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T o MUHUCTEPCTBO 3/IPABOOXPAHEHWA POCCUUCKOU ®EAEPALIMA \
MHCTPYKILIUA

110 MEJIMIIMHCKOMY TIPUMEHEHMIO JIEKAPCTBEHHOI'O TIPEITAPATA

MHUPOBHUBUP

JlaHHBIH NeKapCTBEHHbIH NMpenapar 3aperucTpUPOBAH MO MPOIEYPE PErUCTpallMH penapaTos,
Npe/IHa3HAYEHHBIX JUIS TPUMEHEHHMS B YCJIOBHAX YIpO3bl BO3HMKHOBEHHMS, BO3ZHMKHOBEHHS H
JIMKBHJAUMH  4Ype3BbIYAHHBIX  CHTyaudd. MuCTpykuMsa noarotoBiacHa Ha  OCHOBAaHHMH
OrpaHU4YeHHOro 00beMa KIIMHHYECKHX JIaHHBIX 10 IPUMEHEHHIO Tpernapara v OyeT A0MOIHAThHCA
M0 Mepe NOCTYIUICHHs HOBbIX JAaHHbIX. lIpumeHenue npemapata BO3MOXKHO TOJILKO I10J1

Ha0JII0/IeHueM Bpava.

PerucrpaunoHubliii HoMep:

Toprosoe naumenoBanue: MupoGusup

MexkyHapoiHoe HenaTeHTOBAHHOE WM IPYNNHPOBOYHOE HAMMEHOBAHME: HUPMATPCIBHP
+ putoHaBup [Habop]

JlexapcerBennas opma: Habop TabaeTOK, MOKPBITHIX IJICHOYHOH 000J104KO#

Cocras:

| mabremka Hupmampeisupa co()ep.u(‘um:

deucmeyrowjee eeujecmso. aupmatpensup — 150,0 mr;

8CNOMO2amenbHble Geujecmaa: LEeIToI03a MUKpoKkpucTauindeckas 200, 1aKTo36I MOHOTHAPAT
80 M, kpockapmeIo3a HaTpUA, KPEMHHs IMOKCH/T KOJUIOMIHBIH, HATPUS cTeapuidymapar;
naenoynas obonrouxa: runpomennosa E15, makporon 4000, THTana IMOKCHII, TAlbK, KPACHTEIh
KeJIC3a OKCH/L KENITBIH, KPACHTCIIb JKCIIC3a OKCHJL KPACHBIM.

| mabremka pumonasupa cooepicum:

oeucmeyowee seujecmso: putonasup — 100,00 mr;

BCNOMO2AMeNbHbIE BeUjeCmBa:

a0po: konosuj1o0 (Konmaon VA 64) - 493,1 mr, copburana naypar - 66,7 Mr, KpeMHHS IHOKCH]L
KOJUIOM/HBIH - 13,8 Mr, HaTpus creapuiadymapar - 2,3 Mr, Kaibus ruapodocdar 6e3B0IHbIH -
89.6 mr;

naenouynas obonouka: runpomenioza E 5 - 12,7688 mr, runpomemnosa E 15 - 1,2672 wr,
makporon 400 - 1,9800 mr, runponosa (Klucel) - 1,2672 mr, Tanbk - 0,9020 Mr, KpeMHHS THOKCH]T
KonnouaHbii - 0,0330 mr, makporon 3350 - 0,3542 mr, nonucopdar 80 - 0,0330 Mr, TMTaHa
JHOKCUA - 3,3946 wr.

Onucanne

Hupmampensup:




OBajibHBIE JBOSIKOBBIITYKJIBIE TaGHE’rKH, ITOKPBITHIE TUIEHOYHOM 060.“0‘"(0;[, oT CBeTHO_-pOBQBOFO
J10 pO30BOI'o UBETA. Ha nonepeyHoM paspese sapo oeJioro uim rnoutH HGesoro LBETa. AR
\ IDA T

Pumonasup:

OBasibHBIC JBOSKOBBINYK/IbIC TabJIETKH, MOKPBITHIC IJICHOYHON obonoukol, 6enoro usera. Ha
MONEPEYHOM pa3zpese sApo OT 6eI0ro 0 CBETIO-KOPHYHEBOTO LIBETA.
@apmakoTepaneBTHYECKAas TPYNNa: MPOTHBOBHPYCHBIE CPEACTBA CHCTEMHOTO JICHCTBUS;
NPOTHBOBUPYCHBIE CPE/CTBA MPAMOI0 ACHCTBUA; HHTHOMTOPBI NpoTeas

Kon ATX: JOSAE

dapmako0rHYecKHe CBOHCTBA

Dapmaroounamuxa

Mexanusm detucmsus

HupmarpenBup sBasercsd NENTHIOMHMETHYECKHM HHIHOMTOPOM OCHOBHOM mpoteassi SARS-
CoV-2 (Mpro), Taxxke HasbiBacmoit 3C-noaobHoit npoteasoi (3CLpro) uam nporeasoii nspS.
Murubuposanne Mpro  SARS-CoV-2  jgemaer ero  HecnocoOHBIM  mepepabGaTbiBaTh
MOJMIPOTEHHOBBIE MPEALECTBEHHUKH, YTO TMPHUBOAMT K MPEJOTBPALLCHUIO BHPYCHOH
PETUTHKALIMH.

JlelicTBMEe puTOHaBHpa Kak (PapMaKOKHHETHYECKOI0 YCHIMTENS OCHOBAaHO Ha AaKTHBHOCTH
pPMTOHaBHpa KaK MOIIHOTO MHrubuTopa MetabosM3Ma, ONMOCPEOBAHHOTO H30(EPMEHTOM
uuroxpoma CYP3A.

B koMOuHHpOBaHHOM JIeKapcTBEeHHOM npenapata MupoOHBHD PHTOHABHP, BBICTYIAs B Ka4eCTBE
(hapmakokuHeTHueckoro ycuiaurens, uHrubupyer CYP3A- -onocpenoBaHHblil MeTaboiImM3M
HHUpMATpEJIBHpa, TPUBOIAA, TEM  CaMbIM, YBCIMYCHHMIO  TUIA3MEHHBIX  KOHIICHTpAIMH
MpMaTpeIBHpa.

IIpOTHBOBUPYCHAS AKTUBHOCTD

IIpomueosupycuas akmuenocme in vitro

HupmatpenBup nposiBisi NPOTHBOBHPYCHYIO aKTHBHOCTH B OTHOIICHHHM BHPYCHOH MH(EKUHH
SARS-CoV-2 na kynerype kinerok dNHBE, nepBuuHol 1HMHMHM KJICTOK albBEONSPHBIX
SMUTEINAIIBHBIX KIETOK JIerkux vesoBeka (co 3HayeHusmu ECsp — 61.8 HM u ECyp . 181 M)
nocie 3 aHel BO3ACHCTBHA NpenapaTa.

lIpomusosupycras akmusHocme in vivo

Hupmatpensup obi1anan npoTHBOBUPYCHON aKTHBHOCTBIO B KYJIBTYPE KJICTOK (CO 3HAUYCHHUSAMHM
ECso B qnana3one HU3KMX HAHOMOJIAPHBIX 3HaUYeHHI < B 3 pasa 110 cpaBHeHHIO ¢ n3ossaToM USA-
WA1/2020) B otHOomennu n3o0i11oB SARS-CoV-2, npunauiexamux K Anbda (B.1.1.7), 'amma
(P.1), Aenvra (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 BOCIPHHMYMBBIM TECTHPYEMBIM BapHaHTOM CO




CHMKEHHEM YYBCTBHTEIBLHOCTH NMPUOIN3UTENBHO B 3,3 pasa 10 cpaBHeHHIO ¢ H30isTtoM USA-

WA1/2020.

Pe3uCTEeHTHOCTh

B nacrosiiee Bpemst HeT HHGOPMALIMK O NPOTHBOBUPYCHOM PE3UCTEHTHOCTH HUPMATPEIIBUPA [P
neyennn  SARS-CoV-2. Hccnenosanus mo  oueHke pesucteHTHoctH  SARS-CoV-2  k
HUPMATPEIBUPY B KYJIbTYpPE KJIETOK U B KTHHHYECKUX UCCIIeIOBAaHUAX HE 3aBepileHbl. JloCcTymHbI
JIAHHBIE TOJILKO M3 HCCIEI0BAHUA PE3UCTEHTHOCTH in Vilro ¢ UCNOJIb30BaHUEM BHpYCa renaTura
mbiiud (MHV)-Mpro. B uccnenoBanum  Obulo  1MoKa3aHO CHHKEHHE YYBCTBHTEIBHOCTH
HUpMaTpe/IBUpa K MyTaHTHbIM Bupycam B 4,4-5 pa3 ¢ 5 myraumsamu (ProS5Leu, Serl44Ala,
Thr129Met, Thr50Lys, Prol5Ala) 8 MHV-Mpro nocne 10 naccaxel B KyJabType KICTOK.
3nauenue toro ans SARS-CoV-2 HensBectHa.

Msonauter BUY-1, pesuctenThbie K puTOHABHPY, ObUIH BbIAEIECHBI Y MALMEHTOB, MOJYYaBIINX
TeparneBTHYECKHE J103bl pUTOHaBUpA. CHHIKEHUE AHTHPETPOBUPYCHOH aKTHBHOCTH PUTOHABHUPA
CBSI3aHO, NPEKIE Bcero, ¢ myrauumsmu nporteasbl V82A/F/T/S n I84V. nHakomienue Apyrux
MyTaUui B reHe npoTeasbl (B TOM yKcie B nojgoxenusx 20, 33, 36, 46, 54, 71 u 90) Takxxe Moxer
CnocoOCTBOBATL PE3MCTEHTHOCTH K pHTOHABUPY. [lOCKONBLKY HAKaIIMBAIOTCS MYyTAlHH,
CBSI3aHHBIE C PE3MCTEHTHOCTBIO K PUTOHABUPY, TO BOCIPHUMYHMBOCTL K JIPYIMM HHIHOHTOpam
MpOTEa3bl MOXKCT YMCHBILATLCA H3-3a NEPCKPCCTHOH PE3UCTCHTHOCTH.

DapmakoKunemuka

dapMakOKMHETHKA HUpMATPEIBUpa/pUTOHABUPA ObL1a H3y4eHa y 310pOBbIX 100pOBOJIbLEB.
PutonaBup BBOJAMJICS C HHMPMATPEIIBHPOM B KadecTBe (hapMaKOKHHETHYECKOrO YCHIIMTEIS,
NPUBO/IA K MOBBIIICHHIO CHCTEMHBIX KOHLCHTPALHiIl HHPMaTpeIBUpa.

[Ipy MOBTOPHOM BBEJICHHH HUPMATpPEIBHPa/pUTOHABHPA B f03ax 75 mr/100 mr, 250 mr/100 Mr u
500 mr/100 Mr, BBOAMMBIX /1Ba pa3a B JiCHb, IPH JOCTHIKEHHH PABHOBECHOT'O COCTOSHHS, KOTOPOE,
0/IHAKO, He OBUIO MPONOPLHOHATBLHO MOBBILIEHHIO 103kl Npenapata. PaBHOBECHOE COCTOSHUE
JIOCTHTAJIOCh Ha 2-H JIeHb C TPHMEPHO 2-KPAaTHBIM HAKOIJICHHEM MIPU MHOTOKPAaTHOM BBEJICHHH B
teuenue 10 aueit. Cucremuoe Bo3aeicTBHE Ha 5-i JcHb ObUIO TakuM ke, kak ¥ Ha 10-i aeHb, BO
BCEX /103aX.

BcacbiBanue

[Tocne oiHOKpATHOrO NEpOpaILHOrO NpHUeMa HUpMaTpenBupa/puToHasupa B jao03e 300 mr/100 mr
CPCAHEICOMETPHYCCKHE 3HaYCHHA 1oka3aTeNeH Cmax # AUC iy HUpMaTpenBipa B paBHOBECHOM
coctosHun cocraBwim 2,21 mxr/ma 23,01 mxr*u/ma coorBercTBeHHO. MejMaHa BpeMEHH
JIOCTH)KEHHSI MaKCHUManbHOM KOHUEHTPAUMH Cmax (Tmax) coctaBuna 3,00 uyaca. Cpennee
apu(dMeTHYeCKOe 3HaYeHHEe TePMHHAJILHOTIO MEPHO/A TMOTYBBIBEICHNS COCTaBIIO 6,1 yaca.

[Tocsie o1HOKpPAaTHOrO NEpoOpaILHOrO NpHeMa HUpMaTpeBupa/puToHasupa B o3¢ 300 mr/100 mr




cpeHereomMeTpuyieckue 3HaueHns nokasareneil Cmax 1 AUCinr putonasupa cocrasuin 0,36
MKr/mMin v 3,60 mxr*u/mia coorBercTBeHHO. Meanana BpeMEHHM JOCTHKEHWSA MaK(;;lmaanoﬁ
KOHUEHTPAUMH  Cmax  (Tmax) cocraBuna 3,98 w4aca. CpeaneapudmerHyeckoe 3HaYeHHE
TCPMHUHAIBHOTO TIEPHO/A MOJIYBBIBCACHHUS cocTaBuio 6,1 yaca.

IIpu MHOrOKpaTHOM NPHEME PUTOHABHPA €TI0 KYMYJISLNS HECKO/IBKO MCHBILE, YEM pacCYyMTaHHas
Ha OCHOBaHHWH OJIHOKPATHOM J03bl, M 3aBMCHT OT BPEMEHH JIEYEeHHS M JI0303aBHCHMOro
yBenuyeHus Kaxyuerocsa kiaupenca (C1/F). bbuio obHapykeHo, 4T0 ocTaTouHas KOHIEHTPaLus
PHTOHaBMpa HEMHOI'O YMCHbBIAJACh C TEYECHHEM BPEMECHM, BO3MOXKHO, H3-3a HMHIYKIHH
¢epmenToB, OaHako, cTabHIM3MpOBAIACh K OKOHYAHHMIO JBYX HEACHb. BpeMs 10CTHXKCHHs
MaKCUMaIbHOH KOHUEHTPAUMH Crmax (Tmax) NpH yBETHYCHHH /103 OCTABAJIOCHh MOCTOSHHBIM Ha
YPOBHE npuMepHO paBHOM 4 uacam. [Toueunsbiit Kinpetc cocrasnser B cpeanem menee 0,1 i1/4 u
OTHOCHTEJIBHO IMOCTOAHEH IPY NMPUMEHEHNH PA3JIMYHbIX J103HPOBOK.

Bennunna makcnmanbHol kKOHUCHTpaUHH (Cmax) PUTOHABHpPA MOCIEC OAHOKPATHOTO [pHEMa B
no3e 100 mr cocrasnser 0,84 Mkr/mi, npu 3TOM nepHos nosyBeiBeeHus (t 2) cocrasiser 5
yacoB. [Ipu sTom Benuumna (Cmax) putonaBupa npu npueme 100 mMr 2 pasa B eHb COCTaBIIsAET
0,89 mKr/mi, npu 3TOM nepHo 1oyBbiBeAcHus (t 2) cocTaBaseT 5 yacos.

Bauanue nuwgu na nepopanvioe écacviéanue

[Ipu npueme cycneH3un HUpMaTpPEJIBUPa COBMCCTHO ¢ TabIeTKaMi PHTOHABHUPA, BMECTE C MULICH
C BBICOKMM COJIEpKAHMEM KHpa, HE3HAYUTEIbHO YBEINYHMBAJIACh YKCIO3ZMIMA HUPMaTpEIBUpa
(npubausurensno Ha 15% ot cpeanero 3Hayenus nokaszarens Cmax M Ha 1,6% oT cpeaHero

sHavyenus nokasarens AUCuq) 110 cpaBHEHHIO ¢ TPUEMOM [pernapaTa HaTOLIaK.

Pacnipesencane

CeaspiBanne HUpMaTpesBUpa ¢ OeIKaMH B TIa3Me KPOBH YeJIOBEKa COCTaBIAET MpuMepHo 69%.
Kaxymmiica obbem pacnpeneneuus (Vs/F) puronasupa cocrasnser npumepao 20—40 1 nocne
oHOKpaTHOH 10361 600 Mr. CBsA3biBaHHE pHUTOHaBHpPA C OejKaMH IUIa3Mbl KPOBHM y 4eJIOBEKa
cocraBisger okono 98-99% u aBnAeTcs NMOCTOAHHBIM B Juana3zone KouueHtpauuit 1,0-100
MKI/MIl. PUTOHaBHp CBA3BIBACTCA KaK ¢ alib(haj-KHUCIIBIM IIIMKONpPOTenaoM denoseka (AAG), Tak
H ¢ abOYMHHOM CBIBOPOTKH KpoBH 4esoBeka (HAS) co cpaBHHTEIBHO OJMHAKOBBIM CPO/ICTBOM.
HcenenoBanus pacnpeaeneHus B Tkanax ¢ '*C-MeueHHBIM PUTOHABHPOM y KPbIC NOKA3aJH, 4TO B
MeYeHH, HaANMOYEYHHKAX, MODKETY/I0YHOH JKesle3e, MOYKaxX M IHTOBH/IHOH JKele3¢ COUmepiKaTCs
HauOOJIBIINE KOHLCHTPALHH PHTOHABHPA.

CooTHomienne pacnpezie/ieHHs TKaHb/TUIa3Ma, M3MEPEHHOE B JMM(ATHUECKHX y371axX KphbiC,
cocTapiseT npudaM3HTEnLHO | M npeanonaraer, YTO PUTOHABUP PACNIPOCTPAHACTCS B TKAHH
nuMpaTHIecKoi cucTeMbl. PUTOHABHP MUHHMAJILHO IPOHHUKAET B MO3T.

Buorpanchopmarms




Hccnenosanus in vitro no ouenke Hupmarpensipa 6e3 puToHaBupa, MO3BONSIOT NPEITOTOKHTS,
4TO HUpMATpeBUP npeumyuiecTBeHHo merabonusupyercs CYP3A4. B nccnen’onani«il'ﬁx in vitro
OBLIO MOKA3aHO, YTO HUPMATPEIBHP B KIMHHYECKH 3HAYMMBIX J03aX HEOOPATHMO HHrHOHpYeT
CYP2D6, CYP2C9, CYP2C19, CYP2CS8 umn CYP1A2 HupmatpenBup He SBIsSETCH HHAYKTOPOM
win - cyberpatom s apyrux  depmentoB CYP, kpome CYP3A, s KOTOPBIX
HUPMATPEIBUP/PUTOHABHD SBIAETCS MHTMOMTOpOM. BBeieHne HUpMaTpeaBupa ¢ pUTOHABHPOM
NoJaBIseT MeTado/aM3M  HUpMATpesiBupa. B muiasMe KpOBH  TONLKO  HHpMAaTpesBHp
oOHapykuBaeTcs B HeM3MeHHOM BHe. He6osbioe KoJIMYeCcTBO OKHCIHTENbHBIX METaboIMTOB
0OHApYKHBAIHCH B KaJle U MOYC.

PHTOHaBHP HHTECHCHBHO MeTabOIM3NPYETCS ¢ yyacTHeM LMTOXpoMa P450 reueHH, B OCHOBHOM,
¢ yuactuem uzodepmenta uuroxpoma CYP3A, u B mensiueii crenenn, CYP2D6. UccnenoBanus
Ha KHMBOTHBIX, a TAKIKE IKCIICPHMEHTBI in Vilro ¢ UCTIOJIb30BaHHEM MHKPOCOM IEYEHH YesIOBEKa
MOKa3ajin, YTO PHTOHABHP B MCPBYIO OYEPE/b IMOJBEPrajics OKHCIUTEILHOMY METaboNn3My M
untoxpom P450 3A (CYP3A) sensercs ocHOBHOI M30(OpMON, yyacTByiomeil B Metabonn3me
PHTOHABHPA, OAHAKO ciepyeT oTMeTHTh, 4T0 CYP2D6 Takke cnocoOcTByer 00pa3oBaHMIO
OKHCICHHOTO MeTabonuta M-2. V yenoseka HaiineHo 4 meraGoauTa puroHaBupa. OCHOBHBIM
ABJIACTCA OKHCICHHBIH MeTabommt u3onponmituason (M-2), NpOTHBOBHpPYCHAas aKTHBHOCTD
KOTOPOro OJIMHAKOBa ¢ HCXOAHbIM cocuHeHueM. Onako, AUC merabonurta M-2, cocrasisier
Bcero 3% or AUC camoro uexoanoro coeamnenus. Huskue 10361 pUTOHABHMpa OKa3bIBAIOT
CHJIbHOE BJIMsiHUE HAa (apMaKOKMHETHKY APYrHX MHIHOMTOPOB MpoTeassl (M APYrHX BEILECTB,
metabonmmsupyembix CYP3A4), a apyrue MHrHOMTOpBI MpOTea3sbl TakKe MOIYT BIMSTH Ha
(hapMaKOKHHETHKY PHTOHABUPA.

Beisesienue

[Ipn cosmecTHOM mnpueme npenapaToB HUPMATPENBMPA M PUTOHABMPA OCHOBHBLIM IMyTeM
BbIBEJICHHs HHUpMaTpeiBUpa ObLla MMOYEYHAs HSKCKPELMs MHTAKTHOIO (HE IMpOLIEIIIEro
metabonmsm) npenapara. Oxono 49,6% u 35,3% ot npuHATO# 10361 HUpMaTpessupa 300 Mr
BBIBOJJMTCA € MOYOH M KalOM, COOTBETCTBEHHO. B  9JKCKpeMeHTax Hapsay ¢
HEeMeTaboJIM3UPOBAHHBIM ~ HUPMATPEJIBHPOM  OOHApyXMBaIOCh  HEGOIBIIOE  KOJIMYECTBO
METabOJIMTOB, BOSHUKAIOUMX B pe3ynbTaTe peakuuil ruapoausa. Ilpu 5ToM, B nuasme KpoBH
C/IMHCTBCHHBIM  KOJIMYECTBEHHO  ONpEJE/ISEMBbIM  [IpenapatoM  ObUl  HEHM3MEHEHHBII
HUPMATPEIIBHP.

B KIMHHYECKMX MCCIIE/I0BaHUAX C NPUMEHEHHEM MEYEHHOrO HM30TOMOM PHTOHABMpA, OBLIO
MOKa3aHo, YTO JIMMHHALMA PHUTOHABHPA MPOUCXOJMT B OCHOBHOM uepe3 renaroOHIHapHYyIO
cucreMy; npubausutensio 86 % paauomerok ObuI0 OOHApY’kKEHO B Kale, 4acTh KOTOPBIX

npejcTaBisim co0oi HeabcopOUpoBaHHbIi puTOHABHP. B 9THX HMCcie0BaHUsX 06HAPYKEHO, UTO




BBIBEJICHHE Yepe3 TMOYKH He SABJIAETCA OCHOBHBIM IIyTeM | BbIBEJCHHS PHTOHABHpa. JTO
COOTBETCTBOBAIO HAOJIIOICHHSIM B HCCIIEIOBAHHMAX HA KHUBOTHBIX. ‘ |

OcoOble I'PYIIILI MTALIHEHTOB

dapMaKOKHHETHYECKHE CBOMCTBA HUPMATPEIBUPA/PUTOHABMPA HE OLICHUBAIUCH B IPYINNax 1o
BO3pacTy M 1oJiy.

ﬂat;ueumbl C HaApyuweHuem (/)yHKlﬂlll HOY€K

[Io cpaBHeHuio co 310poBBIMH JOOPOBOJILUAMH TPYIIEl KOHTPOIS Y MAlMEHTOB C JIETKOi
CTCTCHBIO MOYEYHOH HEJAOCTATOUYHOCTH NoKazaTenn (papmakokuHeTHKH HUpMATpeBUpa (Cuax M
AUC) 6bumn Beie Ha 30% u 24%, cooTBeTcTBeHHO. Y MAalMEHTOB CO CpeaHel CTerneHbio
MoYe4HOH HeA0CTaTOYHOCTH Crmax ObL1 Bbilie Ha 38%, AUC ua 87%, a y nalMeHToRB ¢ THKeNoi
CTENEHBIO NTOYEYHOH HEIOCTATOYHOCTH — Bhiie Ha 48% u 204% cOOTBETCTBEHHO.

(DapMakOKMHETHYCCKHE MApaMeTpbl PHTOHABHPA HE M3YYCHBI Y NALMCHTOB C HAPYIICHHAMH
Gynxumun nouek. OHAKO, MOCKONBKY MOYEHYHBIH KIMPEHC PHUTOHABHPA OYEHb Mall, HHKAKHX
M3MEHEHMH 0OIIEro KIMpeHca Tea He 0XKUAACTCA Y ALMEHTOB C HapyIEHHAMH (YHKLIHH [OYeK.

llayuenmu! ¢ napywenuem ¢hynxkyuu nevenu

Y TNauMeHToB €O CpeJHeH CTENneHbl0 TeYeHOYHOH HEeJ0CTaTOYHOCTH He HabIo1anoch
CYLIECTBEHHOTO OT/IMUMs (hapMAKOKMHETHUYECKMX MOKA3aTe/Ieil HUPMAaTPEIBUPA OT AHATOTHUHbIX
1MoKasarejied B Tpynme 370pOBbIX J00pOBOJIBIEB. YTOYHEHHOE CpEHEE TIeOMETPHYECKOEe
coorHowenue (90% AN) AUCin n Ciax HUPMaTpeJIBHPa NP CPABHEHUH Y NALIMEHTOB CO CPeIHeii
CTENEHBIO MEYCHOYHOH HEJ0CTATOYHOCTH (TECT) ¢ HOPMAIbHOI (yHKIMCH neYeHH (cpaBHEHHE)
coctasuiio 98,78% (JIU 70,65%, 138,12%) u 101,96% (AN 74,20%, 140,11%), cOOTBETCTBEHHO.
DapMakOKMHETHUECKHE CBOMCTBA HHPMATPE/IBHPA/PUTOHABHPA HE HM3YUYAIHCh Yy NAlMEHTOB C
TSKEJION CTENEHBIO MEYEHOYHOH HEI0CTaTOYHOCTH.

[Tociie MHOrOKpaTHOTO JI03MPOBaHMsA PUTOHABHPA 30pPOBBIM 100poBobiaM (500 mr 2 pasa B
CYTKH) H TTALIMCHTAM C JICTKHMH WX YMCPCHHBIMH HapyIICHUAMH QyHKUMH neucHu (kiacc A u B
no wkane Yaiina-Ilsio, 400 mr 2 pasa B cyTkH) pUTOHABHD 110C/IE€ HOPMATM3ALMH [103b1 HE ObL
CYUIECTBEHHO Pa3/IHY€H MEXY STHMH JIBYMS IPYIIIIaAMH.

Pacoevie u smnuueckue epynnot

CucTemMHas HKCIO3MIHA NperapaTa Cpe/ii AMOHCKHX YYaCTHHKOB MCCIICI0BAHMS Oblla HUXKE 110
BEJIHYMHE, HO KIMHHYECKH 3HAYMMO HE OTJIMYAIaCh OT IKCMO3MUMM Yy 3aMaJHOEBPONEHCKHX
YUYACTHHKOB.

DapMaKOKHHETHYECKOE B3aMMOJICHCTBHE

CYP3A BHec OCHOBHOH BKJIal B OKHCIHTEIbHBIH MeTabONM3M HUpMATpeIBHpa, KOTrjaa
HUPMATpesIBUP ObUI MPOTECTHPOBAH OT/IENbHO B MHKPOCOMAX Te4YeHH 4eloBeka. PHTOHaBHp

spisiercst uHruburopom CYP3A 1 noBeilaeT KOHLUEHTPALMIO HUPMATPEIBUPA B M1a3Me KPOBH U

6

|




ApYTHX JIEKADCTBEHHBIX CPE/ICTB, KOTOPbIE B OCHOBHOM MeTaboH3HpyIOTCS CYPBA. Hecmdfpsi

Ha O/IHOBPEMEHHOE NPUMEHEHHE C PUTOHABUPOM B KauecTBe ()apMaKkoKHHETHYECKOTO ycunnienﬂ,
\

CYWIECTBYeT [OTEHUHA!l JUIA CHIBHBIX WHIMOMTOPOB M MHIYKTOPOB JUISl  M3MEHEHMS

(apmakoKkHHETHKH HHpMATPEIIBHpA.

Hupmartpesnsup He okaswiBaet obparimoro wnruGuposanus CYP2D6, CYP2C9, CYP2CI19,

CYP2C8 unm CYPIA2 in vitro B KIMHHYECKH 3HAYMMBIX KOHUEHTpauusaX. PesynbTars

MCC/ICAOBAHMA n Vilro NOKa3aiW, 4TO HUPMATpPENBHP MOXeT ObiTh uuaykTopom CYP3A4,

CYP2B6, CYP2C8 u CYP2C9. Knunnveckas 3Ha4MMOCTb HeH3BecTHA. OCHOBBIBAsICH HA AaHHbIX

MCCIICJIOBAHUH in Vitro, HAPMaTPEIBUP 00J1a/1aeT HU3KHM MOTEHLHATIOM unrubuposanus BCRP,

MATE2K, OATI, OAT3, OATPIB3 u OCT2. CyuectByeT MoTeHIHAN HUpMaTpeJIBUpPa

urrnbuposars MDR1, MATEL, OCT1 n OATPIBI B KIMHMYECKH 3HAUMMBIX KOHLICHTPALIMUAX.

Ioka3anusi K npUMeHeHnI0

Jleuenue HOBOI KkoponaBupycHoii uHpekuun (COVID-19) nerkoro wim CPCIHETIKEIIOTO

TCUCHHS y B3POCIBIX, B TOM YHCIIE € TOBBILIEHHBIM PHCKOM MPOrpeccupoBanus 3a60ieBaHus 10

Tskenoro  teyeHus (cM.  «OcoOble yka3aHus») M He TPeOYIOWMX JOMOJHMTENLHOMN

OKCHI'€HOTEpaIuH

IlporuBonoka3zanus

— I'unepuyBeTBHTEILHOCTE K HUPMATPCIIBUPY, PUTOHABHPY WITH THOGOMY JPYroMy KOMIIOHCHTY

JIeKapCTBEHHOTO npenapata Mupobusup;

— Henepenocumocts s1akTo3b1, AeHUMT 1aKTA3b1, [I0OK030-raNakToO3Has MATbaGCOPOLKS;

— Taxenas crenens neyeHoyHoM HegocTarounocti (kimace C o knaccupukaunu Yaiina-IIeo);

— Tskenas crenenb noueunoit Hegocrarounoct (pCK® < 30 mur/mun):

— bepemennocTs nim mianupoBanue GepeMEeHHOCTH;

— Ilepnon rpyiHoOro BckapmiuBaHms;

— Jlerckwuii Bo3pact 10 18 ser;

— JlexapcTBeHHBIC CPeICTBA, KIMPEHC KOTOPBIX CHIBHO 3aBuckT oT CYP3A M [uisi KOTOpBIX

TOBBIIICHHBIC KOHLUCHTPALHH CBA3aHBI C CCPHE3HBIMU W/WIIH ONTACHBIMHU JUIS )KU3HH PEaKIUsAMHU;

— JlekapcrBennbie  cpeiicTBa, ABISIOUMECS MOLHBIMM  MHyKTOopamn CYP3A, KOTOpbIE

3HAYMTE/ILHO CHWKAIOT KOHLICHTPAUNH HUPMATPEIBUPa/ PHTOHABHPA B IJ1a3M€ KPOBH, YTO MOJKET

MPUBO/IUTH K MOTEPE BUPYCOTOTHYECKOTO OTBETA M BOZMOXKHOMY Pa3BHTHIO PE3HCTEHTHOCTH;

— Ilpuem npenapata MupoOMBHp HEb3s HAYHHATE CPa3y MOC/IC NPEKPAICHUS TEPAIUH THOGBIM

n3 cnenyroumx wHayktopoB CYP3A wu3-3a UIMTENIBHOTO TEpHOA TONYBbIBEICHHS HEIABHO

OTMEHEHHOr0 npenapara (cM. «B3aumoaeicTBue ¢ APYruMH IEKapCTBEHHBIMU CPEICTBAMMY);




— JlexapcTBeHHbIE CPE/ICTBA, NIEPEUHCIICHHBIC HIKE, CTPOTO NPOTHBOTIOKA3AHE! JUTT COBMECTHOTO
npuema ¢ npenapatoMm MupoGusup. Jlauueiii nepeuens sBnsercs oBszaTENbHBIM, HO | HE
MCUYEPIIBIBAIOIIHM:

e anspal-anpenobnokaropsi - andy303un;

®  AHAILICTHKH - ETHIMH, TUPOKCHKAM, NPONOKCH(EH:;

®  AHTHAHTHHAJIbHBIE CPE/ICTBA — PAHOJIA3UH;

®  NPOTHBOOIYXOJIEBBIE CPE/ICTBA —BEHETOKIIAKC, HEPATHHMO;
®  AHTHAPUTMMYECKHE CPE/ICTBA — AMHOAAPOH, OENPH/INIL, IPOHENAPOH, YHKAHHUL, (IIeKanHHL,
nponaeHoH, XHHH/INH;

®  aHTUOMOTHKHM — y3nameBas KMCI0TA, pudaMIHINH;

¢ MPOTHBOCYNOPOXHbIC Cpe/cTBa — Kapbamasenun, hpenobapouran, Gpenntomnn;

®  NPOTHBONOJArPHYECKHE CPEACTBA — KOJXUIHH,

L4 AHTHIHCTAMHMHHBIE CPEACTBA — ACTEMH 301, Tepd)euazmuz

L4 AHTHIICUXOTHUYECKHE CpC}lCTBﬂ/HCﬁpOﬂCHTMKM — JIypasuaoH, T1IUMO3MJI, KJIO3alluH,
KBCTHAITHH,

L4 IIPOU3BO/IHBIC AJIKAJIOU/I0B CIOPBIHBH  —  JIMTHJAPOIPrOTaMHH, SProHOBHH, 3proTaMuH,
METHJISPrOHOBHH,

®  CTHMYJIATOPbI MOTOPHKH eIy I0YHO-KHIIIEYHOT0 TPAKTA — LM3ANPHL;
® PacTHTCIbHBIC JICKAPCTBEHHbIE CpeAcTBAa — 3BepobOi npoabipsBieHHbId (Hypéricum
perforatum);
®  areHThl, MOAH(OUUMPYIOIIHE JTUITHIbL:
- Muruburoper F'MI'-KoA-pe/ykTassl - IOBaCTaTHH, CHMBACTATHH:
- UHrnGHTOpBI MUKPOCOMaITbHOTO Gelka-1IepeHOCYHKa TPHIIIMLEPH/IOB - IOMHTAITHIL
*  HuruGuroper ®J195: apanadu, cungenadun, BapacHad;
*  CenaTHBHBIC/CHOTBOPHBIC CpEJCTBA - KJIOPA3eNlar, aMaseraM, 9CTa3olam, durypaszenam,
MepopaibHbIM MU1a30J1aM H TPHA30J1aM.
C 0CcTOPOKHOCTBIO
— [NoBblmenne neYeHOYHBIX TPAaHCAMUHAS;
— I'enarur;
— Ieyenounas HEIOCTATOYHOCTL CPEIHEl CTENEeHH THKECTH (kmace B no wikane Yaitna-ITsio);
— Cpennsis crenens noyeunoii Hegoctarounoctu (pCKD ot 30 10 60 MJI/MHH);
— [Tlanmentsl ¢ opranumueckumu 3abojeBaHMAMM  cepaua M CYWECTBYIOUIMMH  paHee
PaccTpoHCTBAMH TIPOBOALICH CHCTEMbI CEPALIA MM MALUMCHTBI, NPHHUMAOLIHE 1peraparsl,

YAJIHHAIOIHUEC HHTEpBa PR (TaKHC KaK BCpalnamMHi HIIH aTasaHaBHp, MPH [PUMCHCHHH




PHTOHaBHpa B Ka4yeCTBe (DaPMAKOKHHETHYECKOrO YCHJIMTENsS B TedeHHe S5 AHEBHOH Tepanuu
npenapatoM Mupo6usup u B no3uposke 100 mr 2 pasa cytku);

— CoBMecTHOE NPUMEHEHHE HEe PEKOMEH/IyeTCs C NperapaTamu, MepedyucIeHHBIMA B pasenax
«Ocobple  ykazanus», «B3ammozeiicTBHE ¢ JAPYIMMH  JICKapCTBEHHBIMM  CPCACTBAMMUY,
«I1poTHBOTIOKA3aHMSAY.

[Ipumenenne npu GepeMEeHHOCTH M B MEPHOJL IPYJAHOTO BCKAPMIHBAHUS

Ken WUHBL 0eMOPOOHO20 BO. pacma

Her naunbix o npuMeHeHHM HHPMaTpeIBHpPa/PUTOHABHpPa y GEPEMEHHBIX JKCHIUMH, YTOOBI
MPEJOCTaBUTL HHPOPMALIMIO O PHCKE HEOIATONPHATHBIX MCX010B GEPEMEHHOCTH, CBSI3aHHBIX C
MpHEMOM nipenapata MupoGHBHp.

Kenumnnam AeTopoaHoro Bospacta crieayer usberath GEPeMEHHOCTH BO BpeMs JICUCHHS M B
TeyeHHue 7 JHEH 110C/Ie 3aBepUICHUs JIedeH s npernapatoM Mupo6usup.

[lpy HasHayeHHWM JeKapcTBCHHOro mpernapara MHPOGMBHD JKCHINMHAM, CHOCOOHBIX K
JICTOPOXKICHHIO (B TOM YHCJIE B MOCTMEHONay3e MeHee 2-X JIeT), HeOOXOAMMO TOATBEPAHTE
OTPHLATE/IbHBIH PE3y]bTaT TecTa Ha OepeMEeHHOCTh 10 Hayana jedeHus. IToBTOpHBIH TecT Ha
bepeMeHHOCTh HEOOXOMMO MPOBECTH M0CTIE OKOHYAHMS TIPHEMA JIEKAPCTBEHHOTO npenapara.
[lpuMeHeHHEe PUTOHABHPA MOKET CHH3UTH HPPEKTHBHOCTH KOMOMHUPOBAHHBIX TOPMOHAIIBHBIX
KOHTpauenTuBoB.  [lalMeHTKaM,  HCMONL3YIONIMM  KOMOMHHPOBaHHBIC — IOPMOHA/IBHBIC
KOHTPAUENTHBBI, CIC/lyeT PEKOMEHA0BATh HCIOJIL30BaTh IPPEKTHBHBIH AIbTEPHATHBHBINH METO]I
KOHTPAUCHLMH WK JONOJIHHTE/IbHbIA 0apbePHBIH METO/l KOHTPALICIILIMK BO BPEMS JICYUECHHUS U 10
OKOHYaHHs OZHOTO MOJHOIO MEHCTPYAJBHOIO WHMKIIA MOCIE NPEeKPalleHHs pUeMa npernapara
Mupobusmp.

bBepemennocme

HanHbie 0 NpUMEHEHHI0 KOMOMHALIMH HUPMATPEIBUPA M PUTOHABHPA Y GEPEMEHHbIX U JKEHILMH
OTCYTCTBYIOT.

JokMHIYecKHe ueeae10BaHNs HIPMaTPEIBHPa B KOMOHHAIHH C PUTOHABHPOM He IPOBO/IHIHCE.
Hupmarpensup

[Tpu npoBeseHUN IOKTMHUYECKHX HCCIIEJ0BAHMI HUPMATPEIBHPA He ObUIO BBIABICHO BIHAHHS
PA3AM1HBIX 103 Mpenapara Ha MOP(QOJIOTHIO MI0AA HIIK KH3HECTOCOOHOCTh IMOPHOHA-TLIOAA Y
KpBIC M KPOJIHMKOB, XOTA y KPOJHMKOB HaOmozanocs Oonee Hu3Kas Macca Tena Iuioja IpH
OTCYTCTBHM TOKCHYHOCTH y caMoK. CucremHoe BosaciictBie (AUC2) y KpOJMKOB B
MaKCUMaIbHOH JI03¢ Mpernapara NMpUMEpPHO B 3 pa3a MpeBbIIAno BO3JACHCTBHE y JHojeii B
PEKOMEH/1yEMOH TepaneBTHYECKOl 03¢ HUPMATPeNIBHPa U PUTOHABMPaA 6e3 HeGAaronpHATHOro

BO3/ICHCTBHS HA MaccCy TeJia 1miojaa.

Purtonasup




bosibioe  KonHuecTBoO JAAHHBIX 1O TPUMEHEHHIO PUTOHAaBHpA Yy GEPBMCHHHX KCHIIHH
CBHICTEIILCTBYCT 00 OTCYTCTBHH YBEJIMYEHHUS 4YaCTOTHI BPOXIACHHBIX [MOPOKOB pa3va:1'2| 1o
CPABHCHHIO C ITOKA3aTeJIsIMHU, Ha0110/1aeMbIMH B 06U1€ﬁ NOMYJIALWH. ﬂaHHblC HCCJICIOBAHHA Ha
JKMBOTHBIX, [MOJYYaBLIUX PHTOHABHUp, TOKa3alIu PENPOAYKTUBHYIO TOKCHYHOCTb. v KpbIC
HaOJTI01A7I0Ch TOKCHYECKOE BO3/ICHCTBHE Ha PasBHTHC MMOTOMCTBA (3M6pHOHaﬂbHaﬂ JICTAJIBHOCTD,
CHWI)XCHHME MacCChl TeJia 1uioja, 3aJICP)KKH OKOCTEHEHHS M BUCLICPAJIBHBIC M3MEHEHHA, BKJIKOYas
3a/1CPIKKY ONyULICHHUA ﬂH‘lel(). B OCHOBHOM, B JI03MPOBKE, TOKCHYHOMN JUIg CAMKH. Y KpPOJINKOB
Ha6mo;1anoc1, TOKCHYECKOE BO3JCHCTBHE Ha pPa3sBUTHE TOTOMCTBa (JICTAJIBHOCTH 3M6pHOHOB,

YMCHBIICHHEC pa3Mepa IMoMeTa H CHHUKECHHUE Beca nnona) B JIO3HPOBKE, TOKCHYHOM JUIS CAMKH.

[lepuod epyonoeo eckapmausars

Her 1ocToBepHbIX NaHHBIX O IPUMEHEHNH KOMOMHALIMK HUPMATPEIBHPA U PUTOHABHPA B NIEPHO/L
IPY/IHOT0 BCKapMI/IMBaHMS.

Henssecto, BbuIeIsieTCs 1M HUPMATPENBHP C TPYIHBIM MOJOKOM Yy KCHIUMH MM CaMOK
KMBOTHBIX. Takoke HET JaHHBIX O BIMSAHHH HUPMATPEIBUPA HA HOBOPOXKIEHHBIX/ e Teit IpyJIHOIO
BO3pacTa U BIMAHHME HA BLIPAOOTKY MOJIOKA.

B onybnmkoBanHbIX 1anHbIX coobIIaeTcs, 4TO pUTOHABHD IIPUCYTCTBYET B rpyiHOM Mostoke. Her
HHDOPMAlMK O BIMSHMM PUTOHABMPA Ha HOBOPOXKICHHBIX/IETeid IPYAHOro BO3pacTa WIH O
BJIMAHAK JICKAPCTBCHHOTO CPE/CTBA Ha BBIPabOTKY Mosoka. Henb3s uckmouwats puck s
HOBOPOXK/ICHHBIX/IETEH TPYAHOTO BO3pacTa.

['pyanoe BCKAPpMJIHBAHHUC CJICAYET HPEKPATUTL BO BPEMS JICHEHUS lpenaparomM MHDOﬁHBHD H B

TeyeHue 7 JHEH mociie IpHEMA [10CICAHEN JIO3BI nperapara.

Depmunvrocmeo

Her nauupIX HM O BIMSHMM KOMOWHALMM HHPMaTpelBHpa M PHTOHABHpPA, HU KakJIOTO W3
TpEnapaToB B OTACILHOCTH Ha ()EPTHIBHOCTD Y YEJI0BEKa.

Hu HHpMaTpenBup, HH PUTOHABHP HE OKA3BIBAIM BIMAHUSA HA (eprrnbHOCTE y KpBIC (CM. pasaen
«bepemenHOCTBY).

Cnoco6 npumMenenus u 103bl

[penapar MupoGHBHp NpHHHUMAaeTCs BHYTPh HE3aBHCHMO OT npuema numu. Tabnerku cneayer
[JI0TaTk LCJIMKOM, HE pa3KeBbiBas, HE JIOMas M HE pa3JaBiuBasi, 3anuBas J0CTATOYHBIM
KOJIMYECTBOM JKH/IKOCTH.

[Ipenapar MupoGuBup npeacrapiser co6oii TabneTku HUPMATpPEJIBHPA, YIAKOBaHHBIE BMECTE C
TabJeTKaMH PUTOHABHA.

Hupmarpensup cieyer npuMeHsTh 0IHOBPEMEHHO ¢ PUTOHABHPOM /IBa pa3a B CYTKH Kax/abie 12
4acos. HenpasuiibHblii COBMECTHBII IIpHEM HUPMATpEJIBHpA C PHTOHABHPOM MOJKET IPHBECTH K

TOMY, 4TO YPOBHH HHpMATpEIIBUpa B IJIazMe KpOBH 6}'11}'T HEAOCTATOYHBIMH 19 JIOCTHKECHUS
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KEJIAEMOT 0 TeparneBTHYeCcKoro exra. ;

‘Ir

Cyrounas no3a cocrasnser 600 mr unpmarpensupa + 200 Mr puTonaBmpa, NP ITOM JIBe TaOIeTKN

HUPMATPEIBHPA M O/IHY TabJIETKY PUTOHABHPA IPHHHUMAIOT BMECTE MEPOPAJILHO JIBA Pa3a B CYTKH
B TCUCHHE 5 JIHCH. 3aBEPILCHUE MOTHOTO S-IHECBHOTO KYpCa JICYCHHS M NPOIOIDKCHHE H30JIALHH
B COOTBETCTBHH C PCKOMCHIALIUAMH OOILIECTBEHHOT O 3/IpAaBOOXPAHEHHS HMEIOT BAXHOC 3HAYCHHEC
C HEIBIO JIOCTHKEHHS MAKCHMATbHOTO BBIBEICHHA BUPyCca M MHHMMalbHOH mepenaun SARS-
CoV-2.

5-AHeBHbIIi KYpC JIeYeHnst npenapatoM MUpOOHBHP Cle/lyeT HAYHHATD KAK MOMKHO cKopee rnocie
ycranoBiaeHus narnosa COVID-19 u B Teuenue 5 aueit nocne nosisiaeHus cumntomos. Eciu
MAUMCHTY TPeOYeTCs TrOCIUTANM3alMA B CBA3H C TSOKSIABIM HIH KPHTHYCCKHM TEYCHHEM
COVID-19 nocne nauana jieyeHus npenapaTom Mupobusup, nanMeHT A0/KEeH 3aBEpIUIMTEH
TMOJIHBIH S-AHEBHBIH KypC 10 YCMOTPEHHIO JIeYaIero Bpaya.

[Ipumencnue npenapara BO3MOKHO TOJIBKO 1101 HaGJTI0ICHHEM Bpava.

[Iponyck 710361

B ciryuae nponycka npuema 10351 ipenapara MupoGMBHp B TeueHHe 8 4acoB Mocie Toro, Kak OH
00BIMHO MPHHUMACTCS, HA3HAYEHHYIO 103y CIIE/LyeT NPHHATH KAK MOXKHO ObicTpee H BEPHYTBLCS K
npexHeMy rpapuky J103UpoBaHHMS.

B cnysae nmponycka npuema npenapara Mupobusup Gosnee yem Ha 8 w€acos, He ciaenyer
NPUHUMATL MPONYUIEHHYIO /103y, @ BMECTO ITOTO CIIEAYeT NPHHSATH CIEAYIOUIYI0 03y B
3arIaHnpoBanHoe Bpems. Heaonycrum npuem aBoiHo# 10361 npenapata MupoGusmp.

OcoObie IPYIIIbI MALIMCHTOB

layuenmeo! ¢ napywenuem ghynxkyuu novex

Koppekuusi 10361 npenapata y maumeHTOB ¢ HapymieHHeMm (YHKUHH 110YeK JIErKOH CTereHu
TsoKecTH (PCKD 260 10 <90 min/mun) He tpeGyertcs. Y NalMEHTOB ¢ HAPYILICHHEM GyHkuMn noyex
cpeaneii crenenn Tsokectn (pCK® >30 10 <60 m/mun) 103a npenapara Mupo6uBup cocrasisier
150 mMr nupmatpensupa 1 100 Mr putoHaBupa /1Ba pa3a B CyTKH B TeUeHHe 5 JIHEi,

[Iperrapat MHpOGHBHp NPOTHBONOKA3aH K PUMEHCHHIO Y MALMEHTOB ¢ HAPYIICHHEM dyHKUIHHU
nouek Tskenon crenenn (pCK® < 30 ma/mMun).

layuenmul ¢ napywenuem gynxyuu nevenu

Y nauuenToB ¢ HapyumieHHeM (QYHKUMH NEUEeHH JIETKOH (Kmace A mo mkane Yaiuna-I1s10) win
CPEHCH CTCNCHbIO TskecTH (kaace B mo mikane Yaiina-ITsio) koppekius 10361 He TpebyeTcs.
[penapatr MUpoGHBHP NPOTHBONOKA3aH K MPUMEHEHMIO Y TALMEHTOR C HapymeHHeMm (hyHKIHH
nevyeHu Tskenon crenenu (kiace C no mwkane Yaitna-ITsio).

Jemu

OtcyrerBylor nanmbie o GezomacHOCTH M SpOEKTHBHOCTH NPUMEHEHHS JIEKapCTBEHHOTO
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npenapara MupoOGuBup y sieteii 10 18 sier. 'A

Baoicuvie nexapemeennvie e3aumoodeicmeus

Koppekuwst 103 npu 0HOBPEMEHHOM NMPHMEHEHHH C APYTHMH TpenapaTaMy, COZlepIKalUMH
PUTOHABHP MM KOOMLMCTAT, HE TpebyeTcs.

[Natmenram, nomyvarommum cxembl siedehus BUY unam Bupyca remarura C, coJicpKalme
PUTOHABUP HJIM KOOMUMCTAT, CleyeT MPOJAOIKATH MX JIEYEHHE B COOTBETCTBHH C MOKA3aHHEM.
[Tepea u Bo Bpems Tepanuu npenaparom MupoGHBHpP HEOGXOAMMO YYHTBIBATH MOTEHIMATbHBIC
JICKAPCTBEHHBIC B3AMMOJICHCTBHS H [IPOBEPATH CONYTCTBYIOLIHE NIPENapaThl BO BPeMs TePAiu
npenaparom Mupobusnp (cMm. paszuen «lIporuBonokazanusy, «C OCTOPOXKHOCTBIOY, «Ocobbie
yKasanus 1 «B3auMoaeHCTBHS ¢ APYTHMH JICKAPCTBEHHBIMH CPEICTBAMMY ).

ITobounoe neiicreue

Kpatkoe onucanne npoduis Ge3onacnoctu

Haubonee yactbiMi HexenaTe/IbHBIMU peakiMsAMH, 3apCrUCTPUPOBAHHBIMH BO BPEMsl JICUCHHUS
HUPMATPEIBHPOM/PHUTOHABHPOM B 103upoBke 300 mr/100 mr, kaszasie 12 yacos B Teuenue 5 Heii
H Ha NPOTSHKEHUM 34 1Hel 1ocie npueMa  nocjieaHei 103bl npenapara Oblm aucressus (5,6%),
Anapest (3,1%), ronosuas 60ns (1,4%) u psora (1,1%).

CBojiHas TabJINLA 10 HEKEJIATEILHBIM PCAKIHAM

HexenarebHbie peakuun Hike yKasaHbl 10 KJIaCCaM OPTaHOB M CHCTEM M 4acTOTe Pa3BUTHS.
Hacrorer onpenensauce cienyioutam oGpazom: ouens wacto (>1/10); yacto (= 1/100, no <1/10);
Heyacro (= 1/1 000, no <1/100); peako (>1/10000, no <1/1 000); ouyens peako (<1/10 000),
BKJIIOYas OT/AE/IbHBIE COOOUICHHMA; YACTOTAa HEM3BECTHA (HE MOXET OBITh OIEHEHAa HA OCHOBE
MMCIOIIMXCA JaHHBIX).

Tabauya 1. Hexceramensnoie peakyuu na npuem HUpmMampensupa/pumonasupa

Ouens Yacro Heuacrto Penko Ouenn Yacrora
4acTo peaKo HeH3ecTHA
Hapywenus co cmoponst nepenoit cucmemu
Hapymenus Bocnpustis BKyca
(McreB3us)
["onoBHas 6osb
Kenyoouno-kumeunvie napywenusn
Jnapes
PBora

Hexenarenbhble PEAKLHH IPH NIPHUMEHEHHH pUTOHAaBHUpaA

Hpu,uenelme pumonasupa 6 kaiecmee ¢apmakommemul/eck‘oeo ycunrumens

Hexenarenbnble PEaKLIHnH, CBsA3aHHbIC C [IPUMECHCHHUEM pHUTOHaBHpa B Ka4yeCTBe
(bﬂpMﬁKOKHHCTH‘lCCKOFO YCHIINTEINA, 3aBUCAT OT BBOJAUMOIO COBMECTHO CHCL{HCbH‘leCKOI‘O

uarubuTopa nporeas BUY. Jlis nonyuenns HHPOPMaUMH O HEeKeNaTeNbHBIX  peaKiHsix
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o6paTmec5 K MHCTPYKLUHH 110 TIPUMEHEHUIO KOHKPETHOTO COBMECTHO ﬁpHMEHﬂeMOI‘O

uHruburopa nporeaz BUY, ALUBA]
Hexcenamenonvie  peakyuu, — nonyuennvie &  Kuunuveckux — ucciedoeanusx u g
n()cmpezucmpauu(mno.u nepuo()e YV 83P0OCAbILX NAYUCHINOE

Hanbonee wacTbiMH 3aperucTpHpOBAHHBIME HEKEIATEIIbHBIMH PCaKIMAMH CPEIH TAalMEHTOB,
MOMTYHAIOUWMX  MOHOTEPANUIO PUTOHABHPOM WIIM DUTOHABHP B KOMOMHAUMH ¢ JPYTHMH
AHTHPETPOBHPYCHBIMH penapaTaMi, ObUIH HAPYLICHHS CO CTOPOHBI UILEBAPHUTEIILHOMN CHCTEMbI
(BKJTIOYAs 1MApelo, TOLHOTY, PBOTY, 6OJIb B )KHBOTE (B BCPXHUX M HIKHHX OTJIE/IaX)), HapyLIeHHs
CO CTOPOHBI HEPBHOH CHCTEMBI (BKJIFOYAs NAPECTE3MHM M NAPECTE3NIO CITH3HCTON 060T04KH pra),
a TaKKe yTOMJIACMOCTL/aCTCHHYCCKHIT CHHIPOM.

Coobuanock 0 pa3sBuTHH CIICAYIOLIMX HEKEATENbHBIX PEaKLIHii OT CpE/IHEH /10 TSKENON CTeneHu
TAKCCTH, BO3MOKHO HJIH BEPOATHO CBA3aHHBIX C MPHEMOM pPUTOHABMpa. B npeaenax kakioii
TPYNILI PACTIPE/CIICHHUS 110 YaCTOTE BCTPEUAEMOCTH HEKENATE/IbHBIC H()CKThI PACTONIOKCHBI B
nopsijike yobIBaroniel 3Ha4MMOCTH: OYCHb YacTO (>1/10); 4acto (ot >1/100 mo <1/10); HewacTo
(or > 1/1 000 no <1/100); peako (>1/10000 no <1/1 000); yacTora Heu3BecTHA (HEBO3MOMKHO
YCTAHOBHTb YaCTOTY 110 MMEIOLLMMCS JaHHbBIM).

Tabauya 2. Hescenamenvhvie peakyuu 6 KiuHuveckux uccaedo8anusx u nocmpe2ucmpayuoHHom

nepu()()ey B3POCTABIX NAYUEHINOB npu npuUMeHeHuu pumonasupa

Kuace cucrem opranos Yacrora Hexenareabnas peakuus
Hapywenus co cropous | Yacto CHnxenne  unena  JIEHKOUMTOB,  CHIDKEHHE
KpOBM M siuMaTuueckoi KOHLUCHTPAUMH TIeMOIIoOnHa, CHWKEHME  Yuciia
CHCTEMBI HCHTPO(HUIOB, MOBBINICHHE YHCIA Y03MHODHIOB,
TpoMOOIMTONECHHS

Hewacto [ToBbllienne yucaa HenTpoduIos
Hapywenns co  croponst | Yacto Peakuunu TUTIEpPYYBCTBUTENILHOCTH, BKJTFOYAs
UMMYHHO#H CHCTEMBbI KPAIHBHMILY H AHTHOHCBPOTHYECKHIT OTEK

Peako AHaHIaKTHYECKHE PeaKLHK
Hapyulemm MATAHUA u | Yacro aneponeCTCCTepHIleMHﬂ, THTICPTPHUTITHLUEPHICMHUA,
obMeHa BewiecTs nojarpa, OTeKH, B TOM uHciIe mnepudepuyeckue,

00e3BoxkHBaHKE (0OBIYHO CBA3AHO C CHMIITOMAMH CO
CTOPOHBI ITHILEBAPHTEILHOH CHCTCMBbI)

Heuacro CaxapHblii 1uaber
Pesiko I'unepraukemus
Hapymwenuss co  cropousi | Ouens yacto Jlncressus, napectesuu cau3ucTO 060104KM pTa M
HEPBHOi CHCTEMBI nepudepHUeckHe  MapecTe3snuH, roloBHAs 6Ok,
TOJIOBOKpYIKEeHHE, nepudeprueckas HeliponaTHs
Yacto becconnnua, Bo3OysxkaeHne, cryTaHHOCTh CO3HAHMS,

HAPYUICHHE BHHUMAaHHWSA, CHHKOMAJIbHBIE COCTOSIHHA,
SMHIENTHYCCKHE NMPHITAJKH

Hapymenuss co  croponsl | Yacto HeueTkocts 3penns

OpraHoB 3peHHs

Hapymenuss co  croponst | Hewacro Undapkr muokapaa

cepaua

Hapywennss co  cropousi | Yacro AptrepuanbHas T'HICPTCH3US, apTepualibHas
COCYJIMCTOH CHCTEMBI THIIOTEH3H, BKJIIOYas OPTOCTATHYECKYIO
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Knace cucrem OpraHos

Yacrora

Hexenarenbnasn pPeaxkuus

apTepHANLHYIO  FHIOTCH3MIO, - epudepuyeckas
THIIOTEPMHUS

Pecriuparopusie,
TOpaKaJIbHble H
MC/IHACTHHAJIbHbIC
HapylIeHHs

OueHs yacTo

®apunrur, 60116 B poTOrI0TKE, Kalens

Hapymenns co  cropomsi
ﬂHlJlCBapHTCIleOﬁ CHCTCMBI

OueHb YacTo

bonk B JkuBOTC (BEepXHHE M HIDKHME OT/CI]BI),
TOIIHOTA, juapes (BKaouYas Tskenylo ¢GopMy ¢
CKTPOITUTHBIMH HAPYLICHHAMH), pBoOTa,
PacCcTpoMCTBA NUIIEBAPEHHs

Yacro

AHOpeKCHﬂ, METEOPHU3M, SI3BbI pOTOBOﬁ MOJIOCTH,
KPOBOTCYCHHE M3 OPraHoB KeNyJI0MHO-KHIICYHOrO
TpakTa, ractpossodarcanbias peuiiokcHas 6oJIe3Hb,
NAHKpEaTHT

Hapymenus co  cropomsi
renarodumInapHoi CHCTEMbI

Yacro

Fenatur (Bkimouas noswimenne aktuenoctn ACT,
AJIT,I'TT), nosbienye KoHueHTpaunn 6uanpyouna
B KPOBH (BKJTFOUAS KENTYXY)

Hapywenns co  cropomnst | Ouenb yacto 3yA,  Chlb  (BKIIOYAs  IPUTEMATO3HYIO M
KOXKH M TOJKOKHOKHPOBOM MaKyJI0TaIyJie3Hyl0 ChIllb)
KJICTYATKH Yacro AxHe

Penko Cungpom  Crusenca-/lKoHcOHa,  TOKCHYECKHIl

nuAepMaibHbIH Hekposins (TEN)

Hapymenns co  croponsi | Ouens yacto Aptpanrus, 6011 B crivHe
KOCTHO-MBILIEYHOH cHCTeMBI | Yacto Muosur, pabjomMuonus, MHAJITHS,
H COEIMHUTENILHOH TKaHH MHOINATHS/TTOBBIILIEHHOE coziepKaHne

kpeatuHpochokunnasel (KOK)

Hapymenns co  cropoust | Yacto VYHyaueHHOe MOYCHCITYCKaHHE, HAPYIICHHE (DYHKIIHH
MOYEBbIICIHTEIILHOM MOYCK  (HampuMep,  OJNMIYPHS,  I[IOBBIICHHEC
CHCTEMBI KOHICHTPALHH KPeaTHHHHA)

Heuacro Octpas noyeyHas HEOCTATOYHOCTD

HeuspecTtHo Hedponurnas
Hapymenns co  cropons | Yacto Menopparus
PENpOAYKTHBHOH CHCTEMBI H
MOJIOYHBIX KeJie3
Cucremubie  napywenus u | OueHsb yacTo Cnabocth,  BKIIOYAs — ACTEHHYECKMH  CHHIPOM,
OCJI0KHEHHS B mecte «IPHIIHBBI», YYBCTBO JKapa
BBCIICHHS Yacto Jluxopajka, noreps seca
Orkionenns ot Hopmsl, | YacTo [ToBbileHne  aKTHBHOCTH  aMuia3bl, CHIDKEHHE
BbISIBJICHHbIE B KOHLEHTPALMH CBOOOHOTO M 00LIEro THPOKCHHA
J1abopaTopHbix 1 | Hevacro [loBBIIICHHE KOHIEHTPALIMH TJIIOKO3bI, MOBBIICHHE
HHCTPYMEHTAIBHBIX KOHLCHTPALMH MAarHus, MOBBILCHHE aKTHBHOCTH
HCCIIEJOBAaHHSAX wea04HoH ocdarasbl

Peaxuuu, OTMCYUCHHBIC KAK UMEIOIIHE HCH3BECTHYIO YaCTOTY BCTPEYAEMOCTH, ObUTH OTMEUEHBI B

NOCTPErUCTPALIHOHHBIH MEPHOI.

Omoenvnvie nexcenamenvuvie peaxyuu

[loBbIlICHHE aKTHBHOCTH IICYCHOYHBIX TpaHCAMHHA3, B IISTh pas wu Oosee NPEBLIIAKOIICE

BEPXHIOIO  IPaHHLY HOPMIbHBIX 3HAYCHWH, KIMHMYECKAs KAPTHHA TIElaTMTa M KEATYXH

PAa3BHBAIMCE Y MMALIMEHTOB, MOJIYYalOIIHX PHTOHABHP B Ka4YeCTBE MOHOTEPAIHH UIIM PUTOHABHD B

KOMOHMHALMH C IPYTUMH aHTHPETPOBHPYCHBIMHU NIPENapaTaMu.

llokazameau memabonu ima
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YBelnyeHHe Macchl Tena, a Takke MOBBIMICHHE KOHLEHTPALMH JIHIHIOB | 'FH.}0K03bl B KPOBH
MOTyT HaO/II0AaThes BO BPEMs NpPOBEACHHS aHTHPETPOBHUPYCHOM Te;')ﬁlﬁuu. 4 BI/N-
HHQHULMPOBAHHBIX  NALMEHTOB C THKENBIM  MMMYHOAC(HMUMTOM HAa MOMEHT Hadyaia
KOMOMHHPOBAHHO# aHTHPCTPO-BHPYCHOI TePanii MOTYT Pa3BHBATHCS BOCTATHTC/IBHBIC peaku1u
Ha NPOTCKAKONIME OECCHMIITOMHO WITH OCTATOYHBIC ONMOPTYHHCTHYCCKHE uHpekunn. Taroke
€000MmANOCk 0 CIyasX pasBHTHS ayTOHMMYHHBIX HAPYIIEHHIT (TaKHX Kak 60JIe3HE ['peiiBca); Tem
HE MEHee, BPEMs HX Pa3sBHTHA CHIILHO BAPbHPYETCA, M OHH MOTYT Pa3sBHBATLCA YEPe3 MHOIO
MECSLEB 10CIIE HavaJla Tepartu.
Y NAaUMEHTOB, TOJYYaBIIAX TEPaNMi0 PUTOHABHPOM, BKIIOYAs TeX, y KOro pa3BHBajach
THTICPTPHIJIMUCPHACMHSA, HAOMIOQINCh Clydan Pa3sBHTHS NTAHKPEaTHTA (B HEKOTOPHIX CIydasix
o cmeprenbbiM nexoaom). Taunentsl ¢ BUY-undexumeii na nosameii craamm mMoryT 61t B
PYNIE PHCKa MOBBILIEHHOTO COJCPKAHNS TPHIIIMIEPH/IOB KPOBH M Pa3BUTHS MTAHKPEaTHTA.
Takoke perncTpupoBaTHCh Clly4an 0CTEOHEKPO3a, B YACTHOCTH, Y IAUMCHTOB ¢ OBIICH3BCCTHBIMU
(hakropamu pucka, ¢ BUY-undekumeii na mnosaHeil cTaaMM WM JUIMTEIBHO MOMYHAKOINX
KOMOMHHPOBAHHYIO AHTHPETPOBUPYCHYIO Tepanuio. MIX 4acToTa BCTpeuaeMocTu Heu3BecTHa.
emu
[Ipouns GesonacHocT putonasupa y neteii B Bospacre ot 3 jiet u cTapiie CX0JIeH ¢ TAKOBBIM Y
B3POCIIBIX.
Ilepeno3mpoBka
Jleuenne nepenosnposku npenapatom MupoGHBHP A0JKHO BKIIOYATH 00LHE NOAJIEPKUBAIOLLNE
MEpBbI, BKIIOYAIOUIME MOHHTOPHHT OCHOBHBIX MOKAa3aTelei KU3HEACATEIbHOCTH W HaOJI0IeHHE
30 KIMHAYCCKMM  cTaTycoMm mnauueHTa.  Crieuu@uyecknit aHTHAOT NPH  NEpea03MpPOBKE
npenaparom MupoOHBHD OTCYTCTBYET.
B3aumo/eicTBHE C IPYrHMH JIEKAPCTBEHHBIMH CPECTBAMH
Ilpeniapar MupoGuBup (HUpMaTpenBUp/pUTOHABUD) ABISCTCA naruburopom CYP3A u moxer
MOBBIIIATL  KOHUCHTPALMIO B IUIa3ME JICKADCTBEHHBIX CPEJICTB, KOTOPblE B OCHOBHOM
merabommsupyiorcs  CYP3A.  JlekapcTBenHble  cpejcTBa, KOTOpBIE  IKCTCHCHBHO
meraGomusupytotess CYP3A M MMeloT BBICOKMiT ypoBeHb MeTabosM3Ma NpU  NIEPBOM
TNIPOXOXKACHUH, N10-BUMMOMY, HanbOIee NO/IBEPIKCHBI 3HAYUTENLHOMY YBEHYEHHIO YKCIIO3HIIUHU
pH COBMECTHOM ~ NPUMEHEHWH €  HUPMATPEIBUPOM/PUTOHABHPOM. Takum  obpazom,
IPOTHBOTIOKA3aHO 0/IHOBPEMEHHOE IIPUMEHCHHE HHPMATPEIBHPA/PUTOHABHPA C
JICKapCTBCHHBIMHU CPEICTBAMH, KIIHPEHC KOTOPBIX CHIILHO 3aBHCHT OT H3opepmenta CYP3A u uis
KOTOPBIX MOBBIIEHHBIC KOHUCHTPALNH B [1J1a3M€ KPOBH CBA3AHBI C CEPLE3HBIMH M/HIIH ONACHBIMH

JUIS KU3HH sBJIeHUAMH (cM. Tabuuny 3).
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Puronasnp 06/1a1aeT BLICOKMM CPOJICTBOM K HECKOIBKMM H30dopmam 1utoxpoma P450 (CYP) u
MOXeT HHrMOMpoBaTh OKkMCiIeHue B cieayromem nopsaake: CYP3A4 > cYP2p6."

PutonaBup Taxke MMeeT BbICOKOE CPOACTBO K P-rimmkonporenny (P-gp) 1 MokeT nurubuposats
3TOT NEPEHOCHHK.

PHTOHaBHp MOXET WHIYUMpPOBATH TIIOKYPOHM3AUMIO M OKHCJICHHE ¢ momommbio CYPIA2,
CYP2C8, CYP2C9 u CYP2C19, TeM cambiM ycuamBas GuoTpaHCHOPMALHIO HEKOTOPBIX
JICKapCTBEHHBIX CPEACTB, META0OJIM3HPYIOLIMXCA STHMH IYTSMH, YTO MOKET NPHBECTH K
CHIKCHHIO CHCTEMHOI'0 BO3/ICHCTBHS TAKHX JIEKAPCTBEHHBIX CPE/CTB, M CHU3HThH MIIM COKPATHTD
MX TepaneBTHYeCKHH ddekr.

OnnoBpeMenHoe  BBesieHHe pyrux cybOcrpatoB CYP3A4, kotopoe Mosker IPUBECTH K
MOTEHUHATLHO 3HAYUMOMY B3aumozeHcTBHIo (cM. Tabnmity 3), cieayer paccmarpuBarth TOIbLKO B
TOM CJIy4ae, €CJIH T10J1b3a MPEBBINIAECT PUCK.

Hupmatpensup u purtonasup ssisiores cyberparamn CYP3A, nostoMy jiekapcTBeHHbIC
cpeactsa, wuuayuupyiomue CYP3A, MoryT cHWKaTh KOHUCHTPALMH HHPMATpelBHpa M
PUTOHABHPA B M1a3M€ M CHIXKATh TepanesTuyecknii a¢pdexr npenapara Mupobusup.

B kauectBe KOHCepBaTMBHOW Mephl, Ui npenapata MupOOMBHp ClelyeT NPHMEHSTH
JICKapCTBEHHbBIE  B3aMMO/ICHCTBHS, OTHOCAIUMECS K PHUTOHABHPY, HCIONB3YEMOMY TMpH
xpounyeckoi BUY-undexin (600 Mr 1Ba pasa B 1eHb, KOT/1a OH EPBOHAYAILHO HCIIOJIB30BAICS
B KaYeCTBE aHTHPETPOBUPYCHOTO cpejicTBa, u 100 mMr aBa pasa B jieHb, KOTOPBIH B HacTosllee
BPCMA  MCNOJIB3YyeTCA B KAueCcTBE YCHIWTENs (PAPMAKOKMHETHKM C aHTHPETPOBHPYCHBIMH
cpeacTBamu). bynyume wmccienoBaHns MOryT MO3BOJMTH CKOPPEKTHPOBaTh PEKOMEHJIALIHH,
Kacaroummecs JICKapCTBCHHOIO B3aMMOJICHCTBHSA, C YYETOM S-JHCBHOH IPOJAODKHTEIBLHOCTH
niedenus npenaparom MupoOGusup.

JlekapcTBeHHbIe npenaparel, nepeuucieHHbie B Tabnuue 3, ABASIOTCS OPHEHTHPOBOYHBIMH M HE
CUMTAIOTCA HCHEPIIBIBAIOLINM CITHCKOM BCEX BO3MOKHBIX JICKAPCTBEHHBIX IPENAPATOB, KOTOPBIE
MPOTHBONOKA3aHbl HIIH MOTYT B3aUMO/IEHCTBOBATL C HHPMATPEOBUPOM/PHTOHABUPOM.

Tabnuya 3. Bsaumodeiucmeue Hupmampensupa/pumonasupa ¢ Opyeumu aekapcmeeHHsimu

cpedemeamu

IIpeacraBurens Kinacca
Kaacce nekapersennoro JIEKAPCTBEHHBIX CPEACTB
] Kimnuyeckue KoMMeHTapHH
cpeacrsa (n3menenne AUC, uzmenenue
Cmu)
Anbpal- TAndysozun [ToBbiucHue KOHLICHTPaLHH
AJIPEHOOIIOKATOPBI anb(y303MHA B IUIa3ME KPOBH MOXKET
MPHUBECTH K BbIPaKEHHOH
THIOTEH3HH H M03TOMY
NpOTHBOMNOKa3aHo  (cM.  pasnen
«IIpoTHBoriokazanus»).
[TpousBombie 1 Amderamun PutoHaBup, NPHHUMAEMBII B
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Kaace nekaperBennoro
cpeicTBa

"peﬂCTaBHTeJlb KJjiacca
JIEKAPCTBEHHBIX CPEIACTB

(m3menenue AUC, uimenenue
Cmn)

Kaunnyeckue KOMMEHTApHH

am(peramuna

KayecTBe AHTHPETPOBHPYCHOTO
CpelIcTBA, BEPOATHO HHTHOMpyeT
CYP2D6, B pesymprate uero
OKHaCTCS 1OBbILLECHHE
KOHIEHTPAaUMH aM(peTaMHHa M €ro
HPOH3BOHBIX. TuarenbHsIit
MOHHTOPHHT 1000YHBIX 3 (eKToB
PEKOMEH/TYETCS MPH 0/THOBPEMEHHOM
NMPHMEHEHHH ITHX MpenapaTtoB ¢
npenaparom Mupobusup.

AHaJIbreTHKH

1 bynpenopdun(57 %, 77 %),
T HopOynpenopdun (33 %,
108%)

[Tosbimenne ypoBus OynpeHoppuna
M €ro aKTUBHOro MertaboiHMTa B
[U1a3Me  KPOBH HE MPHBOIWIO K

KJIMHHYECKH 3HAYNUMBIM
(hapMakoIHHAMHYECKUM

M3MEHEHHSM B Nony s
NALMEHTOB, TOJIEPAHTHBIX K
OIHOMN/IAM. Taxkum obpazom,

KOPPEKTHPOBKA J103b1 OynpeHopduna
MOXET He notpeboBaThes, pH
COBMECTHOM MPHMEHEHHH.

T Mernaun,
T Inpokcukam,
1 Ilporokcugen

[ToBbieHHbIE KOHUEHTPALHH
HOPIETH/IMHA,  IHPOKCHMKaMa M
npornokcudeHa B IIIa3ME  MOXKET
MPHUBECTH K CEPbE3HOMY YIHCTCHHIO
JIBIXaHUS WM IeMaToJOrHYeCKHUM
HApyIICHHSM " 1103TOMY
NPOTHBOMOKAa3aHbl  (cM.  pasjen
«IIporuBonokaszanusy).

1 denranu

Puronasup, HPUMEHSACMBIH B
KayecTBe () apMaKOKHHETHYECKOIo
yeuiurens, uaruoupyer CYP3A4, s

pesyJbrare 4ero OXKHJIaeTCs
MOBBIIICHHE KOHIIEHTPAIHH
(hertanuna B njaasme.
Pexomenyercs TILATCIIbHbIH

MOHHTOPHHI  TCPANCBTHYCCKHX M
nobounelx  3dpdekToB  (BKIIOUYAs
YyrHETEHUE JIbIXaHHs ) npu
OJIHOBPEMEHHOM NIPUMEHEHHH
(eHTaHHIa C PHTOHABHPOM.

| Meranon (36 %, 38 %)

IIpy  COBMECTHOM NPUMEHEHHH C
PHTOHABMPOM,  [PUMEHACMBIM B
KauectBe  (PapMaKOKHHECTHYCCKOrO
YCHIIMTEIIA, MOXET MOTpeboBaThes
YBCIIMYCHHE JI03bl METAJ0HA M3-3a
HHIYKIHH TTIOKYPOHH3AIIHH.
Koppekuuio J103bl crienyer
paccMarpuBaTh  Ha  OCHOBAaHMH
KJIMHUYCCKOTO OTBCTa MalMCHTA Ha
TEPaIHIO METAJ0HOM.

| Mopdun

Yposenb Mop¢uHa MOJKET




Kaace nekapcerBennoro
cpeacTBa

[peacraBurens Kiacca

JIEKAPCTBEHHBIX CPEACTB

(u3menenue AUC, uimenenne

Cmn)

Kaunnueckune KOMMEHTapHuH

CHHIKAThCA H3-3a HHAYKIHH
FTIOKYPOHHIAIIHKH  TIPH COBMECTHOM
NMPHMEHECHHH C PHTOHABHPOM,
IIPUMCHACMBIM B Ka4yeCTBC

(papmaxommcnmccxoro YCHIIUTEIIA.

AHTHAHTHHAJILHBIE

1 Panonasun

W3-3a HHrHOMPOBAaHHS PHTOHABHPOM

cpejcTBa CYP3A  oxumactcs  MoBbllIEHHE
KOHUEHTPALIHH paHoNa3uHa.
Oj1HOBpeMeHHblIii npuem c
paHoIa3HHOM TPOTHBOINOKA3aH (CM.
paszen «[IpornBonokasanus» ).
AHTHapHTMHYECKHE 1 AMunozaapos, CoBmecTHoOE NpUMEeHeHHe c
CpejcTBa 1 Benpumin, PHUTOHABHPOM MOXKET MNPHBECTH K
1 Aponenapon, MOBBIIEHHIO MIa3MEHHBIX
T Dukanumz, KOHIIEHTpalHi aMHOJIapOHa,
T ®Dnexannni, Herpunia, JIPOHEapOHa,
1 lponagenon, 9YHKAHHH]IA, ¢nexanHna,

T XuHuuH

npornageHOHAa M XHHHAMHA |
[03TOMY  IPOTHBOMOKA3aHO  (CM.
paszen «lIporuBononkazanus»).

T Aurokcun

OTO B3aHMOJICHCTBHE MOXKET OBITh
CBA3aHO ¢ Moaudukaumei  P-gp

OMoCpeaA0BAHHOTO BBIBCJICHHUSA
JUTOKCHHA PHTOHABHPOM,
[IPUMCHACMBIM B Ka4ucCcTBe

(i)apMaKOKHHCTH‘ICCKOFO YCHIINTEJIA.

[IporuBoacrmarnieckue
CpeJicTBa

| Teopmnnun (43%,32%)

[Ipy 01HOBPEMEHHOM NPUMEHEHHH C
PHTOHAaBHPOM MOXKCT norpc6osan,cx
MOBBILICHHAS 1032 TCODHIUTHHA H3-3a
unaykunu CYP1A2.

[IporuBoonyxoneBsie
cpescTBa

1 Adarunuc

Konuentpaumust B CbIBOPOTKE KpOBH
MOXKET ObITh yBEnH4eHa n3-3a Oeska
PE3MCTEHTHOCTH  pdKa  MOJIOYHOM
JKeJIe3bl (BCRP) H 0CTpOro
uHruouposanns P-gp puTOHaBHpOM.
Crenenp yBemuueHuss AUC n Cux
3aBHCHT  OT  BpEMEHH IpHeMa
putonasupa. Crueayer cobmoaars
OCTOPOKHOCTh ~ MPH  HA3HAYEHHH
apatunnba BmecTe ¢ npenaparom
Mupobusup (cm. UMIT adparnnnba).
KonTponupyiite HeXKenaTeIbHble
PEaKiMH, CBsi3aHHbIC ¢ adaTuHOOM.

T ABemaumkinb

KoHuenTpauuu B CHIBOPOTKE KPOBH
MOryT IMOBBIIATHCS H3-3a
MHrHOMPOBaHMA CYP3A4
putoHasupom. Crnenyer wusberath
OJIHOBPEMEHHOI O IIPHMCHEHHS
abemaumkinba " npenapara
Mupo6usup. Ecin Takoe coBmecTHOC
BBEJICHHE CUMTAETCH HEH30€KHBIM,
obpaturech Kk MIMII abGemauukinuda
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Kaace JEKAPCTBEHHOTO

[MpeacraBurens kaacca
JIEKAPCTBEHHBIX CPEICTB

Kannuueckne koMmenTapuu

CpeacTrsa (m3menenne AUC, usmenenue
Cmn)
JUIS TI0JIy4eHHs PEeKOMEHIALHi 110
Koppekinu 10361, Kontponupyiire
HEXKEJIATEe/IbHBIE PEAKLIMH, CBA3ZAHHBIE
¢ abemMaunKIHOOM.
T Ananyramuza Ananyramul SBISETCH YMECPEHHBIM

WK CWIBbHBIM nHIykTopom CYP3A4,
H 3TO MOXET NPHUBECTH K CHHXEHHIO
IKCTIO3HIHH HUpMaTpenBupa/
PHTOHABHpA M BO3MOXHOI T0TEpE
BHpycCOIoTHYecKoro oreeta. Kpome
TOr0, KOHLCHTPAIMH anajyTaMuia B
CBIBOPOTKH KPOBH MOryT
MOBLIIATECA  MPH  COBMECTHOM
HPUMEHEHHH C PHTOHABHPOM, YTO
MOXET TPHUBECTH K Cephe3HbIM
HEXKENATENbHBIM ABJICHUSAM, BKIIIOYas
CY/10pOTH. OniHoBpemenHoe
[pHMEHEHHE npenapara Mupobusup
C anaJyTaMH/OM HE PEKOMEH/LYETCS.

1 LUeputunutd

Konuentpauuss  uepurunnba B
CBIBOPOTKE KpOBH MOXKeT
MOBBIIATHCA H3-32 WHrHOMpOBaHMs
CYP3A wu P-gp puroHaBupom.
Crenyer cobmomate 0CTOPOKHOCTE
NPH Ha3HAYCHUH LIePUTHHHOA BMECTE
c nperapaTrom Mupo6usup.
Pekomenianun 1o KoppeKTHpoBKe
ao3el cm. B UMIT  uepurnnnda.
Kourponupyiite HEeXenaTe/bHble
PeaKLMH, CBSA3aHHbIE C LEPUTHHHOOM.

1 Mazatunuo,

1 Hunotunuo,
1 BUHKpHCTHH,
1 Bunbmnactun

KoHuenTpauu B CHIBOPOTKE KPOBH
MOTyT MOBBIIATHCS npH
OJIHOBPEMEHHOM  MPHMEHEHHH ¢
PHTOHABMPOM, YTO MOXET MPHBECTH
K YBCJIIHMEHHIO 4acToThl
HEKCIIATEIIbHBIX PeaKinid.

T Dukopadennd

Konuenrpauun  sukopadenuda B
CBIBOPOTKE KPOBH MOTYT
MOBBIIATECA TIPH  OJIHOBPEMEHHOM
NPHUMEHEHHH C PHUTOHABHPOM, YTO

MOXKET ITOBbIILIATH PHCK
TOKCHYHOCTH, BKJIKO4as PHCK
CEPBEC3HBIX HCIKCJ1ATCIIbHBIX

ABICHUIH, TaKMX KakK y/UIMHEHHE
uarepsana QT. Cneayer wusberars
OJIHOBPEMCHHOI'O MPHMCHCHHS
snkopapennda u puronasupa. Ecim
CUMTAETCA, YTO TO0Jb3a MpPEBbILIAET
PHCK, W DPHTOHABHp HEOOXOAMMO
HCI0JIB30BATh, TO MALMCHTHI J0DKHBI
HAaXOJMThCA  MOJ  TIIATE/ILHBIM
HabmoneHneM Ha npeamer
GesonachHocTh.
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Kaace iekapersennoro
cpeacTBa

[peacraBurens kiacca
JIEKaAPCTBEHHBIX CPE/ICTB

(u3menenue AUC, usmenenue
Cmu)

1

s

Kiannnyeckue KOMMEHTapHH

1 ®ocramaTuHub

CoBmecTHOe NPUMEHEHHE
(ocramatunnba ¢ puTOHaBHpOM
MOKET  YBEJIIMYUTH  IKCIOIHIMIO
meraboiura docramarnnnba R406,

4yTo MOKCT INIPHBECTH K
J0303aBUCHMBIM HEXKEJIaTCIIbHBIM
SABJICHHUSAM, TaKHM KaK

renaToTOKCHYHOCTh,  HEHTPOIEHHS,
apTepHasibHas  TMNOEPTEH3US WM
auapes.  Obparurece  k  UMII
¢docramatnnnba I nosyueHus
PCKOMEH/IALHH 110 CHIKCHHIO J103bI B
Cllydae  BO3HMKHOBCHHS  TaKMX
SBJICHHUIA.

1 UopyTunud

Konuentpaumu  ubpyrunnba B
ChIBOPOTKE MOTI'YT MOBBINIATHCS M3-3a
MHIHOMpOBaHUs CYP3A
PHTOHABUPOM, YTO HPUBOJUT K
MOBBIIICHHOMY PHCKY TOKCHYHOCTH,
BKJIIOYAs PHCK CHHJpPOMa JIM3Mca
OITYXOJIH. Cnenyer n3berarhb
0JTHOBPEMEHHOTO MPUMEHEHUs
ubpyTHanGa n putonasupa. Ecim
CYMTACTCA, YTO 110JIb3a TPEBBILAET
PHCK M HEOOXOJIMMO HCIIOJB30BaTh

PHTOHABHD,  YMEHBIIMTE 103y
uopytuanba 10 140 mMr wm
BHHUMATEJILHO creanTe 3a

COCTOSIHHEM TMAallMeHTa Ha TpeJMeT
TOKCHYHOCTH.

1 Hepatuun6

Konucmpauun B CBIBOPOTKE MOI'YT
[TOBBILIATBCA H3-3a HHFH6HPOBaHHﬂ

CYP3A4 PHTOHABHPOM.
OaHoBpemeHHOE IIPUMEHEHHE
HepaTHHHOA c npenaparom

Mupo6GHBHp NPOTHBOMOKA3aHO HM3-3a
CEPBE3HBIX  M/MIIM  OMACHBIX  JyIs
KM3HH  NOTCHLMAIILHBIX  PEaKIHii,
BKJIIOYAs TernaToTOKCHYHOCTH  (CM.
pasnen «llpoTuBonokasanusy»).

1 Benetokakc

KoHuentpanmu B chiBOpoTKE MOryT
MOBBILIATLCS M3-32 MHIHOMpOBaHU
CYP3A puroHaBHpOM, 4TO NPHBOIUT
K TIOBBILUICHHOMY PHUCKY CHHAPOMA
JIU3HCA ONYXOJM B Havaje BBEJCHHSA
71036l M BO BpeMs (ha3bl HapacTaHMs
103bl, TOITOMY COBMECTHbIH MpPHEM
MPOTHBOIOKA3aH (cm. paszein
«ITpoTuBonokasanus» U obpaTurTech
k  WUMII  Beneroknakca). Jlns
ALUEHTOB, KOTOPBIC  3aBEPIIHIIH
(azy wapammBaHus W HoOIyyalOT
TOCTOSIHHYIO CYTOYHYIO J103y
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Kaace nekapersennoro

IpencraBurens kiacca
JIEKAPCTBEHHBIX CPEACTB

) .“

Kiaunnyeckue KOMMEHTapHH

cpeacrsa (m3menenne AUC, u3menenue
Cmn)

BEHETOK/IAKCA,  YMEHBLINTE 103y
BEHETOKJIAKCAa KaKk MUHUMYM Ha 75%
MPH  HCMOJBL30BAHHH C CHJIbHBIMH
uuruburopamu CYP3A (cm. UMII
BCHETOKJIAKCA).

AHTHKOAryJISHTHI T Pueapokcaban (153%, 53%) Wurubuposanne CYP3A u P-gp

[IPUBOJIMT K TTOBBIIUICHHIO YPOBHS

punapoxcaﬁaua B Jjiasme H
(papmakomnamuyecknx  dddexros,
4TO MOXKET IIPHBECTH K

MOBBIIIEHHOMY PHCKY KPOBOTEUECHHS.
[TosToMy npuMeHeHHe pUTOHaBHpa
HE  PEKOMEHJAYEICSH  MalMeHTaMm,
MOJIYYaKUMM pHBapoKcabaH.

1 Bopanakcap

KOHIlCHTp'dllHH B ChIBOPOTKE MOryT
NOBLILIATHCA M3-3a um'u6uponamm

CYP3A PUTOHABHPOM.
OaHOBpEMEHHOE MPUMCHECHHE
BOpanakcapa c rpenaparom

Mupobusup He pekoMenayercs (cM.
UMII Bopanakcapa).

Bapdapun,
1 1S-Bapdapun (9%, 9%),
| <>R-Bapdapun (33%)

WMupykuns CYPIA2 u CYP2C9
NPUBOJMT K CHWXKEHHIO ypoBHS R-
BaphapuHa, B TO BpeMs Kak [pH
COBMECTHOM IIPUMEHECHHH c
pPHUTOHABHUPOM OTMEYaeTCs
HE3HAYHTENbHbIH

bapmakokuneTnuecknii rpdext S-
Baphapuna. Cuimxenne yposus R-
Bap(apuHa  MOXCT [PUBECTH K

CHHIKCHHIO AHTHKOATYJISSHTHOI
aKTHBHOCTH, 0YTOMY
PEeKOMEHIyeTCs KOHTPOJIMPOBATH

napamMeTphl  AHTHKOATYJISUHH  TPH
npueme Bap(aprHa 0JHOBPEMEHHO C
PHTOHABHPOM.

[IpoTuBoCy10pOXKHbBIE
cpezicTBa

Kapbamasenun,
Denodapburan,
denuronn

Kapbamazenun, ¢enobapduran wu
(EHUTOHH  SABISIOTCS  CHILHBIMH
unjyktopamu CYP3A4, u 910 Mmoxer
NPUBECTH K YMEHbIICHUIO
BO3JICHCTBMS ~ HMpMatpenBupa W
PUTOHABMPA M BO3MOXHOW [OTEpe

BHPYCOJIOTHYECKOTO OTBeTa.
OHOBPEMCHHOE IIPHMCHCHUE
kapbamasenuHa, (eHobapburana u
(eHuToMHA c npenapaTom

Mupobusup nporusonokazano (cm.
pasnen «llporuBonokaszanus»).

| JAuBannpookce,
JlamoTpHDKHH,
DeHnTOHH

PurtonaBup, BBCJICHHBIH B KaycCcTBe
(hapMaKOKHHETHYECKOrO YCHIIHTENS,
HHYLIHPYET OKHCJICHHE C TIOMOILBIO
CYP2C9 u rmokypoHHpoBanue, B
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Kaacc ekaperBennoro
cpeacTBa

npel]CTaBHTeJlb KJjiacca

JIEKAPCTBEHHBIX CPeICTB

(n3menenne AUC, usmenenune
CI'II!X)

Kanuuueckune KOMMEHTApHH

pesyJibrare 4ero OXKHIAETCs
CHIKEHHE KOHLIEHTPAIHH
NPOTHBOCYIOPOXKHBIX TMPENapaTos B
mwiasme.  Ilpy  oaHOBpeMeHHOM
NPHMCHEHHH 9THX MPENapaToB c
PHTOHABHPOM PEKOMEH/IyeTCsl
TIIATENBHBIH MOHHTOPHHT
rnokasareJsiel CbIBOPOTKH KpPOBH HIIH
TEpaneBTHYECKUX ¢ dexTos.
DEHUTOMH MOKET CHWKATh YPOBEHb
PHTOHABHPA B CBIBOPOTKE KPOBH.

AHTHIETIPECCaHTEI

TAMHMTPHUNTHINH,
PyoKceTHH,
Wmunpamun,
Hoprpuntuiun,
[TapokceTHH,
Ceprpasinn

Putonasup, MPHUMEHACMbIH B
KayecTne AHTUPETPOBUPYCHOI'O
CpeicTBa, BEPOATHO, HHIHOMpyeT
CYP2D6, B pesymbtate uero
OKHAeTCs MOBbBILIEHHE
KOHLIEHTPalMK MMHIIPAMHHA,
AMMTPUOTHIIMHA,  HOPTPUIITHIIMHA,
(ayokceTHHa, mapokceTMHa I
CepTpajHHa. Pexomenmyercs
TIIATEIbHBLIH MOHHTOPHHI
TEPAaneBTHYECKUX M MOOOYHBIX
spdektoB  npu  oaHOBpEMEHHOM
NPUMEHEHHH  STHUX MpPEnapaTroB ¢
AHTHPETPOBHPYCHBIMH J103aMH
puTOHaBHpa (cM. pasaen «Ocobbie
YKa3aHusy).

T Hesunpamun (145%, 22%)

AUC u Cpx 2-ruapokcumerabonmra
cHwkanMeb  Ha  15% wu 67%
COOTBETCTBEHHO. [Tpu
OJTHOBPEMEHHOM  NPUMEHCHHH ¢
PHTOHABHPOM pEeKOMCHIyeTCs
CHHMIKEHHE JI03bl JIC3HIIPAMHHA.

[Tpotusononarpuueckue
cpeacTsa

1 Konxuumn

Oxunaercs, 4TO  KOHUCHTpauws
KOJIXMLIMHA YBEITHUHMTCS npu
COBMECTHOM IIPUMEHEHHH (o
PHUTOHABHPOM. Y MAaIHCHTOB,
MOJTy4aBIINX KOJIXMLIHH "
PHTOHABUP, COOOIIANOCH 00 OMaCHBIX
UL KH3HM M CMepTelbHBIX
JICKAPCTBEHHBIX  B3aHMOJICHCTBUAX
(nurubnposanne CYP3A4 u P-gp).
OnHoBpeMeHHOE NPUMCHCHHC
KOJIXMLIMHA c nperapaTom
Mupobusup nportuBonokaszano (cm.
pasaen «IIpoTuBonokaszanusm»).

AHTUIHCTAMHHHBIE
cpeJicTBa

T Actemuzon
T Tepdenaaun

[Tosbnuenue KOHIEHTpALHH
acTeMU30J1a M TepeHauHa B iasme
KPOBH. Taxum obpazom,
YBCIHYHBACTCA  PUCK  CCPHE3HBIX
ApUTMUH  OT JTHX areHTOB M,
CJIC/IOBATEINLHO, OJITHOBPEMEHHOE
NPHMEHEHHE c IpenapaTom
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Kitace iekaperBennoro

"pe}lCTaBHTeﬂb KJjiacca
JIEKAPCTBEHHBIX CPeACTB

. JAH
Kianuuueckue kommentapun

CcpeacTsa (m3menenne AUC, uimenenue )
Cmn)
Mupobusup nporuBonokasano (cm.
paszen «lIpoTHBonokazanus»).
TDekcodenaanu Putonasup moxer moauduumposars

ornocpeioBanHblii  P-gp  Tpancnopr
(excodenaanna npu NpUMEHEHUH B
Ka4yecTse (bapmal(on(uuerw{ccxoro
YCHIIMUTEJIA,  YTO  MNPHBOJAMT K

MOBBILICHHIO KOHUEHTPaLHH
(dexcopenaamna.
T Jlopatanuu Purtonasup, IIPUMEHSEMBIiH B

KayecTBe  (hapMaKOKHHETHYECKOro
ycunurens, unrubupyer CYP3A, B

pesynbTare 4ero OXKHUIaeTcs
MOBbIIIEHHE KOHICHTPALIHH
jlopatajMHa B Ja3Me  KpPOBH.
Pekomenyercs THIATEILHBIH
MOHHTOPHHT  TCPANCBTHYCCKUX H
MoOOYHBIX s pexTon npH
0JIHOBPEMEHHOM NPUMCHEHHH

JI0paTa/IHHa C PHTOHABHPOM.

[TpoTuBoHHpeKUHOHHbIE
cpejcTsa

T Pucdabytun (4-xparusiii, 2,5-
KpaTHbIH),
T Merabonur 25-O-ge3aneTun
pudabyruna (38-kparHbiil, 16-
KpPaTHBIN)

M3-3a  3HAYMTENILHOTO yBEIHYEHUs
AUC pudabyrusa moxer ObiTh
M10Ka3aHo CHUIKEHHE J03bI
pudpabytuna g0 150 mr 3 pasa B
HElENI0  NpPH  OJHOBPEMCHHOM
MPUMEHEHHH C  PHUTOHABHPOM B
KayecTBe  (hapMaKOKMHETHYECKOro
YCHIIHTEISA.

| Bopukonazon (39%, 24%)

Cneayer n3beratb 0JJHOBPEMEHHOTO
NPHUMEHCHHS  BOPHKOHA30Ja W
PHUTOHABUPA,  [PHMCHIEMOTO B
KayecTBe  (hapMaKOKHHETHYECKOIO
ycwiuTens,  3a HCKITIOYEHHEM
CJIy4aeB, KOT/ia OlleHKa COOTHOLIEHHS
110J1b3a/pUCK Jutst nalueHTa
OIpaB/ibIBacT NpUMCHEHHE
BOPHKOHA30J1a.

1 Keroxonason (8 3,4 pasa, 55%)

PuronaBup wunrubupyer CYP3A-
OMOCPEI0BAHHbBIH meTabonn3m
KeTOKOHAa30J1a. B CBSI3H c
YBEJIHYCHHEM 4aCTOTHI
HEXKEIaTeIbHbIX peakumii co
CTOPOHBI  JKEITYJA0YHO-KHILICYHOTO
TpPaKTa M ICYCHH  CICAYCT
paccMOTPeTh BOMPOC O CHHIKEHHH
J103bI KETOKOHA30J1a MPH COBMECTHOM
MPHMEHEHHH C PHTOHABHPOM.

1 Urpakonasoi,
T DpurTpomMuLInH

Puronasup, IIPUMEHACMBI B
KauecTBe  (hapMaKOKHHETHYECCKOIO
yeunutens, uarubupyer CYP3A4, B
pesyibrare 4ero OXKHJIAeTCs

[TOBBILICHHE KOHUCHTpAIHH
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Kunacc sexapcrBennoro
cpeacTsa

IpencraBurens knacca
JIEKAPCTBEHHBIX CPEJCTB

(u3menenune AUC, u3menenue
Cm:x)

RA T
A )/
Kiannuyeckne KOMMEHTApHH

MTPAKOHA30JIa W HPHUTPOMHLMHA B
masme kpoBu. Ilpn ogoBpemMenHoM
MPUMEHEHHH HPHTPOMHMLMHA  WIIH
MTPAKOHA30J]a €  PUTOHABHPOM
peKOMeHayeTCs TIIATEIBHBIH
MOHUTOPUHI  TEPAIlCBTHYECKUX U
110004HBIX ¢ DHeKTOoB.

| ATOBaKkBOH

PutonaBup, BBeJCHHBII B KayecTse
(hapmMaKoKMHETHYECKOr0 yCHINTES,
HHAYLHPYET TIIIIOKYPOHH3AlMIO, B

pesynbTaTe qero OXKHJIaeTCs
CHH)KCHHE KOHIICHTPALMH B IUIA3Me
KpOBH aTOBaKBOHA, ITpn
OITHOBPEMEHHOM NPUMEHEHUH
aTOBAaKBOHA c PUTOHABHPOM
peKoMeHayeTcs THIATEbHbIH
MOHMTOPDHHI  €r0  ypoBHEH B
ChIBOPOTKE KPOBH WK

TEpaneBTHYCCKHX 3D (DEKTOB.

1 BenakBuaun

Her  noctymHbIx  mccienoBanuit
B3aHMOJICHCTBHS TOJIBKO C
PHUTOHABHPOM. M3-3a pHcka
HEXKCIIATEIIbHBIX ABJICHHUIA,
CBSA3aHHBIX ¢ O€1aKBUIIMHOM, ClIeyeT
u3berars MX COBMECTHOTO
NPHUMEHEHHS. Ecnu noJb3a
MPEBBIIACT  PHCK,  COBMECTHOE
NMpHMEHEeHHe OenaxkBunnHa c
PHUTOHABUPOM CIIC/lYeT MPOBOJNTH C
OCTOPOXKHOCTBIO.  Pekomenuyercs
Bonee 4acThIN MOHHTOPHHT
NEKTPOKAPAHOTPAMMBI H
Tpaicamunas (cMm. UMII npenapara
Oe1akBHIHH).

Jlenamanus

Her  pocrymHbIX — MccnenoBaHuii
B3aUMOJICHCTBUS TOJIBKO c
putoHasupoM. B uccnenosanum
JIEKapCTBEHHOr0 B3aMMOJICHCTBUS Ha
3/10POBBIX J100pOBOIIBLIAX
Jenamanuaa B o3e 100 Mr 1Ba pasa B
CYTKH H nonunaaupa/pmonaaupa B
nose 400/100 mr zBa pasa B CyTKH B
TeyeHue 14 gHEH  HKCno3uums
merabonuTa senamanuna DM-6705
yBennuuBanack Ha 30%. U3-3a pucka
YJUTHHCHHUS HHTEpBaja QTc,
cisanHoro ¢ DM-6705, npu
OJIHOBPEMEHHOM NPHMCHCHHH
JleniaMaHua c PHTOHABUPOM
PCKOMEHYETCH OY€Hb 4acThIH
MouuTopuHr DKI' B Teuenue Bcero
NepHoJa JICYCHHS JenaMaHuAOM (CM.
paszaen «Ocobe ykazauus» u UMIT
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Kuace nekapersennoro
cpejicTBa

IMpeacraBurens Kiacca
JIeKAPCTBEHHBIX CPEICTB
(m3menenue AUC, uimenenue

Knunnueckue KOMMEHTapHu

—

Cmn)
JieJlaMaHu/Ia).
1 Knaputpomuuns (77%, 31%), W3-3a GosbiIOro TepaneBTHYECKOro
114-OH MeTaboJIMT | AMANa3oHa  KJIAPUTPOMMIIMHA  HET

KinaputpomMuuuHa (100%, 99%)

HEOOXOIMMOCTH B CHHKCHHH JI03b1 Y
MALHCHTOB ¢ HOPMAJILHOI (YHKIHEH
noyek. Kiaputpomuumn B j03ax
Gomee 1 r B cyrkm He ciemyer
Ha3HayaTh O/ITHOBPEMEHHO c
PHTOHABHPOM B Kauecrse
(hapMaKOKMHETHYECKOrO YCHIIMTEIIS.
JUIs  nauMeHToB ¢ [OYedHO
HE0CTATOYHOCTBIO cienyer
paccMOTpPeTb BOMPOC O CHHKEHHH
JI03BI KITapHTPOMHIIMHA: JuIst
MAIMEHTOB C KIIMPEHCOM KpeaTHHHHA
or 30 no 60 mn/mun o3y cneayer
yMmeHbwuTh Ha 50%, JUis nauueHToB
C KJIMPCHCOM KpeaTuHuHa meHee 30
MJI/MMH /103y CIEAYET CHH3UTh Ha
75%.

Cynspamerokcaszon/tpumeronpum | M3menenne J103BI
cynbpamerokcasona/
TpPUMETONpHMA BO BpeMs
COMYTCTBYIONICH Tepanuu
PHTOHABHPOM He TpebyeTcs.

T dy3uaoBas KHCIOTA OnnoBpemenioe NpUMEHEeHHe

PUTOHABHpA MOXET TMPHBECTH K
MOBBILEHUIO  KOHUEHTpAUMH B
I1a3me Kaxk (y3uIHeBON KHCJIOTHI,
TAK M PUTOHABHPA, U 1109TOMY OHO

NPOTHBOIOKA3aHO  (CM.  pasjen
«lIporHBOnOKa3aHMs»).
Pudamnuunn Pudamnunmun  sBaseTcss  CHIBHBIM

uuaykropom CYP3A4, u sTo moxer
IIPUBECTH K YMCHBLICHHIO
BO3/ICHCTBUSA HUpMaTpesiBHpa/

PUTOHABHpPa M BO3MOXKHOH MOTEpe

BHPYCOJIOTHYECKOTO OTBeTA.
OnnoBpemenHoOe NpUMeHeHne
pudamnuiHa c TnpenapaTom

MupobuBup 11poTHBONOKA3aHO (CM.
paznen «lIpoTuBonokazanus»).

IIpoTHBOBHpYCHBIC

1 Ddasupenu (21%)

Hpu OLHOBPEMCHHOM TIPHUMCHCHUH

(BUY) cpenctsa a(asupenua c PHTOHABHPOM
Habmonanach Hosee BBICOKasl
qacTora MoOOYHBIX peakiuii
(Hanpumep, FOJIOBOKPYIKEHMS,
TOLIHOTBI, napecTe3uu) "
OTKJIOHCHHH J1abopaTopHbIX
rokasaresei (MoBBILLICHHE
AKTUBHOCTH MEYCHOYHBIX
(hepmeHTOB).
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Kuace nekaperBennoro
cpejcTBa

[MpeacraBurens knacca
JIEKAPCTBEHHBIX CPEICTB

(m3menenue AUC, usmenenue
lel)

Kinunueckue KOMMECHTApHH

T Mapasupok (161%, 28%)

PuTonaBup  mnoBbIIAET  YPOBEHD
MapaBMpOKa B CBIBOPOTKE KPOBH B
pesynbrate uurnbuposanus CYP3A.
MapaBupok MOXHO Ha3Hayarh C
PUTOHABHPOM  JUIS  YBCJIHYCHHA
BO3/ICHCTBHA ~ MapaBupoka.  Jlis
MOJTy4eHUs JIOTIONTHUTENbHOM
ungopmaumn cm. UMIT mapasupoka.

| Panrrerpasup (16%, 1%)

Oj1HOBpeMeHHOe npMMeHeHne
PHUTOHABHPA " panTerpaBupa
NOPHBOJUT K HE3HAUYNTCILHOMY
CHH)KCHMIO YPOBHS paJITCIpaBupa.

| 3unoBynun (25%, ND)

Putonasup Moxer HHIyUMpOBATH
TIIOKYPOHHPOBAHHE  3WJIOBY/IHHA,
YTO MPUBOJMT K HE3HAYHTEILHOMY
CHHXXEHHIO  YPOBHS  3M/JIOBY/IHHA.
Koppexkuus 10361 He Tpebyercs.

lIpotHBOBHpPYCHBIE
cpeacTsa  JUIs  JIGYCHMSA
MHQEKIINH,  BBI3BAHHBIX
BUpycom renatura C

TI'nexanpeBup/nubpeHTacBup

KoHuenTpaunn B ChIBOPOTKE MOryT
HOBBIIATLCA W3-3a WHIHOHpOBaHHS
puronasupom  P-gp, BCRP u

OATPIB. OnHoBpemeHHoe
IIPUMEHEHHE ryieKanpesupa/
nubpcHTacBHpa u npernapara

Mupo6usup He pekomenayeTcs us-3a
YBCJIMYCHHS  PHCKa  NMOBBILICHHS
ypoBus  AJIT,  cBssannoro ¢

YBEIIHYCHHEM BO'JIICﬁCTBH)l
rJ1eKanpeB1pa.
AHTHIICHXOTHYCCKHE T Knosanus, CoBmecTHOE NPUMCHEHHUE
cpezcTBa T Mumo3sna PHTOHABHpPA MOXET TMPHBECTH K
MOBBILLICHHIO KOHIICHTPALMK

KI03aluHa WIH NMUMO3HAa B TUIa3Me
KPOBH M TMO3TOMY MPOTHBOIOKA3aHO
(em. pasnen «lIporuBonokasanusy).

1 lanonepuon,
T Pucniepmion,
T Tuopuaasun

Putonasup, BeposTHO, uHrHGMpyer
CYP2D6, B pesynbrate  uero

OKMIAeTCS yBEJIHUEHHUE
KOHIIEHTPAlHH rajyionepuIoIa,
PHCIIEpW/IOHA W THOPH/a3HHa.
Pexomenuyercs TIIATE/IbHBIH
MOHHTOPHHI'  TEpPANeBTHYCCKUX H
noOOYHBIX 3¢ pexron npH

OJHOBPEMCHHOM TIPUMCHECHHH 3THX
NPEnapaToB ¢ aHTHPETPOBHPYCHBIMU
JI03aMH PHTOHABHpA.

1 Jlypacuion

M3-3a unrnbuposanns  CYP3A

PHTOHABHPOM OJKH/IaeTCs
YBEJIMUCHHE KOHLICHTPaLHH
JIypasujioHa. OnHOBpCMCHHBIH
1IpHUEM c JIypa3sH1I0HOM
IPOTHBOIOKA3aH (cm. paszen

«ITpotuBoOnOKa3aHU).
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Kanace nexaperBennoro
cpeacTsa

[Mpeacrasurens Kiacca
JIEKAPCTBEHHBIX CPeICTB

(u3menenue AUC, uimenenune
Cmu)

l:‘
Kiannnueckue KOMMCHTApHH

T KBeTHanuu

Oxunaercs, 4yTO u3-3a
MHrHOMPOBAHUS CYP3A
PHTOHABHPOM KOHLIEHTpauus
KBETHAIIHHA BO3pACTeT.
O1HOBpEMEHHOE MIPUMCHCHHE
npernapara Mupobusup H
KBETHAllUHA MPOTHBOIIOKA3aHO, TaK
KakK 9TO MOXeET MOBBICHTh

TOKCHYHOCTh ~ KBETHanuHa  (CMm.
pasnen «IlporuBonokaszanus»).

f2-anpeHoMHMETHKH
(JUTHTENBLHOTO ICHCTBHSA)

1 Canmerepour

Putonasup unrudupyer CYP3A4, B

pesyibrare qero OKHacTCs
BBIPaXKEHHOE MOBBILICHHE
KOHLIEHTPAlMM  cajJMeTepoia B
Tia3Mme. Takum obpazom,

O/IHOBPEMEHHOE  MPHMEHEHHE He
PEKOMEH/YeTCsi.

BJIOKE]TOPH KaJIBIIUCBBIX
KaHaJlloB

T AMiouIiH,
T JlunTHasewm,
T Hupeaunun

Putronaswup, NPUMCHSAEMBIH B
KayecTBe  (hapMaKOKHHETHUECKOTO
YCHJIUTEJIS HIIH aHTHPETPOBUPYCHOTO
cpeacta, unruoupyer CYP3A4, B
pesysbTare 4ero OKHIACTCA
ITOBBLIIHCHHUC KOHLCHTpAUHH
AHTarOHHUCTOB KaJIbIIMEBBIX KAaHAJIOB
B muasMe. Ilpu  oxHOBpeMeHHOM
NPUMEHEHUH STHX [penapaToB ¢

PHTOHABHPOM PEKOMEHAYETCA
THIATEIbHbIH MOHHUTOPHHI
TEPANCBTHYCCKHX H noOouHbIX
s ekros.

AHTaroHUCTBI 1 bosenran OpnHoBpeMeHHOE IPUMEHEHHE

IHAOTEIIMHA Go3eHTaHa W PHTOHABHPA MOXKET
YBEJIHYHUTD PaBHOBECHYIO
MAaKCHMAJIbHYHO KOHUIEHTPAIHIO

603enTana (Crax) 1 AUC.

T Puonuryar

Kouucn‘rpaulm B CBIBOPOTKE MOIYT
MOBBLIIATECA H3-32 WHIMOMPOBAHMSA
CYP3A wu P-gp puroHaBupoM.

OjinoBpemenHoe NpUMEHEHHE
pHouMryara c npenapaTrom
MupoGusup He pekomeHnyercs (CMm.
UMII puoumryara).
[Ipoussoausie ciopeibn | 1 Jluruaposproramus, OnHoBpeMeHHOE NpHMEHEHHE
T DproHoBHH, PHTOHABHpA MOXET TNPHUBCCTH K
T Dproramus, MTOBBILLEHHIO KOHLIEHTPALHH

T MeTHmproHoBuH

MPOM3BO/IHBIX CHOPBIHBH B I1a3Me
KPOBH M 1103TOMY TNPOTHBOMOKA3aHO
(em. paszien «Ilporusornokazanus»).

CTUMYJISTOPBI MOTOPHKH
KKT

T LUusanpun

IToBbienne KOHLCHTPALHH
uM3anpuaa B miasMe.  Takum
o0pa3oM,  yBeNTHYHBACTCH  PHCK
CEPbE3HBIX APHTMHUH, H,
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Kaace JIEKAPCTBEHHOI0

IIpeacraBurens knacca
JIEKAPCTBEHHBIX CPeICTB

v
Kanuuveckne koMMeHTapuu

cpeacrsa (m3menenne AUC, u3meHnenue
Cmu)
CIIE/IOBATEIBHO, OJIHOBPEMEHHOE
NIpHMEHEeHNE c rnpernapaTrom
Mupobusup npoTtnBonokasaHo (cm.
paszen «lIpoTuBonokasanusy).
Pacturenshoe 3BepoGoit  mpoawipsBaeHnbIil | Tpassusie npenapatsr, colepKalHe

JIEKapCTBEHHOE CPE/ICTBO

(Hypericum perforatum)

3Bepoboii TIPO/IBLIPSBICHHBIH
(Hypericum perforatum), u3-3a pucka
CHHIKEHHUS! KOHLICHTPALIMH B IIa3Me U
ocnabiienns KIMHUYECKHX (dexTon
HUPMATpEJIBUpa M PUTOHABHpA,
MO3TOMY OJIHOBPEMEHHOE
MPHUMCHCHHUC c npenaparom
Mupobusup npoTuBonokasano (cm.
pasnen «lIporHBonokasanusy).

anonummemuqecxue
cpejacrea  (MHrHOMTOpKI
['MI"-KoA-penykrassi)

1 ATopBacTaTuH,
®dnyBacraTHH,
JloBacrartum,
ITpaBacTaTus,
PosyBacrarus,
CumBacTaTHH

Oxwunaercs, yto uHrHGMTOPH I'MT -
KoA-penykra3ssi, KOTOpBIE B
3HAYUTCIILHOH CTENCHM 3aBHCAT OT
merabomusma CYP3A, Takue kak
JIOBACTaTMH M CHMBACTaTHH, OYIyT

HMETH 3aMeTHOEe YBECIHMYCHHE
KOHICHTpAIIHH B rniasme MnpH
COBMECTHOM BBEJICHUH C
PHTOHABHPOM B Ka4cCTBC

AHTHPETPOBUPYCHOIO arcHTa WiM B
KayecTBe  (hapMaKOKHHETHYECKOTO
YCHIIHTEIISI. ITockonbky
MOBBIIEHHbIE KOHIEHTpaluH
JIOBACTaTHHA U CHMBACTAaTHHA MOTYT
npejapacrnoyiarath  MalMEHTOB K
pasBUTHIO  MHOINATHH,  BKJIKOYas
pabaoMHOMM3, KOMOMHALMSA — OTHX
JIEKapCTBEHHBIX CpPEJICTB c
PHTOHABHPOM IPOTHBOIOKA3aHa (CM.
paszen «IIpornBonokasanus»).
Merabonnusm  atopsactatMna B
MEHBUIEH CTEMeHM 3ABUCHT  OT
CYP3A. Xors IMMHUHALMSA
po3yBaCTaTHHA HE  3aBHCHT  OT
CYP3A, coobmanocs 06 yseamuennn
OKCIO3ULMH  pO3yBaCTaTHHA  TPH
O/THOBPEMEHHOM  [PUMEHEHHH ¢
pUTOHaBHpPOM.  MexaHusm  3TOro
B3aUMOJICHCTBHS HESICEH, HO MOXET
OBbITH Pe3ynbTaToOM HHrHOMPOBAHMS
Tpancnoprepa. [lpu ucnons3obanum
pPHTOHABHpa B KauecTBe
(hapMaKOKHHETHYECKOTO  yCHIIMTENS
HIIH B KA4€CTBE aHTHPETPOBHPYCHOI'O
cpescTBa crejyer Ha3HAYaTh
MHHUMaJIbHBIC /103bl aTOPBACTATHHA
MM posyBactaTuHa. Merabonusm
npasacratiHa M (uiyBacTaTMHA He
3aBHCHT oT CYP3A, H
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Kaace JIEKApPpCTBEHHOT 0
cpeacTBa

ﬂpencTaBuTem. KJjracca
JIEKAPCTBEHHBIX CPEACTB

(m3menenune AUC, uimenenue
lex)

AT
)}
Kinnangeckne KOMMEHTapHH

B3aHMOJIEHCTBHE C PHTOHABMPOM He
oxunaercs. Ecnu nokazano snevenne
uHruouTopom 'MI'-KoA-penykraspi,
PCKOMEHIYETCA 1paBaCTaTHH MM
(hyBacTaTHH.

I'opmonanbHbIe
KOHTPALCIITUBBI

| Dmunnmerpamnon (40%, 32%)

MU3-3a  cHmkeHHs  KOHUEHTpaumm
THHMIIICTPA/IHOIA creyer
paccMoTpeTh BO3MOXHOCTh
HCII0JIb30BaHUA  OapbepHbIX WM
JPYTHX HErOPMOHAIBHBIX METOJI0B
KOHTPALCIUHMH NPH OJTHOBPCMCHHOM
NPHMCHEHHH PUTOHABHPA, KOTJa OH
MPHMEHSAETCS B Ka4ecTBe
AHTHPETPOBUPYCHOTO CPE/ICTBA HIIH B
KayectBe  (hapMaKOKHHETHYECKOTo
yeunutensa. PutonaBup, BeposTHO,
M3MEHUT  npoduib  MaTOYHBIX
KPOBOTEYCHMIH u CHHU3UT
pPEeKTHBHOCTL  KOHTPALCNTHBOB,
COAEPXKAIINX ICTPAIHOI.

MmmyHocymipeccanTsl

T LUuknocniopus,
T Takponumyc,
1 DBeponumyc

Putonaeup, NPUMEHAEMBIH B
KauecTBe  (hapMAKOKHHETHYECKOro
YCHIIUTEJIs MJIK AaHTHPETPOBHPYCHOI'O
cpencrea, uurnbupyer CYP3A4, B
pe3yibraTe 4ero OXKHIACTCH
YBEJINUEHHUE KOHLEHTPALHH
LMKJIOCIIOPHHA, TaKpOJIUMyca I
IBeposMmMyca B nuasme kposu. [Ipu
O/IHOBPEMEHHOM TPHMEHEHHH 3THX
1npenaparos c PUTOHABHPOM
PEKOMEHIyeTCs THIATEIIEHBIH
MOHHTOPHHI'  TEpPANEBTHYCCKUX MU
1060uHBIX 3 deKxToB.

['mnonunuaemuyeckue
CpecTBa

1 Jlomuranua

Unruburopst CYP3A4 yeennunpaior
IKCIOZULIMIO JIOMHTANUIA, 4 CHIIbHBIE

MHIHOUTOPBI YBCJIIHYHMBAIOT
IKCIO3HIHKIO NTpUMEpHO B 27 pa3. B
CBA3U c MHTHOMpPOBaHHEM
puronasupom CYP3A  oxumaercs
MOBBILICHHE KOHLEHTPALHH
NOMHUTANK/IA. OnHoBpeMeHHoe

NpuMeHeHne npenapata Mupobusup
C JIOMHTANMIOM TPOTHBOIOKA3aHO
(cm. UMIT nnomurannaa) (cm. paszen

«[TpoTuBonokazauus»).
Hurn6urops T Asanapmun (13-kparublii, 2,4- | OaHOBpeMeHHOE NpUMEHEHHE
bochoanacrepass KPaTHBIH) aBanadwna c rnpenaparom
(DIDS5) Mupobusnp nporusonokasano (cm.

paszen «lIporusonokasanusy).

T Cunnenadun (11-kparusiii, 4-
KpaTHBII)

OnHoBpemMeHHOE NpUMEHEeHHe
cunnenadmna JJIA JICYCHHA
IPEKTHIILHOM JUCYHKIHH c

29




Kaacc nekapersennoro
cpeacTBa

"pe}lc’l‘ﬂBHTeJlb KJjiacca
JIEKAPCTBEHHBIX CPEICTB

(u3menenne AUC, u3menenue
Cmnx)

Kianungeckue kommenrapuu

PHTOHABHPOM B KayecTBe
AHTHPETPOBHPYCHOI'O CPEJICTBA MK B
KayecTse  (hapMaKOKMHETHYECKOro
YCHJIMTCIIS, CICAYCT NPOBOAUTL C
OCTOPOXHOCTBIO, U HH B KOEM Cllydyae
Jn03a  cwiieHaduma  He  J0JDKHA
npeseimars 25 Mr 3a 48 wyacos.

OnHoBpeMenHoe NpHMEHEeHHe
cuiieHadua c npenapaTrom
Mupobusup IIPOTHBOIIOKA3aHO
NauueHTam v JIETOYHOMH

apTepHANILHON  THNEpTeH3uel  (cMm.
paszen «llpoTnBonokasanus»).

T Tapanapun (124%, <)

OnHoBpemeHHOE NPUMEHEHHE
Tajanapuna JUTs JIeyeHus
IPEKTHIILHOM AMChHYHKIHH c
PUTOHABMPOM,  NPHUMEHSAEMOI0 B
KayecTse AHTHPETPOBHPYCHOT'O
cpezacTBa WIIH B KauecTBe

(hapMaKOKMHETHYECKOrO yCHIHTEIS,
JOJDKHO  OBITH  OCTOPOKHBIM M B
CHHXXEHHBIX Jl03ax He Ooznee 10 mr
Taganapuna kaxaeie 72 uvaca npu
IOBBILIEHHOM ~ MOHHUTOPMHIE  3a
HEXKENATCIbHBIMU PEAKIIHSIMH.

TBapaenadun (49-kparupiii, 13-
KpaTHBbIi)

OnnoBpemeHHOE IIPUMEHEHHE
Bapaenaduia c rnpernaparom
Mupobusup nportuBonokasano (cm.
pasnen «lIporuBonokasanusy).

Cenatusnbie/cHoTBophsie | 1 Kiopasenar,

T Jlnazenam,
1 Deraszonam,
T ®aypazenam

OanoBpementoe IIPUMEHECHHE
PHTOHABHPA MOXKET TPHBECTH K
TOBBIILICHHIO KOHLICHTPALUH

KJIOpasenara, Jua3enama, 3crazoliaMa
W duypasenama B miasMe KpoBH M
M03TOMY  MPOTHBOMOKa3aHO  (cM.
pasnien «lIpoTuBonokazanus».

TTlepopanbHbiit n
[apeHTepaIbHBIH MHIa30J1aM

Muazonam MHTCHCHBHO
metabonnsupyercs CYP3A4.
OanoBpemenHoe  NMpHUMEHEHHE ¢
npenapatoMm  MupobuBHp  MOKeT
BbI3BATh 3HAYMUTEJILHOE [1OBbILIEHHE
KOHLICHTPALIMH MHJ1a30/1ama.
Oxunaercs, 4TO  KOHIUEHTpAUHA
MHZa3olamMa B [ulasMe  Oymer
3HAYHUTEIIBHO BbILLIC pH
MepopaabHOM NpHEME MHJa3oJiama.
Takum obpazom, npenapar
Mupobusup He criemyer HaszHayaTh
OHOBPEMEHHO € [1epopaIbHBIM
MHJIa30J1aMOM (cm. paszei
«IIpoTHBONOKA3aHUA»), B TO BpeMs
KaK cieayer cobmoarh

OCTOPOXKHOCTEL [PH 0JIHOBPEMEHHOM

30




Kaace iekapeTBeHHOro
cpejicTBa

IIpencraBurens Kiacca
JIEKAPCTBEHHBIX CPEICTB

(u3menenue AUC, usmenenue
lex)

TE
B2

Kaunuueckue KOMMEHTaApHH

NpUMEHEHHH npenapata MupoOuBHp
H  TApPCHTECPAJIBHOIO  M#H/1a30J1ama.
Jlanuble 110 OJAHOBpPEMEHHOMY
NPUMCHCHHMIO  MMJaszojama  Juis
napeHTepalIbHOTO BBCJICHMS c
JIDYTUMH  MHTHOMTOpaMH 1pOTEasbl
CBHICTCIILCTBYIOT O BO3MOXHOM 3-4-
KpaTHOM TTOBBIICHHH YPOBHS
MHJIa30j1aMa B IJIa3ME KPOBH. Ecinu
npenapatr MupobuBup Ha3Hauaercs
COBMECTHO  C  [APCHTEPAIbHBIM
MHJ1a30J1aMOM, 3TO CIIE/IyeT JIC/aTh B
OT/ICJICHHH MHTECHCHBHOH Tepanuu
(OMT) wnmu B aHAJIOrHYHOM
YUPEKICHHH, KOTOpPOE obecrieyuBaeT
TILATEILHBIN KJIMHHHYECKUHI
MOHMTOPHHI M COOTBETCTBYIOLIEE
MEAMKAMEHTO3HOE JIeYEeHHE B Cllyyae
YIHCTCHUSA JbIXaHUA W/ nnum
POIOIKHTEILHOH CeJIalluu.
Crnetyer  paccMOTpeTh  BONPOC O
KOPpPEeKLHH  JI03bl  MHJIa30JiaMma,
0CODEHHO eclii  BBOJHTCS Dosee
OZHOM J03bl MHJIa30J1aMa.,

1 Tpuasonam (> 20 pa3, 87%)

OZIHOB[)CMCHHOC MPHUMCHCHHUC
PHTOHABHpa MOXET [PHBECTH K
MOBBILICHHUIO KOHUCHTpaluuH

TpHasoJaMa B IUIa3ME€ M MOITOMY
NPOTHBONOKA3aHo  (cM.  paszen
«ITpoTHBONOKa3aHUAY).

| Herumun (62%, 59%),
T Merabomut Hoprietuanna (47%,
87%)

[Ipumenenue HEeTH/MHA "
PHTOHABHpa MPOTHBOMOKA3aHO H3-3a
MOBBIILICHHBIX KOHIICHTpaLHi
metabosuTa HOPIETH/IMHA,

o61aaonero Kak aHaIbreTHYECKHUM,
Tak M ctumyaupytommm  [ITHC
JICHCTBHCM. IToBbieHHbIC
KOHIECHTPALMH HOPINCTHAHHA MOTYT
YBEIHYUTh PHCK BO3ICHCTBHS Ha
IIHC (nanpumep, cyzaoporu) (cwm.
paszen «IIpoTHBonokazanus» ).

T Asmpa3sonam (B 2,5 paza, <)

Merabonu3m ajmpasosiama
yruetaercs nocre BBEJICHUS
putonasupa. Cuenyer cobuoxars
OCTOPOKHOCTH B TCYCHHE IEPBBIX
HECKOJIbKHX JIHEH 1px
OJTHOBPEMEHHOM NIPUMCHEHUH
ainnpasojlaMa ¢ PHTOHAaBHPOM B
KauecTBe AHTHPETPOBHPYCHOTO
cpezcTBa WIH B KavecTse
(hapMaKOKMHETHYECKOTO YCHIIHTESIS,
JI0 TOTO, KaK pa3OBLETCA WHIYKIHA
meTaboIn3Ma anpasoiama.
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Kaace siekaperBennoro
cpecTBa

[peacraBurens Kiacca
JIEKAPCTBEHHBIX CPEICTB

(u3menenne AUC, usmenenue

Cmn)

¥4 1
A

KinHu4yeckne KoMMeHTaApHH

1 Bycniupon

Putonasup, NpHUMeHsSeMBIi B
KauectBe  (hapMAKOKHHETHUYECKOTO
YCHJIMTEJIs MITH QaHTUPETPOBUPYCHOTO
cpeactBa, uurudupyer CYP3A, B

pesyibTaTe qero OXKH1aeTCs
TMOBBIIICHHE KOHLICHTPALHH
Oycnupona B miasme kposu. [lpu
COBMECTHOM NPHMEHEHHH
Hycnupona c PUTOHABUPOM
peKOMeH/1yeTCs TIaTebHbIH

MOHMTOPHHI  TCPANCBTHYCCKHX H
110604HBIX 3 deKToB.

CHoTBOpHBIE CpeICTBa

1 3onnuaem (28 %, 22 %)

3onmuaeM M PHTOHABHP MOXKHO
Ha3HAYATh OIHOBPEMEHHO c
TIIATENLHBIM KOHTPOJIEM
4pEe3MEPHOIO CeIaTUBHOTO d(dekTa.

[Ipenapatel uis neyeHus
HUKOTHHOBOMH
3aBHUCHMOCTH

| bynponuon (22%, 21%)

bynponuon B OCHOBHOM
MeTabonu3upyercs CYP2B6.
OKuaaercs, 4TO  OJHOBPEMEHHOE
NpHMEHEeHHe Oynponnona C
MOBTOPHBIMH  JI03dMH  PUTOHABHpa
CHH3HUT  ypOBeHb  OymponuoHa.
Cumraercs, uto ot “hdexTsi
OpPEeICTABIAIOT  cO00H  MHIYKIHIO
merabonuizma Gynponuona. OaHaxko,
MOCKONBKY In Vitro Takke ObLIO
MOKa3aHo, 4TO PHTOHABHP
uurubupyer CYP2B6, ne cuenyer
NPEBBIIATL  PEKOMEHIYEeMYIO /103y
Oynpornmona. B ommune  or
JUIMTEJILHOTO TIPHEMa PHTOHABHPA,
nocjae KpaTKOBPEMEHHOTO BBEICHHMS
HU3KHUX /103 puToHaBHpa (200 Mr aBa
pasa B JIeHb B TE4YeHHEe 2 JIHEH)
3HAYUMOTO  B3aMMOJICHCTBHS €
OynponuoHom He HabIOAATOCH, YTO
MO3BOJIACT  NPEANOIOKHTH,  YTO
CHHIKCHHC KOHUCHTPALIHH
Oynponuona MOrJI0 HayaTbCs 4Yepes
HECKOJIBKO  JIHCH Mocjie  Hadaja
HA3HAYEHUS] COBMECTHOTIO MpHEMa C
PHTOHABHPOM.

Creponibl

WHrajissunoHHBIN, HHBCKLIMOHHBIH

HIIH

MHTPAHAa3aJIbHbIi

(u1yTHKA30HA MPONKHOHAT,
bynecouunn,
TpuamuuHonon

¥ MalMEHTOB, 110JTy4aBIIHX
PHTOHABUP W MHTAIALHOHHBIH MJIH
MHTpPaHA3AIbHbIH (ayTHka3zoHa
[pOoITHoOHaT, C006l].[aJIOCb 0
CHCTEMHBIX s dexrax
KOPTHKOCTEPOM/IOB, BKJIIOYas
cunjgipom  Kymmura wu  yruerenue
(GyHKIMM HAAIMOYEYHHKOB (YPOBEHb
KOPTH30J1a B IUIa3Me CHH3WIICS Ha
86%), nomobubie sddekTel MOryT
BO3HHMKATh M TIPH  [IPUMEHCHHH
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Kunace sexaperBennoro
cpeacTBa

IpeacraBurens Kiacca
JIEKAPCTBEHHBIX CPE/ICTB

(u3menenune AUC, u3menenue
Cmax)

ACOBAR(
Kiannuyeckne kKoMmenTapun. -

JPYrHX KOPTHKOCTEPOH/IOB,
MeTaboIH3HpYyEMBIX CYP3A,
Harnpumep, Oyneconna "
TpuamuuHosiona.  CiejoBareibHo,
OZIHOBPEMEHHOE BBC/ICHHE
PHUTOHABHpa B KauecTse
AHTHPETPOBUPYCHOI'O CPE/ICTBA WIIH B
KayecTBe  (hapMaKOKHHETHYECKOTO
YCHITHTEISE u ITHX
JIIOKOKOPTHKOMIOB He
PEKOMEH/YETCs, 3a HCKIIOYCHHEM
CIy4acB, KOTJa  MOTCHUMAIbHAas
110JIb3a OT JICYCHHS MPEBBIIIACT PHCK
CHCTEMHBIX s dekron
KOPTHKOCTEPOH/IOB. Cnenyer
pPaccMOTPETh BONPOC O CHHKEHHH
21031 FIIOKOKOPTHKOMIA 1npu
TIIATEILHOM MOHHTOPHHI€ MECTHBIX
M cucTeMHBIX  O(exktoB  nim
ICpeXose  Ha  IJIIOKOKOPTHKOMJ,
KOTOPbIH He siBiasercs cybcTpaTtom
JUIst CYP3A4 (narrpumep,
Gexnomerason). bonee Toro, B ciyyae
OTMEHbI TJIIOKOKOPTHKONIOB MOMKET
noTpeboBaThCs 1POIPECCHBHOE
CHWJKEHHEC JI03bl B TeueHHE OoJiee
JUIMTEJILHOTO MepHo/IA.

T dekcameTason

Putonasup, NPUMEHSIEMBIH B
KadyecTrne ¢)apMaKOKuuemqec1<oro
YCHJIMTEJIS MIIH AHTHPETPOBUPYCHOTO
cpejacrsa, unrudupyer CYP3A, B

pesyiabrare 4yero OKHIacTes
IMOBBIIIICHHE KOHLCHTpALIUH
JACKCAMCTa30Ha B [UIa3ME KPOBH. an
OIHOBPEMEHHOM IPUMCHCHHH
JIEKCaMeTasoHa C PHTOHABHPOM
PEKOMCHAYECTCA TIIATEIbHbIH

MOHHUTOPDHHI  TePANEBTHYECKHX M
10004HBIX 2 eKTOB.

T Ipeauusonon (28%, 9%)

Pexomenayercs TIIATENBHBIH
MOHHTOPHHT  TEPANeBTHYECKHX W
nobo0YHBIX b dexron npu
0JIHOBPEMEHHOM IPUMEHEHUH
NpeaHn30J10Ha ¢ putoHasupoM. AUC
mertabosuTa HpeIHN30JI0HA
yBenuuunack Ha 37% u 28% nocne 4
v 14 juell npuema puTOHABHpa
COOTBETCTBEHHO.

3amecTHTEbHAS Tepanus
'OPMOHAMH ILHTOBUIHOH
JKECJIE3hI

JleBoTHpOKCHH

Coobutanocs 0 NMOCTMAPKETHHIOBbIX
ciyyasx, YKa3blBalOUHX Ha
NMOTCHIHAJILHOEC B3aHMOJICHCTBHE
MCKIY TpernapaTaMH, CoaepKaliuMHu
PHUTOHABHDP H JICBOTHPOKCHHOM.
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IpeacraBurens Kiaacca 0BAT

Kaace mekapcersennoro JIEKAPCTBEHHBIX CPE/ICTB
Kiannuueckne kommentapun
CcpeacTaa (m3menenne AUC, uimenenune
Cmu)

Heobxoaumo KOHTPOJIHPOBATEL
YPOBEHb  THPEOTPOIHOTO TOPMOHA
(TTT) y naumeHToB, noyYaUMX
JICBOTHPOKCHH 110 KpaiiHeH Mepe B
TCYCHHE TICPBOrO Mccsla Iocie
Havaga W/WIM OKOHYAHMS JICUCHMA
PHTOHABHPOM.

Coxpawenns: ATL=ananunamunorpancdepaza; AUC=nnomanp noa KPHRBOM.

Bausinne APYTHUX JIEKAPCTBEHHBIX CPEJICTB HA HUPMATPEJIBUD

OnHOBpeMEHHBIH TPHEM HECKOJIBKMX MEpPOPabHBIX 103 uTpakoHasona 1o 200 mr ysennuuBa
AUCtu 1 Cmax HHpMaTpenBupa. OTHOLICHHS CKOPPCKTHPOBAHHBIX CPEJIHMX I'COMCTPHYECKHX
(90% JAN) mns AUCuy 1 Crmax HHpMaTpenBupa coctasuim 138,82% (129,25%, 149,11%) n
118,57% (112,50%, 124,97%), coOTBETCTBEHHO, NpH  OAHOBPEMEHHOM  NPHUMEHEHHH
HHPMATPEIBHPA/PUTOHABHPA C MHOTOKPATHBIMH JI03aMHM HTPAKOHA3071a 110 CPaBHCHHUIO C
MOHOTEpAIHEi HAPMATPETBUPOM/PHTOHABUPOM.

CoBMecTHOE BBe/ICHHE HECKONBLKHX MEPOPATbHBIX 103 kapbamazenmua no 300 mMr cHwkano
AUCinf 1 Ciax HUpMatpessupa. OTHOLICHHS CKOPPEKTHPOBAHHBIX CPEIHUX FEOMETPUYECKHX JIIS
AUCin 1 Crax  HupMatpesnsupa (90% JIM) cocrasum 44,50 % (90 % JIN: 33,77 %, 58,65 %) u
56,82 % (90 % JIM: 47,04 %, 68,62 %) COOTBETCTBCHHO, IOCIIC COBMECTHOTO BBCJICHHS
HUpmarpensupa/puTonaBupa 300 Mr/100 Mr ¢ MHOrOKpaTHBIMH NEPOPAILHBIMH  103aMH
Kapbama3sern1Ha no CpaBHEHMIO ¢ HUPMATPEIBUPOM/PHTOHABHPOM, BBOJAUMBIM OT/E/IbHO.
Ocobbie ykazanus

®PakTopsl pucka nporpeccuposannss COVID-19 J10 TSKEJIOr0 TCUECHMA

Pax conyrcrByrommx 3aboneBanuii yBeaHUMBAaIOT pHCK nporpeccupoBanuss COVID-19 o
TAKEIIOro TEHEHH, B TOM HHcne: Bo3pact > 60 e, oxupenne (MMT 30 kr/m?), caxapubiit quaber,
XpoHHUueckas Oole3Hb [0YeK, TsKenbie 3a00NEBAHMS  CEPICYHO-COCYAMCTOH CHCTEMbI,
XpoHHYecKas 00CTPYKTHBHAS GOJIC3HB JIErKNX, AKTHBHBIE 3/I0KAYECTBEHHbBIC HOBOOOpa30BaHusI.
[Ipumenenne npenapara MUpoGUBHP BO3MOKHO TOIBKO 1101 HAGTIOACHHEM Bpava.

[1pn passruTiy Mo604HOIO ASHCTBHS HEOBXOIMMO CO0BIATH 06 HTOM B YCTAHOBJICHHOM [1OPSIJIKE
A1 OCYIIECTBIICHHS. MEPOTIPHATHIA 110 hapMakoHa 30Dy .

[Ipn  Hasmauennm JiekapcTBeHHOro npenapara MupOOUBHD IKEHILMHAM, CIOCOOHBIM K
AICTOPOAKACHUIO (B TOM HHCIC B MOCTMEHOMNAy3e MeHee 2-X JIET), HEOOXOAMMO TOATBEPIUTH

OTPHLATEIIBHBIH Pe3ysbTaT TecTa Ha DEPEMEHHOCTh JI0 HAYala JICUCHUS. [ToBTOpHBII TecT Ha

OepeMeHHOCTh HEOHXO0MMO MPOBECTH M0C/IE OKOHYAHUS NIpHEMa JIEKapCTBEHHOTO Mpernapara.




JKeHmuHam JIeTOPOAHOrO BO3pacTa cieayer uiberath OepeMEHHOCTH BO BpeMs TEMeHHS U B
TeueHue 7 JAHel rocne 3aBeplieHus eueHns npenapatom MupoGusup.

[Ipumenenne puTOHaBHpa B KayecTBe (HapMAKOKHHETHYECKOTO YCHIITMTENISE MOXKET CHU3HTH
dpdexTuBHOCTE  KOMOMHMPOBaHHBIX — FOPMOHAIBHBIX KOHTpauenTuBoB.  [laumeHTkam,
HCIIOMB3YIOUHM KOMOHHHPOBAHHBIE NOPMOHAILHBIC KOHTPALCHTHBEI, CICAYCT PEKOMEHIOBATD
MCTIONIB30BaTh (P EKTHBHBIN anbTepHATHBHBIN METOA KOHTPAlUENUMH WIH AOTOJHUTENbHbI
OapbepHblii METOJ KOHTPALCNLMKH BO BPEMs JICUCHHA M [0 OKOHYAHHMS OHOIO [OJIHOTO
MCHCTPYaJILHOTO LMKJIA [0CA€ NpEeKpalleHus npuema npenapara Mupobusup. Mcxons us3
BO3MOXXHOCTH Pa3sBUTHs TOOOYHBIX peakuMii y MIiajeHua, rpyaHoe BCKapM/IMBaHHE HE
PCKOMCH/yCTCS BO BPCM# JICUCHUA M B TCYCHHE 7 JIHCH MOCIIC MOCIEIHEH J103b1 JICKAPCTBEHHOTO
npenapata MupoGusup.

PHCK cepbesHbIX MOOOYHBIX peakumii M3-3a B3aMMOJICIHCTBHS C JIDYIMMH JIeKADCTBEHHBIMH

CpEeaACTBAMH

[Ipuem npenapata MupoGusmup, apisromero naruburopom CYP3A, y naunenTos, nosyyaiomnmx

JicKapeTBeHHbIE cpeictBa, merabonusupyembix CYP3A, wiu Hauano npuema jieKapcTBEHHBIX
cpeacts, meradonusupyembix CYP3A, y naumentos, yske moyqarommx npenapar Mupo6usup,
MOXET NOBBICHTH KOHUCHTPALMIO JIEKAPCTBEHHBIX CPE/ICTB B [L1a3ME KPOBH, META0OIH3HPYEMbIX
CYP3A.

Hauasio npuema jiekapcTBeHHBIX TIPeNapaToB, KOTOphIe MHTHOMpYI0T ik uHayunpyor CYP3A,
MOXCT YBCIHYUTD WM YMEHBIIUTD KOHLEHTPALMIO npernapata MupoGuBUp COOTBETCTBEHHO.
ITH B3aMMOJICHCTBHA MOTYT NPHBECTH K:

e KimHMYeCKH 3HAYHMBIM NOGOYHBIM PEaKIMAM, MOTEHIHAILHO NPUBOJMMBIM K THKEIbIM,
OTMACHBIM JUIsd JKH3HM WJIH CMCPTC/IbHBIM HMCXOJaM B Pe3yJIbTATe MOBBILICHHOTO BO3JICHCTBHA
CONYTCTBYIOIINX JICKADCTBCHHBIX CPEJICTB;

* KimMHHYeCKH 3HAYMMBIM NOGOYHBIM PEAKLMAM, BBI3BAHHBIM TMOBBILICHHBIM BO3/ICHCTBHCM
npenapara Mupobusup;

e llotepe Ttepanestnueckoro sdpdekra npenapara Mupobusnp BO3MOXXHOMY Ppa3BHTHIO
BHPYCHOH PE3UCTEHTHOCTH.

B tabmuue 3 npuBenens! sekapcTBeHHble CpescTBa, KOTOpBIC NPOTHBOINOKA3aHbl JIs
O/IHOBPEMCHHOI'O NPUMEHCHHMS ¢ KOMOMHALIMCH HUPMATPEIBHDP/PUTOHABHP.

Bsaumoneiicteue nupmarpensup/putonasup npe/cTaBieHo B pasjen «Bs3aumojeiictBue ¢
APYTHMH JICKAPCTBEHHBIMH CpecTBaMi». CrielyeT yYHTHIBaTh BO3MOXKHOCTH B3aUMO/IEHCTBUS C
APYTHMH JICKAPCTBEHHBIMH CPEACTBAMU JIO H BO BpeMsi Tepanuy npenapatom Mupo6usup. Bo

BpeMsa  Tepamuu  npenapatom  MHpoOGMBHD - crietyeT  mepecMOTpeTh  COMyTCTBYFOLIHE
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JIEKapCTBEHHbIC CPEICTBA, W TMAUMEHT JOJDKEH HAXOAMTHCS MO HaOMoJeHHeM) Ha npeaMer
MOOOYHBIX peaklMi, CBA3aHHBIX C COMYTCTBYIOLIMMH JIEKAPCTBEHHBIMU CPEICTBAMM.

Tsokenas noyeyHas HEJIOCTATOYHOCTh

Kimnuueckue faHHbic 0 MalMeHTax ¢ THKEJNOH MOYCYHOH HEAOCTATOYHOCTBIO (BKIIOYast
NMalMCHTOB C TCPMHUHAIIBHOM 1Mo4eyHO# HepocTtatouHocThio (TITH)) orcyrerByior. OcHOBBIBAsICH
Ha (DapMaKOKHHETHYECKHX JaHHBIX (cM. «DapMakKoJIOrHYecKHe CBOICTBA»), MPHUMEHEHHe
npenapata MHpOOHBHP y NALMEHTOB C TAKENOH MOYEYHOH HEAOCTATOYHOCTHIO MOKET IIPHBECTH
K YpE3MEPHOMY BO3ICHCTBHIO C MOTEHLMAIBLHOH TOKCHYHOCTBIO. Ha anHoM stane ne yaanoch
pa3paboTaTh HUKAKHX PEKOMEHJALMCH B OTHOIICHHH KOPPEKTHPOBKH JI03bI JI0 MPOBEIACHHSA
crieunanpHoro  paccieaosanns. Ilosromy npenapar MupoOuBHp He cieayeT NpPHMCHSTH
NMaUUEHTaM € TAKEIOH noueuHoi HenoctatouHocThio (pCK® <30 ma/MuH, BKIIOYAd MAlMEHTOR
¢ TITH, naxoasummxcs Ha remouanuse).

Tsokenas rieyeHoYHas HCAO0CTATOYHOCTD

DapMakOKMHETHYECKHE M KIMHHYECKME JIaHHBIE Y TMalMeHTOB C TSOKEJIOH [eueHOqHOi
HEA0CTATOUHOCTBIO OTCYTCTBYIOT. IlooTOMy npenapar MupoOMBHpP He clielyeT NpPUMEHSTDH
MalMEHTaM C TKEN0H NMeYeHOYHOH HEJ0CTATOYHOCTBIO.

I enaToTOKCHYHOCTD

Y MAUMCHTOB, MOMyYaBUIMX PHTOHABHP, HAGNIOAAIOCH MOBBINICHHS YPOBHS MCYCHOYHBIX
TpaHCaMMHa3, KJIHHUYECKHi renatut u xkentyxa. Ilostomy cieayer cobmonars 0cTopokHOCT
NpH Ha3HA4YE€HHH npenapara MupoOMBHDP MauMEHTaM C yKe CYLIECTBYIOIMMH 3a00/1eBaHHsIMH
MEYEHH, HAPYIIEHUAMH (DEPMEHTOB MeYEHH MJIH IreNaTHTOM.

Puck pasBuTHs pesuctenTnoctH kK BUY-1

[Tockonbky HUPMATPENBHP HA3HAYACTCH OJHOBPEMEHHO C PUTOHABUPOM, TO MOXKET BO3HHKHYTH
puCK pa3uTHA yctorunBocTH BHUY-1 k uurnburopam nporeassl Bupyca ummynonpeduumura
yesnioBeka (BUY) y muu ¢ nekonTponmpyemoii nim HeguarnoctupoBannoit nudekuueii BUY-1.

BcnomoraresibHbie BELICCTBA

Tabnetkn wupmatpensupa cojepxkar nakto3y. [laumMeHTaM ¢ pPEIKHMH  HACICACTBCHHBIMH
npodiieMamMy  HEMEPEHOCHMOCTH  TAlaKTO3bl, OOIIeH HEJOCTATOYHOCTHIO  JIAKTa3bl  HIIM
HapPYIICHHEM BCACBIBAHMA ITTHOKO3bI-FAIAKTO3bI HE CIIE/yeT NPUHUMATE TO JIEKAPCTBO.
Biinsinue Ha cnoco6HOCTE yNpaBasSiTE TPAHCHOPTHLIMH CPEACTBAMH, MEXaHH3MAMH
Bimnsinie nupMatpenBupa Ha criocoGHOCTb YIPaB/IsTh TPAHCIIOPTHBIMM CPE/ICTBAMH M PabOTATH
C MEXaHM3MAMH HE H3YUEHO.

Popma BbINYCKA

Habop TabneTok, NOKpeITHIX M1€HOUHOI 060s104K0it, 150 Mr 1 100 wmr.

«Un banky Hupmampensupa Ha npeonpusimuu AO « d)ap.uactmmex»
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[To 100, 200, 500 uan 1000 TabneTox HHpPMaTpeNBHpa MOMEMAOT B OAHKY W3 TofaTHIIeHA
! /

HH3KOTO JIaB/ICHUS C KPBILIKOH HATArMBAeMON C KOHTPOJIEM MEPBOrO BCKPHITHA. Bo3moXHO

3aroIHeHHE CBOOOIHOr0 MPOCTPAHCTBA BATOH MEAMLMHCKON TrHrpockonuyeckoii. Ha Danky

HAKJICHBAIOT YTHKCTKY M3 OyMaru THKCTOYHOM WM MHCYCH, MM M3 TIOJIMMEPHBIX MaTCPHAJIOB,

CaMOKJICALIYIOCS. baHKu MOMCIIAIOT B IPYIIIOBYIO YIIAKOBKY.

«Hn b6anky pumonasupa na npednpusmuu AQ « Papmacunmesy

[To 100, 200, 500 unu 1000 Tabnerox puronasupa (PY JII1-06681-291220) nomemasor B Ganky

H3 MOJIMITHIICHA HU3KOTO JIaBJICHUS! C KPBILIKOH HATATMBAEMO C KOHTPOJIEM MIEPBOIO BCKPLITHSA.
CBoboaHOE MPOCTPaHCTBO 3aMONHAIOT BATOH MEAMLMHCKON rurpockommnycckoii. Ha banky
HAKJICHBAIOT STHKCTKY M3 OyMaru STHKCTOYHOM WM NMHCYCH, HIIM M3 IOJIMMEPHBIX MaTEPHAJIOB,
CaMOKJICALLYIOCA. baHKM NOMEIAlOT B rPYIIOBYIO YIIAKOBKY.

Ha npeonpusmuu AQO « @apmacunmesy/ 000 «Papmacunmes-Tiomervy

[lepsuunas ynaxkoska aekapcmeenno2o npenapama.

[To 10 Tabnerok HHpMaTpe/nBHpa NMOMEMIAIOT B KOHTYPHYIO SYEHKOBYIO YNAKOBKY M3 TUICHKH
NOJMBUHHIIXJIOPHAHOH H (HOJIBIH aIOMHHUEBO NIEYATHOM JIAKHPOBAHHOM.

[To 10 Tabnerox puTOHaBMpPa NOMEAIOT B KOHTYPHYIO SYEHKOBYIO YNAKOBKY M3 ILICHKH
TMOJIMBHHUIIXJIOPH/IHOM M (hOJIBIH aIFOMUHHEBOI IEYATHOI JIAKUPOBAHHOM.

[1o 4 Tabnetkn HupMaTpesBupa u 2 TabICTKH PUTOHABHPA MOMEIIAIOT B KOHTYPHYIO AYCHKOBYIO
YMAKOBKY M3 IUICHKH TMOJMBHHHIIXJIOPHIAHOH M (OTBIM aIIOMHUHHEBO# 1e4aTHOMN JIaAKUPOBAHHOIA.
[lo 20 tabnerox HupmaTpenBupa NMOMEWAIOT B OAHKY M3 NOJMATHICHA HH3KOTO AABICHHS C
KPBILIKOH HATATHBAEMON C KOHTPOJIEM MePBOIr0 BCKPHITHS. Bo3MOKHO 3amojiHeHne cBO6G0IHOTo
NMPOCTPAHCTBA BATOH MEMIMHCKON THIrpocKonnueckoil. Ha GaHKy HakieHBAIOT THKCTKY M3
OyMaru STHKeTOYHON WM MUCYEH, HITH U3 OTMMEPHBIX MATEPHAIIOB, CAMOKJICALILYIOCH,

[To 10 Tabnetok putonasupa nomeuiaior B 6aHKy U3 MOIMITHIICHA HU3KOTO ABICHHUSA C KPbILIKO§
HATATHBAEMOH C KOHTPOJECM MEPBOTO BCKPHITHA. BO3MOXKHO 3anojiHeHHe CBOGOIHOrO
NPOCTPAHCTBA BaTOH MEAMLMHCKOH rHrpockonuyeckoi. Ha GaHKy HaKkJIEHBAIOT THKETKY M3
Oymaru STHKETOYHOMH HJIH IMCYCH, WM M3 TIOJHMMCPHBIX MaTEPHAIIOB, CAMOKJICATIYIOCS.
Bmopuunas ynaxoska nexapcmesennozo npenapama.

[To 2 xouTypHbIe siueiikoBbie ynakoBku (no 10 tabnerok nmupmarpensupa) u | KoHTYpHOI
AYCHKOBOH ynakoske (1o 10 TabneTok puTOHaBHMpa) BMECTE ¢ MHCTPYKLMEH 10 NPHMEHEHHIO
MOMCIUAIOT B MAYKy M3 KapTOHA Ul MOTPCOUTEILCKOH Taphl MOJArPYII XPOMOBBIH MIIH XPOM-
dp3all, WK JApYroro aHajloru4yHoro kadecrsa. Ilaukm w3 xapToHa NOMeWAT B rpynioByio
YMaKOBKY.

[To 5 KOHTYpHBIX S4Y€HKOBBIX ynakoBok (o 4 Tabnerkm HMpMaTpenBupa M 2 TabreTKH

pMTOHaBMpa) BMECTE C HHCTp}’KU,HCﬁ [0 NMPUMEHEHHIO TNOMELIAIT B MA4YKy M3 KapToHa JUJIA
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MOTPEOHTEIBCKOH Taphl MOATPYIITT XPOMOBBIH WM XPOM-3p3all, W APYTOTO aHANOMHUHOTO
Kkayectsa. Iauku U3 KapTOHA MOMEILAIOT B IPYINIOBYIO yNAKOBKY. : A

[To 1 6anke (1o 20 tabnerok Hupmatpensupa) u 1 6anke (o 10 Tabnerok PUTOHABHpa) BMECTE C
HHCTPYKUMCH 10 MEIMIMHCKOMY TNPUMEHEHHIO MOMEIIAOT B TAuky H3 KaproHa Juis
TMOTPCOUTEIILCKOI Taphl MOATPYNI XPOMOBbIH HJIM XPOM-3p3all, HIIH JAPYTOr0 aHAIOrMYHOTO
KkavyecTsa. [Tauku U3 KapTOHA MOMENIAIOT B IPYNINOBYIO YIAaKOBKY.

Cpok roanocru

Hupmampeneup: 2 rojia.

Pumonaeup: 2 ropna.

He npumensaTs 1o HeTedeHun cpoka rogHoCTH.

Ycaosus xpanenusn

Xpanuth npu Temeparype He Boiie 25 °C.

XpaHuTb B HEIOCTYITHOM ISl JIeTeif MecTe.

Yciaopus ornycka

OtnyckaioT no peuenry.

IIpousBoanTenn

IIpoussooumens, (hacosuqux, ynaxkosugux u evinyckarouquii KOHmMpons Kayecmea:

AO «DapmacunTes», Poccus

[Opuouueckuii aopec: 664007, Upkytckas o6, r. UpkyTck, yn. Kpacnorsappeiickas, a. 23,
otuc 3

Adpec npouzsodcmeennot niowadku: r. Upkyrck, yi. P. JTrokcembypr, 1. 184

Dacosuquk, ynaKosugux u bINYCKalOwuii KOHMpobL Kauecmea:

00O «®apmacunres-Tromens», Poccus

FOpuouueckuit aopec: 625059, r. Tiomens, 7-0ii kM Benmkanckoro TpakTa, 1. 2

Aodpec npoussoocmeennou niowaoku: r. TioMmens, 7-0ii kM BemmkaHckoro TPAaKTa, 1. 2
Buajenen perncrpaunonnoro yaocroBepenms/ oprammzanmusi, NPHHUMAKIIAS TIPeTeH3HH
norpeduTesnei

AO «®apmacunTesy, Poccus

664007, Upkytckas o6, r. Upkyrek, yn. Kpachorsapaeiickas, a. 23, oduc 3

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

Buue-npesnaenT no passuruio 6usHeca

AO «DapmacuHres’» Maseix H.IO.
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