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MHCTPYKULUA
10 MEANIIUHCKOMY ITPUMEHEHHUIO JIEKAPCTBEHHOI'O TIPEITAPATA
MHUPOGUBUP

JlaHHBIH JeKapCTBEHHBIN Mpenapar 3aperucTpUpOBaH IO MPOLEIype PErHCTPALlMH MIPENaparos,
NpeAHa3HAYEHHbIX JUIS NPUMEHEHHMsS B YCIOBHMSAX YTpO3bl BO3HMKHOBEHHS, BOZHUKHOBEHHUS U
JUKBUJALMK  4Ype3BblYANHBIX  CHUTyauud. WHCTpyKuuss TMOArOTOBJICHA HAa OCHOBAaHUH
OTrpaHUYEHHOr0 00bEeMa KIIMHUYECKUX JaHHBIX 110 IPUMEHEHHIO Npernapara v Oy1eT 10MOJHAThCS
110 Mepe IMOCTYIUICHUs HOBBIX JAaHHbIX. [IpuMeHeHue mnpemapara BO3MOXHO TOJIBKO IO/

Ha6H}OJICHHCM Bpaya.

PerucrpaunonHbiii HoMep:

Toprosoe HaumenoBanue: MupoOusup

MesxayHapoaHoe HenaTeHTOBAHHOE MJIM IPYNIIHMPOBOYHOe HAMMEHOBAaHHe: HUPMATPEIBUP
+ putoHaBup [Habop]

JlekapcerBennas popma: Habop TabIETOK, MOKPBITHIX INICHOYHOM 000JI0UKO#

Cocras:

1 mabremka nupmampengupa cooepiHCUm:

Oeucmsyowee seujecmso. HMpMatpensup — 150,0 mr;

8cnomozamensvhbie seujecmaa: LEIU0I03a MUKpoKpucTautndeckas 200, JIaKTO3bI MOHOTHAPAT
80 M, kpockapmeIl103a HaTpUs, KPEMHHS IHOKCH/I KOJUIOMHBIM, HATPUS cTeapuiymapar;
nienounas obonrouka: runpomerutosa E15, makporon 4000, THTaHa JMOKCHII, TalbK, KPACHTENb
Kesie3a OKCHUJL XKENThIH, KPaCHTEINb Kele3a OKCH KPACHBIMH.

| mabremka pumonasupa cooepicum.

oeucmeyrowee sewyecmso. puronasup — 100,00 mr;

6cnomozamenvibvle 6eUjecmed.

a0po: xonosu10H (Koumaon VA 64) - 493,1 mr, copburana naypar - 66,7 Mr, KpeMHHs THOKCH L
KOJUTOW/IHBIH - 13,8 Mr, Hatpus creapuiadymapar - 2,3 mr, kanbims rugpodocdar 0e3BOAHBIN -
89,6 mr;

naenounas obonouka: runpomemosa E 5 - 12,7688 wmr, runpomennosza E 15 - 1,2672 wr,
makporou 400 - 1,9800 mr, runponosa (Klucel) - 1,2672 mr, tanbk - 0,9020 Mr, KpeMHUS THOKCH]L
kostonaHbii - 0,0330 mr, makporon 3350 - 0,3542 mr, momucopbar 80 - 0,0330 mr, TMTaHa
JIMOKCHUJI - 3,3946 wmr.

Onucanune

Hupmampensup:




OBasbHbIE IBOSIKOBBIMYKJIbIE TAOJETKH, MOKPBITHIE IEHOYHON 000JI04YKOH, OT CBETJI0-PO30BOI0
J10 po3oBoro 1Bera. Ha nonepeunom paspese siapo 6enoro uim noytu 6enoro usera.
Pumonasup:

OBasbHbIC JIBOSIKOBBIMYKJIbIC TaOJIETKH, MOKPBITHIC TUICHOYHOM 00o0yo4kol, O6enoro nsera. Ha
TMIOTIEPEYHOM paspese Apo OT OE0ro J10 CBETI0-KOPUYHEBOTO I[BETA.
®apMakoTepaneBTHYECKasi TPyNna: MPOTHBOBUPYCHBIE CPEICTBA CHUCTEMHOTO ICHCTBHUSA;
IIPOTHBOBUPYCHBIE CPEJCTBA MPAMOI0 JACHCTBUSA; HHTHOMTOPLI IpoTEa3

Koa ATX: JOSAE

dapmakooruyecKue cBoicTBa

Dapmakoounamuxa

Mexanusm delicmeus

HupmarpenBup sBiasercs NenTUAOMHUMETHYECKHMM HMHIHOMTOPOM OCHOBHOM mpotea3zbl SARS-
CoV-2 (Mpro), Taxke HazbiBaeMoi 3C-nono6Ho# nporeaszoit (3CLpro) uau mporteazoii nsps.
WUurubuposanne Mpro SARS-CoV-2  nemaer ero  HecnocoOHbIM  mepepabaThiBaTh
IIOJIMIIPOTEHHOBBIE  MPEALIECTBEHHUKH, 4YTO NPUBOAMT K NPEJOTBPALLEHHUI) BHPYCHOMU
pEIUIMKALIUH.

JlelictBe puTOHaBMpa Kak ()apMaKOKMHETHYECKOr0 YCHIIHMTENs OCHOBAHO HAa AKTHBHOCTH
PMTOHAaBHUpa KaK MOIIHONO MHrubuTOpa Meraboiu3Ma, OMOCPEOBAHHOIO H30(EpPMEHTOM
uutoxpoma CYP3A.

B KoMOMHHPOBaHHOM JIeKapCTBEHHOM Mpenapata MupoOUBUpP pPUTOHABHP, BBICTYIAsi B KAYECTBE
¢dapmakokuHeTHueckoro ycuiaurens, uHruoupyer CYP3A- -onocpemoBaHHBIH MeTab0IN3M
HUpMATpeaBHpa, MPUBOJSA, TEM  CaMbIM, YBEIMYCHHIO IUIA3MCHHBIX  KOHIICHTpPALMA
UpMaTpeBupa.

[IpoTHBOBHUPYCHAsE AKTUBHOCTD

IIpomusosupycnas akmusHocme in vitro

HupMmaTpenBup nposiBiisii IPOTUBOBUPYCHYIO aKTMBHOCTH B OTHOILEHHH BUPYCHOM MH(EKUHH
SARS-CoV-2 Hna kynerype kierok dANHBE, nepBuuHOW IMHHMH KIETOK aJbBEOJISIPHBIX
SMUTEIHAIIBHBIX KIIETOK JIerKHX 4enoBeka (co 3HaueHusMu ECso — 61.8 HM u ECyo . 181 HM)
nocne 3 AHeH BO3AEHCTBHA IIpenapara.

IIpomusosupycHas akmueHocms in vivo

HupmarpenBup obsaan npoTHBOBHPYCHOH aKTHBHOCTBIO B KYJIBTYpE KJICTOK (CO 3HAYCHHUSMH
ECso B inanazoHe HU3KHX HAaHOMOJISIPHBIX 3HaUYeHHH < B 3 pa3a 1o cpaBHEHHIO ¢ H30J1TOM USA-
WAT1/2020) B orHomenuu u3onsatoB SARS-CoV-2, npunapiexamux k Ainsda (B.1.1.7), 'amma
(P.1), denbra (B.1.617.2), JIambaa (C.37), Mio (B.1.621) u Omukpon (B.1.1.529) Bapuantam.

bera (B.1.351) BapuanT ObUI HaMMeHee BOCIPHMMYHUBBIM TECTHPYEMBIM BapHaHTOM CO




CHIDKEHHEM 4YyBCTBUTEJIbHOCTH NPUOIM3UTENBHO B 3,3 pasa 10 cpaBHeHHIO ¢ M307sToM, USA-

WA1/2020.

Pe3ucTeHTHOCTD

B HaACTOALICC BPEMS HCT l/IH(bOpMaLII/Il/l 0 HpOTHBOBprCHOﬁ PE3UCTCHTHOCTH HUpMATPCJIBHUpA IIPU

neyenun SARS-CoV-2. HccnenoBanus 1o oueHke pesrcteHTHOCTH SARS-CoV-2 k

HUPMATPEJIBUPY B KyJIbType KJIETOK U B KTMHHYECKUX HCCIIEI0BAHUSAX He 3aBepIueHbl. JloCTymHbI
JIAHHBIE TOJILKO M3 MCCIIEIOBAHUA PE3UCTEHTHOCTH N Vifro ¢ UCNOIb30BaHHMEM BHUpYCa rernaTura
mpiid  (MHV)-Mpro. B wuccnenoBanuum ObUIO  1MOKa3aHO CHH)KEHHE YYBCTBHTEILHOCTH
HUpMaTpesIBUpa K MyTaHTHBIM BUpycaM B 4,4-5 pa3 ¢ 5 myraumsmu (Pro55Leu, Serl44Ala,
Thr129Met, Thr50Lys, Prol5Ala) 8 MHV-Mpro nocie 10 naccaxeit B KyjibType KICTOK.
3navenue 3toro st SARS-CoV-2 HeussecTHa.

Usonanter BUY-1, pe3sucTeHTHbIE K PUTOHABHPY, ObUIH BBIIE/ICHBI Y MAMEHTOB, MOJTyYaBIIMX
TEpaneBTHYECKUE J103b1 pUTOHABUPA. CHMXKCHHE aHTHPETPOBUPYCHOH aKTHBHOCTH PUTOHABHpa
CBA3aHO, TNpexzae Bcero, ¢ Myrauusmu nporeassl V82A/F/T/S u 184V. HakorieHue Apyrux
MyTalU# B reHe npoTeasbl (B ToM yuciie B mojoxeHusx 20, 33, 36, 46, 54, 71 u 90) taxxe MOxKeT
CIIOCOOCTBOBAaTh PE3UCTEHTHOCTH K PHUTOHABUPY. [lOCKONBKY HaKarIMBalOTCS MYTAallHH,
CBSI3aHHBIE C PE3UCTEHTHOCTHIO K PUTOHABUPY, TO BOCHPHUUMYHMBOCTH K JIPYIMM MHTHOUTOpam
MPOTEa3bl MOXKET YMEHBILATLCS U3-3a IEPEKPECTHON PE3UCTEHTHOCTH.

Dapmakokunemuka

®apmMakOKMHETHKA HUpMaTpeIBUpa/pUTOHAaBUpa Oblla H3y4eHa y 310pOBbIX J0OPOBOJIBLEB.
PuToHaBup BBOAMJICS C HUPMATpEIBMPOM B KadyecTBe (hapMaKOKMHETHYECKOTO YCHIIMTEJI,
NPUBO/S K MOBBIIICHUIO CHCTEMHBIX KOHIIGHTPALMi HUPMATpPEIBHPA.

[Ipy MOBTOpHOM BBEIEHMH HUpMaTpeIBHpa/puTOHaBUpa B 1o3ax 75 mr/100 mr, 250 mr/100 Mr u
500 mr/100 mr, BBOAMMBIX J1Ba pa3a B IeHb, IPU JOCTHKEHUH PAaBHOBECHOT'O COCTOSIHUS, KOTOPOE,
0/IHAKO, He OBLIO NMPONMOPLMOHATBHO MOBBIMIEHUIO J103bl Mpenapara. PaBHOBECHOE COCTOSIHUE
JIOCTHTaJIoCh Ha 2-i JIEHb ¢ IPUMEPHO 2-KpaTHBIM HAKOILJICHHEM IIPU MHOTOKPAaTHOM BBEJICHUH B
teueHue 10 auei. CucreMHoOe BO3eHCTBUE Ha S5- JICHb OBIIO TaKHUM ke, Kak U Ha 10-H 1eHb, BO
BCEX J103aX.

BcacbiBanue

ITocne ogHOKpaTHOrO NMEPOPaILHOTO IPHEMa HUpMaTpeNBUpa/puToHaBupa B 103¢ 300 mr/100 mr
cpeiHereoMeTpruieckie 3Ha4eHus nokasareneid Cmax 1 AUCinr HUpMaTpenBUpa B PaBHOBECHOM
coctosHuU coctaBunu 2,21 mxr/min 23,01 Mkr*4/min coorBeTcTBeHHO. MeauaHa BpeMeHH
JOCTH)KEHUSI MaKCHMManbHOM KOHUEHTPAUMH Cmax (Tmax) cocraBuna 3,00 uyaca. Cpennee
apu(pMeTHIeCcKoe 3HaYeHHEe TEPMHHAIIBHOTO EPUOIa IOJTyBbIBEICHUs COCTaBmIIO 6,1 yaca.

ITocie o1HOKpaTHOrO NEpOpaIBLHOro NMpHeMa HUpMaTpeaBupa/puToHaBupa B 03¢ 300 mr/100 mr



cpenHereoMeTpuyeckue 3HadeHus nokasatenedl Cmax 1 AUCi¢ puTOHaBHpa COCTa_B/HJ]Pl 0,36
JA
MKr/Mi1 ¥ 3,60 MKr*u/mMin cooTBeTCTBEHHO. MennaHa BpeMEHM J0CTHXXEHHS MaKCHMaJIbHOM
KOHUEHTPAUMH Cmax  (Tmax) cocraBuna 3,98 waca. CpenHeapudmerrueckoe 3HauEHHE
TEPMHMHAJILHOT'O IIEPHO/Ia MOJTYBBIBEACHUS cocTaBmIIo 6,1 yaca.
[Ip1 MHOTOKpaTHOM NpHEME PUTOHABHPA €TI0 KYMYJISIIHS HECKOJIBKO MCHBIIIE, YEM pacCUMTaHHAs
Ha OCHOBaHMHM OJHOKPAaTHOM 103bl, W 3aBHCHT OT BPEMEHH JIEYEeHHUS W J10303aBHCHMOTO
yBennueHus kaxyuierocs kaupenca (C1/F). bbuio obnapykeHo, 4TO ocTaToyHasi KOHIEHTpaLus
PUTOHABUpAa HEMHOIO yMEHbIIAJach C TEYEHHEM BPEMEHH, BO3MOXHO, H3-3a WHIYKIHH
(bepmenToB, oaHaKo, CTaOMIM3MPOBAIACH K OKOHYAHHWIO JIBYX HeeNb. Bpems nocTHxeHHs
MaKCHMaJIbHOH KOHUEHTPAUUH Cmax (Tmax) MPH YBETHUCHHH J03bI OCTABAJIOCh MOCTOSHHBIM Ha
YyPOBHE npUMepHO paBHOM 4 yacaMm. [ToueuHslit kiupeHc cocrasisier B cpeanem menee 0,1 11/4 u
OTHOCHMTEIILHO MTOCTOSHEH MPH IIPUMEHEHHH Pa3JINUHbBIX JI03HPOBOK.
Bennunna makcumanbHOM KOHIEHTpAUUH (Cmax) PUTOHABHpPA MOCIE OJAHOKPATHOTO MpUEMa B
nose 100 mr cocraisger 0,84 MKr/mil, npu 3TOM NepHOA MoJyBbIBeaeHMs (t '2) cocraBiser 5
yacoB. IIpu srom BenuumHa (Cmax) puToHaBupa npu npueme 100 mMr 2 pasza B A€Hb COCTABIISAET
0,89 MKr/mi, pu 3TOM nepuoj noayBbiBeeHus (t /2) cocTaBiser 5 4acos.
Brusanue nuwu na nepopanvroe gcacvléanue
[Ipy npueme CycrnieH3un HUPMaTPEJIBUPA COBMECTHO C Ta0JIETKaMH PUTOHABHPA, BMECTE C MHUILCH
C BBICOKHM COJIEp)KaHMEM KHMpPa, HE3HAYUTEIbHO YBEIMYHBAIACH HKCIIO3ULMS HUPMATpeIBHpa
(mpubnusurensHo Ha 15% ot cpenHero 3HaueHusi nokaszarenst Cmax M Ha 1,6% OT cpeaHero
sHadeHus nokasaress AUC|as) 10 CpaBHEHHUIO C IPUEMOM IIperapara HaTollak.

Pacnpenencuue

Casa3pIBaHME HUPMATpeJIBUpa ¢ OeJIkaMH B IJ1a3Me KPOBH YeloBeKa COCTaBJISIET npumMepHo 69%.

Kaxymmiics oobem pacnpenenenus (Vs/F) puronasupa cocraBiser npumepHo 20—40 1 nmocie
0HOKpaTHOU /10361 600 Mmr. CBs3biBaHME pUTOHaBUpaA ¢ OelIKaMM IUIa3Mbl KPOBH y 4YelIOBEKa
cocraBisieT OKoyuo 98-99% wu sABIAETCA MOCTOSHHBIM B Juana3oHe KoHueHtpauuii 1,0-100
MKI/MJ1. PUTOHABUp CBSA3BIBACTCS Kak C ayb(a|-KUCIBIM IIIHKONpoTeHI0M YenoBeka (AAG), Tak
¥ ¢ aIbOYMHHOM CBIBOPOTKH KpoBH 4esoBeka (HAS) co cpaBHHTENIBHO OJIMHAKOBBIM CPOJICTBOM.
VccnenoBanus pacnpeseseHns B TKausx ¢ '*C-MeueHHbIM PUTOHABMPOM Y KPBIC 10KA3aJIH, UTO B
€YEHH, HAINOYE€YHHKAX, 110/DKETYJ0YHON Kejle3e, MOYKaX M IUTOBUIHON XKeJe3e COAepkKarcs
HauOONIbIIME KOHUCHTPALIMH PUTOHABHUPA.

CooTHomenue pacnpejeneHus TKaHb/TIa3Ma, W3MEPEHHOe B JIMM(ATHYECKHUX y3JaX KPBIC,
COCTaBisAeT NpUOIM3UTENbHO | M mpeanosnaraer, YTO PUTOHABUP PACIPOCTPAHSETCS B TKAHH
numpaTHyeckoii cucteMsl. PUTOHABHP MUHMMAJIBHO TIPOHUKAET B MO3T.

buorpancdopmanus




Wccnenosanus in vitro no oneHke HUpMaTpenBupa 6e3 pUTOHABHPA, MO3BOJIAIOT npeunbnommb,
4TO HUPMATpEJIBUP NpeumMyilecTBeHHo metabonusupyercs CYP3A4. B nccnenoéan%’xx in vitro
OBLIO 10Ka3aHO, YTO HUPMATPEIBUP B KJIMHHYCCKH 3HAYMMBIX 034X HEOOPATHMO MHIHOHpYeT
CYP2D6, CYP2C9, CYP2C19, CYP2C8 nmn CYP1A2 Hupmarpensup He SBISETCA MHIyKTOPOM
umm - cyberpatom s apyrux - gepmentor CYP, kpome CYP3A, s KOTOpBIX
HUPMATPEIBUP/PUTOHABHD SBISETCS MHIMOMTOpOM. BBeaeHne HUpMaTpenBupa ¢ pUTOHABHPOM
NMOJABNIACT ~METaboiaM3M HMpMATpenBupa. B miasMe KpOBH TOJNBKO — HHPMATpEIBHP
oOHapy>XHBaeTcs B HEM3MEHHOM BHze. He6osbloe KOJIMYECTBO OKHUCIHTENbHBIX META60IMTOB
00Hapy>KHBAIHCH B KAJIE U MOYE.

PuTOHAaBHD MHTEHCHBHO MeTabOMM3HpPYETCs ¢ yyacTHeM uToXpoma P450 redeHn, B OCHOBHOM,
¢ yyactueM usopepmenta uuroxpoma CYP3A, u B mensieit crenenn, CYP2D6. Uccnenosanus
Ha XHMBOTHBIX, a TAKXKE IKCIICPUMEHTBI in Vitro ¢ HCIOIb30BaHHEM MHKPOCOM IIEYEHH uYesIoBeKa
TOKa3ajiu, YTO PUTOHABHUP B IEPBYIO OYEPE/b MOIBEPrayiCs OKHCIUTEILHOMY METaboIn3My M
uutoxpom P450 3A (CYP3A) sBnsiercst ocHOBHO# M30()OpMOH, yuacTByroIel B MeTaboIn3Me
PUTOHABHpA, OIHAKO ciieayeT OoTMeTHTh, 4t0 CYP2D6 Tarke crnocoOctByer 00pa3oBaHMIO
OKHCJICHHOro Metabonuta M-2. V yenoBeka HaiifieHO 4 MeraboimTa puToHaBUpa. OCHOBHBIM
ABJIACTCS. OKMCIICHHBIH MeTaboiMT H3onpommwitiasosn (M-2), NpoTHBOBHpPYCHas aKTHBHOCTb
KOTOpPOT0 OJJMHAKOBA ¢ UCXOJIHBIM coeauHeHueMm. Onnako, AUC merabonura M-2, cocTaBiser
Bcero 3% or AUC camoro ncxoaHoro coenuHeHus. Huskue 1036l pUTOHABHMpa OKa3bIBAIOT
CHIIbHOE BIMAHME HA (PApMAKOKMHETHKY APYrMX MHIHOMTOPOB mpoTeas’bl (M APYrUX BEILECTB,
metabonusupyembix CYP3A4), a apyrue HHrHOMTOpHI MpOTeashl TAaKKe MOTYT BJIMATH Ha
(hapMaKOKHHETHKY PUTOHABHpA.

BeiBeienue

IIpy coBMecTHOM npueme npenapaToB HHUPMATPEIBHUPA W PUTOHABUPA OCHOBHBIM IyTEM
BBIBEJICHUs HHUpMATpenBupa Oblla MoYeyHas OJKCKPEUWs HHTAaKTHOro (He IIpOIIe/Iero
metabonusm) npenapara. Okono 49,6% u 35,3% oT npunATON 10361 HUpMaTpenBupa 300 Mr
BBIBOJMUTCS €  MOYOM M KalOM, COOTBETCTBEHHO. B 9KCKpeMeHTax Hapsgy c
HeMeTabOIM3UPOBAaHHBIM ~ HUPMATPEJIBUPOM  OOHApYXHBalIOCh  HEeGONBIIOE  KOJMYECTBO
METa0O0JIMTOB, BO3HUKAIOWMX B pe3yjbTaTe peakuuil ruaponusa. [lpu 3ToM, B miasme KpoBu
C/IMHCTBEHHBIM  KOJIMYECTBEHHO  ONpEJEIsEMBIM  IpernapartoM  ObUI  HEM3MEHEHHBIH
HUPMAaTPEIIBHP.

B KIMHMYECKMX MCCIIEI0BaHUAX C TPUMEHEHHEM MEYEHHOrO HM30TONOM PHTOHABHpA, OBLIO
MOKa3aHO, YTO JJIMMHHALMS PUTOHABHPA NPOMCXOJMT B OCHOBHOM 4epe3 IenaroOHIMapHyo
cucteMy; npubnusutenbHo 86 % pamMoMeTok ObLIO OOHApY’KEHO B Kajle, 4acTh KOTOPBIX

NMPEACTaBIISUIN cOO0H HeabcopOUpoBaHHEIH pHTOHABHD. B 9THX Mccie0BaHusX 06HAPYKEHO, 4TO




BBIBEJICHHE YEpe3 II0YKM HE SBISETCA OCHOBHBIM ITyTE€M | BBIBEJICHHS PHMTOHABUpA. TO
COOTBETCTBOBAJIO HAOJIO/ICHUSIM B UCCIIEI0OBAHUAX HA )KUBOTHBIX.

Oco0ble I'PYIIIIBI IAITUEHTOB

dapMaKoKMHETHYECKHE CBOMCTBA HUPMATPEIBHPa/PUTOHABUPA HE OLICHMBAIMCH B IPYINax 110
BO3pACTY M TOJTY.

[Tayuenmoi ¢ napywenuem ghynxkyuu novex

[Io cpaBHeHHIO €O 310pOBBIMH JOOPOBOJIBLAMH TPYIINIBl KOHTPOJIS Y NALMEHTOB C JIETKOH
CTCIICHBIO MMOYCYHON HEJI0CTATOYHOCTH TOKa3aTean (hapMakoKMHETHKH HUpMATPeaBUPA (Cmax U
AUC) obutn Beiie Ha 30% u 24%, cOOTBETCTBEHHO. Y MAIHEHTOB CO CpeaHeN CTEeNeHBIO
MOYEYHOU HEAOCTATOYHOCTH Crax Ob11 Bbilie Ha 38%, AUC Ha 87%, a y NalMEeHTOB C TSHKEIOH
CTEIEHBIO ITI0YEUHON HEIOCTATOYHOCTH — BhIle Ha 48% u 204% cOOTBETCTBEHHO.

DapMakOKMHETHYECKHE MMapaMeTphl PHTOHABMPA HE M3Y4YCHBI Y NALMCHTOB C HAPYIICHHUAMH
Gynkunn nmouek. OHAKO, TMOCKOJIBKY MOYEYHBIH KIMPEHC PUTOHABHMpPA OYEHb Mall, HUKAKHX
M3MEHEHHH 0OIEro KIMpeHca Tela He 0XKMAAETCs y MALMEHTOB C HAPYILEHUAMHU (yHKIMH MOYeK.

Ilayuenmer ¢ napywenuem ghynkyuu nevenu

Y NauMeHToB CO CpeJHEH CTerneHbl0 [eYeHOYHOW HEeJI0CTaTOYHOCTH He HabII0aanoch
CYLUECTBEHHOTO OTIHYMS (pJapPMAKOKHHETHYECKHX MOKa3aTesleil HUPMATpPEIBUPA OT aHATOTMYHbIX
Mokasaresiedl B TpyNie 370pOBBIX JOOPOBOJIBIEB. YTOYHEHHOE CpEJHEEe TI'eOMETPHYECKOE
cootHomenue (90% JIN) AUCint 1 Cinax HUPMATpEJIBHPaA PH CPABHEHUH Y TIALIMEHTOB CO CPEIHEH
CTCNCHBIO MEYCHOYHOM HEJ0CTATOYHOCTH (TECT) C HOPMAIBbHOH (yHKIMEH MeYeHH (CpaBHEHHE)
cocrasuiio 98,78% (/1 70,65%, 138,12%) u 101,96% (AN 74,20%, 140,11%), COOTBETCTBEHHO.
®DapMakOKMHETHYECKHE CBOMCTBA HUPMATPEIBHPA/PHUTOHABMPA HE W3YYaIMCh Yy NAlMEHTOB C
TSDKEJION CTENEHBIO MEeYeHOUYHOU HEe0CTaTOYHOCTH.

[Tociie MHOrOKpaTHOrO 103MPOBaHMS PUTOHABHPA 310pOBBIM H06poBOsbIAM (500 Mr 2 pasa B
CYTKH) H TALIMCHTAM C JICTKHMH WX YMEPCHHBIMH HapylICHUAMH QYHKIMH 1TedeHH (knacc A u B
no wkane Yaiua-Ilero, 400 Mr 2 paza B CyTkM) PUTOHABUD 110C/I€ HOPMAIM3ALMHU [103bl HE ObLI
CYUIECTBEHHO Pa3JIMuyeH MEX/ly STUMH JIByMs IPYIIIaMH.

Pacosvie u smnuueckue epynnoi

CucremMHas SKCIO3HIMA NpenapaTa Cpe AMOHCKMX yYaCTHUKOB MCCIICI0BaHUS Obla HHXKE 110
BEJIMYHHE, HO KIMHHYECKH 3HAYUMO HE OTIMYANach OT SKCIO3MLMU Yy 3araJHOEBPONEHCKUX
YUYaCTHHUKOB.

(DaDMaKOKPIHCTPI'{eCKOG B3aUMOJICHCTBHUE

CYP3A BHec OCHOBHOH BKJIal B OKHCIHTCIbHBI MeTaboJIM3M HHUpMaTpeiBHpa, KOra
HUPMaTpesBUp ObUI MPOTECTHPOBAH OT/EIbHO B MHKPOCOMAax IEYEeHH YelloBeka. PHTOHaBHp

siBisieTcst uHrnouTopom CYP3A 1 noBbllaeT KOHUEHTPALMIO HIPMATPEJIBUPA B IJ1a3Me KPOBU U
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APYTHX JIEKAPCTBEHHBIX CPE/ICTB, KOTOPhIE B OCHOBHOM MeTabOIM3HPYIOTCS CYP3A. H_ecméfpsi

Ha OZIHOBPEMEHHOE NPUMEHEHHE C PUTOHABUPOM B KaueCTBe (papMaKOKMHETHYECKOTO yCHITHTEIS,
A

CYWIECTBYET MOTCHUMAN JUIs CHJIBHBIX WHTHOMTOPOB M MHIYKTOPOB JUIS M3MEHEHHS

(papMaKOKMHETHKH HUpMaTpEJIBHpA.

Hupmatpensup He okaseiBaet obpartimoro muru6uposanms CYP2D6, CYP2CO, CYP2C19,

CYP2C8 wmn CYP1A2 in vitro B KIMHHUYECKH 3HAYMMBIX KOHIIEHTpaluMaxX. Pe3ynbraTel

MCCIIC/I0BAHMSA [N Vifro IOKa3alW, 4TO HUPMATPENBHP MOXKeT ObiTh MHAykTopoM CYP3A4,

CYP2B6, CYP2C8 u CYP2C9. Knuuuyeckast 3HaYMMOCTh HeM3BecTHA. OCHOBBIBASICE Ha JIAHHBIX

MCCIICNIOBAHHH i Vilro, HADMATpeNBUp 0ONaaeT HU3KMM MOTEHIMANoM MHrHGupoBans BCRP,

MATE2K, OATI1, OAT3, OATPIB3 u OCT?2. CymiecTByeT NOTCHIMAT HUPMaTpesBHpa

uHruduposat MDR1, MATEIL, OCT1 u OATP1B1 B KIMHHYECKH 3HAYUMbBIX KOHLEHTPALUsX.

Iloka3anusi kK npUMeHeHMIO

Jleyenue HOBOH KopoHaBupycHoil uH(ekuun (COVID-19) nerkoro wmu CPEAHETSHKENOTr0

TCYCHHS Y B3POCIIBIX, B TOM YHUCJIE C MMOBBILIEHHBIM PHCKOM MPOTPECCUPOBaHHs 3a00IeBaHHS 10

TOKenoro  TeyeHus (cM.  «OcoOble  yKasaHus») W He TPeOYIOIMX AOMOJHUTENLHOM

OKCHUT'€HOTEPAITHH

IIporuBonokazanus

— I'unepuyBcTBUTENBHOCTE K HUPMATPEIBHPY, PUTOHABHPY HIIM JIIOGOMY JPyroMy KOMITOHCHTY

JIEKapCTBEHHOTO Tpenapata Mupobusup;

— HenepenocumocTs 1akT03b1, A€PULMT 1aKTa3b1, ITIOKO30-rAIAKTO3HAS ManbabcopOLus;

— Tsxenas creneHs ne4eHO4HOM HepocTarouHocTH (Kiace C mo knaccupuxaunn Yaina-I1s10);

— Tsxenas cTenens MOYeUHON HEIOCTATOYHOCTH (pCK® < 30 ma/mun);

— bepemennocTs nin nanupoBanre GepeMEeHHOCTH;

— Ilepuon rpyaAHOro BCKapMIIMBaHUs;

— Jlerckuii Bo3pacr 10 18 ner;

— JlexapcTBeHHbIE CpelCTBA, KIMPEHC KOTOPHIX CHIBHO 3aBucHT or CYP3A u s KOTOPBIX

TIOBBILICHHBIEC KOHLCHTPAIMHU CBS3aHBI C CEPbE3HBIMM M/MIIH OTIACHBIMHU JIVIsl )KU3HU PEaKIUAMH;

— JlekapcTBeHHbIe CpeicTBa, SABJISIOMMECS MOWHBIMM HMHAyKTopamu CYP3A, KOTOpBIE

3HAYHUTE/ILHO CHHXKAIOT KOHLIEHTPALMK HUPMATPeIBUPa/ PUTOHABUPA B IJIA3ME KPOBH, YTO MOYKET

NPUBOJUTE K NOTEPE BUPYCOIOTHYECKOTO OTBETA U BO3MOXXHOMY Pa3BHTHIO PE3UCTEHTHOCTH;

— Ilpuem npenapara MupoGUBHp HENb3s HAYHHATE CPA3y NOC/IE MPEKPANICHHS TCPAITHH JIOOBIM

u3 cnepyrommx uHaykropoB CYP3A w3-3a JUIMTENBHOrO IepHOaa MOTYBBIBENCHHS HEIaBHO

OTMEHEHHOro npenapara (cM. «B3anmoselicTue ¢ IpyrumMu eKapcTBEHHBIMH CPECTBAMHY);




— JlekapcTBeHHBIE CPE/ICTBA, IEPEUHCIICHHbIC HUXKE, CTPOTO TIPOTHBONIOKA3AHbI IS COBMECTHOTO
npuema ¢ npenapatoM MupobuBup. JlauHblii nepeueHn sBaseTcs oBA3aTENBHBIM, | HO T HE
MCYEPIBIBAIOIINM:

e anbdal-aapenodbaokatopsl - andy303uH; 1
®  AHAJBIETHKH - NIETH/IMH, TUPOKCHKAM, PONOKCH(EH;

®  aHTHAHTMHAJIBHBIE CPE/ICTBA — PAHOJIA3HH;

®  NPOTHBOOIYXOJIEBbIE CPE/ICTBA —BEHETOKIIAKC, HEPATHHHUO;

®  AHTHApUTMHMYECKHE CPEJICTBA — AMHO/APOH, OETIPHINIL, APOHEAPOH, FHKAUHHL, (hiIeKanHHI,
nponadeHoH, XUHH/IHH;

®  aHTMOMOTHKH — Dy3uameBas KUCI0TA, pU(AMITHIINH;

¢  NPOTHUBOCYAOPOXHBIE CPEACTBA — KapbamasenuH, peHobapouTai, GpeHnToms;

® [POTHBOIOJArPHYECKUE CPEICTBA — KOJIXULIMH;

L4 AHTUTHCTAMHUHHBIE CPE/ICTBA — aACTEMH30J1, Tep(beﬂamm;

° AHTHIICUXOTHYECKUE CpCIlCTBa/HCFlpOHeﬂTMKH — JIypasuJ0H, TIMMO3MJl, KJIO3aIluH,
KBETHAITUH,

L4 IPOXU3BOJHBIC AJIKAJIOUI0B CIIOPBIHBH  — JIMTMPO3PrOTaMUH, SProHOBHH, JSpProTamMHH,
METHJIDPrOHOBUH;

®  CTHMYJIATOPBI MOTOPHKH JKEJyA0YHO-KHIIIEYHOTO TPAKTA — LIU3ATIPHUL;
®  PAaCTHTC/ILHBIC JICKAPCTBEHHbIE CPEACTBA — 3Bepo0OH NpoablpsBiIeHHbIH (Hypéricum
perforatum);
®  areHThl, MOAU(PULIUPYIOIINE JTUITUIbL:
- Muruburoper 'MI"-KoA-peykTassi - 10BacTaTHH, CHMBACTaTHH;
- UHrHOHTOpBE MHKPOCOMATTBHOTO GelTKa-IepeH0C KA TPUTITHIIEPHIOB - IOMHUTATIHL;
e Huruburoper ®J135: apanadmu, cuieHadun, BapaeHadm;
*  CenaTHBHBIC/CHOTBOPHBIC CPEICTBA - KJIOpA3eNar, JMasenaM, H5CTa3olam, ¢ypazenam,
NepopaIbHbIM MHIa30J1aM U TPHA30J1aM.
C ocTopoxHoCTBIO
— [loBbImeHue nMeYeHOYHBIX TPAHCAMHHA3;
— I'enmarur;
— INeuyenounas HeocTaTOUHOCTH CpeaHei cTenenn TskecT (kace B no mkane Yaiung-ITs10),
— Cpeansis crenens noyeynoit Hegocrarounoctu (pCK® ot 30 10 60 MJI/MHH);
— [Ilaumenter ¢ opranmyeckumu 3a6oneBaHMAMH cepaua W CYLIECTBYIOUIMMH paHee
PacCTpOHCTBAMH NPOBOJAIICH CHCTEMBI CEpALA MM MAUMEHTHI, NPHHHMAIOLIHE npenaparel,

YATHHAOLIIUEC HWHTEpBA PR (Taxue KaK BCparnamMHil HIIH aTa3aHaBHUp, [IPpU MPUMCHCHHUH




pUTOHaBHpa B KayecTBe (hapMaKOKMHETHYECKOTO YCHIIMTENSl B TeueHHWe S5 JHEBHOM Tepanuu
npenaparoM Mupo6usup u B no3upoke 100 mr 2 pasa cyTku);

— CoBMecTHOE NpUMEHEHHE HEe PEKOMEH/YeTCs C IIperiapaTaMu, NePevrCICHHBIMU B Pas/ienax
«Ocobble  ykasanus», «BsaumozeiicTBHC ¢ JIpPYrMMH  JICKapPCTBEHHBIMH  CPEJCTBAMI,
«IIpoTuBonokazanusy.

[Ipumenenne npn GepeMeHHOCTH M B MEPHO/] TPYAHOI0 BCKAPMJIMBAHHS

Henwunwvr demopoonozo eo3pacma

Her panHBIX O NpUMEHEHHMH HHUPMATPEIBHPA/PUTOHABMPA y OEPEMEHHBIX JKCHIIWH, YTOOBI
NPEeOCTaBUTh UHPOPMALIHIO O PHCKE HEOIArOMPHATHBIX MCX0J0B GEPEMEHHOCTH, CBS3aHHBIX C
NpHEMOM Tipenapata MupoOuswp.

JKeHlnHam 1€TOPOaHOro Bo3pacTa cielayer usberaT GEPEMEHHOCTH BO BpeMs JICYCHHS M B
TeYeHHe 7 JIHEH 10cie 3aBepIICHUS JICYeHHs TIpernapatoM MupoOuBHp.

[Ipn HasHayeHuu JiekapcTBEHHOro mpenapata MUpPOOMBHMp JKCHINMHAM, CIOCOOHBIX K
JIETOPOXKICHHIO (B TOM YHCIE B TOCTMEHONAy3e MeHee 2-X JieT), He0OXOAMMO TIOATBEPIHTH
OTPHMUATENIbHBIH Pe3yJbTaT TecTa Ha OepeMEHHOCTh 10 Hayana jedeHus. IIoBTOpHBIH TecT Ha
GepeMeHHOCTb HEO6X0IMMO TPOBECTH M10C/IE OKOHYAHHSI IIPUEMA JIEKAPCTBEHHOT'O MPENapaTa.
[Ipumenenne putoHaBupa MOKET CHU3HTH SPHEKTHBHOCTH KOMOMHMPOBAHHBIX TOPMOHAIBHBIX
KOHTpauenTuBoB.  [lauuenTkam,  MCHONB3yIOMIMM ~ KOMOMHMPOBaHHBIE — TOPMOHANBHBIC
KOHTPALEITHBEI, CJIelyeT PEKOMEH/I0BATh UCIIOJIb30BaTh (G (eKTHBHBIN albTePHATUBHBIIH METO
KOHTPALCILMH HJIH JOMOJIHUTEIbHbIH OapbepHBIi METO KOHTPALIENLMU BO BPEMs JICYEHUS U [0
OKOHYaHHsA OJIHOTO IMOJHOTO MEHCTPYaJbHOIO LMKJIA MOCNIE MPEKpalleHus MpueMa Ipenapara
Mupo6usup.

bepemennocmsp

JlanHbie 110 npuMeHeHHuI0 KOMOHHALIMH HUPMATPEIBUPA U PUTOHABUPA y GEPEMEHHbIX U JKEHIIHMH
OTCYTCTBYIOT.

JloKIIMHIYeCKHE HCCIIeI0BaHNS HEPMATPEIBUPa B KOMOMHAIIMU C PUTOHABHPOM HE [IPOBO/IHIIHCE.
HupmarpenBup

[Ipy npoBeseHny NOKIMHUYECKHX HCCIIEIOBAHMI HUPMATPENBUPA HE ObLIO BBIABIEHO BIHSHUS
Pa3IMYHbIX 2103 penapara Ha MOP(HOIOrHIO M0 HIIH KHU3HECTIOCOOHOCT IMOPHOHA-TIIONA Y
KpBIC M KPOJHMKOB, XOTS Yy KPOJHKOB HaOmonanoch Oonee HHM3Kas Macca Teia ILIOJa TpH
OTCYTCTBMM TOKCHYHOCTH y camoK. Cucremnoe BosxeciictBue (AUC2) y KpOJHKOB B
MaKCHMaJIbHOH J103€ mperapara MPUMEPHO B 3 pasa NpeBBIIANO BO3NEHCTBHE Y JIOACH B
PEKOMEH/1yEMOH TEpaneBTHYECKOH 103 HUPMATPE/IBUPa U PUTOHABUPA Ge3 HeGNaronpUsITHOro

BO3JICCTBHUSA Ha MaccCy Teia 1ionaa.

Putonasup




bonbiioe KoMMYECTBO MaHHBIX MO MPUMEHEHHIO pUTOHaBUpAa Yy OEpeMEHHBIX KEHIHH
CBMJICTENILCTBYET 00 OTCYTCTBMHM YBENHMYECHHs 4YaCTOThbI BPOXKIEHHBIX MOPOKOB paéamljx/;l 1o
CPaBHEHMIO C IOKa3aTels MU, HabII01aeMbIMU B 0011l nonynsuuu. JaHHbIe HCCle0BaHus Ha
KHBOTHBIX, MOJy4aBIIMX PUTOHABHMP, IIOKA3aIM PENPOAYKTHBHYIO TOKCHYHOCTb. Y KpBIC
HaOJII01A7I0Ch TOKCHYECKOE BO3/ICHCTBHE HA Pa3BUTHE TOTOMCTBA (aMOpHOHaJIbHAS JIETATBHOCTD,
CHW)KCHHE MAacCChl Teja IIIOJA, 33a[ePXKKH OKOCTEHEHHs W BHUCLEPAIbHbIE M3MEHEHHs, BKIIOUAs
3a/IEPIKKY OINYLICHUS AMYEK), B OCHOBHOM, B JIO3MPOBKE, TOKCHUHOM JUIS caMKH. Y KPOJIMKOB
HaOII0/JaJIOCh TOKCHYECKOE BO3JICHCTBHE Ha pa3BUTHE MOTOMCTBA (JIE€TaJbHOCTH 3MOPHOHOB,
YMCHBIICHHE pa3Mepa IOMETa M CHIKCHHE Beca IJ10/1a) B I03UPOBKE, TOKCHYHOM JUIS CAMKH.

[lepuod epyonozo eckapmaueariis

Her 10cTOBEPHBIX JaHHBIX O NPUMEHEHHN KOMOHHALIMH HUPMAaTpeIBMPa U PUTOHABHPA B IEPHO/L
IPYAHOrO BCKapMJIHBAHUS.

HensBectHo, Bbiensiercs 1M HUPMaTpenBUP ¢ TPYIAHBIM MOJOKOM y KCHIIHMH WM CaMOK
JKUBOTHBIX. Takoke HeT 1aHHBIX O BIMSAHUM HUPMATPENBUPA Ha HOBOPOXKICHHBIX/IETei IpyIHOTO
BO3pacTa v BIMsHUE Ha BLIPAOOTKY MOJIOKA.

B omy6uinkoBaHHbIX 1aHHBIX COOBIAETCS, YTO PUTOHABHP HPUCYTCTBYET B IpyAHOM Mouioke. Het
MH(OPMAlLMK O BIMSHHM PUTOHABUPA HA HOBOPOXICHHBIX/IETeil IPYAHOr0 BO3pacTa WJIH O
BIMAHMM JICKAPCTBCHHOTO CPE/ICTBA Ha BBIPAOOTKY Mosioka. Hemb3s uckiodats pHck s
HOBOPOX/IEHHBIX/JIETEH TPYHOTO BO3pacTa.

['pynHOE BCckapmiMBaHHe ClleAyeT NPeKPaTUTh BO BpEMs JieyeHus npenapaToM MupoOuBHUp U B

TeyeHue 7 JIHEH Iociie IpuemMa nocieaHen J03bI ITperiapara.

Depmunvrocmsb

HeT naHHbIX HM O BIMAHMM KOMOGMHALMM HMpMaTpenBHpa M pPUTOHABUpA, HU KaXIOTO W3
NpenaparoB B OTACIbHOCTH Ha (PEPTUILHOCTH y YeI0BeKa.

Hu HupmatpenBup, Hu pUTOHABHP He OKa3bIBAIIM BIMSHHUA HA (epTHiIBHOCTB y KpBIC (CM. paszen
«bepemeHHOCTBY).

Crniocod npumeHneHus M 103bI

[Ipenapatr Mupo6uBYp NpHHAMaeTCs BHYTPh HE3aBHCHMO OT npuema numu. Tabnerku cnenyer
[JIOTaTb LCIUKOM, HE pa3XEBbIBas, HE JIOMas M HE pa3laBiMBas, 3amMBas A0CTATOUHBIM
KOJIMYECTBOM HKHIKOCTH.

[Ipeniapar Mupo6uBup npezncrasnser co6oii Tadnerku HUpMaTpEJIBUPA, YIIAKOBAaHHBIE BMECTE C
TabJIETKAMH PUTOHABHPA.

Hupmarpensup cienyer npumensts ogHoBpemMenHo ¢ PUTOHABUPOM JIBa pa3a B CYTKH Kax/ple 12
4acoB. HenpaBHIbHBIIH COBMECTHBIN IIPHEM HUPMATPEIIBHpA C PHUTOHABUPOM MOXET IPHBECTH K

TOMY, YTO YpOBHH HHpMaTpeJIBUpa B IlJIa3Me KpOBH GyHYT HEAOCTATOYHBIMHU IS JOCTHUXKCHHUS
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KEITAeMOT0 TepaneBTHYeCcKoro 3 dekra. A

Cyrounas no3a coctasnser 600 Mr nupmarpensupa + 200 Mr puToHaBHpa, IPH 3TOM JIBE TaOJIETKH

HUPMATpPENIBUPA U OJIHY TabJIETKy PUTOHABMPA IPHHUMAIOT BMECTE [IEPOPAJILHO JIBA Pa3a B CYTKH
B TCYCHHE 5 [HCH. 3aBepIICHHUE MOJTHOTO S-IHEBHOTO Kypca JICYCHHS M NMPOJIOIDKCHHE H30JISLHH
B COOTBETCTBHH C PCKOMCH/IALMSIMH OOIICCTBEHHOTO 3/IPABOOXPAHCHUS UMEIOT BAKHOE 3HAYCHHE
C LENBI0 IOCTHXKEHUS MAaKCHMMATbHOTO BBIBEJICHHS BHUPYCa M MMHMMaJIbHOW mepenaun SARS-
CoV-2.

5-IIHEBHBIA KypC JledeHuns npenapatoM MupoOGHBHp clielyeT HaYHHATD Kak MOYKHO CKopee 1ociie
ycraHoBieHus auarHosa COVID-19 u B Tevenue 5 auelt nocne nosiBieHuss cumnTomos. Eciu
NMAUEHTY TPeOYeTCs TOCTHUTAIM3AUMA B CBS3H C TOKEIBIM WIH KPHTHYCCKHM TEUCHHEM
COVID-19 nocne nayana jieueHus npenapaToM MupoOuBup, mauMeHT 0JKEH 3aBepIIMTH
TOJIHBIA S-IHEBHBIH KYpC 0 YCMOTPEHHIO JICYAIEro Bpaya.

[Ipumenenne npenapara BO3MOKHO TOJIBKO 110/l HaGIIOICHHEM Bpaya.

[Iponyck 10361

B ciyuae nponycka npuema 10361 npenapata MUpoGUBHp B TeueHHe 8 4aCOB MOCIE TOTO, KAK OH
00BIMHO PMHUMAETCS, HA3HAYCHHYIO 103y CIIeyeT MPHHATH KAK MOXKHO ObICTpEE U BEPHYTHCS K
NpexxHeMY rpaduKy J103MpOBaHMS.

B cny4ae mpomycka mpuema npemapara MupoGusup Gonee deM Ha 8 wacos, He clenyeT
PUHAMATE TIPOMYIIEHHYIO JI03y, a BMECTO 3TOrO CIAyeT NMPHHATH CIEAYIOIYI0 103y B
3afulannpoBanHoe Bpems. Henonycrum npuem aBoiiHoii 10361 npenapata Mupo6usmp.

Oco0ble CPYIIIBI ITAITMEHTOB

[layuenmul ¢ napywenuem ynxyuu novex

Koppekuus 103b1 mpenapara y mauueHToB ¢ HapymieHHeM (YHKUMH MOYeK Jerkoil CTerneHm
TshkecTH (PCKD 260 10 <90 Mn/mun) He Tpebyercs. Y nauuenTos ¢ HapyleHneM GyHKLHMH 0YeK
cpeaneit crenenn ket (pPCKP >30 0 <60 mu/mun) 103a npenapara MupoGHBHp cocTaBseT
150 mr nupmatpenBupa u 100 Mr puTOHaBHpa /1Ba pa3a B CyTKH B TEYEHHE S5 JIHEiA.

[Iperrapat MupoGHBHp NPOTHBOIOKA3aH K PUMEHEHHIO Y MALHEHTOB C HapylIeHHeM (yHKIHH
noyek Tsokesnon crenenn (pCK® < 30 mu/mun).

llayuenmu! ¢ napywenuem ¢ynkyuu nevenu

Y nauueHToB ¢ HapymieHneM (yHKUHMH TEYEHH JIErKoil (Kracc A Mo mkaie Yaiuna-I1s10) uau
CpE/tHEH CTCIeHbIo TshkecTH (knace B no mikane Yaitna-ITsio) KOPPCKLMS /10361 HE TpeOyeTcs.
[Iperrapat MUpoOHBHp NPOTHBOIOKA3aH K IPUMEHEHHIO y TALHEHTOB C HapyleHeM (GpyHKIHH
neyeHH Tshkenoi crenenu (knace C no wkane Yaiina-Isio).

Jlemu

OTCYTCTBY}OT JlaHHBIE O ©O€30IaCHOCTH H 3(1)(1)CKTP[BHOCTI/I IIPUMCHEHHUSA JICKApCTBEHHOI'O
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npenapata MupoGuBup y netei 10 18 ser. | A

Baoicnvie nexapemeennvie 63aumodeiicmeus

Koppekuns 103 npu oHOBpeMEHHOM NPHMEHEHMH € JPYTHMH MperapaTaM, CoJepKAIUMH
PHUTOHABUP MJIM KOOMIIMCTAT, HE TpebyeTcs.

Iauuenram, nomywarommm cxemst siedenns BUY wmm Bupyca rematuta C, coJepKalue
PUTOHABHP MJIM KOOMLMCTAT, CIIETyeT MPOAOIKAThL MX J€UeHHE B COOTBETCTBHH C MOKA3AHHEM.
Ilepex u Bo Bpems Tepanuu npenapatoM Mupo6uBUp HEOGXOAMMO YUHTHIBATH MOTEHIMATBHBIC
JICKapCTBEHHBIE B3aHMOJICHCTBHS M IIPOBEPSATH COMYTCTBYIOLIHE NPENApaThl BO BPEMsl TEPAIHHU
npenapatoM Mupobusup (cm. pasaen «lIporuBonokasanus», «C 0CTOPOKHOCTBIO», «Ocobble
yKasaHus» 1 «B3auMoaeHCTBHS ¢ IPYTHMH JICKAPCTBEHHBIMH CPEJICTBAMHUY ).

[To6ounoe neiicreue

Kpatkoe onucanne npoduiis 6e30macHOCTH

Hamboree yacTbiMu HexenaTebHBIME PEaKLMAMH, 3aPErHCTPHPOBAHHBIMU BO BpEMsi JICUCHHUS
HUPMATPEIBHPOM/PUTOHABHPOM B 11031poBKe 300 mMr/100 mr, kaxapie 12 yacoB B Teuenue 5 aueii
U Ha IPOTHKEHUH 34 [1Hel 10csie mpueMa  10C/eAHeN 103bl Npenapara ObUIM JUCTeB3Hs (5,6%),
anapest (3,1%), ronosnas 60 (1,4%) u psota (1,1%).

CBosiHas TabIMIA 110 HEXKEIATEIILHBIM PEAKIIUSIM

HexenaresnbHple peakumnu Hike yKasaHbl 10 KJIacCaM OPraHOB M CHCTEM H 4acTOTE pa3BUTHSI.
HactoTel onpesensanch cieayommum o6pa3oM: 04eHb Y4acTo (21/10); wacro (> 1/100, no <1/10);
Hedacto (= 1/1 000, Ho <1/100); peako (>1/10000, no <1/1 000); ouens peaxo (<1/10 000),
BKIIIOYast OT/CNIbHBIE COOOIIEHHS; YacTOTa HEM3BECTHA (HE MOXKET ObITh OLEHEHa Ha OCHOBE
MUMCIOLIMXCS JAHHBIX ).

Tabnuya 1. Hexcenamenvnvie peaxyuu na npuem HUpmMampensupa/pumonasupa

Ouenn Yacro Heuacro Peaxo Ouensp Yacrora
4acTo peaKo HeH3ecTHA
Hapywenus co cmoponst nepenoii cucmemui
Hapymenus BocnpusTis Bkyca
(cres3usi)
I"ostoBHast 6016
HKenydouno-kuweunvie napywenusn
Juapes
PBota

Hexenarenbubie PCAKUHH IIPU IPUMEHEHUU PUTOHABUPA

prweHeHue pumonasupa 6 kaiecmee qbapzuaxoxunemuuecxoeo ycuiumeins
Hexenarenbubie p€aKkumuu, CBsA3aHHbIE C IIPUMEHCHUEM pUTOHaBHpa B Ka4eCTBE
¢)apMa1<0KnHeanecxoro YCHIIUTEIIA, 3aBUCAT OT BBOJAMMOIO COBMECTHO CHCHHQ)P['-[CCKOFO

uHruburopa nporeas BUY. Jlns nonydenns MHDOPMALMM O HEeXeNaTelbHBIX  peaKIHsX
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O6paTPlTeCL K HMHCTPYKUHUH 10 TNPUMEHEHUIO KOHKPETHOIO COBMECTHO /prHMeHﬂeMOFO

MHruduTOpa nporeas BUY. , A

Hedicenamenvnvie  peakyuu, — noayuenmvie 6 — KuuHuueckux — ucciedosanusx  u 6
nocmpezucmpayuoHHOM nepuooe y 83pocivix NAYUeHMos

Hanbonee yacThiMH 3apernCTpUpOBAHHBIMH HEXeNATeIbHBIMH PEaKLUUsAMH CPEIH MAaIMEHTOB,
TOJTyHaloUMX  MOHOTEPANUI0 PHUTOHABMPOM MM PHTOHaBHP B KOMOMHALMM C JPYTHMH
AHTHPETPOBUPYCHBIMH NpenapaTamu, ObUIM HAPYLIEHHs CO CTOPOHBI MUILEBAPUTENBHOMN CHCTEMbI
(BKJIKOYast IMapero, TOMIHOTY, PBOTY, 60Jb B )KHBOTE (B BEDXHMX U HHKHHX OT/IeNaXx)), HapyIIeHHs
CO CTOPOHBI HEPBHOW CHCTEMBI (BKJTIOYAS APECTE3UH M IAPECTE3UI0 CIU3UCTON 06010UKH pra),
a TAKOKe YTOMIIIEMOCTB/aCTEHHYCCKHI CHHIPOM.

Co001wanock 0 pasBUTHH CIICYIOLMX HEXKENATETbHbIX PEAKLHii OT CPEIHEH /10 TSHKEJIOM CTENeH!
TAKECTH, BO3MOXXHO MJIM BEPOATHO CBS3aHHBIX C NMPMEMOM PHUTOHaBUpa. B mpenenax kaxioil
TPYIIIBI PACIIPCACICHHSA 110 YACTOTE BCTPEYAEMOCTH HEKENATENIbHbIC (G PEKTHI PaCOI0KCHbI B
nopsi/Ike yOBIBAKOIIEH 3HAYMMOCTH: 04eHb yacTo (>1/10); wacto (ot >1/100 mo <1/10); Heuacto
(ot > 1/1 000 mo <1/100); peaxo (>1/10000 mo <1/1 000); yacToTa HeusBecTHa (HEBO3MOMKHO
YCTaHOBHTb YaCTOTY 110 MMEIOIUMCS JIaHHBIM).

Tabnuya 2. Heoicenamenvhvie peaxyuu 6 KiuHUMeckux uccaedo8anusx u nocmpe2ucmpayuoHHoMm

nepuooe y 63poCivlX NAYueHmos npu NPUMeHeHUuU pumonasupa

Kitace cucrem opranos Yacrora HexenatenbHasi peakumsi
Hapywenus co cropousl | Yacto CumwxeHne  uvcna  JIeHKONMTOB, CHIDKEHHE
KPOBM M JUMQATHYECKOH KOHLCHTPALUMHK TIE€MOIJIOOMHA, CHMKEHME  4YMCia
CHCTEMBI HCHUTPOQHUIIOB, MOBBILCHHE YHCIA Y03MHOMDMIIOB,
TPOMOOLIUTOIIEHUS]

Heuacro [ToBbIlIeHHE YHCTIa HEUTPODHIOB
Hapywenns co cropousl | Yacto Peakuun THIIEPYYBCTBUTEIBHOCTH, BKJTIOYAst
UMMYHHOH CHCTEMBI KparuBHUILY U AaHTHOHEBPOTHYECKHI OTEK

Penko AnauIaKTHYECKHE peaKLMu
Hapymenuss  nuranus  u | Yacto I'unepxonecrecrepunemus, runepTPUTIMIIEPHIEMHS,
oOMeHa BellecTs nojarpa, OTEKH, B TOM 4YHCIe mnepupepuyecKue,

06e3BoxuBaHKe (0OBIYHO CBA3aHO C CHUMIITOMAMH CO
CTOPOHBI ITUILCBAPUTEIILHONH CHCTEMBI)

Heyacro CaxapHbli 1uader
Peniko I'uneprivukemus
Hapymenuss co  croponst | Ouenp yacto Jmcressus, napecresnu ciau3ucToil 0607104KH pTa U
HEPBHOM CHCTEMBI nepupepudeckue  MapecTe3svd, ToJIOBHAs — 0OOJb,
TOJIOBOKPY)KEHHE, NepUdepHyecKas HeHponaTHs
Yacto becconnuua, Bo30yxieHue, CllyTaHHOCTL CO3HAHMS,

HapylmI€HHE BHHMAHHA, CHHKOINAJIbHbBIE COCTOsTHHA,
SIMHJICTITHICCKHUE NPUNIAJKH

Hapymenuss co  cropons | Yacto Heuetkocts 3penus

OpPI'aHOB 3pEHUS

Hapymennss co  cropous | Hewacro Wndapkr muokapia

cepaia

Hapymenns co  cropons | Yacto AprepuanbHas TMIIEPTEH3US, apTepHajbHas
COCYJIUCTOH CHCTEMBI TMIIOTEH3HH, BKJIIOYast OpPTOCTaTHYECKYIO
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Knacc cucrem opranos

Yacrora

HexenarenbHas peakuus

apTepualbHYI0  THIOTEH3HIO, - nepudepuueckas
TUIIOTEPMHSI
Pecnuparopssie, Ouenb yacTo @apunrur, 601k B pOTOIIIOTKE, KaIlelb
TOpaKajbHbIe H
MEMACTHHAITBHBIE
HapyIIeHHsl

Hapymennss co  cropoms
IHILIEBAPUTEIILHON CHCTEMBI

OueHp yacTo

bonb B kMBOTEe (BEpXHHE W HUDKHME OTJIEINBI),
TOLIHOTA, JHapes (BKIOYas THKeNylo (opMmy ¢
3JIEKTPOITUTHBIMH HApYIICHHUSMH ), pBOTa,
PacCTpOMCTBA MHIIEBAPEHHS

renaToOMIMapHOM CHCTEMBI

Yacro AHOpPEKCHs, METEOpH3M, s3Bbl POTOBOH TMOJOCTH,
KPOBOTCYCHHE M3 OPraHOB >KEJyI0YHO-KHIICYHOIO
TpaKTa, ractpossodareanbHas pedokcHas 601e3Hb,
aHKpPEaTUT
Hapymenuss co  crtopons | Yacto I'enatur (Bimouas mosbimenue aktuBHoctH ACT,

AJIT,T'T'T), noBeienne KoHIEHTpalMK GUINpyOoHHa
B KPOBH (BKJIFOUAS JKENTYXY)

Hapymiennst co  cropons! | OyeHsb yacto 3ya,  cbinb  (BKIKOYAas  OPUTEMATO3HYIO M
KOXH M TI0JKOXHOXHPOBO# MaKyJIONaIyJyIe3HyI0 ChIIlb)
KJIETYaTKH Yacro AxHe

Penko Cunnpom  CruseHca-/[KOHCOHA,  TOKCHYECKHI

snuaepmaibHbli Hekposus (TEN)

Hapymenuss co  croponst | Ouens yacto Aptpanrusi, 6011 B crivHe
KOCTHO-MBIIIEYHON cHUCTeMBbI | YacTo Mmuo3swur, pabromMuonms, MHAJIT U,
U COEIMHUTEIBHOH TKaHH MHOMATHS/TIOBBIIEHHOE coJiepyKaHue

kpeatuHdocdokmnnasel (KPK)

Hapymenns co  cropons | YacTo YyalieHHoe MOYEHCITyCKaHie, HapyLIeHHe (yHKIHH
MOYEBBIICITUTEIBHOM NOYeK  (Hampumep,  OJNMIYPHS,  MOBBIIICHHEC
CHCTEMBI KOHLIEHTPALIMH KPeaTHHHHA)

Heuacto OcTpas noyeyHas HeJOCTATOUHOCTD

HewuspectHo Hedponurnas
Hapymennss co  croponsl | Yacto MeHopparus
PENpOJyKTUBHOH CHCTEMBI U
MOJIOYHBIX XKeJie3
Cucremubie Hapywenus u | OyeHb yacTo Cnabocth,  BKIOYAs — ACTEHHYECKHH  CHHIPOM,
OCJIOKHEHHUS B MecTe «IIPUJIMBBI», YYBCTBO JKapa
BBCJICHUS Yacto JIuxopajka, noreps Beca
Orknonenns ot Hopwmsl, | YacTo [loBbllleHHE  AKTHBHOCTH  amMuiasbl, CHWKEHHE
BbISIBJICHHbIE B KOHLEHTPAUKMHK CBOOOJHOTO U 00LIEro THPOKCHHA
11a00paTOpPHBIX u | Hevacro [IoBBIlICHHE KOHLEHTPALMH IJIIOKO3BI, MOBBILICHHE
UHCTPYMEHTAJIBHBIX KOHLUCHTPALMH MarHus, T[OBBIIICHHE AKTHBHOCTH
HCCIICIOBAaHHUSX 1eJ109HOH docharaspl

Peaxunn, OTMEYCHHBIC KaK UMEIOIIIHE HCHU3BECTHYIO YaCTOTY BCTPEYAEMOCTH, OBIITH OTMEYEHBI B

MOCTPErHCTPALMOHHBIH MIEPUOI.

Omoenbnvle HexcenamebHble peakyuu

[ToBBIlICHHE AKTUBHOCTH IICYCHOYHBIX TpAaHCAMHHAa3, B IISTh pas u Oosiee IIPCBLILIAKOIICE

BEPXHIOIO IPAaHHLY HOPMAIbHBIX 3HAYCHWH, KIMHHYECKAs KApPTHHA IENaTMTa M IKEITYXH

Pa3BUBAIIMCH Yy ITALIUEHTOB, [10JTy4arOLIUX PUTOHABHUP B KAYECTBE MOHOTCPAIIMH UK PUTOHABHP B

KOMOHHALMH € IPYTHMH aHTHPETPOBUPYCHBIMH TIPENapaTaMHy.

Tlokaszamenu Mmemabonusma
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YBenu4eHre Macchl Tena, a Takke MOBBILIEHHE KOHLEHTPALMH JINIHIOB | IJIOKO3bI B KpPOBHU
MOTyT HaOMI0JaThCsi BO BpeMsi MPOBEICHMS AHTHPETPOBUPYCHOH Tef)énnu. v Bm-
MHOUMIMPOBAHHBIX MAlMEHTOB C  TSDKEJbIM UMMYHOJIE(QUIINTOM Ha MOMEHT Hadaia
KOMOMHHPOBAHHOH aHTHPETPO-BHPYCHOMN TEPATTHH MOTYT Pa3BUBATHCS BOCHATHTCIBHBIC peaxkuuu
Ha TPOTEKAIOIINE OCCCHMIITOMHO WIIH OCTATOYHBIC ONMOPTYHHCTHYCCKHE MHpeKuuu. Takke
COOOIIATOCK O CITyJasX Pa3BUTHS ayTOMMMYHHBIX HApYIIEHH i (TaKMX Kak GOMe3Hb ['peiiBca); Tem
HC MCHEC, BPeMs MX PasBUTHs CHJIBHO BapbHPYETCA, M OHH MOIYT Pa3BMBATLCS YEPE3 MHOIO
MECSILIEB 110CTIE HaYasia TepaIiH.
Y MAalMCHTOB, NOJYYaBIIMX TEPANMi0 PUTOHABHPOM, BKIIOYAs Tex, y KOro pa3BHBaIach
THICPTPUIIIMUCPHICMHUS, HAOIOAAINCh CITyYau Pa3BUTHS MAHKpEaTHTa (B HEKOTOPBIX ciydasx
CO cMepTenbHBIM HCX010M). [Taunenthl ¢ BUY-undexuueii Ha no3aneil cragum MOryT OBbITH B
TPYIIIE pUCKa MOBBILICHHOTO COJCPKAHUS TPUIIMIIEPUIOB KPOBH M PA3BUTHS MAHKPEATHTA.
Takoke perncTpupoBaIiCh Clly4an 0OCTEOHEKPO3a, B YACTHOCTH, y HAIMEHTOB € 00IEU3BECTHHIMU
(akropamu pucka, ¢ BUY-undekumeil Ha 1O3aHEH CTamM¥ MIM JUIHTEIBHO MOJIy4YaKOIIHX
KOMOMHMPOBaHHYIO aHTHPETPOBUPYCHYIO Tepanuio. Ux yactora BCTPEYaEMOCTH HEM3BECTHA.
emu
[Ipoduns GesonacHocTn putonasupa y neteit B Bo3pacte ot 3 jieT u CTapIiie CX0/IEH C TAKOBBIM Y
B3pOCIIbIX.
Ilepeno3npoBka
Jleyenne nepenosuposky npenapatom MupoGHBHP JOKHO BKIIOYATH 00IIHE [IOIEP/KUBALOIIHE
MCpBI, BKIIIOYAIOMIHE MOHUTOPUHT OCHOBHBIX IOKa3aTeleH KHU3HENEATEIIbHOCTH W HAOI0IeHHE
32 KJIMHMYCCKMM  CTaTycoMm mnanueHTa. Creuuuyeckuii aHTHIOT 0pH  NEpelo3UPOBKE
npenapatoM Mupo6uBHp OTCYTCTBYET.
B3aumozeicTeue ¢ ApyrumMu JleKapcTBEHHBIMH CPeCTBAMH
[Ipeniapar Mupo6uBnp (HHpMatpenBup/puTOHaBHp) SBIAETCSA uaruouropom CYP3A u moxer
[OBBIIIATE  KOHIEHTPALUMIO B IUIa3ME JIEKAPCTBEHHBIX CPEJICTB, KOTOPbIE B OCHOBHOM
merabonusupytorcs  CYP3A.  JlekapcTBeHHBIE  cpejcTBa, KOTOpPBIE  9KCTCHCHBHO
metabonusupyores CYP3A W uMeOT BBICOKHMI YpPOBEHb MeTaboJaM3Ma TIpH  TEpBOM
TNPOXOXKAEHHH, N0-BUIUMOMY, HanOO0JIeE NOABEPIKEHBI 3HAYMTENLHOMY YBEIHUCHHUIO YKCIIO3ULIMH
pH  COBMECTHOM NPUMEHCHHWH C  HUPMATPENBUPOM/PUTOHABHPOM. Takum obpaszom,
IPOTHUBOIOKA3aHO OJITHOBPEMEHHOE NPUMEHCHHE HUPMAaTpeIBUPa/PUTOHABHPA c
JICKapCTBEHHBIMH CPE/ICTBAMH, KIIMPEHC KOTOPBIX CHIILHO 3aBUCHT OT H3oepmenta CYP3A u juis
KOTOPBIX IOBBILICHHBIE KOHUCHTPALIMH B [1J1a3Me KPOBH CBSI3aHbI C CEPbE3HBIMU M/HJIH ONACHBIMH

JUISA JKU3HH sBJICHUAMH (cM. Tabnuiy 3).
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PutoHaBup o611aaeT BHICOKMM CPOJCTBOM K HECKOJILKMM H30hopMam uroxpoma P450 (CYP) u
MOXET MHrMOMpPOBaTh OKHCIICHHE B ciieytoulem nopsake: CYP3A4 > CYP2D6f"'

PuToHaBup Takxke HMeeT BHICOKOE CPOACTBO K P-riukonporenny (P-gp) 1 Moxer MHIUOMpPOBATH
3TOT IEPEHOCYHK.

PUTOHAaBHp MOXET MHIYUHMpPOBAaTH TIIOKYPOHH3ALUMIO M OKMCIeHHe ¢ momompbio CYPIA2,
CYP2C8, CYP2C9 u CYP2CI9, TeM cambIM ycuiuBas OnoTpaHcopMaLHIO HEKOTOPBIX
JIEKapCTBEHHbIX CPE/ICTB, META0OJIM3UPYIOMXCA STUMH IyTSAMH, YTO MOXET INIPHBECTH K
CHI)KEHHIO CHCTEMHOI'0 BO3/ICHCTBHS TAKHX JIEKAPCTBEHHBIX CPE/CTB, M CHU3UTh MIIM COKPATHTD
UX T€PaneBTHYCCKUI IPPEKT.

OnHopemeHHoe BBeleHHe apyrux cyGerpatoB CYP3A4, kotopoe Moker IPUBECTH K
MOTEHLMAILHO 3HAYMMOMY B3aUMOACHCTBHIO (cM. Tabnuity 3), cieayer paccmMatpuBath TONBKO B
TOM CJIy4ae, €CJIM I10J1b3a MPEBIIAET PUCK.

HupmarpenBup u putonasup smusiotcs cyberparamu CYP3A, mosTtomy jiekapCTBEHHbIe
cpeactsa, unayuupyiomue CYP3A, MoryT cHWXaTh KOHLEHTpPAlMM HUpPMaTpeiBHpa |
PUTOHABMpA B IJ1a3M€ U CHWXKATh TepanesTuyeckui s¢pdexr npenapara Mupobusup.

B kauectBe KoHCepBaTMBHOW Mephl, s mnpenapata MUpPOGMBHP CIEIyeT NPHMEHSTH
JICKapPCTBEHHbIC ~ B3aUMO/ICHCTBHA, OTHOCAIIMECS K PHUTOHABHPY, HCHOIb3YEMOMY IIPH
xponndeckoit BUY-undexuuu (600 Mr 1Ba pasa B icHb, KOT/1a OH IEPBOHAYATBHO HCITOJIB30BAICS
B Kau€CTBE aHTHPETPOBUPYCHOTO cpesicTBa, M 100 mMr 1Ba pasa B JeHb, KOTOPHIH B HacTOsIIEE
BPEMsl  HCIIOJIB3YETCsl B KAyeCTBE YCHIMTENSA (apMAKOKUHETHKH C aHTHPETPOBHUPYCHBIMH
cpeactBamu). bynyume uccienoBaHus MOryT MO3BOJMTH CKOPPEKTHPOBATh PEKOMEH/IALIHH,
Kacaroummecs: JICKapCTBCHHOTO B3aMMOJICHCTBHSA, C YYETOM S-IHEBHOH IPOJOJDKMTEILHOCTH
Je4eHus npenapatom Mupoousup.

JlekapcTBennbie npenapatsl, nepeuncientbie B Tabuuue 3, ABIAIOTCS OPUESHTHPOBOUHBIMH H HE
CYHUTAIOTCS MCYEPNBIBAIOLINM CIIMCKOM BCEX BO3MOXKHBIX JIEKAPCTBEHHBIX MPENapaToB, KOTOPHIE
POTHBONOKA3aHbl HJIIH MOTYT B3aUMO/JIEHCTBOBATh C HUPMAaTPEOBHPOM/PUTOHABHPOM.

Tabruya 3. Bszaumooleiicmeue Hupmampensupa/pumonasupa ¢ Opy2umu 1eKapcmeeHHbiMu

cpedcmeamu
IIpencraBurennb Kiaacca
Kaacce nekaperBennoro JIEKAPCTBEHHBIX CPEACTB
Kiimnuyeckne KOMMeHTapuu
CpeacTBa (n3menenune AUC, u3meHenmue
Cmnx)
Anbdal- TAngyso3un [ToBbiieHue KOHLIEHTPaLHH
aJIpeHO0JIOKATOPEI anb(y303MHa B IUIa3Me KPOBH MOXKET
IPHBECTH K BBIPAXKEHHOU
TUIIOTEH3HH H 03TOMY
NPOTUBOINOKa3aHO  (cM.  paspuen
«IIpoTHBOIIOKa3aHUM).
IIpou3BoHbIe 1 Amderamun Puronasup, IIPUHUMAaEMBbIH B




Kiacce iekapcTBennoro
cpeacTBa

[peacraBurens kiacca
JIEKAPCTBEHHBIX CPEICTB

(u3menenue AUC, u3menenue
Cmax)

Kinunuyeckne KOMMEHTApHUH

amperamuna

KayecTBe aHTUPETPOBHPYCHOTO
CPEJICTBA, BEPOSTHO HWHIHOMpYET
CYP2D6, B  pesynbTate  4ero
OJKHJIaCTCs IIOBBILICHHE
KOHIEHTPaUMH aM(peTaMHHA H €ro
IIPOU3BO/IHBIX. TiarensHbIi
MOHHUTOPHHI TMOOOYHBIX 3 dheKToB
PEKOMEHIYeTCsl TIPH OJTHOBPEMEHHOM
NPHUMEHEHHH HTUX MpenapaTtoB ¢
npenapatoM Mupo6usup.

AHaIBreTUKH

1 Bynpenopdun(57 %, 77 %),
1 Hopbynpenopdun (33 %,
108%)

[ToBpienne ypoBHs OynpeHophuna
M €ro akTUBHOrO MeraboiuTa B
IIasMe KpPOBH HE MpPUBOIWIO K

KIMHUYECKH 3HAYUMBIM
(apMaKkoIHHAMHYECKHUM

M3MEHEHHSIM B HOMYJIALMH
MaLHUEeHTOB, TOJIEPAHTHBIX K
OIHOUAM. Takum obpazom,

KOPPEKTHPOBKa 1103bl OynpeHopduHa
MOXKET He MOoTpeOoBaTbCs, MpPH
COBMECTHOM NPUMEHEHHH.

1 [ernaun,
1 Iupokcukam,
1 IIporokcuden

[ToBbIlIEHHBIE KOHUEHTPALMU
HOpPIETHJMHA,  NHUPOKCHKAMa |
NponokcH(eHa B IUIa3Me  MOXKET
HPUBECTH K CEPbE3HOMY YTHETCHHIO
JbIXaHUsl WJIM  TeMaTOJOTHYEeCKUM
HapyUIEHUsIM " 03TOMY
MPOTHBONOKAa3aHbl  (CM.  paszen
«ITpotuBonokazauusy).

1 deHTaHMT

Putonasup, IIPUMEHSEMBbIH B
KayecTBe  (papMaKOKMHETHUYECKOIO
ycunurens, uHrubupyer CYP3A4, B

pe3ynbTare 4ero OXKHJIaeTCs
MOBBILIIEHHE KOHIIEHTPAI[HH
(entanuna B iasme.
Pexomenayercs TIIATEIIbHBIN

MOHHMTOPUHI  TEPAICBTHYECKHX U
no6ouHbIX  AdpekroB  (BKIIOYas
YTHETCHHE JIbIXaHUST) pu
OTHOBPEMEHHOM MPUMEHEHUH
(eHTaHUIIa C PUTOHABUPOM.

| Metanon (36 %, 38 %)

[Ipy COBMECTHOM MPUMEHEHMH C
PHTOHABUPOM,  IIPUMEHSEMBIM B
KayecTBe  (papMaKOKMHETHYECKOrO
YCHIIMTEIIS, MOXET MOTpeOOBaThCs
YBEJIMYCHUE 10361 METaJoOHa M3-3a
HHYKIIHH TITIOKYPOHH3AIHH.
Koppexkuuio J103bl cieayer
paccmMaTpuBaTh ~ Ha  OCHOBaHMHU
KJIMHHUYECKOTO OTBETAa MMAlMEHTa Ha
TEPaIHIO METAJ0HOM.

| Mopdun

Yposenb MopduHa MOXeET
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Kaace JIEKAPCTBEHHOI'O

Hpe[lCTaBHTeJlb KJj1acca

JIEKAPCTBEHHBIX CPE/ICTB

Kiunuyeckne koMMeHTapuu

CpeacTea (u3menenne AUC, uzmenenue
Crnax)

CHHDKATBCSI u3-3a HUHIYKIHH
TIIIOKYPOHUJAIIMU TIPH  COBMECTHOM
MPUMEHEHHH c PUTOHABUPOM,
IIPUMEHIEMbIM B KayecTBe
(apMaKOKHHETHYECKOTO YCHIIUTEII.
AHTHAHTHHAIIbHBIE 1 Pa"onaszun M3-3a MHrHOMpPOBAaHUS PUTOHABHPOM
cpencTBa CYP3A oxugaercs mNoBBILIEHHE
KOHLEHTpPALUK paHoNa3uHa.
Oz1HOBpEeMEHHBIH npuem c
PaHOJIa3MHOM TIPOTHBOIOKA3aH (CM.

pasnen «IIpotuBonokaszanus» ).
AHTHapHUTMHYECKHE T AMHoIapoH, CoBmecTtHOE IIPUMEHEHHUE c
cpescTBa T benipummn, PHTOHAaBMPOM MOXET TPHUBECTH K
1 Aponenapon, MOBBILICHHIO TUIa3MEHHBIX
T DHKauHM]I, KOHUEHTpaluh aMHOJ1apoHa,
1 duekanHuz, Genpuania, JIpOHEIapOoHa,
1 IlponageHoH, HHKaMHHU/A, ¢rexannua,

T XuHuauH nponadeHoOHa M XHHUOWMHA U
[I09TOMY  IPOTHUBOIIOKa3aHO  (CM.
pasznen «lIpoTuBononkazanusy).

1 JAurokcun DTO B3aUMOJCHCTBHE MOXET OBITH

CBsi3aHO ¢ Moaudukauueir P-gp

OIOCPEI0BAaHHOTO BBIBCICHHUS
JMIOKCHHA PUTOHABHPOM,
IPUMEHSICMBIM B KayecTBe

(apMaKOKHHETHYECKOTO YCHIIUTEIIS.

IIpoTuBoacTmaTuveckue
cpezcTBa

| Teopumnun (43%,32%)

[Ipu 01HOBpEMEHHOM NIPUMEHEHHH C
PHTOHABMPOM MOJXKET MOTPeOOBATHCS
MOBBIICHHA /1032 TCOQUIUTHHA H3-3a
unaykunu CYP1A2.

IIpotuBoOMyXOIEBBIE
cpescTBa

1 Adatunuc

KoHleHTpalus B CHIBOPOTKE KPOBH
MOXET OBbITh YBelHueHa u3-3a Oeska
PE3MCTEHTHOCTH  paka MOJIOYHOM
xenesol  (BCRP)  u  ocrporo
HHruOHpoBaHus P-gp puToHaBHpOM.
Crenenp yBenuueHuss AUC U Chax
3aBHCHUT OT  BpPEMEHH IpHeMa
putonaBupa. Crueayer cobmonarh
OCTOPOXXKHOCTh ~ TPH  Ha3HAYEHMH
adaruHuba BMecTe C mnpenaparom
Mupo6usup (cm. UMII aparunuba).
Kontponupyiite HEXeNaTe/IbHbIC
PEaKIHH, CBsI3aHHbIC C a)aTHHHOOM.

1 Abemanukino

KonuenTpauu B CHIBOPOTKE KPOBH
MOTyT MOBBIIIATHCS H3-3a
MHrHOMPOBaHU CYP3A4
puronaBupoM. Ciienyer wusberarsb
OJTHOBPEMEHHOI0 IPHMEHEHUS
abemauukinba " npemnapara
Mupo6usup. Eciu Takoe coBMecTHOE
BBE/ICHHE CUHTACTCS HEH30EKHBIM,
obparurecs k UMII aGemanmknnba
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Kuacce JIEKAPCTBEHHOI'O

l'lpeucTaBuTe.nb KJj1acca
JIEKAPCTBEHHBIX CPEACTB

Kiunnnyeckne KOMMEHTaApHUH

CpeacTBa (n3menenue AUC, u3menenune
Cmax)
JUIS TIOJIy4E€HHSI PEKOMEHJIAIMH 110
Koppekinu 1036l KonTponupyiite
HEXXenaTelbHbIe PeaKlnH, CBA3aHHbIE
¢ abeMaLMKIIHOOM.
T Ananyramus AnanyTamuzl SBISCTCS YMEPEHHBIM

HIIK CHIIbHBIM HHITykTOpoM CYP3A4,
M 3TO MOXKET MPHUBECTH K CHHKEHHIO
9KCMO3UIIMH HHMpMaTpenBupa/
pPUTOHABHpA M BO3MOXKHOM MOTEpe
BHPYCOJIOTHYECKOTo oTBeTa. Kpome
TOr0, KOHUCHTPALMH anajlyTaMuaa B
CBIBOPOTKH KPOBHU MOTYT
HOBBIIATLCS  TMPH  COBMECTHOM
[PUMEHEHHH C DPUTOHABHPOM, YTO
MOXET TPHBECTH K  CEPhE3HBIM
HEXEJIAaTeTbHBIM SIBJICHUSIM, BKIIKOYast
CyJIOpOT'H. OnHoBpeMeHHoe
IpUMEHeHue npenapara Mupobusup
C anayyTaMMI0OM HE PEKOMEHIYETCS.

1 Leputunu6

Konuentpauus  uepurunuba B
CBIBOPOTKE KPOBH MOXET
MOBBIIATLCA W3-32 WHMHOMPOBAaHHs
CYP3A wu P-gp puroHasupom.
Cnenyer cobmomaTth OCTOPOXHOCTH
[IPY Ha3HAUYCHHUHU LIEPUTHHHOA BMECTE
c npernapaToM Mupo6usup.
Pekomennanmu 1o KoOppeKTHpOBKe
no3el cm. B UMIT  uepurununoa.
Kourtponupyiite HEXelaTeJIbHbIe
PEAKLIMHM, CBA3aHHBIE C LEPUTHHHOOM.

1 Jlazatuuuo,

1 Hunotunuo,
1 BUHKpHCTHH,
1 Bunbnactun

KoHnueHTpanuu B CHIBOPOTKE KPOBH
MOTYT IIOBBIILIATHCS IpH
OJTHOBPEMEHHOM  NPUMEHEHHH ¢
PHTOHABUPOM, YTO MOXKET MPHBECTH
K YBEJTMUEHHUIO 4aCTOTBI
HEXKEJIATEJIbHBIX PeaKIMu.

1 DHKopadeHnot

Konuentpauun sHkopadenuba B
CBIBOPOTKE KPOBH MOTYT
MOBBIIATECA TIPH  OJIHOBPEMEHHOM
NPHUMEHEHHH C PHUTOHABHUPOM, YTO

MOXET IMOBBILLIATH PHUCK
TOKCHYHOCTH, BKJIKO4as PHUCK
CEPBE3HBIX HCXKCJIATCIIBHBIX

ABJICHMH, TaKMX KakK y/JIMHEHHE
unrepsana QT. Cnexyer wusberarts
OJTHOBPEMEHHOT0 INPHMCHEHHS
snkopadennda u puronasupa. Ecim
CUMTAETCS, YTO MOJIb3a TPEBBILIAET
PHUCK, M PHTOHaBHpP HEOOXOIMMO
MCII0JIE30BaTh, TO MALMEHTHI JJOJKHBI
HAXOAUTBCS  TOJ  TIIATEJILHBIM
HaOJIIOeHUEM Ha npeaMeT
6e3omacHOCTH.

19




Kaace nekapcrBeHnoro
cpeacTBa

ﬂpeucramnem, KJj1acca

JIEKAPCTBEHHBIX CPEACTB

(m3menenue AUC, usmeHenue
Cmax)

A

Kannuveckue KOMMEHTapHH

1 ®ocramaTHHHO

CoBmecTHOE IpUMEHEHHe
(ocramatunuba ¢ puToHaBHpPOM
MOXET YBEIIUYHUTH SKCITO3HMLUIO
meraboiura ocramatunnba R406,

4qTo MOXCT IIPUBCCTH K
J10303aBUCUMBIM HEXCIIaTCIIbHBIM
SABJICHUAM, TaKUM KakK

FeNaTOTOKCHYHOCTh, HEHTPOIEHHS,
aprepvanbHas  TUNEPTEH3Us WK
auapes.  O6parutece k  UMII
¢pocramaTunuba A nosyueHus
PEKOMEHIaLUH 110 CHIKCHMIO 03Bl B
clly4ac  BO3HMKHOBEHHMS  TaKMX
SIBJICHUH.

1 U6pyTHHHO

Konuentpaiun ~ ubpytunuba B
CBIBOPOTKE MOTYT MOBBILIATHCS W3-3a
MHTMOUpPOBaHUS CYP3A
PUTOHABUPOM, YTO [PUBOJUT K
HOBBIIEHHOMY PHUCKY TOKCHYHOCTH,
BKJIIOYass PHCK CHHIpPOMA JIM3MCa
OITyXOJIH. Cnenyer n3berathb
OJTHOBPEMEHHOT O NpPUMEHEeHHUs
ubpytnHnba wu puronasupa. Ecnu
CYMTAETCS, 4YTO I10JIb3a IPEBBILIACT
PHCK U HEOOXOIMMO HCIOJIL30BaTh

PHUTOHABUp,  YMEHBIUMTE  J03Yy
ubpytnauba g0 140 Mr wu
BHUMATEJILHO cleuTe 3a

COCTOSHHEM TMAallUEHTA Ha MpeaMeET
TOKCUYHOCTH.

1 Hepatuuu6®

Konuem‘pauuu B CBIBOPOTKE MOI'YT
ITOBBILIATBCA H3-3a HHFPIGHpOBaHPIH

CYP3A4 PHTOHABHPOM.
OnHOBpeMeHHOe IIPUMEHEHHE
HepaTHHHOA c npernapaTom

Mupobusup npoTHBONOKazaHo M3-3a
CEPbE3HBIX W/WIM  ONACHBIX  JUIA
JKM3HH TOTCHUMAIBHBIX  PEaKIUii,
BKJIIOYas TIENaTOTOKCHYHOCTH (CM.
pasnen «lIpoTuBonokasanus»).

T Benetoknakc

KoHuenTpaiuu B ChIBOpOTKE MOryT
MOBBIIATLCA HM3-32 MHTHOMPOBAHMS
CYP3A pUTOHAaBHPOM, YTO IPHBOIUT
K TOBBILICHHOMY PHMCKY CHHAPOMa
JIM3Kca OMyXOJIM B HayaJle BBEJCHUS
J03bI U BO BpeMs (ha3bl HapacTaHHs
J103bl, MO3TOMY COBMECTHBIH TPHEM
IPOTUBOIIOKA3aH (cm. paszaen
«IIpoTuBonokasanus» u obparurecsh
k  HMII  Beneroknakca). Jlns
MalMEHTOB, KOTOPHIC  3aBEPLIMIIH
(bazy HapammMBaHHS W IOJYYalOT
MOCTOSIHHYIO CYTOYHYIO 7103y
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Kaacc JIEKAPCTBEHHOI'0

HPQJICTaBHTeJ'Ib KJiacca

JIEKAPCTBEHHBIX CPEICTB

1," ]

Kiaunuueckue KOMMEHTapHH

cpeacraa (m3menenue AUC, uzMmeHenue
Cmax)

BCHETOKJIAKCA,  YMEHBILIHTE  JI03y
BEHETOKJIAKCA KaK MUHUMYM Ha 75%
NPH  HUCMOJIB30BAHUH C CHIIbHBIMH
unruouropamu CYP3A (cm. UMII
BEHETOKJIAKCA).

AHTHKOAryJISIHTEI T Pusapoxcaban (153%, 53%) Wurubuposanne CYP3A u P-gp

NPHBOAMT K TIOBBIIICHHIO YPOBHS
puBapokcabaHa B  migasMe U
(bapmakoxnHamuyeckux  >(dexTos,
4TO MOXKET HPHBECTH K
HOBBIIICHHOMY PHCKY KPOBOTEYEHHSI.
[TosToMy npHMeHeHHE pUTOHaBHpa
HE  PEKOMEHAYeTCs  MalHeHTaMm,
II0JTyYaroIMM pUBapoKcabaH.

1 Bopanakcap

KoHuenTpauuu B ChIBOPOTKE MOryT
MOBBILIATLCA H3-32 MHTUOUPOBAHMS

CYP3A PUTOHABHPOM.
OnHOBpeMeHHOE IpUMEHCHHE
BOparnakcapa c IpenapaTomMm

Mupobusup He pekomenmyercsi (cM.
WMII Bopanakcapa).

Bapdapun,
11S-Bapdapun (9%, 9%),
l+>R-Bapdapun (33%)

Unpykums CYP1IA2 u CYP2C9
NPHUBOJMUT K CHIDKEHHIO YpOBHS R-
Bap(apuHa, B TO BpeMs Kak Ipu
COBMECTHOM [IPUMCHCHUH c
PHUTOHABHPOM OTMEYaeTcs
HE3HAYUTEIIbHbIH

(papmakokunernuecknii spdexr S-
Bapdapuna. CHipkeHue ypoBHs R-
BappapuHa MOXET IPHBECTH K

CHH)XCHHIO aHTHKDar’ynﬂHTHOﬁ
AKTUBHOCTH, IIO3TOMY
PEKOMEHAYETCA KOHTPOJHPOBATH

MapaMeTpbl  AHTUKOATYNISAIMUA  TIPH
npvemMe BaphapuHa OJIHOBPEMEHHO C
PUTOHABUPOM.

IIpoTuBOCYHOpOKHBIE
cpescTBa

Kap6amazenuH,
Denobapbura,
DeHuTouH

Kapbamazenun, ¢enobapouran u
(GEHUTOMH  SBISAIOTCS  CHIILHBIMH
unaykropamu CYP3A4, u 5to moxer
TNPUBECTH K YMEHBILICHHUIO
BO3JIEHCTBUS ~ HUpMAaTpeiBUpa W
PUTOHABUpa M BO3MOXHOW MOTEpE

BHPYCOJIOTHYECKOTO OTBETA.
OnHOBpeMeHHOE NpHMEHCHUE
kapbamasenuHa, ¢eHobapburana u
(denuTonHa c npenapaTom

MupobuBup npotHBoONoOKazano (cm.
pasaen «IIpoTuBonokasaHusy).

| AuBanmnponkc,
JlamoTpHKHH,
DEeHUTONH

PutonaBup, BBEJCHHBIH B KayecTBe
(bapMaKOKMHETHYECKOrO yCHIIHTES,
HHIYUHPYET OKHCICHHUE C IMTOMOIIBIO
CYP2C9 u rmokypoHHpOBaHHE, B
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Knacc nexapcerBennoro
cpexcTBa

IIpeacraBuTens kaacca

JIEKAPCTBEHHBIX CPEACTB

(n3menenue AUC, u3MeHenue

Cmax)

Kannuyeckue KOMMEHTapHH

pesyJbTare 4ero OXKHIAeTCS
CHIKEHHE KOHIIEHTPAIMH
NPOTHBOCYIOPOKHBIX TPENAPATOB B
miasme.  Ilpy  oxgHOBpeMeHHOM
NPUMEHEHHH STUX MpEnapaTtoB ¢
PUTOHABHPOM PEKOMEHyeTCs
TIATEJILHBIN MOHHUTOPHHT
NOKa3aTeNied ChIBOPOTKH KPOBH HIH
TEPaneBTHYECKUX ¢ dekTos.
DEeHUTOUH MOXET CHWKATh YPOBEHb
PHMTOHABMPA B CHIBOPOTKE KPOBH.

AHTHZICTIPECCAHTEI

TAMHTPUNITHIIHH,
DiyokceTHH,
Hmunpamus,
Hoprpuntunun,
[TapokceTuH,
Ceprpanun

Puronaswup, MIPUMEHSIEMBIN B
Ka4yecTBe aHTUPETPOBHPYCHOTO
CpEeICTBA, BEPOATHO, HWHIHOUpyeT
CYP2D6, B pesymprate uero
0KHJIAeTCsl NOBBIIIEHHE
KOHLEHTpALUH MMHIIPaMHUHa,
AMHUTPUNTHIIMHA,  HOPTPHMIITHIMHA,
(yokceTHHa, mapokceTMHa MM
cepTpaiuHa. Pexomennyercs
TIIATEIbHBIA MOHHUTOPUHT
TEPANiCBTHYECKUX U MOOOYHBIX
5(dexToB  mpH  oxHOBpeMeHHOM
NPUMEHEHUH JTHX [penaparoB ¢

AHTUPETPOBUPYCHBIMH J03aMU
putoHaBupa (cMm. pasgen «Ocobble
YKa3aHUs»).

1 Jdesunpamun (145%, 22%)

AUC u Cpax 2-rugpokcumerabonura
cHmwkKaimuce Ha 15% wu 67%
COOTBETCTBEHHO. [Tpu
OJHOBPEMEHHOM  TNPUMCHEHHMH ¢
PUTOHABHPOM pPEKOMEHAYyeTCs
CHH)KCHHME 03Bl JIe3UIIPAMHHA.

[IpoTuBononarpuyeckue
cpencTsa

1 Konxuuun

Oxupmaercs, 4YTO  KOHIEHTpalHs
KOJIXMLIMHA YBEJIUYUTCS npu
COBMECTHOM IIPUMCHEHHH c
PHTOHABUPOM. v IalIUEHTOB,
IOJTyYaBIIUX KOJIXMLIUH "
PHTOHABHP, COOOIIAIOCH 00 OIMaCHBIX
UL KM3HH M CMepTelbHBIX
JICKAPCTBEHHBIX  B3aUMOJIEHCTBHSAX
(nurubuposanne CYP3A4 u P-gp).
OnHoBpeMeHHOE IIPUMCHCHHE
KOJIXHIIMHA v npenapaTom
Mupobusup npoTtuBonokasano (cm.
pasaen «IIpoTHBOnOKa3aHuUs ).

AHTHUTHCTAMHHHBIE T Actremuszon [ToBbieHue KOHIEHTpAuu
cpescTBa T Tepdenamun acTemMu3ouna M TepheHauHa B riazme
KPOBH. Takum obpazom,
YBEJIIHYHBACTCS  PUCK  CEPHE3HBIX
apUTMMH  OT 9THX arcHTOB M,
CJIEJIOBATEIILHO, OJTHOBPEMEHHOE
IIpPUMEHEHHe c npenapaTom
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npe}lCTaBHTeJlb KJj1acca

Kiacc 1exapcTBennoro JIEKAPCTBEHHBIX CPEICTB - UBA
Kiannuyeckne koMmenTapun
CpeaAcTBa (n3menenue AUC, u3meHnenue
Cmax)

Mupo6uBup npoTHBONOKa3aHo (CM.
pasnen «IIporuBonokaszanusy).

T®ekcodenaun Putonasup moxer Mmoauduumposars
orocpeoBaHHbpli - P-gp  Tpancmopt
(excodenannna npu npuMeHeHUH B
KayecTBe  (hapMaKOKHHETHYECKOTO
YCHIIMTENS,  YTO  TPHBOJAMT K

MOBBILIEHHIO KOHUEHTpPALHH
¢ekcodenaamnna.
1 Jlopatanuu Putonasup, IIPUMEHSIEMBII B

KayecTBe  (hapMaKOKMHETHUECKOIO
ycunurens, uaruoupyer CYP3A, B

pesyibrare 4ero OXKHJIaeTCs
MOBBIIICHHE KOHLIEHTPALUH
jopatajMHa B IUIa3Me  KPOBH.
Pexomenuyercs TLIATEJIbHbIH
MOHHUTOPHHI  TCPANCBTHYCCKUX U
0OOYHBIX ¢ pekToB IpH
OJIHOBPEMEHHOM [IPUMCHEHUH

JIopaTa/iiHa C PUTOHABHPOM.
[Iporusonnpexumonnbie | 1 Pudabyrun (4-kpathbiii, 2,5- | U3-3a  3HauMTenbHOrO YBEJIMUEHUs

cpeacTBa KPaTHBI), AUC pudabyruna moxer ObITh
T Metabonur 25-O-me3anerun | nmokasaHo CHIDKCHHE JI03bI
pupabyrnna (38-kpatubii, 16- | pupaGytuna 1o 150 mr 3 pasa B
KpaTHBIH) HEZemo pH O/THOBPEMEHHOM

NPHMEHEHHH C PHTOHABUPOM B
KayecTBe  (HapMaKOKHHETHYECKOIrO
YCHIIUTEJIS.

| Bopukonason (39%, 24%) Cnenyer uzberaTb OJIHOBPEMEHHOTO
PUMCHCHHUS BOPUKOHa30Jla  H
PMTOHABMpa,  NPUMEHSIEMOI0 B
KayecTBe  (hapMaKOKHHETHUYECKOIO

YCHITHTEJIS, 3a UCKITIOYEHHEM
CJly4aeB, KOI/a OLIeHKa COOTHOILIEHHsI
110J1b33/PUCK JUIst nalueHra
OIpaB/IbIBACT pHUMEHECHHE
BOPHKOHA301a.

T Kerokonason (B 3,4 pasa, 55%) | Putonasup wunrubupyer CYP3A-
OMOCpPe0BAaHHbIH MeTaboIM3m
KETOKOHa30J1a. B CBSI3U c
YBEITHYCHHEM JaCTOTHI
HEKeJIaTeIIbHBIX peakiHii co

CTOPOHBI  JKEIYJ0YHO-KHIIEYHOIO
TpakTa  H MEYECHH  CIICAyeT
pPaccMOTpPETh BOMPOC O CHHIKEHHH
J103bI KETOKOHA30J1a TIPH COBMECTHOM
TIPUMEHEHHH C PUTOHABHPOM.

T Urpakonasou, Puronasup, IIPUMEHSAEMbIH B
1 DpUTpOMHLINH KayecTBe  (hapMaKOKHHETHYECKOTO
ycunutens, nuarudupyer CYP3A4, B
pe3yJbTare 4ero OXKHIAETCS
TIOBBILLIEHHE KOHLEHTpAIUN
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Kurace nexapcTBeHHoro
cpeacTBa

IIpencraBurens kaacca
JIEKAPCTBEHHBIX CPEICTB

(n3menenue AUC, u3meHeHue
Crnax)

3A ]

Kinunnnyeckne KOMMEHTApUH

UTPAaKOHA307a M IPUTPOMHUIIMHA B
niasme KpoBH. IIpu oxHOBpeMenHOM
NPHMMEHEHHH HPHUTPOMHULMHA  WIIH
UTPAKOHA30ja  C  PUTOHABHPOM
peKOMeHIyeTC s TILATETbHBINA
MOHHUTOPHUHI  TEPAIlEBTHYECKHX U
10004HBIX 3 HEKTOB.

| AToBakBoH

PutoHnaBup, BBeIEHHBI B KauecTBe
(apMaKOKMHETHYECKOrO yCHIIMTEIIs,
UHIYLUUPYET TJIIOKYPOHU3ALHUIO, B

pe3yJibTaTe 4ero OXKHZIaeTCs
CHIKCHHE KOHLCHTPALMH B IIJIa3Me
KpPOBH aTOBaKBOHA. ITpu
OJIHOBPEMEHHOM [PUMEHEHUH
aTOBAaKBOHA c PUTOHABHPOM
pEKOMEH1yeTCst TIIATETbHbIN
MOHHTOPUHI  €ro  ypoBHEH B
CBIBOPOTKE KpPOBHU WU

TepaneBTHICCKUX P (EKTOB.

1 benakBuiun

Her  pocrymmeix  MccienoBaHHiA
B3aUMOJICHCTBHUS TOJIBKO c
PHTOHABHUPOM. U3-3a pHcKa
HEXeJIaTe IbHbIX SIBJICHUH,
CBSI3aHHBIX C O€JAKBHIIMHOM, CIIEIyeT
u3berarthb HX COBMECTHOI'0
MIPUMEHEHHS. Ecmu 0JIb3a
NPEBBINIAET  PHUCK,  COBMECTHOE
NpUMEHEeHHe Oe/lakBHIIMHA c
PHTOHABUPOM CIIEIyET MPOBOJAMTH C
OCTOPOXKHOCTBIO. Pexomenayercs
bosee YaCTBIH MOHHUTOPHHT
3JIEKTPOKAPIHOTPAMMBI H
tpancamuHas (cMm. UMII npenapara
6eJaKBUITHH).

Jenamanns

Her  pmoctymHbIX  WccnenoBaHMid
B3aUMOJICHCTBHS TOJILKO &
puToHaBUpoM. B  wmccnenoBaHun
JIEKapCTBEHHOTO B3aUMOJICHCTBUS HA
3/10pPOBBIX JI00poBOJIBIIAX
nenamanuaa B 103e 100 Mr n1Ba pasa B
CYTKM M JIONMHABUpPA/pPUTOHABHpPA B
nosze 400/100 mr 1Ba pasa B CyTKM B
TeueHHue 14  gHEH  AKCHO3MIMSA
MertabonuTa Jenamanuga DM-6705
yBennuuBanack Ha 30%. W3-3a pucka

YAJIHUHEHUS HHTEpBaJa QTec,
cesa3anHoro ¢ DM-6705, mnpu
OJTHOBPEMEHHOM HNpHMEHEHHH
JeJIaMaHu/ia c PHTOHABHPOM

PEKOMEH/YETCsl ~ OY4eHb  4YacThIM
MouutopuHr OKI' B TeueHme Bcero
NEPHOJIA JICUCHHS JIeIaMaHU/IOM (CM.

pasgen «Ocobe ykazanus» u MMII
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Kiacc nekapcrBennoro
cpencTBa

IIpeacraBurens Kiacca
JIEKAPCTBEHHBIX CPEICTB

(m3menenue AUC, u3MeHeHme
Crnax)

Al

Kiunnuyeckue KOMMEHTapHuu

JleIaMaHu/Ia).

1 Knaputpomuws (77%, 31%),
114-OH MeTaboJIUT
kiaputpomuimHa (100%, 99%)

M3-3a GONBIIOrO TEpaneBTHYECKOro
JMana3oHa  KJIApUTPOMHIIMHA  HET
HEOOXOIMMOCTH B CHWKCHHH JI03bl Y
MALIUCHTOB ¢ HOPMAaJIbHOU (yHKIIHEN
noyek. KiaputpoMummn B mo3ax
Gomee 1 r B CcyTkM He Cciexyer
Ha3HaYaTh OJTHOBPEMEHHO c
PUTOHABHPOM B KauecTBe
(hapMaKOKMHETHYECKOr0 YCHMITHTEIS.
s nmauMeHTOB ¢ [OYEYHOM
HEJIOCTATOYHOCTHIO cienyer
PacCMOTPETH BOIPOC O CHHXKEHHH
JI03BI KJIapUTPOMHUIIMHA: TS
MAlHUEHTOB C KIIMPEHCOM KpeaTHHHHA
ot 30 1o 60 mMn/MuH 03y crneayer
yMeHbHuTh Ha 50%, Ui nauMeHToB
C KIMPEHCOM KpeaTuHuHa menee 30
MJII/MHH [J03y CIICAYEeT CHHU3MTh Ha
75%.

CynbhameTokcaszon/TpumMeTonpum

M3menenue
cynbamerokcazosna/
TPUMETONpPUMA
COITYTCTBYIONICH
PUTOHABUPOM HeE TpeOyeTcst.

J1O3bI

BO BpeMs

Tepanuu

1 ®y3unoBas KHUCIoTa

OnHoBpeMeHHOE NpUMEHEHHe
PHTOHABMpa MOXET TMPHUBECTH K
NOBBILIEHUIO  KOHLEHTpPALMH B
miasMe Kak (y3uaMeBOi KHCIIOTHI,
TaK ¥ PUTOHABUPA, U I0ITOMY OHO
NPOTHBOINOKA3aHO  (CM.  pasjen
«IIpoTtuBonokaszanusy).

Pudamnunmn

Pudamnuumn  sBisercs  cHIbHBIM
unaykropom CYP3A4, u sto moxer
IPUBECTH K YMEHbIICHHUIO
BO3/IEHCTBUS HUpMaTpeBUpa/

PUTOHABHpa M BO3MOXHOH MOTEpe
BHPYCOJIOTHYECKOTO OTBeETA.
OnnoBpeMeHHoe NpUMEHEHNE
pudamnumna c npenapaTom
MupobuBup nporuBonokasano (cm.
pasuen «IIpoTuBonokazanusy).

IIpoTHBOBUpYCHEIE
(BUY) cpencra

T Ddasupeni (21%)

IIpy OHOBpEMEHHOM NPUMEHEHHH
s¢aBupeHIa c PHTOHABHPOM
Habmonanacey Honee BBICOKast
qyacTtoTa M0OOYHBIX peakiui
(Hanpumep, rOJIOBOKPYIKEHHS,
TOILLIHOTBHI, 1apecTe3uu) "
OTKJIOHEHHH J1a00paTOpHBIX
[IoKa3aTeen (noBkbIIIEHHE
AKTUBHOCTH [IEYCHOYHBIX
(depmeHTOoB).
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Kunacc nekapcrBennoro
cpeacTBa

IIpeacraBurens Kiacca
JIEKAPCTBEHHBIX CPENCTB

(u3menenue AUC, u3meHnenue
Cmax)

Knunuyeckne KOMMEHTApHH

1 Mapaswupok (161%, 28%)

PutoHaBMp  moOBbIIaeT  ypoBEHb
MapaBHMpOKa B CBHIBOPOTKE KPOBH B
pesynbrate nHrubupoBanust CYP3A.
MapaBupok MOXHO Ha3Ha4aTh ¢
PMTOHAaBUPOM  JUIS  YBEIHYECHHUS
BO3JICHCTBHA  MapaBupoka.  Jlus
MOJIyYeHHsI JIOMOJIHUTETbHOM
undopmarmu cm. UMII mapaBupoka.

| Panrerpasup (16%, 1%)

OnHOBpeMeHHOe IIpUMEHEeHHE
pHUTOHABHpa " paiTerpaBupa
OPUBOAMT K  HE3HAYHTEIbHOMY
CHH)KEHHIO YPOBHS paJITerpaBHpa.

| 3unoByaun (25%, ND)

PutonaBup MoOXeT HHIylIHpOBaTH
[JIIOKYPOHMPOBAaHME  3HJIOBY/IMHA,
YTO TNPUBOJUT K HE3HAYMTEILHOMY
CHH)KEHHMIO  YPOBHSI  3MJIOBYJHMHA.
Koppekuus 10361 He TpebyeTcs.

IIpoTuBOBHpYCHBIE
CpeicTBa Ul JICYEHHS
MHOEKINH,  BBI3BAHHBIX
BUpycom renatura C

TI'nekanpeBup/mubpeHTacBHp

Konuenrpaimu B ChIBOPOTKE MOryT
MOBBIIATLCA H3-32 MHTHOMPOBAHHS
puronaBupom  P-gp, BCRP wu

OATPIB. OnHOBpeMeHHOE
IPUMEHEHHE rjeKanpeBupa/
nubpeHTacBHupa " npernapara

Mupo6uBup He pekoMeHyeTCs u3-3a
YBEJIMYCHUS  PUCKA  TOBBILICHUS
yposus  AJIT,  cBs3annoro ¢

yBEITHYEHUEM BO3/ICHCTBHS
rjieKanpeBupa.
AHTHIICHXOTHYECKHE 1 Kio3zamus, CoBmecTHOE IIPUMEHEHUE
CpeacTBa 1 IIumozun pPUTOHABHpa MOMET MPUBECTH K
HOBBIILCHUIO KOHUCHTPALMU

KJIO3allMHA WM MUMO3H/A B IlJIa3Me
KPOBH M MO3TOMY MPOTHBOIOKA3aHO
(cm. pasnen «IIpoTHBOMOKa3aHus»).

1 Tanonepuon,
1 Pucnepuon,
1 Trnopunasux

Putonasup, BeposTHO, MHrHOMpYyeT
CYP2D6, B  pesynbTaTe  4ero

OJKU/IAeTCs YBEJIUYCHHE
KOHILEHTPALHH raJionepuaoIa,
pUCIIEpUIOHA U THOPM/A3WHa.
Pexomennyercs TLIATEJIbHbIH
MOHHTOPHHI  TECPANCBTHYECKUX U
0O0YHBIX s dekron pu

OJHOBPEMEHHOM IIPUMCHEHHH 3THX
NpenapaToB ¢ aHTUPETPOBUPYCHBIMU
J103aMH PHTOHABHpA.

1 Jlypacuon

M3-3a unrubuposanus  CYP3A

PHTOHABUPOM 0)KHAeTCsl
yBEJIMYEHUE KOHLCHTPALHH
JIypazHJIoHa. OnHOBpEMEHHBII
npHeM c JIypa3HJIOHOM
IIPOTHBOIIOKA3aH (cm. paszen

«IIporuBonokazauusy).
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Kaacc JIEKAPCTBEHHOI'0
Cpeacrsa

npeﬂCTaBHTEJlb KJIacca

JIEKAPCTBEHHBIX CPEACTB

(u3menenne AUC, usMeHeHue
Cmax)

.
K/MHHYecKHe KOMMEHTapHH

T KBetnanun

Osxupaercs, 4YTO H3-3a
MHTUOMPOBAHUS CYP3A
PUTOHABHPOM KOHLEHTpALUs
KBETHAIIMHA BO3pacTeT.
OnHoOBpeMeHHOe IIPUMECHEHHE
npernapara Mupobusup U
KBETHAIIMHA IPOTHUBOIOKA3aHO, TakK
KaK 3TO MOXXET TTOBBICHTb

TOKCHYHOCTH ~ KBeTHamuHa  (CMm.
paszen «IIpoTuBonoka3zanusy).

B2-agpeHoMHMeTHKH
(UM TENBHOTO JICHCTBHSA)

1 Canmerepon

PutonaBup unrubupyer CYP3A4, B

pe3ynbTare 4ero OXKHMIACTCS
BBIpaKEHHOE MOBBILICHHE
KOHLUEHTPAalMM  caJiMeTeposia B
Tiasme. Takum obpa3zom,

O/IHOBPEMEHHOE  NPUMEHEHHE  He
PEKOMEH/1yeTcsl.

BHOKaTopbl KaJIBIITUCBBIX
KaHaJIOB

T AMioaunus,
1 duntnaszewm,
1 Hudemunun

Putonaswup, IPUMEHSAEMBIH B
KauecTBe  (hapMaKOKHHETHYECKOIO
YCHIIUTEIS] HIIK AHTHPETPOBUPYCHOTO
cpencta, unrudupyer CYP3A4, B
pe3yJbTare 4ero OXKHJaeTcs
IIOBBILLIEHHE KOHLIEHTpaLUHU
AQHTAarOHHUCTOB KaJIbIIMEBBIX KAHAJIOB
B 1uasme. Ilpu opHOBpeMeHHOM
INPUMEHEHUH OSTHUX [pPEnapaToB ¢

PHUTOHABHPOM peKoMeH yeTcs
THIATEIbHbIN MOHHMTOPHHT
TEPaneBTHYECKMX M MODOYHBIX
3 pekToB.

AHTaroHMUCTHI 1 bosentan OaHoBpeMeHHOE IIPUMEHEHHUE

SHJIOTEJIHHA 0o3eHTaHa M PHUTOHABHpA MOXKET
YBEJIHYUTH PaBHOBECHYIO
MaKCHMAJIbHYIO KOHIIEHTPALIHIO

6o3enTaHa (Cmax) 1 AUC.

1 Puonuryar

Konuentpauu B ChHIBOPOTKE MOTYT
MOBBIIATLCA HM3-32 WHTMOMPOBaHMs
CYP3A wu P-gp puroHaBHpOM.

OnHoBpemenHoe NpUMEHEHHE
puoumryara c npenapaTom
Mupobusup He pekomeHyercs (CM.
WUMII puouuryara).
[IpousBonubie cniopbinb | 1 JIMruaposproTaMus, OnHoBpeMeHHOE IPUMEHEHHUE
1 DproHoBuH, PMTOHABMpPa MOXET NPHBECTH K
T DproramuH, MOBBILICHHIO KOHLIEHTPAL[HH

T MeTmimproHoBuH

NPOU3BOJIHBIX CIOPHIHBH B TIa3Me
KPOBH M MOTOMY NPOTHBOIOKA3aHO
(cm. pasnen «IIpoTHBOIOKA3aHHUSY).

CTUMYISTOPBI MOTOPHKH
XKT

T Husanpun

[ToBbiicHHME KOHLICHTPALH
uM3anpuaa B IUta3Me.  Takum
obpa3oM,  yBEIMYMBAETCA  PHCK
CEPbE3HBIX APUTMHIA, u,
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Kaacc JIEKAPCTBEHHOI'0

IpeacraBurens Kiacca
JIEKAPCTBEHHBIX CPEICTB

‘AR
Kianuuyeckne koMvMeHTapun

cpeacTrea (m3menenue AUC, u3MeHenmne
Cmax)
CJIEI0BATEIBHO, OZIHOBPEMEHHOE
PHMEHEHNE c npernaparom
MupoOuBHp MpoTHBONOKA3aHO (CM.
pasnen «lIporuBonokasanusy).
Pactutenshoe 3Bepo0oit  mponbipsBaeHnslii | TpaBsHble mpemapartsr, coJepxKalue

JIEKaPCTBEHHOE CPEJICTBO

(Hypericum perforatum)

3Bepo0oi IIPOJBIPSIBIICHHBIN
(Hypericum perforatum), u3-3a pucka
CHIDKEHHUS KOHLIEHTPALMHK B IJIa3Me 1
oc/1abyienus KIMHUYeCKuX 3G dekToB
HUpMaTpelaBUpa M PHTOHABMpA,
M03TOMY OJIHOBPEMEHHOE
IpHUMEHEHHE c npenapaTom
Mupo6usup npotHBomnokaszano (cm.
pasnen «IIpoTuBonokaszanusy).

['vnomunuaemuveckue
cpeactpa  (MHIMOUTOPBI
I'MI'-KoA-penykra3ssr)

1 AtopBacraruH,
@DiyBacTaTHH,
JloBacratus,
ITpaBactaTuH,
PosyBacraTuH,
CumBacratun

Oxwunaercs, uro uHruOUTOpHI I'MT -
KoA-penykrassl, KOTOpbIE B
3HAYUTEIBHOH CTENCHH 3aBHUCAT OT
mertabonmuzma CYP3A, Takue kak
JIOBaCTaTHH M CHMBACTaTHH, OYIyT
HUMETh 3aMeTHOe yBEJIHYEHHE
KOHIEHTPallMH B IUIa3Me  TpH
COBMECTHOM BBEJICHUH c
PUTOHABHPOM B KayecTBe
AHTHPETPOBUPYCHOTO arcHTa MM B
KauecTBe  (hapMaKOKHHETHYECKOIO
YCUIIUTEIIS. [Tockonbky
MOBBIIIEHHBIE KOHIEHTPAIMH
JIOBACTATHHA U CHUMBACTAaTHHA MOTYT
npeapacnonarath  MAllMEHTOB K
PasBUTHIO  MHONATHH,  BKJIKO4Yas
paboMHONIM3, KOMOMHALMSA —ATHX
JIEKapCTBEHHBIX CpeICTB v
PHTOHABMPOM HPOTUBOIMOKAa3aHa (CM.
paszzgen «IIporuBomnokazanusy).
Merabonusm  aropsactaTMHa B
MEHBIIEH  CTEMEeHH 3aBMCHUT  OT
CYP3A. Xors JJIMMUHALIUS
po3yBacTaTMHa HE  3aBHCHUT  OT
CYP3A, coobmanock 06 yBe1HyeHIH
9KCHO3MUMH  PO3yBACTaTHHA  TIPH
OJIHOBPEMEHHOM  NPUMEHEHHH  C
PUTOHABHpPOM. MeXaHu3M  3TOro
B3aMMOJICHCTBHUSI HESICEH, HO MOMKET
OBITH pe3yabTaTOM HHIMOMPOBaHUS
Tpancnoprepa. [Ipu ucnons3oBanun
pHTOHaBHpa B KauecTBe
(hapMaKOKMHETHYECKOr0  yCHIIMTENS
HITH B KQYECTBE aHTHPETPOBUPYCHOIO
cpeacTBa crenyer Ha3HAYaTh
MHHHMMaJbHBIE J103bl aTOpBacTaTHHA
WM po3yBacTaTMHAa. Meraboausm
npasactaTMHa ¥ (uiyBacTaTMHA He
3aBHCHUT oT CYP3A, U
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Kuacc siekapcTBennoro
cpeacTBa

IIpeacraBurens kiacca
JIEKAPCTBEHHBIX CPEICTB

(n3menenue AUC, usmeHenue
Cmax)

A
) F
Kinnangeckne KOMMEHTapuH

B3aMMOJIEHCTBHE C PHTOHABUPOM HE
oxupaercs. Eciu nmokaszano neuenve
uHruouropom 'MI'-KoA-penykrasbl,
PCKOMCHAYETCA IIpaBaCTaTMH HIIM
¢uryBacTaTum.

I'opmoHnanbHbIE
KOHTPAIETI THBbI

| Dmunmmcerpaaunon (40%, 32%)

U3-3a  CHIWKEHMS  KOHUEHTpalHH
STHHHIIICTPAIHOIIA crienyer
paccMoTpeTh BO3MOXXHOCTh
MCII0JIb30BaHUs ~ OapbepHBIX  WMJIHM
JPYTHX HErOPMOHAJIBHBIX METOJOB
KOHTPALEILHUH IIPH OJHOBPECMEHHOM
NPUMEHEHUH PUTOHABUpa, KOIJa OH
IIPUMEHSETCS B Ka4yecTBe
AHTHPETPOBHPYCHOI'O CPEJCTBA HIIH B
KayecTBe  (papMaKOKMHETHYECKOTO
yeunurens. PutonaBup, BeposTHO,
H3MEHUT npoduib MaTOYHBIX
KPOBOTCUYECHH u CHU3UT
5((PEKTHBHOCTE  KOHTPAaLENTHBOB,
COJEPKAIUX ICTPATHOI.

HMmyHocynpeccanTe

1 Luknocrnopun,
1 Takponumyc,
1 DBeposmyc

Puronaswup, MIPUMEHSIEMBIH B
KayecTBe  (hapMaKOKHHETHYECKOTO
YCHIIMTENIS MIIH AHTHUPETPOBUPYCHOIO
cpeacrBa, uHruoupyer CYP3A4, B
pesynbTaTe 4ero OKHACTCS
yBEJIMUCHHUE KOHIIEHTpalM{
[MKJIOCTIOPHHA, TaKpOJIUMyCa HIIH
9BEPOJIMMyca B IUIa3Me KpoBH. [lpu
OJJTHOBPEMEHHOM MNPHUMEHEHHH 3THX
Tnpernaparos c PHUTOHABHPOM
pEKOMEHIyeTCs TIATEJILHBINA
MOHHMTOPUHI  TEPAlleBTHYCCKHX U
000YHBIX 3 deKTOoB.

[M'unonunuaemMmuyeckue
cpencTBa

1 Jlomuranua

Wnruburopsr CYP3A4 yennuusaior
9KCIMO3MIMIO TOMUTAIK/A, & CHIIbHBIE
UHIMOUTOPBI YBEJIMUHBAIOT
SKCMO3MLHKIO TPUMEPHO B 27 pa3. B
CBSA3H c MHTHOHpOBaHHEM
puroHasupoM CYP3A oxumaercs
HOBBIILIEHHE KOHLICHTPALIHH
JIOMHUTANK/IA. OnHoBpeMeHHOE
NpUMeHeHue npenapata MupoOusup
C JIOMHTaIlMJIOM IPOTHUBOIIOKA3aHO
(cm. UMIT nomuranupa) (cMm. paszen
«IIpoTuBONIOKA3AHUSY).

Huruburopsr
dbochoanscrepass
(PA35)

T Asanadun (13-kparslii, 2.4-
KpPaTHBIH)

OzHOBpeMeHHOE IIPUMEHEHHE
aBaHadwua c npenapaToM
MupobuBup nportiBonokazano (cm.
paszen «IIpoTuBonokazanusy).

T Cunpenapun (11-xkpatusiii, 4-
KpaTHBIN)

OnHOBpeMeHHOE pHMEHEHHE
cuiieHaduna JUIst JICYCHUS
9PEKTUIILHOM JUCHYHKIHH c
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Kunacc iekapcrBennoro
cpeacTBa

IIpeacraBures Kiacca
JIEKAPCTBEHHBIX CPEACTB

(u3menenue AUC, u3meHeHnue
Cmax)

Kinnugeckne koMMmeHTapuu

PHTOHABHPOM B KayecTBe
AHTHPETPOBHPYCHOTO CPEJICTBA HIIH B
KayecTBe  (hapMaKOKMHETHYECKOTO
YCHJIMTENA, CICLYeT IPOBOIUTH C
OCTOPOXHOCTBIO, U HH B KOEM Cllydae
032 cuwijeHadHIa  He  J0JDKHA
npeBblIaTh 25 Mr 3a 48 4yacos.

OnHoBpeMeHHoOe NpUMEHEeHHE
cuieHaduna c npenapaTom
Mupo6usup IPOTHBOIIOKA3aHO
MaMEHTaM c JIETOYHOM

apTepUAIbHOW THUIMEPTEeH3HEeH (CM.
pasaen «llpoTuBonokasanusy»).

T Tapanadun (124%, <)

OpHoBpeMeHHOE IIPUMEHEHHE
Taganaguia JUTS JICYEHHSI
IPEKTHIILHOM JUChYHKIUH c
PMTOHABHPOM,  IIPUMEHSIEMOIO B
Ka4yecTBe AHTUPETPOBUPYCHOT'O
cpelcTBa WJIH B KavecTBe
(apMaKOKMHETHYECKOTO yCHIINTEIIS,
JOJDKHO OBITh OCTOPOJKHBIM H B
CHWXKEHHBIX J103aX He Oosiee 10 mr
Tananapuna kaxable 72 yaca npu
MOBBILIEHHOM ~ MOHUTOPHHIC 32
HEKEIAaTeIbHBIMH PEAKIIMAMHU.

TBapnenapun (49-kparueii, 13-
KpaTHBIH)

OnHOBpeMeHHOE NpHMEHEHHe
Bap/eHaduIa c npenapaTom
MupobuBup npoTHBonokasaHo (cm.
pasaen «lIporuBonokazanusy).

CenaTuBHbBIC/CHOTBOPHBIE

1 Kilopasenar,
1 dunazenam,
1 DcTazonam,
1 dnypazenam

OnHOBpeMeHHOE IPUMEHEHUE
PHTOHAaBUpa MOXET TPHUBECTH K
MOBBIIICHUIO KOHIEHTPALIHH

KJIOpa3enara, JiHa3ernama, 3cTa3ojiama
v (uypadenama B miasmMe KpOBH M
MO3TOMY  NPOTHBOMOKA3aHo  (CM.
paszen «IIpoTuBonoka3zanusi».

T lepopasnbHblii U
NapeHTepalbHBIA MHUIa30J1aM

Mupnazonam HHTCHCHBHO
MeTaboIHu3upyeTcs CYP3AA4.
OnnoBpeMeHHOE — MpUMEHEHHE ¢
npenapatoMm  MupoOuBHpP  MOXeT
BbI3BaTh 3HAYUTEIbHOE IOBBILIEHHE
KOHLICHTPALK MHuj1a30J1ama.
Oxupaercss, YTO  KOHLEHTpauus
MHJa3ojlamMa B [Ula3Me  Oyxer
3HAYUTEIBHO BBIILIE pH
NepopanbHOM HPHEME MHJIa30J1aMa.
Taxum obpasom, npernapar
Mupobusup He cienyer Ha3Hayath
OJIHOBPEMEHHO € [EpOpajibHbIM

MH/1a30J1aMOM (cm. paszen
«IIpoTHBONOKa3aHUs»), B TO BpeMs
KakK crienyer cobmoaaTh

OCTOPOXXHOCTE IIPH OJITHOBPEMEHHOM
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Kaacce JIEKAPCTBEHHOI'0
cpeacrsa

IIpeacraBuTens Kiaacca
JIEKAPCTBEHHBIX CPeICTB

(u3menenue AUC, u3menenue
Cmax)

DA

JF

Knunuyeckue KOMMEHTApHH

NpHUMEHEHHH npenapata MupoOuBHp
U TApeHTepaJbHOTO  MHJIa30JIama.
JlaHHbie 1o OJJTHOBPEMEHHOMY
IPUMEHEHUIO  MMJazojama  Juis
apeHTepaIbHOTO BBECJICHHS c
JIPYTUMH HHTHOHTOpaMH TPOTEasbl
CBHUJIETENILCTBYIOT O BO3MOXKHOM 3-4-
KpPaTHOM MOBBIIEHHH YPOBHSI
MMJa3onama B ruiasme kposu. Eciu
npenapatr MupoOMBHp Ha3HayaeTcs
COBMECTHO €  HapeHTepaJbHbIM
MHJ1a30]1aMOM, 3TO CIICAYET JeJaTh B
OTIEJICHUH MHTCHCUBHOH Tepamuu
(OUT) wmm B  aHAJIOTHYHOM
YUPEKACHUH, KOTOPOE oOecrieunBacT
TIIATEIbHBIN KJIMHUYECKUH
MOHMTOPHHI M COOTBETCTBYIOIIEE
MEeJMKaMEHTO3HOE JIeYeHHEe B Cliy4ae
YrHETCHUs JIbIXQHMS u/unu
MIPOJIOJDKUTEIILHOM CeIalliH.
Crnenyer paccMOTpeTh BONPOC O
KOPPeKIIMM 1036l  MHIa30J1aMa,
0COOEHHO €ClIH  BBOJMTCS OoJee
OJTHOM J103bl MH/IA30J1aMa.

1 Tpuazonam (> 20 pa3, 87%)

OnHOBpeMeHHOE pPUMEHEHUE
PHTOHABHpa MOXET TIPUBECTH K
MOBBILICHHIO KOHLEHTPALHH
TpHasojaMa B IUIa3ME€ H I103TOMY
NpPOTUBOIIOKa3aHo  (cM.  pasnen
«IIpoTuBonoka3zanusy).

| Heruaun (62%, 59%),
T Merabomut HoprieTHaHHA (47%,
87%)

[Ipumenenue HEeTH/IMHA "
PHUTOHABHpa MPOTUBOIOKA3aHO H3-3a
MOBBIIICHHBIX KOHLCHTpPALHH
MeTtabonuTa HOPIIETHU/IMHA,
obajiaroniero Kak aHaJIbreTHYECKUM,
Tak W crumyiupytomum  [[HC
JIEHCTBHEM. [ToBbIlLIEHHBIC
KOHIICHTPALMH HOPIETHIMHA MOTYT
YBEJIMUUTh PUCK BO3JCHCTBHUS Ha
ITHC (manpumep, cynoporu) (cm.
paszen «IIpoTHBonokazanusiy»).

T Annpasonam (B 2,5 pasa, <)

Metabonun3m aJimpasosiama
yTHETaeTcs nocne BBCJICHUS
putoHaBupa. Cienyer cobuonath
OCTOPOXKHOCTh B TEYEHHUC [EPBBIX
HECKOJIBKUX JTHEH IpH
OJTHOBPEMEHHOM MPUMEHCHUH
ajmpasojlaMa C  pPUTOHABHPOM B
KayecTBe AHTHPETPOBUPYCHOTO
cpexcTsa W B KauecTse
(hapMaKOKMHETHYECKOTO YCHUIIUTEIS,
JI0 TOTO, KaK Pa3OBBETCS WHIYKIHS
MeTabosIn3Ma ajmpasoama.
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Kiace nexkapcTBeHnoro
cpeacTBa

IIpexcraBurens kiaacca
JIEKAPCTBEHHBIX CPe/ICTB

(u3menenue AUC, u3meHenue
Cmn)

3 A

) F

Kinnnyeckne KoMMeHTapuH

T Bycniupon

Putonaswup, [IPUMEHSIEMbIH B
KadyecTBe  (HhapMaKOKHHETHYECKOTrO
YCHITUTEJIS! HIIK aHTHPETPOBUPYCHOTO
cpeacrBa, unHrudbupyer CYP3A, B

pesynbTaTe 4ero OXKUIACTCS
MOBBILICHUE KOHLCHTPAL[HH
Oycnupona B miasme kposu. [lpu
COBMECTHOM MPUMEHEHHH
Oycnupona c PUTOHABUPOM
pEeKOMEeH1yeTCs TIATEeJIbHBIN

MOHMTOPUHI  TEPAlEBTHYCCKUX U
10604HBIX YD EKTOB.

CHOTBOpHBIE CpeJICTBa

1 3onmuaem (28 %, 22 %)

301MUIEM W PUTOHABHP MOXKHO
Ha3HayaTh OJTHOBPEMEHHO c
TIIATETbHBIM KOHTpOJIeM
4YpPE3MEPHOTO CEAATUBHOIO 3 dekTa.

[Ipenapatel mist jgeyeHus
HUKOTHHOBOH
3aBHCHUMOCTH

| Byniporuon (22%, 21%)

bynponuon B OCHOBHOM
MeTaboNIu3upyeTcs CYP2Be6.
Oxupaercs, YTO OJHOBPEMEHHOE
NpUMEHEeHHE Oynpornunona c
TOBTOPHBIMH  JIO3aMH  PHTOHABHpA
CHM3MT  ypOBEHb  OynpomnuoHa.
Cuyuraercsa, 4to 9t 3(PeKTh
NPEACTABIAIOT  COOOH  MHIYKIIHIO
MeTtabonu3ma Oynponuona. OjHaKo,
MOCKOJIBKY In  Vitro Takke ObIIo
TIOKa3aHo, 4TO PHUTOHABHP
unrubupyer CYP2B6, ue cnenyer
NPEBBIIATL  PEKOMEHJIYEMYIO 103y
Oynpornmona. B omimume ot
JUIMTEJILHOTO TpHEMa pPUTOHABHPA,
110CJIe KPATKOBPEMEHHOTO BBEJICHHUS
HHU3KHX J103 puToHaBHpa (200 Mr aBa
pasa B JIECHb B TEuYeHHE 2 JHEH)
3HAYUMOTO  B3aUMOJICHCTBHS  C
OynpornuoHoM He HabJII0aanoCh, 4TO
MI03BOJISICT  TPEANOJIOKHUTh,  YTO
CHIDKCHHE KOHLICHTPALIHH
OympomroHa MOIVIO HA4yaThCs Yepes
HECKOJIbKO  JIHEH Tmocjie Hadvaia
Ha3HAYEHUs] COBMECTHOTO TpHEMA C
PHUTOHABHPOM.

Crepouibt

WNHransaumoHHbIi, WHBEKIIMOHHBIN
W MHTpaHa3aJIbHbIN
(i1yTHKa30HA TPOITHOHAT,
byneconun,

TpuamuuHoOH

Yy NAlHCHTOB, T0JTy4aBILINX
PUTOHABUDP M MHIAJSIUMOHHBIA MK
HHTPaHAa3aJIbHBIH ¢iryTHKazoHa
IPOIIHOHAT, coo0mmanock 0
CHCTEMHBIX rdpdexrax
KOPTHKOCTEPOHU/IOB, BKJIIOYAs
cunapom KymmHra u  yraereHue
GyHKUMM HaaoOYeYHHKOB (ypOBEHb
KOpPTH30J1a B IUIa3Me CHHU3WJICA Ha
86%), mnomobubie 3(pdexThl MOryT
BO3HMKATh M PH [PUMEHEHHH
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Kunacc nekapcrBennoro
cpeacTBa

IIpencraBurens kiaacca
JIEKAPCTBEHHBIX CPEeACTB

(u3menenue AUC, u3menenue
Cmax)

n

)
Kiunnyeckne KoMMeHTApHH.—

JIPYTHX KOPTHKOCTEPOUJIOB,
MeTabOoJIN3HPYEMBIX CYP3A,
Harpumep, Oyneconua u
TpuamuuHoOHa.  ClieoBaTesbHO,
OJJHOBPEMECHHOE BBEJICHHE
pHUTOHABUpa B KayecTBe
AQHTHPETPOBUPYCHOT'O CPE/ICTBA HIIH B
KayecTBe  (hapMaKOKMHETHYECKOTO
YCHITHTEIS " ITUX
ITIOKOKOPTHKOMI0B He
PEKOMEHIYETCs, 32 MCKIKOUYCHUEM
CllyyaeB, KOTJa  IOTEHIHAIbHas
10JIb3a OT JICYCHHS MPEBBIIACT PUCK
CHCTEMHBIX sddexron
KOPTHKOCTEPOHUJIOB. Cnenyer
pPacCMOTPETh BONPOC O CHHKEHHH
JI03bI ITIOKOKOPTHKOM/IA npH
TILATEJIbHOM MOHUTOPHHIE€ MECTHBIX
M cucteMHbIX  dddexkroB  mam
nepexose  Ha  TIIIOKOKOPTHKOMI,
KOTOPBIH He SBIACTCS CybcTpaTom
JUTS CYP3A4 (nanpumep,
Oexnomerason). bonee Toro, B ciyuae
OTMEHBI TIIOKOKOPTHKOHIOB MOYKET
notpeboBaThCst NPOrpecCUBHOE
CHIDKCHHE J103bI B Te4eHHe Oojiee
JUIUTEJILHOTO TIEPHO/IA.

1 lekcameTas3oH

Puronasup, MPHUMEHseMBIH B
KadecTBe  (hapMaKOKHHETHYECKOIO
YCHIIUTEIS! WIIM QHTHPETPOBHUPYCHOTO
cpeacrBa, uHrudbupyer CYP3A, B

pesyibTare 4y€ro OXKHUIACTCA
TTOBBILICHHUEC KOHUCHTpaUHuH
JCKCAaMCTa30Ha B IUIa3MC KPOBH. HpPI
O/THOBPEMCHHOM IIPUMEHCHHUH
JICKCaMeTa3oHa C PUTOHABUPOM
PEKOMEHAYETCs TIIATEJIbHBIH

MOHHTOPHHI'  TEpPaNeBTHYECKUX U
1060YHBIX Y PeKTOB.

1 Ilpenuuzonon (28%, 9%)

Pexomennyercs TLIATEJIbHBINA
MOHHUTOPHHT  TEPANeBTHYECKHX U
MOOOYHBIX spdexron npu
O/THOBPEMEHHOM IIPMMEHEHUH
npeaHu30si0Ha ¢ putoHaBupom. AUC
MeTaboJnTa IPeHNU30JI0HA
yBennuunack Ha 37% u 28% mnocne 4
u 14 jHell mpuema puTOHAaBHpa
COOTBETCTBCHHO.

3amecTUTENbHAS Tepanus
rOPMOHAMH IIUTOBMIHOM
HKEJIe3bI

JleBOoTHpPOKCHH

Coobmanoch 0 MoCTMapKeTHHIOBBIX
ciyyasix, YKa3bIBAIOLIMX Ha
HOTCHLHATBHOE B3aHMO/ICHCTBHE
MEX]Iy IpenapaTaMi, CoJepKaluMH
PHTOHABUD U JICBOTHPOKCHHOM.
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IIpencraBurens Kiacca ,O0BAT

Kunacc tekapcrBennoro JIEKAPCTBEHHBIX CPEICTB
Kinnuyeckne koMMeHTapuu
CpeacTsa (u3menenue AUC, m3menenue
Cmax)

Heob6xoaumo KOHTPOJIMPOBAThH
YPOBEHb THPEOTPOITHOTO TOPMOHA
(TTT) y nauueHTOB, MONYYaIOIMX
JICBOTUPOKCHH 110 KpaiiHeH Mepe B
TCUYCHHE IIEPBOTO Mecsla Iociie
Hayajga WWIN OKOHYAHHS JICUEHUS
PUTOHABUPOM.

Coxpawenns: ATL=anannnamunotpancdepasa; AUC=nnomanp nox KPHUBOH.

Biausinue APYTHUX JICKAPCTBEHHBIX CPEJICTB HA HUPMATPEJIBUD

OIHOBpeMEHHBIH NPHEM HECKOJIBKMX MEpPOPANBHBIX 103 uTpakoHaszona no 200 mr yBenuumsai
AUCuu 1 Cmax HUpMatpenBupa. OTHOLICHHS CKOPPEKTUPOBAHHBIX CPEIHUX I'€OMETPHYECKHX
(90% W) mns AUCuay # Cmax HHPMATpENBHpa COCTABHIIM 138,82% (129,25%, 149,11%) n
118,57% (112,50%, 124,97%), cooTBeTcTBEHHO, IIPU  OJIHOBPEMEHHOM  IPUMEHEHHH
HUPMATPE/IBUPa/PUTOHABMPA C MHOTOKPATHBIMH JI03aMHM HTPAaKOHA30J1a 110 CPaBHCHHIO C
MOHOTEpAIHeH HUPMaTPEIBUPOM/PUTOHABHPOM.

CoBMecTHOE BBEJICHHE HECKONBLKMX MepOpanbHBIX 103 kapbamazenrHa o 300 Mr cHiKano
AUCinf 1 Crnax HUpMaTpenBupa. OTHOLIEHHS CKOPPEKTHPOBAHHBIX CPE/IHUX T€OMETPHUYECKHX ISt
AUCint 1 Cmax HHUpMaTpensupa (90% JIW) cocrasuiu 44,50 % (90 % JIU: 33,77 %, 58,65 %) u
56,82 % (90 % OU: 47,04 %, 68,62 %) COOTBETCTBEHHO, IIOCJIC COBMECTHOI'O BBEIICHHS
HUpMarpesBrpa/putonasupa 300 mMr/100 Mr ¢ MHOrOKpaTHBIMH NEPOPAIBHBIMUA  JI03aMH
Kapbama3sennHa 1o CPaBHEHUIO C HUPMATPEIBUPOM/PUTOHABHPOM, BBOJMMBIM OTIC/IbHO.
Oco0ble ykazanus

DakTopsl pucka nporpeccupoBauus COVID-19 J10 TSDKEJIOTO TEUYEHMS

Psin conyrerByromux 3abonesanuit  yBenIMuHBaOT puck mnporpeccupoBanus COVID-19 no
TAKEIIOTO TEICHHSA, B TOM UHCIe: Bo3pacT > 60 set, oxupenne (MMT 30 kr/m?), caxapHbIi 1uader,
XpOHMYECKas OONC3Hb I0YEK, TKeNble 3a00NEBaHMS  CepAEYHO-COCYANCTOM CHUCTEMBI,
XpOHHYecKas 0OCTPYKTHBHAsI 00JI€3Hb JIETKUX, AKTHBHBIE 3J10KA4€CTBEHHbBIC HOBOOOpPa30BaHUsI.
IIpumenenne npenapata MUpOOUBHMP BO3MOXKHO TOJIBKO 1101 HAGTIOACHHEM Bpaua.

[Ipu pasBuTHH MO6OYHOTO AEHCTBHSA HEOOXOUMO COOOIIATH 00 HTOM B YCTaHOBJICHHOM TOPSIJIKE
AU OCYIECTBIICHHSI MEPONIPUATHH 1O hapMakoHaa30py.

Ilpn  HasHayennmm JjiekapcTBeHHOro mpemapara MupobuBHp keHIIMHAM, CIIOCOOHBIM K
ACTOPOX/ICHHIO (B TOM YHCIIE B MOCTMCHOIAy3e MeHee 2-X JIeT), HeOOXOMUMO HOJATBEPIAUTH

OTPHIATENIBHBIA pe3ysbTaT TecTa Ha OEPEMEHHOCTh 10 HAyala JICYEHHS. [ToBTOpHBIN TecT Ha

OepeMEeHHOCTh HEOOXOAMMO MPOBECTH M10CIIE OKOHYAHHUS IpHeMa JIEKapCTBEHHOT O Mpenapara.




JKeHuHaM JIeTOpOIHOTO BO3pacTa clieyeT u3berath GepeMEHHOCTH BO BpeMsi JieueHus ¥ B
TEYEHHE 7 JHEH 10cIIe 3aBepPLICHHUs JIeYeH s npenapatoMm Mupo6usup.

IIpumenenne putonaBupa B KadecTBe (PapMAKOKMHETHUYECKOTO YCHIMTENS MOXET CHH3HTD
9 PeKTHBHOCT ~ KOMOWHMPOBAHHBIX  TOPMOHAIBHBIX KOHTpanenTtuBoB.  [lanmeHTkam,
HCTIONB3YIOUIMM KOMOHHHPOBAHHBIC TOPMOHANBHBIC KOHTPALENTHBEI, CIICAYET PEKOMEHIOBATH
MCMONB30BaTh d(QQEKTHBHBIN aNbTEePHATHBHBIN METOJ KOHTPALENIMH HIH JOMOJTHUTEbHbIH
OapbepHbIi METON KOHTPALENLMK BO BpeMs JICYCHHA W 10 OKOHYAHMS OIHOTO [OJHOLO
MEHCTPpYaJIbHOI'O LMKIIA MOCI€ MNpEeKpalleHus npvema npemnapara Mupobusup. Mcxons us3
BO3MOXKHOCTH Da3BUTHA TOOOYHBIX PpeakUMi y MIaJeHUa, TIPyJIHOE BCKAPMIIMBAHHE HE
PCKOMCHIyCTCSl BO BpEMS JICUCHUS M B TCYCHHE 7 JHEH 110CIIE MOCICAHEH 1031 JIEKAPCTBEHHOTO
npenapara MupoOusup.

PHCK cepbe3sHBIX MOOOYHBIX peakimii W3-3a B3aMMONCHCTBHS C JIDYTHMM JICKADPCTBEHHBIMU

CpeACTBAMHU

IIprem npenapara Mupo6uswup, seistouero naruéuropom CYP3A, y MAllMEHTOB, MOJIYYaIOIIHX

JIeKapCTBEHHbIE cpencTsa, Merabonusupyembix CYP3A, wiu Hauano npuema JIEKapCTBEHHBIX
cpeacts, merabomusupyemeix CYP3A, y nauneHToB, yske mosydarommx npenapat MupoOusup,
MOKET MOBBICHTH KOHLUCHTPALMIO JIEKAPCTBEHHBIX CPEJICTB B ILIA3Me KPOBH, METAO0IH3HPYEMBIX
CYP3A.

Hauano npuema nexkapcTBenHbIX penapartos, KoTophie MHTHOUpYIOT miu uHayuupyor CYP3A,
MOXET yBEIHUIUTh HIIM YMEHBLINTH KOHLUEHTPALMIO NIpenapata MUpoOUBHp COOTBETCTBEHHO.
OTH B3aUMOZICHCTBHA MOT'YT PHBECTH K:

* KiMHHYECKH 3HAYHMBIM TOOOYHBIM PEAKIMAM, MOTEHIMAILHO NPUBOJMMBIM K TSDKEBIM,
OMNACHBIM JUIA JKU3HH WK CMEPTCIIbHBIM HMCXOJaM B pe3yJbTaTe MOBBIMICHHOTO BO3/CHCTBHS
COMYTCTBYIOIIUX JIEKAPCTBECHHBIX CPEJICTB;

* KumHuyeckn 3HaYMMBIM TOGOYHBIM PEaKIMAM, BBI3BAHHBIM MOBBILICHHBIM BO3ICHCTBHEM
npenapata Mupo6usup;

e llorepe repaneTuyeckoro s¢ekra npernapata Mupobusup u BO3MOXHOMY pa3BUTHIO
BUPYCHOM PE3UCTEHTHOCTH.

B Ttabmuue 3 npuBeneHsl sekapcTBeHHbIE CpeCTBa, KOTOpBLIE IPOTHBOINOKA3aHbl IS
OZTHOBPEMEHHOTO NIPUMCHCHHS ¢ KOMOMHALMEH HUPMATPEIIBUP/PUTOHABHD.

B3anmozelicteue HupmarpesnBup/putoHaBup TpeiacTaBieHo B paznen «B3aumopeiicteue c
APYTUMH JICKaPCTBEHHBIMU CpeAcTBaMu». ClielyeT yUUThIBaTh BO3MOXKHOCTD B3aMMOIEHCTBUS C
APYTMMH JIEKApCTBEHHBIMH CPE/ICTBAMH JIO M BO BPeMs Tepanuy npenapatoM Mupob6usup. Bo

BpeMs  Tepanmnu  mpenapatom  MupoOMBHp  cleyeT  [epecMOTpeTh  COMyTCTBYIOLHE

35




JIEKapCTBEHHBIC CPEJICTBA, M TMALUMEHT JOJ/DKEH HaXOJUTHCS I10]1 Ha6HK)I[eHHEMima [peamMeT
NMOOOYHBIX peaxunﬁ, CBSI3aHHBIX C COMYTCTBYIOLIUMMH JICKAPCTBEHHBIMH CPEJCTBAMHU.

Tsbxenast moyeyHas HEAO0CTATOYHOCTh

Kinnuyeckne JaHHbIC O NalMEHTaX C TSOKENOH MOYEYHOM HEJO0CTaTOYHOCTHIO (BKIIOYAs
TMAIHCHTOB ¢ TEPMUHAIIBHON 1104€YHOH HenoctatoyHocThio (TITH)) orcyTeTByIoT. OCHOBBIBASCH
Ha (papMaKOKHHETHYECKHX MaHHBIX (cM. «DapMakoIOrHueckhe CBOHCTBA»), MPHMEHEHHe
npenapara MHUpOOMBHP y NALMEHTOB C TAKEIOH M0YEYHOMH HEAOCTATOUHOCTBIO MOKET PUBECTH
K Ype3MEpHOMY BO3JCHCTBHIO C MOTEHUMATLHOH TOKCHYHOCTBIO. Ha aHHOM 3Tane He yaanock
pa3paboTaTh HUKAKUX PEKOMEHJALMEH B OTHOLICHMH KOPPEKTHPOBKH /03Bl JI0 MPOBEACHHSA
CIICUHMAILHOTO  paccnenoBaHus. Ilostomy npenapat MupoOMBHpP He ClieAyeT NPUMEHSTH
NMalHMEHTaM C TSHKEJIOH NMoYedHON HenocTaTouHOCThIO (pCK® <30 mi/MuH, BKIIOUYAs MALMEHTOB
¢ TIIH, naxoasmuxcs Ha reMoiMamse).

Tsbkenast neyeHOYHaAs HEAOCTATOYHOCTH

DapMakOKMHETHYECKHE M KIHHHYECKME JIaHHbIE Yy TMAlMEHTOB C TSOKENOW MeueHOYHO
HEI0CTaTO4YHOCTBIO OTCYTCTBYIOT. IlooTOMy mpenmapar MupoOuBup He ciieayeT NpUMEHSTDH
NAIMEHTaM C TSHKEJIOW eYEHOYHOH HEeI0CTATOYHOCTBIO.

I ermaToTOKCHYHOCTD

Y NauMeHTOB, MONYYaBIIMX DPHTOHABHD, HAOIIONANOCH MOBBINICHHSA YPOBHS [CYCHOYHBIX
TpaHCaMMHa3, KJIMHUYECKHH renatut u xentyxa. [lostomy ciemyer cobimogats 0cTopokHOCTh
NPy Ha3HaYeHHUH npenapata MUpoOMBHpP MALMEHTaM C yKe CYLIECTBYIOLIMMH 3a00/1€BaHUAMH
MEeYEHH, HaPYIIEHUAMHU (PEPMEHTOB TeYE€HH WIIH FENaTUTOM.

Puck pasButus pesucrentHoct k BUY-1

[Tockonbky HUpMATpenBUp Ha3HA4aeTCsA OTHOBPEMEHHO C PUTOHABUPOM, TO MOXET BO3HHKHYTh
puck pasButHs ycroiuuBoctd BHUY-1 k muruburopam nporeassi Bupyca ummyHoaepuuuTa
uenoBeka (BUY) y nmit ¢ HekonTponupyemoii nwim HeauarnoctuposanHoii nabeximeit BUY-1.

BcenomorarenbHbie BCIICCTBA

Tabnetkn HMpMaTpenBHpa cojepXkar JakTody. IlaMeHTaM ¢ peIKMMH HACICACTBEHHBIMH
npobiieMaMM  HEMepeHOCHMOCTH — TalakTo3bl, OOMEeH HEeIOCTATOYHOCTBIO JIAKTA3bl WM
HApyLICHUEM BCACBIBAHHS [VIOKO3bI-TalaKTO3bl HE CIIEYeT IPUHUMATH ITO JIEKAPCTBO.
Biusinne Ha cOCOOHOCTD yNIPABJIsATH TPAHCIOPTHLIMH CPeACTBAMH, MeXaHH3MAMH
Biusinue HUpMaTpenBupa Ha cocoGHOCTh YIPABIIATH TPAHCIIOPTHBIMH CPEICTBAMHU H PabOTATH
C MEXaHU3MAMH HE H3YUYEHO.

Popma BbINyCKA

Ha6op TabneTok, mOKphITHIX MIeHOYHOI 06010uK0#, 150 Mr 1 100 Mmr.

«Un b6anky nupmampensupa na npednpusmuu AQ « Papmacunmes»
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[To 100, 200, 500 wm 1000 TabneTok HHpMaTpeiBHpa NMOMEMAOT B OAHKY W3 nofylamneﬁa
ACOB

HU3KOrO JIaBJEHHs C KPBILIKOW HATATMBAEMOH C KOHTPOJIEM MEPBOr0 BCKPHITHSA. Bo3MoxHO

3ar0JIHEHHE CBOOOIHOIO MPOCTPAHCTBA BATOH MEAMIMHCKON TMrpockonuyeckoil. Ha OaHKy

HAaKJICUBAIOT STHKCTKY M3 OyMard STHKECTOYHOH MIIM TTHCYCH, UM U3 MOJMMEPHBIX MaTEpPHAIIOB,

CaMOKJICSIIIYIOCS. BaHKM MOMEIAoT B rpyIIoBYIO YIIaKOBKY.

«Un banky pumonasupa na npednpusmuu AQ «Papmacunmesy

[To 100, 200, 500 umm 1000 Tabnerok puronasupa (PY JII1-06681-291220) nomewwaror B OaHky

3 TIOJIHITHIIEHA HU3KOTO JIaBJICHHS C KPBILIKOW HATATMBAEMOM C KOHTPOJIEM MIEPBOI0 BCKPHITHS.
CB0OOHOE MPOCTPAHCTBO 3aMONHAIOT BAaTOM MEIMUMHCKOH THIrpockomHyeckoil. Ha Oanky
HAKJICHBAIOT STHKETKY M3 OyMaru STHKETOYHON WIIM MHCYCH, MIIM U3 TOJIMMEPHBIX MAaTEpPHAJIOB,
CaMOKJICSILLYIOCS. banku MOMEIaoT B rpynnoByo YakoBKy.

Ha npeonpusmuu AQ « Papmacunmesy/ Q00 «DPapmacunmes-Tiomervy

[lepsuunas ynakoeka nekapcmsennozo npenapama.

[To 10 TaGnerox HupMaTpeNBHpa MOMEIIAIOT B KOHTYPHYIO SEHKOBYIO YNAKOBKY M3 TUICHKH
MOJIMBHUHHJIXJIOPHAHOM U (DOJIBIM aTIOMUHUEBOH MI€YaTHOM JIAKUPOBAHHOM.

[Io 10 TabneTok pHTOHABMpa MOMEIIAIOT B KOHTYPHYI) SYEHKOBYIO YNAKOBKY M3 IUICHKH
TMOJIMBHHUIXJIOPU/IHOM U (hOJIBTH ATFOMHHHEBOH T1E€YATHOM JIAKUPOBAHHOM.

[To 4 TaGnerku HUpMATpenBUPa U 2 TabICTKH PHTOHABHPA IOMEIIAIOT B KOHTYPHYIO SYCHKOBYIO
YNAKOBKY M3 IJICHKH MOJMBHHHIIXJIOPHIAHOM M (OJIBIM alIOMHHHEBOH e4aTHOM JIAKHPOBAHHOI.
[To 20 Tabnerok HMpMaTpe/IBHpa NMOMEIAIOT B GAHKY M3 MOIMATHIICHA HH3KOrO [ABJICHHS C
KPBILIKOW HAaTATHBAEMON C KOHTPOJIEM MEPBOr0 BCKPHITHA. BO3MOXHO 3amoHEeHHEe CBOOOIHOTO
TNPOCTPAHCTBA BaTOW MEIMUMHCKOH TMrpockonuyeckoid. Ha GaHKy HakJIeHBAaIOT THKETKY W3
OyMaru 5THKETOYHOMN MIIM TTHCUEH, WITH W3 TOJTMMEPHBIX MATEpPHAIOB, CAMOKIIESIIYOCH.

ITo 10 tabaerok putonasupa noMemaoT B 6aHKy U3 MOJIMITHIIEHA HU3KOTO JABIEHHS ¢ KPBILIKOI
HATATMBAEMOM C KOHTPOJEM IIEPBOTO BCKPHITHA. BO3MOXHO 3amosiHeHHe cBOOOJHOrO
MPOCTPAHCTBA BaTOW MEIMLMHCKOH rMrpockonnyeckoil. Ha GaHKy HakjIeMBalOT THKETKY 3
Oymaru STHKETOYHOH MITH NHCUCH, HITH M3 IIOJMMEPHBIX MaTEPHAIOB, CAMOKJICSIIYFOCS.
Bmopuunas ynakoeka nexapcmeennozo npenapama.

Ilo 2 xonrypubie sueiikoBbie ynakoBku (mo 10 TaGnerok Hupmarpensupa) u | KOHTYPHOM
AYEHKOBON ynakoBke (mo 10 TabneTok pMTOHABMpPa) BMECTE ¢ MHCTPYKIHEH IO MPUMEHEHHIO
MOMCIAIOT B MAYKy M3 KapTOHA JUIS NOTPEOMTEILCKOH Taphl MOATPYII XPOMOBBIH MJIH XPOM-
dp3all, WM JIPYroro aHajOrHYHOro Kayectsa. Ilaykm M3 KapTOHa MOMEIAIOT B TPYNIOBYIO
YMaKOBKY.

[To 5 KoHTYpHBIX sYeHKOBBIX ynakoBokK (1Mo 4 TaGNeTKH HUPMATPENBHpa M 2 TabIeTKH

pHTOHaBHpa) BMECTE C HHCprKHHCﬁ 0 NPHUMCHEHHUIO ITOMELIAOT B IIAYKy M3 KapToHa s
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]

TMOTPEOUTENILCKOH Taphl MOATPYIINT XPOMOBBIA WM XpOM-dp3all, M APYIoro’ anATOrHYHOTO
KkayecTBa. [Tauku U3 KapTOHA MOMEIAIOT B IPYIIOBYIO YAKOBKY. 0] . 0BA

[lo 1 6anke (1o 20 Tabnerok HupMaTpensupa) u 1 6anke (1o 10 Tabaerox PMTOHABHpa) BMECTE C
MHCTPYKIMEH 10 MCJIMUMHCKOMY NPHUMEHCHHMIO IIOMCUAT B NayKy M3 KapTOHAa Jyis
MOTPEOUTEILCKON Taphl MOATPYII XPOMOBBIH MM XPOM-3p3all, WK JIPyroro aHaJIOTHYHOTO
KkayecTBa. [a4kn U3 KapTOHA MOMEINAIOT B FPYIIIOBYIO YMAKOBKY.

Cpoxk rogHocTu

Hupmampensup: 2 rona.

Pumonasup: 2 rona.

He npuMeHATE 110 HCTEYEHHH CpOKa TOIHOCTH.

YcaoBusi xpanenus

Xpanuts npH Temieparype He Boime 25 °C.

XpaHuTh B HEJOCTYIHOM IS IeTeil MecTe.

YcioBust oTnycka

Ornyckalot 1o peuenry.

IIpousBoauTean

Ilpoussooumens, gacosujux, ynakosuux u evinyckarouuii KOHmMpons Kauecmea:

AO «DapmacunTes», Poccus

FOpuouveckuii aopec: 664007, UpkyTckas o6, T. Wpkyrck, yn. Kpacuorsapaeiickas, x. 23,
ouc 3

Aopec npouseodcmeennoi nnowaoku: r. pkytck, yi. P. JIrokcemOypr, 1. 184

Dacosuguk, ynaKosuguK u 6bInycKaouwuil KOKMpolbL Kauecmea:

000 «®Papmacuntes-Tromenby», Poccus

FOpuouueckuu aopec: 625059, r. Tromensb, 7-0i kM BenmkaHnckoro Tpakra, 1. 2

Adpec npouszeoocmeennoii niowaoku: r. TioMeHb, 7-0if kM BenmskancKoro TpakxTa, 1. 2
Biajesnen perucrpanmonHoro yaocrosepenusi/ opraHu3amusi, NPUHUMAKOIIAS TPeTeH3un
norpeduTeei

AO «DapmacunTesy, Poccus

664007, Upkytckas o6a., r. Upkytck, yn. Kpacnorsapaeiickas, . 23, otuc 3

Ten.: 8-800-100-1550, www.pharmasyntez.com

BI/ILIC-HpeElHIICHT 110 pa3BUTHIO OusHeca

AO «DapmacuHTE3» Maneix H.IO.
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