTBUSAX PUTOHABUpA, UCIOJB3YyEMOTO B  KayecTBE
(hapMaKOKMHETUYECKOTO YCUJIMTEINS, C JICKAPCTBEHHBIMHU IMpernapaTaMu TakKe NpPHUBEACHBI B
WHCTPYKLHUU AJI1 OTHOBPEMEHHO MPUMEHSIEMOT0 HHTMOUTOPA MPOTEeaskl.

Hneubumopwr npomonnoco Hacoca u 6nokamopsl Hr-cucmamunoswix peyenmopos

[Ipyu mnpuMeHEeHHMH WHTUOUTOPOB MPOTOHHOTO Hacoca U OJ0katopoB Hr-rMcTaMMHOBBIX
peuenTopoB (Hampumep, OMeINpaszoja WM PaHUTUIAMHA) MOXKET CHUXKAThCS KOHIICHTPAIIUS
OJIHOBPEMEHHO MPHUMEHSEMbIX HMHTHOMTOPOB mpoteas3bl. [lonpoOHBIe cBeneHUs O BIUSHUU
OJIHOBPEMEHHOI'O0 TPUMEHEHHUsl JIEKaPCTBEHHBIX MPENapaToB, CHIKAOIIMNX KUCIOTHOCTb,
MPUBE/ICHBI B MHCTPYKIIMH JIJI1 OTHOBPEMEHHO TPUMEHSEMOT0 HHIHOUTOpa nmporeasbl. CoracHo
pe3yibTaTaM MCCIEOBaHUN B3aMMOJACHCTBUI C MHTHOMTOpAaMH IMpPOTeasbl, ACWCTBUE KOTOPHIX
YCUJIUBA€T PHUTOHABUP (JIOMMHABHP B KOMOWHAIIMM C PUTOHABHPOM, aTa3aHaBHp), MpHU
OJIHOBPEMEHHOM IIPUMEHEHUHN OMEMNPa30Jia WIK PaHUTUIANHA C PUTOHABUPOM, HCIOJIb3yEMBbIM B
KauecTBe (HapMAKOKHHETHYECKOTO YCHIIUTENS, 3(PPEKTUBHOCTh TOCICIHETO 3HAYMMO HE
MEHSETCSI, HECMOTPS Ha HEOOJBIII0e U3MEHEHUE YPOBHSI CHCTEMHOTO BO3CHCTBUA (TPUMEPHO HA
6-18 %).

OcoOble ykazaHus

PuronaBup He wuzneuuBaer or BUY-1 undexuun u CIIN/a. YV nanueHTOB, MOTyyYarommx
PUTOHABHP WITU JTIOOYIO APYTYIO aHTUPETPOBUPYCHYIO TEPAIUIO, MOTYT IPOJIOJIKATH Pa3BUBATHCS
ONMMOPTYHUCTHYECKHE WH(DEKINH U Apyrue ocnoxknenus BUU-1 undexiun.

[Ipy mpuMeHEeHWU PHUTOHABUpPA B COCTaBe KOMOWHHPOBAHHON aHTHPETPOBUPYCHOM Tepanuu

Joka3aHo 3P ¢GEKTUBHOE TOJIABJICHUE BUPYCa, YTO 3HAYUTEIHLHO CHIDKAST pHUCK mepenaun BUY
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[TareHTHI JOMKHBI COOTIOAATh COOTBETCTBYIOIINE MEPBI OE30MACHOCTH JUISl TPEIOTBPAIICHUS
nepenaun BUY-nngexnnu.

[lpn Ha3zHaueHWW pHTOHABHpa B KOMOWHAIMU C JPYrHMH HMHTHOMTOpaMHu mporea3 BUY
(HampuMep, B Cilydasix, KOTJla PUTOHABUDP HCIOJB3YETCS B KauecTBE (hapMaKOKMHETHYECKOTO
YCUJIUTENS Jpyrux WHruoutopoB mporeas BUY) crnenyer yuurthiBaTh WHGOpPMAIHIO,
COJIepKAIIYIOCS B MHCTPYKIMSX IO MPUMEHEHHIO COOTBETCTBYIOIIUX WHTHOMTOPOB IpOTEa3
BUY.

HpuMeHeHue pumonaesupda 6 Kauecmee aHmupemposeupyCcHozo cpedcmea unu

depMdKOKMH@muU@CKOZO ycuaumeliii

Tlayuenmwi ¢ xponuyeckoti ouapeeti uiu Maibabcopoyue

PexomeHyeTcsi AOMOTHUTEIBHBI MOHUTOPHHT TIPU BO3HUKHOBEHHMH auaped. OTHOCHTEIBHO
BBICOKAsl 4acTOTa JHAPEH BO BpPEMs JICUCHUS PUTOHABHPOM MOXKET MPHUBECTH K HAPYIICHUIO
BCACBIBAaHMSI ¥ CHIDKCHUIO J()QPEKTUBHOCTH (BCIECACTBUE CHUXKCHHS KOMIUIACGHTHOCTH)
PUTOHABHpA WM APYTUX OJHOBPEMEHHO MPUMEHSEMBIX JIEKapCTBEHHBIX CpelcTB. Cephe3Has
MEPCUCTHUPYIOIIAs PBOTA M/VITH JIHApEsi, CBSI3aHHAS C HCIIOJIb30BAaHHEM PUTOHABHPA, TAKKE MOXKET
NPUBECTH K HapyIIeHHIO QYHKIMH TOoYeK. PeKOMEHIyeTcsl KOHTPOJIMPOBaTh (DYHKIHIO MTOYEK Y
MAIMEHTOB ¢ HapylIeHHeM (QyHKIIUU TIOYSK B aHAMHE3e.

T'emogpunus

VY manueHToB ¢ reModwined Thrna A uian B, mony4aromux JedeHrHe WHIHOMTOpaMU BHPYCHBIX
npotea3 BUY, oTmeuanuch cirydan yCuiieHHsI KPOBOTCUCHHS, BKJIFOUAsi CIOHTaHHOE 00pa3oBaHue
KOXHBIX T€MaTOM M reMapTpo3a. HekoTopsiM marueHTam ObLT TOTOTHUTEIFHO Ha3HaueH (PaKTop
VIII. Bonee yemM B TIOJIOBHHE OMUCAHHBIX CIyYaeB JCUCHHUE MHTHOMTOpAMU BUPYCHBIX MPOTEa3
BUY 6but0 MpOJ0IKEHO WM BO30OOHOBIICHO. MIMEIOTCS YTBEP)KACHUS O HAIUYUU TPUYUHHO-
CJICZICTBEHHOMW CBSI3U, XOTSI MEXaHU3M JICHCTBUS yCTaHOBIIEH He ObUI. [lanmeHTsl ¢ remodumei
JIOJIKHBI OBITH IPOMH(POPMHUPOBAHBI 0 BO3MOKHOCTH YCHIJICHHUSI KPOBOTCUCHHIA.

Macca mena u nokazamenu obmena ewecms

Bo Bpems aHTUPETPOBUPYCHOH Tepamud MOXET MPOUCXOIUTh YBEIWYCHUE MACChl Tela,
MIOBBIIIICHUE KOHIICHTPAIIUH JIMITHIOB M TIIFOKO3BI B IJ1a3Me KPOBU. Takue W3MEHEHHS MOTYT OBITh
YaCTHYHO CBSI3aHBI C KOHTpPOJIEM 3a00JieBaHUsS W O0pa3oM KW3HU. J[Is TOBBIIICHUS
KOHI[CHTPAIIUU JIMMHJIOB B HEKOTOPBIX CIydasx CYIIECTBYIOT CBHUJICTEILCTBA BO3ICHCTBHS
TEpaIuy, B TO BPeMsl KaK CBUJICTEIIHCTB CBS3H MPUPOCTA MACCHI TeJla ¢ KAKMM-THOO KOHKPETHBIM
nedeHreM HeT. [Ipu OTClIe)KWBaHWHM KOHIICHTPALMW JIMIIUIOB M TJIFOKO3BI B KPOBH CIIEIyET

OpUEHTUPOBATLCS Ha pa3paboTaHHBIE PYKOBOACTBA 1o jeueHnto BUY-undeknmu. Hapymenus
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HeoOxogumMo uMeTh B BHAY BO3MOXKHOCTh NAHKpEaTHTa NPHU MOSBJICHUU KIMHUYECKHX
CHUMIITOMOB (TOLTHOTA, pBOTa, 0OJbh B KUBOTE) M OTKIOHEHUH J1a0OpPATOPHBIX MOKa3aTele oT
HOPMBI (TIOBBIIIICHNE YPOBHS JITIA3bl UM aMUJIa3bl B CHIBOPOTKE). [TallMeHThI ¢ TepeunciIeHHBIMU
MpU3HAKaMU WJIM CUMITOMAaMH JOJDKHBI MPOWTH JOMOJIHUTENBHOE O0ClIe/JoBaHMEe, a B CIy4yae
MOATBEPK/ICHUS AMAarHo3a MaHKpeaTuTa JICYeHHE PUTOHABUPOM CJIEYET PEKPaTUTb.

Cunopom eoccmanogienus uMmyHumema

Y BUY-uHQUIMPOBAHHBIX MAIMEHTOB C TSKEIBIM HUMMYHOAC(PHUIIMTOM Ha MOMEHT Hadyala
KOMOMHHPOBAaHHOW aHTHUpeTpoBUpycHOU Tepanuu (KAPT) MoxkeT pa3BUThCS BOCHATUTENbHAS
peakiysi Ha OECCHMITOMHBIE MM OCTaTOYHBIE ONMOPTYHHCTHYECKHE MH(EKINHU, YTO BENET K
CEpbE3HBIM KIMHMUYECKUM COCTOSHUSM WIM YXYIIIEHHIO CUMOTOMOB. Takue peaknuu oObIYHO
HaO0II01al0TCS B TIEPBBIE HECKOJIBKO HEJleNb Wi MecsleB oT Hayana KAPT. B kauectBe mpumepa
MOKHO TPHUBECTH LHUTOMETATIOBUPYCHBIM PETHHUT, TE€HEpalu30BaHHbIE U (WJH) (OKaIbHBIC
MUKOOAKTepHUaIbHble HWH(EKIIMU W ITHEBMOHHUIO, BBI3BAHHYIO Pneumocystis jiroveci. Bce
CUMITOMBI BOCHIAJIEHUS JOJKHBI OBITh IOMIOJHUTEIBHO OLIEHEHBI, a TP HEOOXOJUMOCTH CIIEAYET
HAYaTh JICUCHUE.

Takxe Ha ((oHE CHHIPOMAa BOCCTAHOBJICHHS HMMMYHUTETa COOOIIANIOCh O pPa3BUTUU
ayTOUMMYHHBIX 3a00JIeBaHUH (TakuX Kak 00yie3Hb [ peiiBca), 0HAKO 3TO MPOUCXOIUT B pa3HbBIC
CPOKH, JaKe CIIyCTsI MHOTO MECALIEB MTOCIIE Havaja JICUEHHUS.

3abonesanus neuenu

PurtonaBup He cienyeT Ha3HAayaTh MalMEHTaM C JI€KOMIIEHCHPOBAHHBIM 3a00JIeBaHUEM TICUEHHU.
[Tpu Ha3HAYECHNH KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOM TEpaNNH y MAIMEHTOB C XPOHUYECKUM
renatutoM B uwin C cymiecTByeT NOBBIIIEHHBIM PUCK Pa3BUTHS TSKEIbIX U MOTEHIUAIBHO
OTIACHBIX JJISl )KU3HM HEKeJIaTeNbHBIX PEakiuii co CTOPOHBI MeueHH. B ciydae comyTcTByromeit
MPOTUBOBUPYCHOM Tepanuu renatuta B umu C HEOOXOAMMO 03HAKOMUTHCS C MHCTPYKIIHEH 1Mo
IPUMEHEHHIO COOTBETCTBYIOLINX MIPETIAPaTOB.

VY nanueHToB ¢ UMEIOLUMCS B aHaMHe3€ HapylIeHHeM (QyHKIUH IT€YEHH, BKIII0OYas XpOHUUECKUN
AKTHUBHBIN T'eNaTuT, P KOMOMHUPOBAHHON aHTUPETPOBUPYCHON Teparuu MOXKET HaOII0IaThCs
MOBBILICHHAS YaCTOTA Pa3BUTHS HapyIIeHUH (YyHKIIMU NIEYCHU; 32 TAKUMU MAIUEHTaMH CIeAyeT
THIATEIbHO HAOII0aTh B COOTBETCTBUHU CO CTaHAAPTHBIMU MPOTOKOJIAMH JiedeHUsl. Eciau y aTux
MAIMEHTOB TOSBISIOTCS CUMIITOMBI YXYZIICHHUS 3a00JIeBaHUSI MEYEHH, CIEAYET PacCMOTPETh
BOIPOC O MPEPHIBAHUH UM MPEKPAIICHUHN JICUSHUSI.

3abonesanus nouex

He oxwunaercs cHmkeHHE 00IIero KJInpeHca pUTOHABHpa Y MAI[EeHTOB C HapyIIeHneM (YHKIUU
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Ha ¢one npumenenus ¢ teHo(doBHpa Iu30OMpoKcHia (ymMapaToM B KIMHHYECKOW MPAKTHKE
€0001Ia7I0Ch O pa3BUTHH TOYEYHON HEJJOCTATOYHOCTH, HApYIIEHUH (DYHKIIUHU TT0YEK, TOBBIIICHUN
YpOBHS KpeaTuHHHa, runodocdareMun u TyOylonmaTHH MPOKCHUMAIbHOTO THMA (BKIIOYas
cunapoM DaHKOHU).

Ocmeonexpos

Coo0manochk 0 ciaydasx OCTEOHEKpO03a, OCOOCHHO Yy TMAalMEeHTOB C MPOTpPecCUpylomiel craanueit
BUY w/unu npu 10Ar0CpoYHOM MPUMEHEHUU KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM Teparuu,
XOTS ATHOJIOTHS TOTO OCTIOKHEHUS CUUTAETCSI MHOTO(PAKTOPHOM ((hakTopaMu pucKa B TOM YHUCIIE
SBIISIIOTCSL  TIPUMEHEHHE  TIIOKOKOPTHKOCTEPOHIOB,  YIOTPEOJICHHE  alIKOTOJNIsA, — TshKenas
UMMYHOCYTIpECCHS, BBICOKHI WH/IEKC Macchl Tena). Ecnu manuenT onrymniaer 00k B CycTaBax, UX
TYTOMOJBUKHOCTb, TPYAHOCTH MPH JBHKEHUH, €My CIIeyeT OOpaTUThCA K Bpady.

Yonunenue unmepsana PR

Ha ¢one mpuema putoHaBupa y HEKOTOPBIX MAIIIEHTOB OTMEYAIOCh YMEPEHHOE OECCUMIITOMHOE
ymuHenne wuHtepBasia PR. ITlpu mnpueme putoHaBupa co0OMIATOCh O PEAKUX CIydasx
aTpuoBeHTpUKysipHoi Oxokansl Il u 11l creneHun y manneHTOB ¢ OpraHMYEcKUM 3a00JIeBaHUEM
cepllla M CYIIECTBYIONIMMH paHee paccTpoMCcTBaMM MPOBOASIIEH CHUCTEMBbI cepAlla WIH Y
MAIMEeHTOB, MPUHUMAIOIINX TPeTaparsl, yAauHsonme narepsai PR (Takue kak BepamaMui Wiu
aTa3aHaBHp). Y TaKWX MAI[IEHTOB PUTOHABHP CIIEAYET MPUMEHSITH C OCTOPOKHOCTBIO.

Bzaumooericmsue ¢ ODVZMMM JNEeKAPCn16EeHHbIMU cpedcmgaMu

IIpumenenue pumonasupa 6 Kawecmeae AaHMUPEMpPOSUPYCHO20 CPeOCmaa

Cnenyronme TpEeAyNpekACHUS W MEphl TMPEJOCTOPOKHOCTH CJIEAYeT YYHUTHIBaTh, KOTJA
PUTOHABUP UCIIOJIB3YETCSI B KauyeCTBE AHTUPETPOBUPYCHOTO cpeacTtBa. Ecnu puToHaBUP
HCITONIB3YETCsl B KauecTBe (hapMaKOoKHHETH4YecKoro ycwmrtels B go3e 100 mr u 200 mr, Henb3s
CUMTaTh, YTO CJEAYIOUIME TMPEAYNPEeKICHUS U MEpbl MPEJOCTOPOKHOCTH Takxke OyayT
npuMeHsIThcs. Koraa putoHaBup UCIONIB3yeTCs B KauecTBe (PapMaKOKMHETUYSCKOTO YCHUITUTEIIS,
HEOOXOAMMO  YYUTHIBaTh TOJIHYI0O HHQPOpMALUIO O  MPEAYNpexACHUSIX HU  Mepax
MPEIOCTOPOKHOCTU JJII COOTBETCTBYIOLIEro MHrubuTopa mporeassi BUY, mostomy cremyer
03HAKOMUTHCS C MHCTPYKIIMEH MO0 MPUMEHEHHIO COOTBETCTBYIOIIETO Mpernapara.

Hneubumopor @J[3-5

Crnenyer mposiBIISAT 0COOYIO OCTOPOKHOCTH IIPY Ha3HAYCHUH CHUJIIeHa(IIIa Wi Tajanaduia as
JICYEHUs SPEKTUIHLHON AUC(YHKINU Y MAIMEHTOB, TPUMEHSIOMUX pUTOHABUD. OXKUaaercs, 4yTo
OJIHOBPEMEHHOE MPUMEHEHHE PUTOHABUPA C ITUMH JIEKapCTBEHHBIMHU ITpernapaTaMy 3HAYUTEIIbHO

MOBBICUT UX KOHLOCHTPAIIMIO B IIJIa3MC€ KPOBU U MOXCET IMPHUBCCTHU K PA3BUTHUIO HCKCIATCIBbHBIX
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peaKIvii, TAKUX KaK apTepuaibHasi TUTIOTCH3US |1 npond@ggoggﬁfgg'ﬁﬂ&%# 'é%J&BBéﬁi'SﬁHoe

nprUMeHeHHe aBaHa(uIa WK BapJeHa(uiIa ¢ puTOHAaBUPOM MPOTHUBOINOKa3aHO. OHOBpEeMEHHOE
IpUMEHEHHE CcuijieHaduiIa ¢ PUTOHABUPOM NPOTHBONOKA3aHO Yy TMAaLUEHTOB C JIETOYHOM
apTepuaIbHOU TMIEPTEH3UEH.

Hneubumopuor I MI'-KoA-pedykma3zvl

WNuaruburoper 'MI'-KoA-penykTa3sl CHMBACTaTHH W JIOBACTATHH B 3HAYMTENBHOM CTETIEHU
metabonm3upytorcst  u3zodpepmentom  1muroxpoma CYP3A4, mnostomy OJHOBpEMEHHOE
MCII0JIb30BaHNE PUTOHABUPA C CAMBACTATHHOM WJIM JIOBACTATUHOM ITPOTUBOIIOKA3aHO BCIICICTBUE
MOBBIIIIEHUS PUCKA pa3BUTHS MHOIIATUH, BKIItoUast padbromuonns. HeoOxoanmo Taxke co0nroaTh
OCTOPOXXHOCTh M CHWXXaTh J03bl IpPU OJHOBPEMEHHOM HAa3HAYEHUM pPUTOHABUpA C
aTOPBACTaTHHOM, KOTOPBIA B MEHBIIEH CTENIEHH METab0IM3UpyeTCsl N30(epPMEHTOM ITUTOXPOMa
CYP3A4. HecmoTpst Ha TO, 4TO 3JIMMMHAIMS pO3yBacTaTHHA HE 3aBUCUT OT H30(epMeHTa
nutoxpoMa CYP3A, onucaHO MOBBILIEHUE 3KCHO3UIMM PO3yBaCTaTHHA IPU OJHOBPEMEHHOM
NPUMEHEHUH C PUTOHABUPOM. MeXaHU3M 3TOr0 B3aUMOJICHCTBUS HE SICEH, HO MOXXET OBITh
pe3ynbTaToOM MHIMOMpOBaHUS NepeHocurka. [Ipu oqHOBpeMEHHOM Ha3HAYEHUH C PUTOHABUPOM
B KauecTBe (papMaKOKMHETHYECKOIO YCUIIUTENS WK B Ka4eCTBE aHTUPETPOBUPYCHOTO CPE/ICTBA
JIOJIKHBI MCIIOJIB30BAThCSl HAMMEHBIIHNE BO3MOJKHBIE J103bl aTOPBACTaTHHA WJIH PO3yBacTaTHHA.
Metabonu3m npaBacTaTuHa U (ryBacTaTHHA HE 3aBUCHT OT n3opepmenTa nutoxpoma CYP3A4,
U WX B3aUMOJICHCTBHUSI C PUTOHABHPOM HE OXuaaercs. Ecnu mokasaHo JeuyeHre MHTHOMTOPOM
I'MI'-KoA-penykTassl, peKOMEHIYeTCsl IPUMEHATh paBacTaTHH UM (DIyBacTaTHH.

Konxuyun

Cpenu nanueHToB, IPUHUMABIIUX KOJIXHUIIMH U MOIIHBIE HHTHOUTOPHI H30(hepMeHTa IIUTOXpoMa
CYP3A, Takue Kak PUTOHABUp, BBIABICHBI Clyd4ad YIPOKAIOLIEro XU3HU U CMEPTEIbHOTO
B3aMMOJEHCTBUS  npenapatoB. (COBMECTHOE IPUMEHEHME KOJIXHLIMHA M  PUTOHABHpa
IIPOTUBOMOKA3aHO.

Jlueoxcun

Cnenyer mposBIATH OCOOYH0 OCTOPOXHOCTh IPUM HA3HAYCHUM PUTOHABUpPA IALUEHTaM,
IPUHUMAIOIIAM JIUTOKCHH, TIOCKOJIBKY OXKHAAETCA, YTO OJHOBPEMEHHOE IPUMEHEHHE
PUTOHABHpa C ITUTOKCHUHOM IPUBEACT K YBEIMYECHHUIO KOHIEHTPALMU JUTOKCHHA. YBEIUYECHHE
KOHIEHTPALlUU AUTOKCUHA MOKET YMEHBIIATHCS C TEUEHUEM BPEMEHHU.

VY nanueHToB, KOTOPHIE YK€ NPUHUMAIOT JUTOKCHH, CIEAYeT YMEHBUIUTh €r0 /103y BIBOE MpU
Hayajie Teparuy PUTOHABUPOM, U 3a MALMEHTaMU HE00X0AMMO HaboaTh 0ojiee BHUMATENBHO,
yeM OOBbIYHO, B TEUEHHE HECKOJIbKMX HEJeNlb IOoCJie Hayaja OJHOBPEMEHHOI'O NpHUMEHEHHUs

PUTOHABHpA U AUTOKCHHA.
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v ManMEHTOB, YK€ IPUHUMAIOIUX PUTOHABUD Ha MOMGHM‘;&JI%%@I%ITII% ﬂ/h‘ %EIIO'_MI;] ;IIC-IE;éHI/Ie

JUTOKCHHOM JIOJDKHO BBOJUTHCS O0Jiee MOCTENEHHO, YeM 00BIYHO. B 3TOT meproa HeoOXoaumo
IIPOBOJUTH O0JIee MHTCHCUBHBI MOHUTOPUHT YPOBHS AUTOKCHHA, a IPU HEOOXOAUMOCTH CIIETyeT
IPOBOJUTh KOPPEKTHPOBKY J03bl, MCXOIAS M3 KIMHMYECKHX M 3JIEKTPOKapIuorpaduyeckux
JTAHHBIX U YPOBHS IUTOKCHHA.

Omununscmpaouon

Crnenyer UcCnoab30BaTh OApBEPHBIE WM WHBIE CPEACTBA KOHTPALETIINK, KPOME FOPMOHAIBHBIX
IpenapaToB, IPU UCIOJIb30BAaHUM PUTOHABUPA B TEPANEBTUYECKUX MM HU3KHX /103aX, TaK Kak
PUTOHABHpP MOXET CHWXaTh 3((EKTUBHOCTh TOPMOHAIBHBIX KOHTPALIENTHBOB U H3MEHSThH
npoduiab MaTOYHBIX KPOBOTEUYEHUH MIPU OJAHOBPEMEHHOM HA3HAYEHUM C OICTPaIUOII-
COJIepKalIMMH KOHTpALENTUBAMHU.

I'nioxokopmuxkocmepouovt

He pexkomeHyercss 0lHOBpEMEHHOE NPUMEHEHHE PUTOHAaBHpa ¢ (hIyTHKA30HOM WM JPYTHMHU
TJIFOKOKOPTUKOCTEPOUAAMH, KOTOPBIE META0OIM3UPYIOTCS CHCTEMOW M30(epMeHTa IUTOXpOMa
CYP3A4, xpoMme citydaeB, Korja NOTEHIMAIbHAS [10J1b3a JIEYEHUsI PEBBIIIAET PUCK CUCTEMHOTO
JIeMCTBUSL KOPTUKOCTEPOUIOB, BKItoYas cHHIpoM Muenko-KymmHra u nopasineHue (QyHKIMU
Ha/ITOYEYHUKOB.

Tpazooon

Cnenyer mposBIATH OCOOYH0 OCTOPOXHOCTh IPUM HA3HAYCHUM PUTOHABUpPA IALUEHTaM,
IPUHUMAIOIIUM Tpa3oaoH. Tpa3ooH sBiseTcs cyOcTpaToM nzodpepmenta uutoxpoma CYP3A4,
U OXUIAETCS, 4YTO OJHOBPEMEHHOE INPUMEHEHHWE PHUTOHABHpA NPUBEAET K YBEIUYEHUIO
KOHIIEHTpalluu Tpa3oa0oHa. B uccienoBanusx B3anMoaecTBys (IIpU OJJHOKPATHOM IPUMEHEHUN )
y 3/0pOBBIX JTOOPOBOJBIEB HAONIIOJAINCh TAaKHE HEKENATeNbHbIE PEaKIMH, KaK TOIIHOTA,
rOJIOBOKPY’KE€HUE, apTepUaIbHas TMIIOTEH3Us U OOMOPOK.

Pusapokcaban

He pexkomeHayercs MNpUMEHSATh pPUTOHABUP Yy NAIMEHTOB, IOJYyYalOIUX pUBapokcadaH,
BCJIE/ICTBHE YBEJIIMUYEHUS pUCKA KPOBOTEUEHHUSI.

Puoyueyam

CoBMecTHOE NPUMEHEHHE HE PEKOMEHIYETCsl M3-3a BO3MOXKHOIO YCHUJICHHMS BO3JEHCTBUS
puonuryara.

Bopanaxcap

CoBMecTHOE MpPUMEHEHHE HE PEKOMEHIYETCsl M3-3a BO3MOXKHOIO YCHUJICHHMS BO3JEHCTBUS
BOparnakcapa.

beoakeunun
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CunpHble UTHTUOUTOPHI H30(epMEeHTa IUTOXPOMA CYPﬂ;ﬁ: %%KTE%H%%&? %Bg;éa%l

BUY, moryT yBeIMYMBaTh SKCIIO3UINIO OCTAaKBHINHA, YTO B CBOIO OYEPEIb MOXET TOBBIIIATH
PHUCK Pa3BUTHS CBSI3aHHBIX C OSTAKBUIMHOM HEXKeNaTelIbHBIX peakiuii. TakuM oOpa3om, cieayer
n30erath Ha3HauUeHUs OelaKBIIIMHA B KOMOMHAIINY C PUTOHABUPOM. TeM He MEeHee, eClIH MoJb3a
MepEeBelNBaeT MOTEHIIHAIBHBIN PUCK, OJHOBPEMEHHO Ha3HAdaTh OEJaKBUIWH C PUTOHABUPOM
HEOOXOIMMO  C  OCTOPOXKHOCTBIO.  Pekomenmyercs ~ Ooimee  4YacThli  MOHHUTOPHHT
ANIEKTPOKAPAUOTPAMMBI U KOHTPOJb AKTUBHOCTH TpaHCaMHMHa3 (CM. HWHCTPYKIHUIO 1O
MIPUMEHEHHUIO JIJIs1 OCTaKBUIINHA).

Jlenamanuo

OnHOBpEeMEHHOE MMPUMEHEHUE JielIaMaHua C CHIIBHBIM HHTHOMTOPOM H30(epMeHTa ITUTOXpOoMa
CYP3A (putoHaBHUpOM) MOKET YBEIUUHBATH IKCTIIO3UIIMIO META00IHNTA IeJIaMaHN 1a, YTO MOXKET
MpUBOJIUTH K yanuHeHuto untepsana QTc. Takum oOpa3om, eciii 0JJHOBpeMEHHOE MPUMEHEHHE
JelaMaHuia 1 pUTOHaBHpa HEOOXOAMMO, PeKOMEHYeTCsl OUueHb 4acTo KoHTponupoBath DKI Ha
MPOTSHDKEHUHM BCErO MEepUoJia JICUCHUs JCeIaMaHUAOM (CM. MHCTPYKLIHIO MO NMPUMEHEHUIO IS
JieraMaHua).

PMI’I’IOH&SHD npu npumerHeruu 6 Kkadecmee d)aDMaKOKMHeI’I’IMIlQCKOZO ycuaumesi

[Tpodunu B3aumozeiicTBusi ¢ MHrUOUTOpamMu npoTeassl BUY, mpuMeHseMbIX OJHOBPEMEHHO C
HU3KOM /103011 pUTOHABHPA, 3aBUCAT OT KOHKPETHOT'O OJTHOBPEMEHHO NIPUMEHSIEMOT0 HHTHOUTOpa
nporeassl BUY.

Onucanue MeXaHM3MOB U BO3MOXHBIX  MEXaHHU3MOB, CIIOCOOCTBYIOIIUX  MPOGUITIO
B3aumozeiictaus ¢ U1 cm. paznen «B3aumoaeicTBue ¢ IpyruMHu JI€KapCTBEHHBIMU CPEICTBAMM.
Takxe cieayer 03HaKOMUTBCS C MHCTPYKIMEN 1T0 TPUMEHEHUIO0 cooTBeTCTRYOMIEro UII.
Caxksunasup

He cnenyer Haznavats putoHaBup B o3ax Bbiiie 100 mr aBa pasa B cyTku. [lokazano, uto Gomnee
BBICOKME J03bl PUTOHABHpA CBA3aHbI C IOBBIIIEHHON YacTOTOM pa3BUTHS HEKEIATEIbHBIX
peakuuii. OTHOBpEMEHHOE NMPUMEHEHUE CAKBHHABUpAa U PUTOHABUpPA MPHUBOJIUIO K Pa3BUTHUIO
TSDKETIBIX HeKeJIaTeIbHbBIX PEeaKIii, B OCHOBHOM JHA0ETHUECKOTO KeTOAIN/103a U HAapyIIEHUH CO
CTOPOHBI MIeUeHHU, 0COOEHHO Yy MAIIMEHTOB C YK€ UMEIOIUMHUCS 3a00JIeBaHUAMHU MTEYCHHU.
BcenenctBue pucka TsKENOW TeNaTOTOKCUYHOCTH (TPOSIBISIIONICHCS B BHUIE IOBBIIICHUS
AKTUBHOCTH TpaHCaMWHA3) CAKBHHABUP/PUTOHABUP HE ClEAyeT Ha3HadyaTh BMeCTe C
pudaMIUITHOM.

Tunpanasup

HNMeroTcss cBelleHMs, 4YTO OJHOBPEMEHHOE IPUMEHEHHE THUIPaHaBUpa B COYETaHUU C

putoHaBupoM B 03¢ 200 Mr coOmpoBOXAajdoCh pa3BUTHEM TeMaTUTa € KIMHWUYECKUMU
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IMMPOABJICHUAMU U IMEYCHOYHOU JCKOMIICHCAIINU C HeTMLﬁg&%%%éﬁgggg&%Iﬁj&%faﬂX

Oco0yr0 OCTOPOKHOCTh HEOOXOJIUMO TMPOSIBISATH B OTHOILICHUU MAIIUEHTOB C COMYTCTBYIOUIUM
XpoHudeckuM renatutoM B unm C, MOCKONBKY Y HHMX TMOBBIIIEH PUCK Ie€NaTOTOKCHYECKOIO
JEHCTBUS 3TUX MPENapaToB.

Jo3bl putoHaBupa menee 200 Mr nBa pa3a B CyTKH HE CIEQYeT HCIOIb30BaTh BMECTE C
TUIPAHABUPOM, TaK KaK 3TO MOXET YXYIIUTh NpoPuib >PPEKTHBHOCTH KOMOHMHAIUH.
Docamnpenasup

PuronaBup B no3ax Beimie, ueM 100 mMr nBa pas3a B CyTKH, HE H3ydajcs MPH OJHOBPEMEHHOM
NpUMEHEHU! ¢ (ocamIpeHaBUpPOM B KIMHMYECKUX HccienoBaHusaX. VcmonpzoBanue Oonee
BBICOKHX /103 PUTOHABUPA MOXKET yXyIIIUTh MPOo(riIs 6€30MacCHOCTH KOMOMHAIINY, U IO3TOMY HE
peKoOMeHayeTCsl.

Amaszanasup

OpnHoBpeMeHHOE TPUMEHEHHE aTa3aHaBUpa C pUTOHABUPOM B J103ax Bbilie, yem 100 mMr onuH pa3
B CYTKH, HE M3Yy4aJOCh B KIMHHUYECKUX HCcienoBaHusAX. Mcmonbp3oBanue 0ojee BBICOKMX 103
PUTOHABUpPAa MOXKET YXYIIIUTh Mpopuib O0e30macHOCTH aTa3zaHaBHpa (KapIuOJOTHYECKUE
s¢dekThl, TUIepOUTUPyOHHEMHUS), U TTO3TOMY COBMECTHOE MPUMEHEHHE He peKoMeHayeTcs. B
clly4ae €clid aTa3aHaBHp C PUTOHABUPOM MPUMEHSIOTCS OJHOBPEMEHHO C 3(aBUPEH30M, 103y
pUTOHAaBHpa MOXHO yBennuuTh 10 200 Mr oauH pa3 B cyTKuU. B 3tom ciayuae HeoOxonum
TIIATENbHBI KIMHWUYECKU MOHMUTOPHUHT. J[s moNmydYeHHMs JONMOJHHUTENbHON WH(pOpMaIu
CM. MHCTPYKIIMIO IO TPUMEHEHHUIO aTa3aHaBUpa.

Biaunsinne Ha cioCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHU3MaMU

B nepuoxa nedeHuss He0OX0IUMO COOIOIATH OCTOPOKHOCTH MPH YIPABICHUU TPAHCIOPTHBIMU
CPEACTBAMU U 3aHATUU JPyTUMH TIOTEHIIMATHHO OIACHBIMU BUJJAMH JICATEIbHOCTH, TPEOYIOIIUMU
MOBBIIICHHOW KOHIIGHTpPAllMM BHUMAaHUS W OBICTPOTHI TMCHUXOMOTOPHBIX pEAaKIIMi, TaKk Kak
mpernapaT MOXET BBI3BIBATH COHJIMBOCThH, TOJIOBOKPYXXEHHE M Jpyrue MOOOYHBbIE SIBICHUS,
KOTOpBIE MOTYT BJIUATH HA YKa3aHHbIE CIOCOOHOCTH.

HccnenoBanusi ClIOCOOHOCTH K BOXKIIEHHIO aBTOTPAHCIOPTAa M YMPABICHUS MEXaHW3MaMHU He
MIPOBOMIIUCK.

®opma BbIITyCKA

TabneTKu, MOKPHITHIE TUIEHOYHOU 00010uK0#, 100 MT.

«Hn 6ank» na npeonpuamuu AO «@apmacunmes»

ITo 100, 200, 500 mm 1000 TabreTOK MOMEIIAIOT B 0aHKY MOJUMEPHYIO M3 MOJUITHIICHA HU3KOTO
JABJICHUSI C KPBIIIKONH HATATHBAEMOU ¢ KOHTPOJEM MEPBOTO BCKPHITHS M3 MOJUIPONIICHA WIN

MOJIMATUIICHA BEICOKOTO AaBiieHns. Ha OaHKy HaKJIEUBAIOT STHUKETKY U3 OyMaru STHKETOYHOMN M
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HHC‘IGFI, HIJIN U3 MMOJIMMCPHBIX MATCPHAJIOB, Cal JOKﬂeﬂﬂk%hgjﬁg‘fgﬁ"ﬁBﬁ%M ]_I ?ﬁ%/;'f;'l:c,)by}o

YIaKOBKY.

Ha npeonpuamuu AO «@apmacunmesr/ 000 «Dapmacunmes-Tiomenvy

Ilepsuunasn ynakoska 1ekapcmeeHno2o npenapama

ITo 30, 60 umu 90 TabreTok MOMEeNaroT B 0aHKY MOJIMMEPHYIO U3 MOIUAITUIICHA HU3KOTO 1aBIICHUS
C KpBIIIKOM HATATUBAEMOW C KOHTPOJEM TMEPBOTO BCKPBITHS U3 TMOJUIPONMICHA WU
MOJIMATHIICHA BBICOKOTO JaBiieHUs. CBOOOTHOE MPOCTPAHCTBO MOKET OBITH 3alOJHEHO BaTOM
MeaunuHCKoW. Ha GaHKy HaKJIeWBaIOT 3TUKETKY U3 OyMaru STUKETOYHOM WM MUCYEH, WIH U3
MOJIMMEPHBIX MaTEPHATIOB, CAMOKJIESIIIYIOCS.

ITo 10 TabneTok B KOHTYPHYIO SIMEHKOBYIO YIIAKOBKY U3 IJICHKU IMOJIMBUHWIXJIOPUIHON U (HOIBIU
AJFOMUHHUEBOM NTEYaTHOM JTaKUPOBAHHOM.

Ha npeonpuamuu AO «@apmacunmesr/ 000 «Dapmacunmes-Tiomenn»

Bmopuunas ynakoska nekapcmeennozo npenapama

ITo 1 6anke no 30, 60 unu 90 TabeTOK BMECTE C MHCTPYKIMEH 110 MEAULIMHCKOMY PUMEHEHHIO
MOMEIIAIOT B MAYKy U3 KapToHA JIJIsl MOTPeOuTeNbCcKoi Tapbl. Ha mauky MokeT ObITh HakJieeHa
CaMOKJIEAIasicsi STUKETKa C MapKUpOBKOW 3 Oymaru. JIOMONHUTENBHO HA MauyKy MOTYT
HAKJIEUBaTh OJIMH WM JBa MPO3PAUHbIX (PUKCUPYIOMIMX CTHKEPA U3 MOJIUMEPHBIX MaTepHAIOB.
[Tayku moMenaoT B rPyINIoOBYIO YIIAKOBKY.

[To 3 KOHTYpHBIX STYEHKOBBIX YIIAKOBKHM BMECTE C MHCTPYKIIMEH MO MPUMEHEHHUIO TOMENIAIOT B
MavKy U3 KapToHa JUIsl MOTPeOUTeNnbCKOM Taphl. Ha mauky MoxeT ObITh HaKJIeeHa CaMOKJIIesIIasiCs
ATUKETKA C MApKUPOBKOM U3 Oymaru. JIoMmoIHUTENBHO Ha TAUYKy MOTYT HaKJIEUBAaTh OJIUH WJIH JBa
MPO3pavyHbIX (UKCHPYIOIUX CTUKEpa W3 TMOJMMEPHBIX MarepuaioB. [lauku momermaroT B
IPYIIIOBYIO YIIAKOBKY.

YciaoBusi XpaHeHus

Xpanutb npu Temneparype He Boie 30 °C.

XpaHUTb B HEIOCTYITHOM JIJIs IETE€H MecTe.

Cpok roguoctu

2 rona.

He npuMeHATh 10 UCTEYEHUH CPOKA TOTHOCTH.

YcaoBust ornycka

OTIyCKaroT MO perernTy.

Baanesnen perucTpauMoOHHOI0 Y10CTOBEPEHHUS

Poccuiickas @enepanus

000 «®PapmacunTe3-TIOMEHBY
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625059, TromeHckas o611, T. TIoMeHb, TpakT Be mixanckih 7 v 20 TENBEHOCTS 0002)

Ten.: 8 (345) 239-38-56

Anpec anekTpoHHOU TouThl: info-pst@pharmasyntez.com
IIpousBoauTeab

Ilpouseodumens nexapcmeennoz0 npenapama, YHAKOGUWIUK U GbINYCKAIOWIUIL KOHMPOb
Kauecmea

Poccuiickas ®enepanus

AO «DapmacunTe3»

Upkytckas 06:., T. Upkyrck, yi. Possr JlrokcemOypr, a. 184
Ynakoewjuk u evinyckarowuii konmpons kauecmea

Poccniickas ®enepanus

000 «DapmacunTe3-TroMeHb

Tromenckas 00:1., T. TroMeHb, TpakT Benmxanckuid 7 kwm, 1. 2
Opranuzanusi, NPUHAMAIOIIAs PEeTEeH3UHN NOTpeduTeNei
Poccniickas @enepanus

000 «DapmacuHTe3-TIOMEHb

625059, Tromenckast 00:1., T. TromeHb, TpakT Benmxanckuit 7 km, 1. 2
Ten.: 8-800-100-15-50

Anpec anekTpoHHOU TouThl: info-pst@pharmasyntez.com
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