AN-00/A00- 111

MUHHUCTEPCTBO 3[IPABOOXPAHEHUS POCCUICKON OEJIEPALIMM

NMHCTPYKLIMA
[10 MEIMLITUHCKOMY ITPUMEHEHMUIO JIEKAPCTBEHHOI'O ITPEITAPATA

PutonaBup

Perucrpaunonublii Homep:
Toprosoe HaumeHoBanue: PuroHasup
MexaynapoaiHoe HenaTeHTOBaHHOE HJIH IPYNNHPOBOYHOE HAMMEHOBaHHE: PUTOHABHP

JlekapcTBenHasi popma: KancyJibl

COCTAB

OnHa Kancyna coiepKuT:

Heuncmeyowee sewyecmeo. puronasup 100,00 mr;

Bcnomozamenvuvie  eewjecmea:kpaxman KykypysHwidi 77,0000 wmr, 5akTo3sl MOHOTHIpAT
50,0000 mr, tanek 5,0000 mr, maruus creapat 3,0000 mr;

Cocmae meepovix scenamunoswix kancyn: xenati 83,0958 %, Boaa ouuninenHas 14,5000 %,
Hatpus naypuiacynbpar  0,1500 %, Oponomon 0,1000 %, mnosumon 0,1000 %,
mMeTuanaparuapokcubensoar (Hunarus) 0,0750, nponunnaparuapokcubGeH30aT (HUMa30.1)

0,0250 %, turana auokcun (E171) 1,7500 %, kpacutens connHeuHsiii 3akat xentbii (E110)

0,2042 %.

OIIMCAHHUE

Teepaple »kenaTuHOBBIE Kamncyiabsl Ne 2, jKenToro LBera, COAEpXKHUMOe Karcyl - Oenblid

Kpl/lCTaIIIIPl‘{CCKI/Iﬁ [TOPOILOK.

OAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA
[TpoTuBoBupycHoe (BUY) cpeactro.

KOJ ATX
JOSAE03

®APMAKOJIOTMYECKHUE CBOMCTBA

DapmakoOUHaAMuKa

Hpu./uenenue pumoHnasupa 6 kavecmee q)apmaxoxuuemuuecxozo ycuiumena



JleiicTBME puUTOHAaBMpa KaK (apMaKOKMHETUYECKOTO YCHJIMTENs OCHOBAHO Ha aKTUBHOCTH
PUTOHABMpa KaK MOIIHOrO MHrMOMTOpa MeTabosM3Ma, ONOCPEAOBAHHOTO H30()ePMEHTOM
uuroxpoma CYP3A. Crenenp ycunenus cBszaHa ¢ MeTabOJIM3MOM COBMECTHO MPHMEHSIEMOTO
vHruburopa mnporeasbl BUY u BiusHus unHruburopa mnporeassi BUY nHa MerabGonusm
puToHaBUpa. MakcumanbHOe MHTUOMpOBaHME MeTaboJIM3Ma MpPU COBMECTHOM TPUMEHEHHH
uHruburopa nporeassl BUY, kak npauio, nocturaercs npu go3e puronasupa ot 100 mr 1 pas
B cyTkd 10 200 Mr 2 pasza B CyTKM, M 3aBUCHT OT COBMECTHO MpPUMEHSEMOro MHrMOMTOpa
nporeassl BUY. JlononnurensHyto MHGOpMaLMio O BIMSHUM PUTOHABHpA Ha METabOJIU3M
COBMECTHO NpUMeHseMoro uHruburopa nporeassi BUY cM. B pasnmene «Bzaumoneiicteue ¢
JAPYTMMH JIEKADCTBEHHBIMH CPEACTBAMHY», TAKXKe CIEAYeT O3HAKOMHMTBCS C WHCTPYKLMEH IO
NPUMEHEHHUIO COOTBETCTBYIOLIMX HHTMOUTOPOB npoTeazsi BUY.

Ipumenenue pumonasupa ¢ Kauecmee AHMUPEMPOBUPYCHOZ0 CPEOCHEA

Purtonasup npeacrapiser coboit mHrubuTop acnaprtui-nporeas BUU-1 u BUY-2 ans npuema
BHYTpPb, aKTUBHBIA nentuaomumeTuk. Murubuposanue nporeasst BUY npenstcTByeT paspeiBy
nojunporerHa-npeawecrseHHuka Gag-Pol, yro nmpuBoautr k oOpaszoBanuio yactuy BHUY ¢
He3penoil Mopdosoruer, KoTopble He CHOCOOHBI K HHOULMPOBAHHMIO KIETOK. PuTOHaBMp
o0najaer CeNeKTUBHBIM CPOACTBOM K mporeaze BUY W mposiBiseT He3HAYUTENBHYIO
MHIHOMPYIOLLYIO aKTUBHOCTE B OTHOIIEHHWH acrapTH/I-MPOTea3hbl YeI0BEKa.

PuronaBup Obu1 mepBeIM MHrMOMTOpOM mpoTeasbl (0gobpeH B 1996 roay), sddhexkTHBHOCTH
KOTOpOro Oblja J0Ka3aHa B UCCIIEOBAaHUHU C KIIMHUUECKUMH KOHEUYHBIMU TouKamMu. OIHAKO U3-
3a MeTaboJMYECKUX HMHIMOMTOPHBIX CBOWMCTB pPUTOHABHUpA €ro MpPUMEHEHHE B KayecTBe
(bapMaKOKMHETUYECKOTO YCHJIMTENs JPYrMX WHTHOMTOPOB TMpoTeasbl sBIsETCs Oojiee
pacrpoCTPaHEHHBIM B KIMHUYECKOW npakTUke (cM. pazaen «Crocod npuMeHeHHUs U 103b1»).
Bnuanue na 3KI'

Hurepsan QTcF ouennBanu B paHAOMHM3MPOBAHHOM, Mianedo- U aKTUBHO- (MOKCH(IOKCAIMH
400 mMr oaMH pa3 B J[€Hb) KOHTPOJIUPYEMOM MEPEKPECTHOM HCCIEIOBAaHUM Y 45 310pOBBIX
B3pocibX ¢ 10 usamepenusmu B teyeHue 12 4 Ha [lenp 3. MakcumanbHas cpeanss (95 %
BEpXHAs J0oBepUTeNbHas rpanuua) pasHuua B QTcF ot mnauebo cocrapnsina 5,5 (7,6) ans 400
Mr 2 pa3a B CYTKM NMpPHUMEHEHMs] pUTOHAaBHpa. YpoBEeHb puUTOHaBUpa Ha JleHb 3 Habmropancs
npumepHo B 1,5 pa3a Bbllue, yeM npu npumeHeHuu 600 Mr 2 pa3a B CyTKM B CTallUOHAPHOM
cocTosiHMU. Hu y oaHoro ucneityemoro He Habmoaanock ysenuuenuss QTcF B Teuenue Gonee
60 mc ot 6a30Boii nuHMM KK uHTepBana QTcF, npeBplmaiomero NOTeHIMANBHO KIMHHYECKH
3HauuMBelid opor B 500 mc.

He3nauurtenpHoe npoaneHue uHTepBana PR Taioke oTMeuanoch y MalMeHTOB, IMOJYYaBIIMX
pPUTOHABHp B TOM e HccaeaoBanuu Ha Jlenp 3. CpenHue u3MeHeHMs OT 0a30BOM JIMHMM B

untepBane PR BapeupoBanu ot 11,0 1o 24,0 mc B 12-yacoBoii MHTEpBa Mocie MPUMEHEHHUs
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n03bl. MakcumanbHbii MHTepBan PR cocraBnsn 252 mc, u Grnokaisl cepaua BTOpOH MM
TPETheM CTeNneHH He Habmoaanock (cM. paszuen « Ocobble yKazaHus»).

Pezucmenmnocmeo

Mzonarer BUY-1, pe3ncTeHTHbIE K PUTOHABHPY, OBLIM BBIIEJIEHBI i Vifro Wy NallMEHTOB,
MOJIy4aBIIMX TepaneBTUYECKHE 103bl PUTOHABHUPA.

CHW)XEHHE aHTMPETPOBHPYCHOW aKTHBHOCTH pPHTOHaBMpa CBA3aHO, MpEkIe BCEro, ¢
MyTauusmu npoteassl V82A/F/T/S n 184V. Hakonnenue apyrux MyTaumii B reHe nporeassi (B
TOM uucie B mosoxenusx 20, 33, 36, 46, 54, 71 u 90) Taxke MOXKeT crnocoOCTBOBATH
PE3UCTEHTHOCTH K pUTOHaBUpY. I[lockoNBKY HakamnuBalOTCS MyTallMH, CBS3aHHBIE C
PE3UCTEHTHOCTBIO K PUTOHABUPY, BOCTIPHMMUYUBOCTD K PYTMM UHIMOUTOpAM MpOTeasbl MOKET
YMEHBLIATBCS M3-32 MEPEKPECTHOM pPe3UCTEHTHOCTH. ClieyeT MPOKOHCYJIbTHPOBATHCS LIS
MOJTyYeHHs] KOHKPETHOM MH(OpPMalMM O MyTalMsX MpoTeasbl, CBA3aHHBIX C yMEHBIIEHHEM
peakUMH Ha JaHHBIE BELIECTBA, B COOTBETCTBMM C MHCTPYKLMEH MO NMPUMEHEHHIO IPYrUX
MHrMOMTOPOB MpOTeasbl UK OPULHATBHBIMA OOHOBIEHHAMM.

DapmaKkoOuHamuyecKue KiuHuueckue OaHHbvle

Biusiue puTOoHaBMpa (NpHM MOHOTEpANUM WM B COYETAHHWH C JAPYTMMH NPOTHMBOBUPYCHBIMH
npenaparamMu) Ha GUoONOrMYeckHe MapKepbl aKTHBHOCTH 3a00JIeBaHMs, TAKME KAK KOJHYECTBO
CD4 «xnerox wu BupycHoir PHK, oueHuBanuch B MHOTOYMCIEHHBIX KJIMHMYECKHX
uccneoBanuax ¢ yuactueM BUY-uHGUUMPOBAHHBIX MalMEHTOB.

DapmakoKuHemuKka

Bcacvieanue

Ab6comoTHas OMOJOCTYMHOCTh M CTEMeHb BCAChIBAHWsS pPUTOHABUpPAa HE YCTAHOBJIEHA,
MOCKOJIBKY ~ OTCYTCTBYET  JIEKapcTBeHHass (Qopma AN MapeHTepajbHOrO  BBEJCHUS.
PapmMaKOKMHETHKA PUTOHABUPA MPH MHOTOKPATHOM MPUMEHEHHWH He HATOIIAaK Oblia H3yYeHa y
BUY-uHpULMPOBaHHBIX B3pOCIBIX J0OPOBOJIBLIEB HE HATOLIAK. [Ip¥ MHOTOKpaTHOM TpueMe
KyMYJISILMsS PUTOHABMpPa HECKOJIBKO MEHbBIIE, YEM pacCUMTaHHAsi Ha OCHOBAaHMM OJHOKPATHOM
JI03Bl, U 3aBUCUT OT BPEMEHH JIEYEHHUSI M J0303aBUCUMOI0 YBEIMUYEHHS KaXKyIIEerocs KIMpeHca
(CI/F). bpuio oOHapyXeHO, 4TO OCTaTOYHas KOHLEHTpALMsi pPUTOHABUpAa HEMHOTO
yMEHbLIANach C TEYEHWEM BPEMEHH, BO3MOXKHO, M3-3a HHAYKUMH (EPMEHTOB, OJHAKO
crabuIM3MpoBanach K OKOHYaHMIO 2 Helelb. Bpems IOCTH)XKEHHS MaKCHMaJbHOM
KOHLEHTpAaUUH (Tmax) MPHU yBEJIMYEHUH /103bl OCTABAJIOCh MOCTOSIHHBIM Ha YPOBHE, MPUMEPHO
paBHOM 4 yacaM. [ToueuHslil KiMpeHc coctaBiseT B cpeaHem meHee 0,1 j1/4 U OTHOCHTEJIBHO
MOCTOSIHEH TPH MPUMEHEHUH PAa3JIMYHBIX J103UPOBOK.

DapMaKOKMHETHYECKHUE MMapaMeTpbl, HaOMIOJaeMble C Pa3UYHBIMM CXEMaMU JI03UPOBAHMS

TOJIBKO pUTOHAaBUpa, MMOKa3aHbI B TaOJIMLIE HUXKE.



Cxema a03u pPOBaHHs PUTOHABHpa

100 mr 100 mr 200 mr 200 mr 600 mr
I pa3 B cytku | 2 pasBcytku' | | pas B cyTku |2 pasa B CyTKH |2 pasa B CyTKH

Cnases 0,84+0,39 0,89 3,4+1,3 4,5+1,3 11,243,6
(MKr/mu)
Cihwoughs 0,08+0,04 0,22 0,16+0,10 0,6+0,2 326
(MKr/m)
AUC 120124, 6,6+2,4 6,2 20,0+5,6 21,92+6,48 77,5£31.5
MK 4/MJ1)
tin, (4) ~5 ~5 ~4 ~8 ~3 105
C1/F, n/u 17,2+6,6 16,1 10,843,1 10,0+3,2 8,8+3,2

' 3HaueHus BBIPaKEHBI B BUJIE FEOMETPHYECKMX 3HAUEHMI.

IIpumeuanue: puTOHaBUP BBOJMJIM MOCTIE €IbI IS BCEX MEPEUUCIEHHBIX CXEM.

Bausnue nuwqu na nepopanvroe écacvléanue

[Ipy npumenenun npenapata BO BpeMms NpHUeMa MHILM NPOMUCXOAUT HEOOJBIIOE CHIIKEHHE
OHO0CTYNHOCTH TabJIETOK PUTOHABHPA.

Pacnpeoenenue

Kaxyuwmiics o6vem pacnipenenenns (Vs/F) puronasupa coctasnset npumepHo 20-40 1 nocie
OZHOKpaTHOW [103bl 600 Mmr. Cas3biBaHME pUTOHaBUpa ¢ OelKaMU IUIa3Mbl y 4YeloBeKa
coctaBisieT okono 98-99% u sABNAETCS NMOCTOSHHBIM B JAManasoHe KoHueHtpaumii 1,0-100
MKI/MJI. PUTOHABHP CBA3BIBAaETCS KaK ¢ allb(a)-KUCIbIM MIMKONPoTen10M yenoseka (AAG), Tak
M ¢ anbOyMHUHOM CBIBOPOTKM KpoBH uenoBeka (HSA) co cpaBHMTENBHO OJMHAKOBBIM
CPOJCTBOM.

HcenenoBanus pacnpeeneHus B TKaHsx ¢ '*C-MeyeHbIM PUTOHABHPOM Y KPBIC MOKA3aJIH, 4TO B
MeYeHH, HAAMOYCYHHUKAX, MODKETYI0YHOM XKee3e, MoYKaxX W LIMTOBUIHOM XKeJle3e CoaepiKaTcs
HauOOJIbIIME KOHLEHTpPAUMH puToHaBHpa. COOTHOLIEHHWE pacrlpeleNeHus TKaHb/TIa3Ma,
M3MEPEHHOE B TMM(ATHYECKMX Yy3/1aX KPhIC, COCTABISET MPUOIM3UTENBHO | M Tpeanonaraer,
YTO PUTOHABHMP PACNIPOCTPAHAETCA B TKAaHH JIMM(paTHYeCKO# ccTeMbl. PUTOHABUP MUHUMAJIEHO
MPOHUKAET B MO3T.

Memabonusm

Bb110 0TMEUEHO, YTO PUTOHABMP MHTEHCHBHO MeTabOIM3HPYETCs ¢ yyacTHeM LUToxpoma P450
NeYeHu, B OCHOBHOM ¢ y4acTueM u3odepmeHTta uuroxpoma CYP3A u, B MeHbIIEH CTeNeHH,
CYP2D6. HccnenoBaHust Ha >KMBOTHBIX, @ TaKKe SKCIIEPUMEHTHI in Vitro ¢ MHKpPOCOMaMH
TMEYeHH YeJOBeKa MoKa3aji, YTO PUTOHABUP B MEPBYIO OYepeIb MOABEPrascs OKUCIUTEILHOMY
MeTaboIu3My.

V uenoseka HaigeHo 4 wmerabonuta puTOHaBUpa. OCHOBHBIM SIBJISETCS OKMCIMTEbHBIMN

MeTaboMT M30mponuaTHazon (M-2), NpoTHBOBHpPYCHAsi aKTHBHOCTH KOTOPOrO OJMHAKOBA C




uexoaHeiM coeauHeHnem. Oanako AUC merabGonura M-2 cocrasnser Bcero 3 % ot AUC
CaMOro MCXOAHOTO COeIMHEHHUSI.

Huskne 103bl puTOHaBHpa OKa3bIBAlOT CHMIIbHOE BIMAHME Ha (apMAKOKMHETHKY APYTHX
MHIMOMTOPOB MpoTeasbl (M APYrMX BemectB, Merabonusupyembix CYP3A4), a apyrue
MHIHOMTOPBI MPOTEasbl TAKXKe MOTYT BIHMSTh Ha (PapMakOKMHETHKY PUTOHABMpa (CM. pasjei
«B3aumose#icTBHE ¢ IPYrUMH JIEKAPCTBEHHBIMM CPEICTBAMMIY ).

Boiseoenue

HccnenoBanns yenoBeka ¢ pajMoakTHBHO MEUEHHBIM PUTOHABMPOM TOKA3a/i, YTO PHTOHABUD
BBIBOJMTCS TJIaBHBIM 00pa3oM 4Yepe3 remnaTtoOMIMapHYIO CHCTEMY; MPUOIM3UTENEHO 86%
pajMOaKTUBHOM METKH OblLJIO BBIAEIEHO M3 Kalla, YacTh KOTOPOW, BEPOATHO, COOTBETCTBYET
HeabcopOMpOBaHHOMY PHTOHABMPY. B 5THX HccliejoBaHMAX BbIBEJEHHE Yepe3 MOUKH He GbLIO
OOHapy»KeHO KaK OCHOBHOM CrMocoG BbIBEJEHHS pPUTOHABHpA. DTO COOTBETCTBOBAJIO
HaOJIIOIEHUSIM B UCCIIEIOBAHHUSX HA JKUBOTHBIX.

Ocobvie zpynnsi nayuenmos

Jlemu

YcraHoB/eHHbIe (papMaKOKMHETHYECKHME MapaMeTpbl PUTOHABMpPA ObLIM OLEHEHHI y JeTeil ¢
BUY-undekuueii crapue 2 ner, noayyaBuux 103bl o1 250 Mr/m? 10 400 mr/m? 2 pasa B CyTKH.
KoHueHTpauus puToHaBhpa B KpOBH rociie mpuema 103 oT 350 mr/m? g0 400 mr/m? 2 pasa B
CYTKH Yy JeTeH CpaBHHMa C KOHLEHTpalHeH pUTOHABMpA Y B3POCIBIX, MPUHUMABIIKX 600 mMr
(oxo0s10 330 Mr/m?) 2 paza B CyTKH.

Bo Bcex rpynnax 03 KJIMpeHC MpW mnepopajibHOM mnpueme putoHaBupa (CL/F/m?) Gbin
npumepHo B 1,5-1,7 pasa OpicTpee y feteii cTapiue 2 JeT, 4eM y B3pOCIIbIX.

CrabunbHble (apMaKOKMHETHYECKHME MapamMeTpbl PUTOHABUpa OLeHMBanu y jereil ¢ BUY-
uHdekumeil Maaame 2 jeT, noayyaBlwMx 103bl 0T 350 Mr/M? 10 450 mr/m* 2 pasa B CyTKH.
KoHueHTpauun puToHaBMpa B TOM HCCIEOBaHWM OBUTM OYeHb BapHabesbHBI M HECKOJIBKO
HMKE, YeM Y B3pOCIBIX, mosyyaBiunx 600 mr (npuGnusurensho 330 mr/m?) 2 pasa B cyTku. Bo
BCEX Ipymnmnax 103 kiupeHc putoHasupa (CL/F/M?) yMeHblIancsi ¢ BO3PAcTOM CO CpeIHHMH
sHauyeHnsamu 9,0 1/4/m* y neTeit B Bo3pacTe 10 3 Mecaues, 7,8 n/u/m? y neteii B BO3pacTe OT 3 10
6 mecsiues u 4,4 1/u/M? y neteii B Bo3pacte oT 6 10 24 MecsLEB.

ITayuenmovr noscunozo eo3pacma

KoHnuentpauus puroHaBupa B ria3sme KpoBd y nauueHToB 50-70 JeT npu NpuMEHEHUH B J103€
100 mMr B coyeTaHuu ¢ JIONMMHABMPOM HJM B Oosiee BBICOKHX /103aX, HO 0e3 WHIHOMTOPOB
npoteassl BUY He oTiMyaeTcs oT TaKoBOH y MallMEHTOB OoJiee MOJIOI0OTO BO3pacTa.

Ilayuenmul ¢ napywenuem (yHkyuu nouex

DapMaKOKMHETHYECKHE MapaMeTpbl PUTOHABMPA HE M3y4YEHBI y MALMEHTOB C HApyLICHUAMH

(byHKI_H/II/l IMOYECK. OIIHaKO, [NOCKOJIbKY MOYEYHBIH KJIMPpEHC PUTOHABHpa OYEHBb MaJl, HUKaKHX



M3MEHEHUH OOIIero KJIMpeHca Tella He OJKMAAeTCs y MAaLMeHTOB C HApyLIEHHWSAMH (yHKUMH
noyex.

Ilayuenmoi ¢ napywenuem pynkyuu neveru

[lociie MHOTOKpPAaTHOTO 103MPOBaHMs PUTOHABHpA 310POBBIM 106poBosbLaM (500 mr 2 pasa B
CYTKH) M MalMEHTaM C JIETKUMH WM YMEPEHHBIMU HapyIIeHUAMH (GyHKLMHM redeHn (Knacchl A
u B o wmkane Yaina-ITeto, 400 Mr 2 pa3a B CyTKH) pUTOHABUp MOC/IE HOPMAJN3ALMK 10361 HE

OBLIT CYIIECTBEHHO Pa3/IMueH MEX/Y STUMH ABYMs TPYIIIaMH.

ITIOKA3AHMUS K IPUMEHEHHUIO
Jleyuenne BUY-1-undekumu (y B3pocibiX U AeTel cTapiie 3 JieT) B cocTaBe KOMOMHMPOBAHHOM

Teparnuu.

ITPOTUBOITIOKA3AHUSA

. VYCcTaHOBJIEHHAs MOBBIIIEHHAS YyBCTBUTEIBHOCTh K PUTOHABHUPY WM JIFOOOMY JPYroMy
KOMIOHEHTY Mnpernapara.

. Ecnv putonaBup npumensercs B KauecTBe (papMaKOKMHETHYECKOTO YCHUIIUTENs APYTHX
MHruOuTOpoB mporteaszsl BUY, HeoOxoammo yuuTBIBaTH MH(OPMALMIO, COMEPKALIYIOCS B
MHCTPYKUMSAX 110 MPUMEHEHHUIO COOTBETCTBYIOLIMX HHIMOUTOPOB npoTeas3sl BUY.

. PutoHaBMp npoTHBOMOKa3aH B KauecTBe (HapMAKOKHHETHYECKOTO YCHIIMTENS WIH

AHTHPETPOBUPYCHOIO Iperiapata y Naluue€HTOB ¢ A€KOMIIEHCHUPOBAHHBIM 3a00s1eBaHHEM TIEYEHH.

. [Tepron rpyaAHOro BCKapMIIMBaHMS.
. JleTckuii Bo3pact 10 3 ner.
. B uccnenoBanusx in vitro u in vivo ObIO YCTaHOBIIEHO, YTO PUTOHABHP SIBJISETCS

MOLLHBIM MHTHOMTOpPOM MeTabonnueckux peakuuid, onocpeayembix CYP3A u CYP2D6. Huxe
MEPEYUC/IEHbl  JIEKAPCTBEHHBIE  MPEMNapaThl, MNPUMEHEHHE KOTOPHIX OJHOBPEMEHHO ¢
PUTOHABUPOM NPOTHBOMNOKa3aHo. Eciu He ykazaHO MHOE, TO 3TH MPOTHUBONOKAa3aHHsl OCHOBAHBI
Ha MHruOMpYylOLEeM JeHCTBUM PUTOHAaBMpa Ha MeTabOJW3M OAHOBPEMEHHO NPHMEHSEMBIX
JIeKapCTBEHHBIX MpenapatoB. MHrubupyrouiee JeiicTBHe COMPOBOXAAETCS TMOBBILLIEHHEM
YPOBHSI CMCTEMHOM DSKCMO3MUMHM M pPHUCKA Pa3BUTHS KJIMHUYECKH 3HAYUMBIX TMOOOYHBIX
5} dexToB yKa3aHHBIX JIEKAPCTBEHHBIX MPENapaToB.

Monynupyromee JeicTBUE PUTOHABMpPAa Ha AaKTUBHOCTH (PEPMEHTOB 3aBUCUT OT JIO3BI.
[TpoTHBONOKa3aHKs K MPUMEHEHUIO HEKOTOPBIX JIEKAPCTBEHHBIX MPENapaToB OJHOBPEMEHHO C
PUTOHABMPOM OoJlee aKTyaslbHBI Ul PUTOHABUpa B Ka4eCTBE aHTUPETPOBUPYCHOTO Ipernapara,

a He (papMaKOKMHETHUYECKOro ycuaures (Hanpumep, ast pudabyTrHa 1 BOPUKOHA30J1a):



Knace
JIEKapPCTBEHHbIX
npenapaToB

IIpeacraBurenu
KJacca

O06ocHoBaHHE

IloBbIlIEHHE N CHHKEHHE

YPOBHsI OTHOBPEMEHHO NPHUMEHSAEMOI0 JIEKAPCTBEHHOI'0 NMpenapara

AHTaroHUcTHI a|-
aJIpeHOPELENTOPOB

Andy3o3uH

[ToBbIlIEHHE KOHUEHTpaLUK andy303uHa
B IUIa3M€, YTO CBS3aHO C PUCKOM
TUIIOTOHMM BBICOKOM CTENEHH TSKECTH
(cm.  paspen  «BzaumopeiictBe ¢
ApYyTUMH JIEKapCTBEHHBIMHU
CpEICTBAMUY)

O06e300nuBaronye
npenaparsl

[letnaun,
MUPOKCHUKAM,
nponokcudeH

[ToBbIlIeHHE KOHLIEHTpaLMH
HOpMETHHHA, MUpOKCHUKaMa u
nporiokcupeHa B MIa3Me  KPOBH.
Bo3spacTtaeT pHCK TsDKeNOro yrHeTeHHs
JBIXaHMS, reMaToJIOrMYECKHX
OTKJOHEHHH U  JIpyTUX  CEpbe3HBIX
HEXKeNaTeIbHBIX SBJICHHH,

CBOMCTBEHHBIX 3TUM rnpenaparam

AHTHAHTUHAJIbHEIE
npenaparsl

Panonasuun

[loBBllIEHHE KOHLEHTpALMU paHOJIa3uHa
B IUIla3ME€ MOXET TMOBBICUTH  PHCK
BO3HMKHOBEHMSI ~ CEpPbE3HBIX  W/HIH
YIpOXKalOIMX JKU3HU  peakuuit  (cM.
pazaen «BzaumoneiicTBue ¢ Apyrumu
JIeKapCTBEHHBIMHU CPEACTBAMM)

[IpotuBoomnyxosneBbie
npenaparsl

Benerokiakc

[ToBbiIEHHE KOHLEHTpaLUH
BEHETOK/JaKca B IUla3Me€  KPOBH.
VYBenuyeHue pucka pa3BUTHUs CHHApPOMA
JM3Kca OIMyXOJIM B Hayase JeYeHUs: U Ha
NPOTSHDKEHUHM a3kl TUTPOBAHUS 103bI
(em.  pazgen  «BzaumoneilcTBue ¢
JApPYTUMH JeKapCTBEHHBIMHU
CpeICTBaMUY)

AHTHapUTMHUYECKUE TIpe-
napathl

AMHOAapoH,
OGenpuaun,
JpOHEIapOH,
SHKauHU,
bnexauHu,
nponadeHoH,
XUHUJIUH

[ToBbieHue KOHLICHTpaL1H
amMojapoHa, Oenpuauia, JpOHElapoHa,
SHKaMHHWIa, (raekauHuaa, nponadeHoHa
¥ XMHMJMHA B ruia3me kpoBu. [Ipu sTom
BO3pacTaeT pHUCK apUTMUM M JPYTHX
CEpPbE3HBIX HEXKEIAaTEe/NbHBIX SBJICHHI,
CBOMCTBEHHBIX 3TUM IIpernaparam

AHTHOUOTHUKH

®y3uoBas KMcI0Ta

[ToBpllIeHHE KOHLEHTpaUuK (y3ua0BOH
KMCJIOTBI M PUTOHABHpA B MJ1a3Me KPOBH

[TpoTBOrpudKOBHIE
npernaparsl

Bopukonason

[TIpumenenue putonasupa (400 mr 2 paza
B CYTKH H OoJiee) OJHOBPEMEHHO C
BOPMKOHA30JI0M  MPOTHBONOKA3aHO B
CBSI3U CO CHI)KEHHEM KOHIIEHTpAlUH
BOPMKOHA30j7a B IUla3Me€ KpPOBU H
BO3MOXHBIM CHIDKEHHEM ero
TeparneBTHUecKoro 3¢gdexra (cM. pazaen
«B3aumopneiictBue g OpYTHUMH
JIEKapCTBEHHBIMHU CPEJCTBAMM)

AHTUIMCTaMHUHHBIE
npenapaThbl

ActemMuszon,

tepdeHa uH

[ToBbIlIEHME KOHLEHTPALMHU acTeMHU30ja
M TepheHaJMHAa B  MJa3Me  KpOBH.




Kaace
JIeKapCTBEHHbIX
npenapaTon

IIpeacraBurenu
KJacca

O6ocHoBanue

Bo3spacTtaer puck pa3BUTHSI Cepbe3HBIX
ApUTMU I

[TpoTHBOMOAarpUUEcKUe
npenaparhl

Konxuumn

B03MOXHO pa3BUTHE CEpBhE3HBIX H/HIIH
YIpOXKAIOIMX  JKU3HU  peakuuit vy
MalMEHTOB C HapyLIEHUAMH (PYHKLIUHA
MOYeK M/WIM MeYeHH (CM. paszielnsl
«Ocobbie yKa3aHHs» U
«B3aumopeiicTeue C APYTHUMH
JIEKapCTBEHHBIMU CPEACTBAMM)

AHTHUMHUKOOAKTEpHalbHbIE
npenaparsl

Pudabytun

[Ipumenenue puronasupa (500 mr 2 pasa
B CYTKH) B KayecTBe
AHTUPETPOBUPYCHOTO npenapara
OJTHOBPEMEHHO c pudabyTuHom
MPOTHUBOIMOKA3aHO B CBSI3M c
MOBBILIEHHUEM KOHLEHTpaL1H
pudpabyTHHa B CHIBOPOTKE KPOBH U
PMCKOM  pa3BUTHSl  HeXeJaTeTbHBIX
peakuMii, BKIIOYas yBEUT (CM. pasjen
«Ocobble ykazaHus»). PekomeHaauuu o
NMPUMEHEHUIO PUTOHABMpAa B KauecTBe
(apMaKOKHHETHYECKOTO YCUITUTENS
OJIHOBPEMEHHO ¢ pudabyTuHoMm
NpUBEAEHHI B pa3ziene «B3aumoaeiicTeue
c JOpyTUMH JIeKapCTBEHHBIMH
Cpe/ICTBAMUY

AHTHUINICUXOTUKH/
HENPOJIENTUKH

Jlypazunon

[ToBpllIEHHE KOHLEHTpALMHU JTypa3uaoHa
B IJJa3M€ KPOBHU MOJXET TMOBBICUTH PHCK
BO3HMKHOBEHMUS]  CEpPbE3HBIX  W/WIHK
YIrpOKaloLMX KU3HU  peakuuid (M.
paznen «BzaumopeiicTBUe ¢ ApYrHMMH
JIEKAPCTBEHHBIMU CPEACTBAMMY)

Knosanux, numosus

[ToBpIlIEHHE KOHLIEHTpALMK KJIO3alMHa
M [UMO3uJa B [Ja3Me  KPOBH.
Bospactaer puck pa3BUTHS Cepbe3HBIX
reMaToJIOTMYeCKMX  OTKJIOHEHMH |
JPYTHUX Cepbe3HbIX MOOOUYHBIX 3(PPEKTOB
9THUX MpernapaToB

KBernanux [ToBbIlIEHME KOHUEHTpALMK KBETHAIMHA
B Ia3Me€ MOXET TPUBECTH K KOME.
[Ipumenenue pUTOHaBHpa
OJJTHOBPEMEHHO c KBETHAITHHOM
MPOTHUBONOKA3aHO (cm. pazzen
«B3aumoneiictBue ¢ ApYTUMHU
JIEKAPCTBEHHBIMU CPEACTBAMUY )
[TpouzBoaHBIE JluruaposproramuH, [ToBbIeHUE KOHLIEHTpALH
aJIKaJIOUJI0B CMIOPBIHBH 9PrOHOBHH, MPOU3BOJIHBIX AJIKAJIOMJIOB CIOPBIHBU B
5ProTaMMH, Tia3Me BEIET K OCTPBIM TOKCHYECKHUM
METHJIPPrOHOBUH spdexram, BKIOYAs  BazocmasM U

HIIEMHIO




Knace
JIeKapCTBEHHBIX
npenapaton

IIpeacraBuren
KJlacca

O06ocHoBaHnue

CTUMyYISATOPBI MOTOPHKH
XKT

[{uzanpun

[ToBbllIEHHE KOHLEHTpPALMU LM3anpua
B IUa3Me KpoBU. Bo3spacraer puck
Pa3BUTHsI CEPbE3HBIX APUTMUH

HUHruburopsel peaykrasbl
['MTI"-KoA

JloBacTaTuH,
CUMBACTaTHH

[ToBbilEeHKE KOHLIEHTpALIUK
JIOBaCTaTMHA M CMMBAcTaTHHA B IUIa3Me
KPOBH, YTO BEIET TMOBBILIEHUIO pHCKa
MUOIATUM, BKIOYas padaoMHONIN3 (CM.
pasaen «BzaumoneiictBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEACTBAMUY )

Muruburopst
dochoauscrepazsl  5-ro
TUNA

ABanHadun

[ToBbllIEHHE KOHLEHTpALMK aBaHaduIa
B muasMe (cM. pasgensl  «OcoOble
yKasaHus» u  «B3aumoneiictBue ¢
ApYTUMH NIeKapCTBEHHBIMU
CpeACTBaMM»)

Cunpenadun

[IporuBonokasan TOJIBKO npu
MCTIOJIb30BAHUM [JIsl JIEUCHHUS JIErOYHOU
aprepuanbHoii  runeprenzun  (JIAD).
[ToBbliIeHHE KOHLEHTPaL1N
cungeHapuna B [ula3Me  KpPOBH.
BospacTaeT = BepOATHOCT  pa3BUTHSA
HE)XKEJIaTeNIbHBIX SIBICHUHN, CBS3aHHBIX C
NMPUMEHEHUEM CcUJeHaduIa, BKIOYas
TUTNIOTEH3HI0 U 0OMOpPOKH. YKa3aHHs IO
OJJHOBPEMEHHOMY MPUMEHEHHUIO
cunaeHaduna y MaLUEHTOB c
SPEKTUNIBHOM  AMCyHKUMEH cM. B
pazaenax  «OcoOble  yKazaHHUsA» U
«BzaumoneiicTue c APYTUMH
JIEKapCTBEHHBIMHU CPEJCTBAMM»

Bapaenagun

[ToBbllIEHME KOHLIEHTpaLU1
BapAeHapuna B IUa3Me (CM. pasaelsl
«Ocobbie yKa3aHHs» 7
«B3aumopeiicTeue c ApyTUMH
JIEKApCTBEHHBIMU CPEJCTBAMUY )

CenaTUBHBIE U
CHOTBOpHBIE NpernapaThl

Krnopazsenar,
JMasenamM, 3cTa3oliaM,
¢dnypazenam,
npeiHa3HaYeHHbIe s
npueMa BHYTpb
MUJ1a3071aM u
TpUazoam

[ToBbieHME KOHLEHTpaL11
KJopa3enaTta, Jua3ernama, O3cTas3osiama,
¢nypazenama, npeIHa3HAYEHHBIX IS
npyeMa  BHYTpPb  MHAa3olama |
TpUa3oJjama B rasMe kpoBu. Boszpacraer
pucK  W30BITOYHOW  COHJIIMBOCTH U
yrHereHus apixanus. OcoOble yka3aHUs

no MH1a30namy, BBOJIUMOMY
MapeHTepalbHO, CM. B pasjene
«B3aumopneiicTBue c JOpYyTUMH

JICKAPCTBEHHBIMU CPEACTBAMMU

CHudicenue yposHa pumonasupa

PacruresnbHble 3Bepoboii [Tpumenenue PacTUTENBHBIX
JIeKapCTBEHHBIE JIeKapCTBEHHBIX TnpenapaTos,
npenaparsl coaepxammx  3Bepoboir  (Hypericum

perforatum), OJTHOBPEMEHHO ¢




Kaace IIpeacraBurenn ObGocHoBanmue
JIeKapCTBEeHHbIX KJjacca
npenaparos

PMTOHAaBUPOM NPOTHUBOIOKA3aHO B CBSI3U
C PHUCKOM CHW)KEHHS KOHLEHTpaLHUu
pPHUTOHaBMpa B MJa3Me U ociabieHus ero
KJIMHUYECKUX d(QeKToB (cM. pasnen
«Bzaumoneiicteue c APYTUMH
JIEKAPCTBEHHBIMHU CPEICTBAMM)

C OCTOPO/KHOCTBIO

° ['enaTuT;

. Hpyrue conmyTcTBytolye 3a00/IeBaHUs MIEYEHH;

. [ToBpIlIEHHE AKTUBHOCTH «NIEYEHOUYHBIX)» (DEPMEHTOB;

. [leyeHOUYHAsA HEAOCTATOYHOCTD CPE/IHEH CTENEHH TSKECTH;

. Tsokenas creneHp neyeHoyHoW HeaoctatouyHocTH (kinace C no mkane Yaina-Ileo) Ges
NPU3HAKOB JIEKOMIIEHCalluu (mpm NpUMEHEHUU pUTOHaBUpA B KauecTBe
(hapMaKOKMHETUYECKOTO YCUIIUTEJIS);

. [TauyenTel ¢ opraHMyecKMMHM 3a00J€BaHMSAMM CepAllAa M CYLIECTBYIOLIMMU paHee
paccTpOMCTBAMK TNPOBOJAIIEH CUCTEMBI CEpALlAa MM MaLMEHTHl, NPUHUMAIOLIME Tpernaparsl,
yanunsiomure uarepsan PR (Takue kak Bepanamun UM atazaHaBHp);

. CoBmMecTHOE NpHMEHEHHE HE PEKOMEHIYeTCs CO CleAYIOLUMMH MpernaparaMud (CM.
pazaensl  «Ocobble  ykasanusi» W «B3aumozelicTBue ¢ JApYyrMMH  JIeKapCTBEHHBIMH
cpeacTBaMm»): (ocamnpeHaBUpoOM (103bl pUTOHaBUpa Bbile, yeM 100 mMr 2 pasza B CyTKH),
aTta3zaHaBUpoM, MHAMHaBUpPOM (800 mr 2 pa3a B cyTKH cOBMECTHO ¢ putoHaBupom 100 mr 2 pasa
B CYTKHM), pHMBapoKcabaHOM, BOpanakcapoM. CalIMETEpOJIOM, PUOLIMIYaTOM, CHMENPEBHPOM,
GnyTHkazoHa MponmuoHaToM, OyIecOHMIOM, TpUaMUMHONOHOM. CleayeT MpUMEHsTh C
OCTOPOXKHOCTBIO €O CIEAYIOWMMHM npenapataMd (cM. paszzgensl «OcoOble  yKazaHUs» M
«B3anmoaelcTBME ¢ ApYrMMM JIEKAPCTBEHHBIMU CPEACTBAMM»): apaTUHUOOM, LEPUTHUHHOOM,
TPa30/l0HOM, ajrpa30jaMoM, AMIFOKCHHOM, cuiaeHadunom W TaganadpuioM (Ui JeYeHUs
OPEKTHIBHOM  AUMCPYHKIMH), MHAazonamoMm  (MpU  MApeHTEepPaJbHOM  MPUMEHEHHUH),
aTOpBACTaTMHOM, pO3yBAacTaTMHOM, KeTOKOHa3oJoM. Crnenyer u3beraTb COBMECTHOTO
MPUMEHEHUSI €O CIeIyIoUMMU npenapatamu (cM. pasgensl  «OcoOble  yKazaHUsS» U

«B3auMoaelcTBHE ¢ IPYyTrMMH JIEKapCTBEHHBIMU CPEACTBAMMY): O€1aKBUIIMHOM.

INPUMEHEHUE TIIPU BEPEMEHHOCTH MW B IEPHOA TIPYJAHOI'O
BCKAPMJIMBAHMUS

bepemennocmeo
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bonbmoe konuuectBo OGepeMeHHbIX kKeHIMH (6100 cny4yaeB pokaeHWs KMBOro peGeHKa)
MoJly4yand pUTOHaBUp BO BpeMs OepemeHHOCTH; M3 HUX B 2800 ciyyasx poxIeHHs >KHBOTO
peOeHKa KEHLIMHBI MOJyYand Mpernapat B MEpPBOM TpuUMecTpe. B GosbIIMHCTBE 3TO Cilyyau
NMPUMEHEHUSI PUTOHABMpa B COCTaBE KOMOMHMPOBAHHOW TepanmMM W B HETEPANeBTHYECKHX
J103ax, T.e. B Oojiee HM3KHMX 103aX B KayecTBe (papMaKOKMHETHUYECKOTO YCHIIUTENS Ul APYTHX
MHTUOMTOPOB MpPOTEasbl. DTU JaHHBIE MOKA3bIBAIOT OTCYTCTBUE MOBBIICHHUS YaCTOTHI TOPOKOB
pa3sBUTHs OTHOCHTEJIBHO 4YaCTOThI, 3aPErMCTPUPOBAHHON CHUCTEMaMHM MOHMTOPHMHIA TOPOKOB
pa3BUTHs B MOMyasuMu. Pe3ynpTaTel McCCIE€NOBaHWH y MMBOTHBIX YKa3blBAalOT Ha Halu4yue
penpoayKTHBHOM TOKCUYHOCTH.

B uccnenoBanuax Ha jKMBOTHBIX PETMCTPUPOBANIUCH Cliydad SMOpuodeTalbHOH TOKCUYHOCTH
npenapata y KpbiC (paHHSs pe30opOLMs KOCTHOM TKaHM, CHW)KEHHME Macchl Tella IUIOja,
3alepkKKa OCCM(UKALMK M JIpyrde OTKJIOHEHHS B Pa3BUTHH) MPHU [103aX, MPUMEHSIEMBIX Y
OepeMeHHBIX KpbIC, 75 MI/KT/CyT (cpeiHsisi KOHLEHTpalMsi B Tuia3Me KpoBH 45 MKreu/mi).
Takxe Habmonanock He3HAYMUTEIbHOE YBENMUCHUE 3a00J1€BAEMOCTH KPUIITOPXHU3MOM Y KpPbIC
npu no3ax 35 mMr/kr/cyT (34 Mxreu/min).

B uccnenoBanusax Ha JKMBOTHBIX PErMCTPUPOBAIUCH Cliydad SMOpHodeTalbHOH TOKCUYHOCTH
npenapata y KpOJHMKOB (pe30pOLus KOCTHOM TKaHW, yMEHbLIEHHWE YHMCIEHHOCTH TOMeTa U
YMEHBLIEHHWE MacChl Teja TUI0Ja) NpU J103aX, NMPUHUMaeMbIX OepeMeHHBIMU Kposiukamu, 110
Mr/Kr/cyT (34 MKreu/m).

B cBs3u ¢ Tem, 4TO MccenoBaHUsl PENPOAYKTUBHOM (QYHKUMH >KUBOTHBIX HE BCErJa MOXXHO
9KCTPamnoJIMpoBaTh Ha JIH0AEH, npenapat PutoHaBup npu OepeMEHHOCTH BO3MOXKHO MPUHUMATH
TOJILKO B TOM CJIy4ae, €C/IM Mpearnosiaraemas rnosb3a i MaTepu NPeBOCXOAUT NOTEHLMATbHbIN
pMCK 11 Tu1oa.

I'pyonoe eckapmnueanue

CylIecTBYIOT OrpaHMYEHHBIE JUTEpaTypHbIE JaHHbIE O BBIJCICHUM PUTOHABHpA C IPYIHBIM
MonokoM. OtcyTcTByeT MH(OpMalMs O BIUSHUM PUTOHABMpAa Ha JeTei, HaXOASLMXCsS Ha
TPYAHOM BCKapMJMBaHWM, WM BIMSHUM [Iperapata Ha BbIpabOTKy Mosoka. Bsuay
noreHuManbHoro pucka nepegaud BUY BHY-oTpuuarenbHbIM  MIIaZieHLIaM W pa3BUTHA
BUPYCHOM pe3ucTeHTHOCTH y BWY-nonoXuTenpHBIX MIAaJeHLEB, a TakkKe Cepbe3HbIX
HE)XKEJIaTeNIbHBIX pPeakUWil y JeTeil, HaXOJAIIMXCS Ha TPyJAHOM BCKapMIIMBaHWUHU, TPYIHOE
BckapminBanue BUY-uHGULMPOBAaHHBIMH JKEHIIMHAMU MPOTHBOIMOKA3aHO.

Depmunvrocms

JlaHHBIE O BIMSTHUM PUTOHABHMpa Ha (EpTUILHOCTD YEJIOBEKa OTCYTCTBYIOT. B HccnenoBaHusx y

YKMBOTHBIX HEONArOMpPUSATHOTO BIIMSHUS PUTOHABHpA Ha (PEePTUIBHOCTH HE OTMEYAIIOCh.

11



CIIOCOBb IIPUMEHEHMUSA " 103bI

BHyTpb, BO Bpems efibl.

Kancynel mnpenapata PuroHaBup HeoOX0oOMMO MNporiaThiBaTh —LEIMKOM, WX HeJb3s
pa3KeBbIBATh, pa3/iaMbIBaTh WJIM U3MENIbYATh.

Ilpumenenue pumonagupa 6 Kauecmee HapMaKOKUHEMUYECKO20 yCunumens

[Ipn HasHaueHMM CHMIXKEHHBIX 103 PUTOHABMpPa B KOMOMHALMM C JPYTHMH WHTHOMTOpamMu
nporeassl BMUY (nanpumep, B ciywasx, KOrAa pUTOHaBMp MCHOJB3YyeTCs B KayecTBe
(apMaKOKMHETHYECKOrO YCUIUTENs Apyrux MHruburopor mporeassi BUY) crnepyer, B Tom
Yuclie PyKOBOJCTBOBATHCS MH(pOPMALIMEH, colepiKallelcsi B UHCTPYKLMSIX 1O MPUMEHEHHUIO 1
JAHHBIMM KJIMHHUYECKMX MCCIIEOBAaHUI COOTBETCTBYIOIMX HWHrUOUTOpOB mnporeazsl BUY.
[lepeuncnenHbie Hike WHruOMTOpHl nporteassl BHY-1 paspemieHsl K NPUMEHEHHIO B
KOMOMHALIMK ¢ PUTOHABUPOM B KayecTBe (hapMaKOKMHETHYECKOTO YCHUITUTEIIS.

Bspocnvie

Amnpenasup 600 mr 2 pa3za B cyTku ¢ putoHaBupom 100 mr 2 pasa B CyTKH.

AtaszanaBup 300 mr | pa3 B cyTku ¢ putoHaBupom 100 mr 1 pa3 B cyTku.

®ocamnpenasup 700 mr 2 paza B cyTku ¢ puroHaBupoM 100 Mr 2 paza B CYyTKH.
JlonuHaBup/putonaBup (komOuHupoBaHHast ¢opma) 400 mr/100 mr wmm 800 mr/200 wmr.
CakBuHaBMp (y MalLMEHTOB, KOTOpBIE paHee MOJIyyald aHTUPETPOBHPYCHYIO Tepanuto): 1000
Mr2 pasa B cyTKH ¢ puToHaBupom 100 mr 2 pasa B CyTKH.

CakBuHaBUp (y MAaLMEHTOB, KOTOpBIE paHee He MOJydYald aHTUPETPOBUPYCHYIO TEparuio):
cakBuHaBup 500 Mr 2 pa3a B cyTku ¢ putoHaBupom 100 mr 2 pa3a B CyTKM B Te4E€HHE NMEPBBIX 7
aHei, 3atem cakBuHaBup 1000 mr 2 pasa B cyTku ¢ putoHaBupoM 100 Mr 2 pa3a B CyTKH.
Tunpanaeup 500 mr 2 paza B cyTku ¢ putoHaBupom 200 Mr 2 pa3a B CyTKM (TUIpaHaBUp B
KOMOMHALMKM C PUTOHABUPOM HE CJEIyeT NPUMEHATh y TMALMEHTOB, KOTOpPBIE paHee He
M0JIyyaly aHTUPETPOBUPYCHYIO TEPAITHIO).

JlapyHaBup (y MalMeHTOB, KOTOpPbIE paHee MoJyvald aHTUPETPOBUPYCHYIO Tepanuio): 600 mr 2
paza B cyTku ¢ putoHaBupom 100 mr 2 pasza B cyTku. Takke BO3MOXKHO Ha3HaueHHUe
napyHasupa 800 mr 1 pa3 B cyTku ¢ putoHaBupoM 100 mr 1 pa3 B cytku. J{nst nomydenus 6onee
noapobHoi uH}opMalMK, BKJIKOYas NMpPUMEHEHHE mnpenapata | pa3 B CyTKM Yy MNalMEHTOB,
KOTOpBIE paHee MOoJIyyald aHTUPETPOBUPYCHYIO TEpamnuio, CJIeAyeT BHUMATENBHO M3YYHThb
MHCTPYKLIMIO N0 IPUMEHEHHUIO apyHaBUpa.

JlapyHaBup (y MaieHTOB, KOTOpbIe paHee He MoJyyald aHTUPETPOBUPYCHYIO Tepanuio): 800
mr | pa3 B cyTku ¢ putoHaBupom 100 mr 1 pa3 B cyTkH.

Memu

[Ipumenenne npenapara y getedl muajawe 3 et npoTuBonokasaHo. Heobxoanmo crenosark

MHCTPYKLMU TI0 TpUMEHEHUI0 HWHruburopoB mnpoteazsl BHUY-1, koropelie paspemeHsl K
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MPUMEHEHHUIO B KOMOMHALIUU C PUTOHABUPOM.

Iloyeunaa nedocmamournocmo

PutonaBup B OCHOBHOM MerabonM3MpyeTcs B MedyeHH. Bo3MoXHO npuMeHeHue (c
OCTOPOKHOCTBIO) PUTOHABHpa Kak (apMaKOKHUHETHUECKOTO YCHJIMTENss Yy TalMEHTOB ¢
MOYEYHON HEJOCTATOYHOCTBIO B 3aBUCMMOCTH OT KOHKPETHBIX HHTMOUTOpOB mnpotea3sl BUY, ¢
KOTOPBIMH TIpUMEHsieTCs pUTOHaBUp. OJHAKO, MOCKOJBKY TMOYEYHBIH KIMPEHC PUTOHAaBUpA
HUYTOXKHO MaJl, TO YMEHbLIEHHE OOLIero KJIMpeHca He OXKMAAeTCs y MAlMEHTOB C MOYe4HOM
HEJ0CTaTOYHOCTBIO. [l mosydyeHus noApoOHONW HMH(OpMALKMKU O peKUME J03MPOBAHHUS Y
MalMEHTOB C TIOYEYHOW HENOCTaTOYHOCTBIO CliedyeT oOpaTUTbess K WHCTPYKLMH IO
NPUMEHEHHIO COBMECTHO MPUMEHSEMOro MHIrMOUTOpa npoteassl BUY.

Ileuenounaa nedocmamounocmo

PuroHaBup npoTHBOINOKa3aH B KayecTBe (hpapMaKOKMHETHYECKOTO YCHJIMTEINs Y MalMeHTOB C
J€KOMITEHCUPOBAHHBIM 3a00JIeBaHHEM MEYEHH.

OTCYTCTBYIOT AaHHBIE O MPUMEHEHMHM PUTOHABUpPA Y MALMEHTOB CO CTAOMIIBHO TSDKEJIOM
CTENEHBIO TEeYEeHOYHOM HenoctaTouHOCTH (knace C mo knaccudukaumu Yaiina-Isio) Ge3
MPU3HAKOB JEKOMIIEHCALMH, MO3TOMY CleAyeT coO/oJaTh OCTOPONKHOCTh MPH NMPUMEHEHUH
pUTOHaBMpa B KayecTBe (PapMaKOKMHETHYECKOrO YCHJIUTENs Y JAHHOW TpyMIibl MalUeHTOB B
CBSI3U C PUCKOM MOBBIIIEHUS] KOHLIEHTPALMK COBMECTHO MPUMEHSEMOI0 MHIMOUTOpa NMpoTeasbl
BUY. Jlna nonyuenus noapoOHOW WHOpMALMK O pexuMe [03UPOBAHUS Y TMAIMEHTOB C
MEeYEHOYHOH HEeIO0CTaTOYHOCTBIO CJEAyeT OOpaTUThCS K MHCTPYKLUMH 10 TMPUMEHEHHIO
COBMECTHO MPUMEHIEMOro MHrHOUTOpa npoteassl BUY.

Ilpumenenue pumonagupa ¢ Kauecmee AaHMUPEMpPOBUPYCHO20 Npenapama

B3spocnoie

[To 600 mr (6 kancyn) 2 pa3a B cyTku. CyTouHas g03a cocrasiser 1200 mr.

[TocteneHHoe yBenMueHWe 03l PUTOHABMpPA B HayallbHBIA TEPHOJA  JIEYEHUS MOXKET
CMocoOCTBOBATh YIYUIIEHHIO MEPEHOCUMOCTH Npenapara. HauanbHas 103a 10/DKHA COCTaBIATh
He meHee 300 Mr 2 pa3a B CyTKH B TeYeHHE NMEPBBIX 3 IHEH, Jaee 103y yBEIMUUBAIOT (Kaxa0e
yBenuyeHue 1036l - Ha 100 mr 2 pa3a B cyTku) 10 600 Mr 2 pa3a B CyTKM B TeYEHHUE NMEPHOAA, HE
npesbilatolero 2 Heaenb. He cneayer nponoynkare neyeHue npenapatoM PutoHaBup B 103€
300 mr 2 pa3a B cyTku Oonee 3 AHEM.

Kombunuposannsle cxemol nevenus ¢ 08yma uneuoumopamu npomeasot BUY (UII)
KnuHuyeckuii  onbpiT  KOMOMHUPOBAHHOM  TepamuM, MpeayCcMaTpUBAOIE TMpUMEHEHHe
TeparneBTHUECKUX JI03 PUTOHABMpAa B COYETAaHMM C JPYyruM HMHrudburopom mnporeassi BUY,
orpaHuyeH. PUTOHaBUp B 3HAYMTEBHOM CTEMEHU CHIXKAET MeTaboJu3M OOJBIIMHCTBA APYTHX
WHTHOUTOPOB BHUPYCHBIX mporea3. CrefoBaTeNbHO, MPH Ha3HAUY€HUM KOMOMHMPOBAHHOM

Tepani¥i ¢  TNpPUMEHEHHWEM  pPUTOHAaBMpa  ClielyeT  NPUHUMATh  BO  BHHUMaHHe
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(apMakOKMHETHYECKOE B3aUMOJECHCTBUE UM [JaHHble MO 0E30MaCHOCTH NPUMEHSEMBIX
JIeKapCTBEHHBIX Mpenapartos. Jlis 5Toro Kiacca npenapatoB XapakTepHa BbIpaKeHHas
MepeKpecTHas pe3UCTEHTHOCTE. [IpeanoyTuTensHo cieayeT Ucnoib30BaTh KOMOMHALIMIO JBYX
MHIMOWMTOPOB MPOTEa3bl ¢ HAMMEHbLIEH MEPEeKPECTHOM PE3UCTEHTHOCTHIO. [1pH UCTIOB30BaAHUH
PUTOHABHPA B COCTABE JIaHHBIX CXEM CJIEYET YUUTBIBATh BCE BBILICMPHBEICHHBIE (haKTOPHI.
Memu (3 zo0a u cmapuie)

Cnenyer HazHauaTh PUTOHABUP B KOMOWHALMM C APYTMMH MPOTHBOBUPYCHBIMH TpernapaTamMu.
PekoMen0BaHHas 103a pUTOHaBKpa 1is AeTeil cocTaaser 350-400 Mr/m? moBepXHOCTH Tena 2
pasa B CyTKM, M OHa He Jo/pkHa npeblmiate 600 mr 2 pasa B cytku. HauanpHas nosa
coctapisier 250 Mr/mM? MOBEPXHOCTH Tena, ee ClelyeT YBEINYHBATD C UHTEpBaIOM 2-3 Hs Ha
50 mr/m? moBepXHOCTH Tena 2 pasa B CyTKM. EC/IM MalMeHTH He TMEPEHOCAT MaKCHMAbHYIO
CYTOUYHYIO /103y B CBA3M C NMOOOYHBIMU SBJICHUSMH, Ha3HAYAIOT MAaKCUMAJIbHO MEPEHOCHMYIO
7103y pPUTOHaBMpa B KOMOMHALIMM C IPYTUMHU aHTUPETPOBUPYCHBIMH TpernapaTamMH.

[TInowane nosepxHoctu Tena (IIT) moxer 6bITH paccunTana no cneayrowmei Gopmyiie:

TIIT (M?) = \/([POCT (cm) x Macca Tena (xr)]/3600).

Iayuenmot noxcunozo eospacma

Koppekuuu 103s1 He TpeOyercs.

Ilayuenmot ¢ nouyeunoil HeOOCMAMOYHOCHIbIO

JlaHHple O TPMMEHEHMH pPHUTOHABUpAa Yy TNALUMEHTOB C TOYEYHOM HEAO0CTAaTOYHOCTHIO
OTCYTCTBYIOT. IIpuHKMMas BO BHMMaHME, YTO MOYEYHBIH KJIMPEHC PUTOHABHUPA HUYTOXKHO Mall,
MajIOBEPOATHO YMEHbIIEHHUE OOLIEro KIMpEHca y MaluMeHTOB C MOYEYHOH HEAOCTaTOYHOCTHIO.
PuroHaBup B BBICOKOW CTeNeHW CBsA3bIBAETCS C O€JIKaMM IU1a3Mbl  KPOBH, TMO3TOMY
MaJIOBEPOATHO CYIECTBEHHOE CHMXKEHUE €ro KOHLEHTPALMH B pe3ysibTaTe reMoauain3a MM
MEepPUTOHEATbHOTO qUAH3a.

Ilayuenmoi ¢ neueHoUHOU HEOOCMAMOYHOCHIbIO

PuronaBup B ocHOBHOM MeTrabonusupyercss B nedeHH. DapMaKOKMHETHUYECKHE aHHBIE
YKa3blBalOT Ha TO, 4YTO KOPPEKLUMH [J03bl y MALMEHTOB C JIETKOW M CpeJHeH CTeNeHbIO
NMEYEHOYHON HENOCTaTOYHOCTH He TpedyeTcs. PUTOHaBMp MpOTHBOMNOKa3aH y MALMEHTOB ¢
J€KOMINEHCUPOBAaHHBIMU 3a00JIEBAHUSAMU MEUEHH.

Memu

[Tpumenenune npenapata PuronaBup y aeteit 10 3 €T NpoTUBOMOKA3aHO.

IIOBOYHOE JEUCTBHUE
Ipumenenue pumonasupa 6 Kauecmee HapmMaKOKUHEMUUECKO20 yCuiumena
HexxenarenbHble  peakilMM, CBSi3aHHBIE C TNPUMEHEHMEM PHTOHAaBHpa B  KayecTBe

(bapMaKOKI/lHCTPl‘ICCKOI'O YCHIIUTECJIA, 3aBUCAT OT BBOAUMOI'O COBMECTHO Cl'IeLII/Iq)I/l‘{CCKOFO
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unruburopa nporeas BUY. Jlna nomyuenus uHGbOpMALMK O HeXeNATeIbHBIX peaKkLMaX
oOpaTuTech K MHCTPYKUMM MO TPUMEHEHHIO KOHKPETHOTO COBMECTHO TIPUMEHSIEMOIO
MHrubuTopa nporeasst BUY.

Ilpumenenue pumonasupa 6 Kauecmee AHMUPEMPOBUPYCHOZ0 CPEOCMEd

Heowcenamenvuvie  peakyuu,  nonyyewHvie 6  KIUHUYECKUX — UCCHCOOBAHUAX U 6
noCMpe2ucmpayuoHHOM nepuooe y 83pPOCiblx NAYUEHMOB

Haubonee yacThiMM 3aperucTpupoBaHHBIMU HEXKENATENbHBIMH PEAKUMAMM CPEIM MALMEHTOB,
MOJyYalolMX MOHOTEPANWIO PUTOHABUPOM HWIIM PUTOHABUP B KOMOMHAUMH C JAPYTHMH
AQHTUPETPOBUPYCHBIMM TpenapataMu, ObIIM HapyIIEHHS CO CTOPOHBI MHIIEBAPUTEILHOM
CHCTEMBI (BKJIIOYAs IMapero, TOLUHOTY, PBOTY, O0JIb B )KMBOTE (B BEPXHHMX U HW)KHHUX OT/ENAX)),
HapyIlIeHHs CO CTOPOHBI HEPBHOW CHUCTEMBI (BKJIHOYasi MapecTe3ud M MapecTe3io CIU3UCTON
000JI0UKH pTa), @ TAKXKE YTOMIIAEMOCTE/aCTEHMYECKHMI CHHIPOM.

Coobmanoch 0 pa3BUTHM CIEAYIOLIMX HEXeNaTeJIbHBIX peakUuil OT CpeiHed 10 TKeoi
CTEMNEHH TAKECTH, BOSMOXKHO MIIM BEPOATHO CBSA3aHHBIX C NMPUEMOM pUTOHaBHpa. B mpenenax
KaX0W TIpynnel pacnpeieseHus M0 YacTOoTe BCTPEYaeMOCTH HexkenaTelabHbie 3(deKrTsl
pacroJiokKeHb! B Mopsifike yOBbIBAIOLIEH 3HAUUMOCTH: oYeHb yacTo (>1/10); yacto (ot >1/100 no
<1/10); wnewacto(or >1/1000 mo <I1/100); peako (ot >1/10 000 mo <1/1000); wyacrora

HEU3BECTHA (HCBOSMO)KHO YCTAaHOBHUTB YaCTOTY IO UMECIOLIUMCS IIaHHbIM).

HesxkenarenbHbie P€aKIHH B KIIHHHYECKHUX HCC/IeJOBAHUAX H MOCTPErHCTPAUMOHHOM

nepHo/e y B3poc/ibIX NALHEHTOB

Knacc cucrem opraHos Yacrora HexenatenbHas peakuus
Hapyenus co Yacro CHuxeHue qyucaa JIEHKOLIMTOB, CHW)KEHHUE
CTOPOHBI KPOBHU H KOHLIEHTpAaUMK  remMoriioOMHa, CHWXKEHHE  4Yucia
auMdaTryeckoit HEUTpO(UIOB, TOBBILIEHHE YHUCIA 303WHO(UIIOB,
CUCTEMBI TPOMOOLIUTONIEHUS
Heuacto IToBbiieHue yKcaa HeUTpouIoB
HapyeHnus co Yacto Peakuuu TUNEPYYBCTBUTEIBHOCTH, BKJIFOYAst
CTOPOHBI UMMYHHOM KparnuBHULYY ¥ aHTMOHEBPOTUYECKUI OTEK
CUCTEMBI Penxo AHaduakTH4yecKue peakluu
Hapywenus nutanus u | Yacto ['unepxonecrepuHemMus, TUNEPTPUTITMLEPUIEMUS,
oOMeHa BellecTB nojarpa, OTeKH, B TOM uucle mnepudepuueckue,
00e3B0okMBaHUE (OOBIYHO CBS3aHO C CUMITOMaMHU CO
CTOPOHBI MUILEBAPUTEILHOM CUCTEMBI)
Heuacro CaxapHnblit 1uaber
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HexenarenbHble P€aKIHH B KIIHHHY€CKHX HCC/ICA0BAHUSAX H NMOCTPErHCTPAllHOHHOM

nepuojae y B3pocC/ibiX NallHEeHTOB

Yacto ['uneprinvkemus
Hapyuenus co Ouenp JlucreB3us, mapecTe3u CIUW3UCTOM O0OJIOYKM pTa W
CTOPOHBI HEPBHOI 4acTo nepupepuyeckue  MapecTe3W, TroJOBHas  OOJib,
CUCTEMBI rOJIOBOKpYIKEHHUE, Nepudeprueckas HelponaTus
Yacto becconnuua, B0O30y)KIEHHE, CIyTAaHHOCTb CO3HAHMS,
Hapyll€HWe BHUMAHMS, CHHKONAJbHBIE COCTOSHHUS,
SMUIENTUYECKUE PUNIAIKH
Hapywenus co Yacto HeueTkocTh 3peHus
CTOPOHBI OpraHa
3peHuUst
Hapymenus co Heuacto HUupapxr muokapaa
CTOPOHBI cepaLa
Hapywenus co Yacto AprepuanbHas TUIIEPTEH3 M, aprepvajbHas
CTOPOHBI COCYIUCTOM TUIIOTEH3Hs, BKJIIOYast OpPTOCTATUYECKYIO
CUCTEMBI apTepUanbHyIO TUITOTEH3HUIO, nepugepuyeckas
TUIIOTEPMHUS
Pecniupatopheie, Ouenp ®apuHruT, 6076 B pOTOrJIOTKE, KallleIh
TOpaKaJibHbIE U 4acTo
MelIMacCTHHAaJbHbIE
HapyLIeHUs
Hapywenus co Ouenb bounb B )kMBOTE (BEpXHHME U HMXKHUE OT/EIBI), TOIIHOTA,
CTOPOHBI 4acTo Auapes (BKJItouYas TSHKeIyro Gopmy ¢ 3J1eKTPOTUTHBIMU
MULLEBAPUTENbHON HapyLIEHUsAMHU), pBOTA, paCCTPOMCTBA NMUILEBAPEHUS
CUCTEMBI Yacto AHOpEKCHs, METEOpHU3M, $3Bbl POTOBOM TOJIOCTH,
KPOBOTEYEHHE M3 OpraHoOB >KEIyJ0YHO-KHIIEYHOTO
TpakTa, ractpos3zodareanbHas pedarokcHas Oose3Hb,
NaHKpeaTUT
Hapymenus co Yacto ['ematur (Bkmouass mnoBsiieHde akTuBHocTH ACT,
CTOPOHBI AJIT, I'T'T), noBellIeHHEe KOHLIEHTpALMK OWUIMpyOHHa B
renaToOuIIMapHoOM KPOBH (BKJIFOUAsH KENTYXY)
CUCTEMBI
Hapyiuenus co OueHb 3yn, ChITIb (BKIIHOYas SPUTEMATO3HYIO U
CTOPOHBI KOXXH U 4acTo MaKyJIONaIyJJIe3HyIO ChIMb)
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HexenarenbHble P€aKUHH B KIHHHY€CKHX HCC/I€JOBAHUAX U MOCTPErucTpauuOHHOM

nepuojae y B3pocCibIX NAallHEHTOB

MOJIKOXKHOM KileTyaTku | Yacto AKkHe
Penxo Cunapom CrtuBeHca-J>koHCOHa, TOKCHYECKHUH
snuaepmanbHbliid Hekpoaus (TEN)
Hapyiwenus co OueHb Aptpainrus u 60Jid B CrIMHE
CTOPOHBI KOCTHO- 4acTo
MBILLIEYHON CHCTEMBI, Yacto Muo3sur, pabaoMuou3, MHUAJTusl,
U COEIMHUTEbHOM MHOnNaTus/moBeileHHOe coaepkaHre KOK
TKaHH
Hapymenus co Yacro VyallieHHOe MO4YeuCIycKaHue, HapylieHHe (QYHKUMH
CTOPOHBI no4ek (Hanpumep, OJIUTypHus, MOBBILIEHUE
MOYEBBIETUTENLHOM KOHLIEHTpaLMK1 KpeaTHHUHA)
CUCTEMBI HeuacTo Octpast noyeyHasi HeIOCTaTOYHOCTh
Hewuseectho | Hedponurnas
HapyweHnus co Yacto Menopparus
CTOPOHBI
penpoaAyKTUBHOM
CUCTEMBI U MOJIOYHBIX
xenes
CucremHeble OueHp CnabocTh,  BKIIOYAas ~ aCTEHMYECKHH  CHHIPOM
HapyLIEHUs U 4acTo «MPHUIIMBBI», YYBCTBO XKapa
OCJIO’)KHEHHS B MECTE Yacro JInxopanka, noreps Beca
BBEJ/ICHUS
OTKJIOHEHHUS OT YacTo [ToBbIlIEeHHE aKTUBHOCTH aMMJIa3bl, CHHXKEHHE
HOPMBI, BBISIBJICHHbIE B KOHLIEHTPALMK CBOOOAHOTO U 001I1ero THPOKCHHA
1ab0paTOPHBIX U
MHCTPYMEHTaJIbHBIX
MCCIIEeJOBAHUSX
Heuacro [ToBbllIeHWE KOHUEHTpPAlMHM T[JIFOKO3bI, TOBBILICHUE

KOHUEHTpAalMKh  MarHus, TIOBBILIEHHWE AKTHUBHOCTH

meno4HoM ocdaraspl

PCaKLIPIPI, OTMEYCHHBIE KaK UMCIOIIHUE HEU3BECTHYIO YaCTOTY BCTPEYAEMOCTH, OBIITM OTMEYEHBI

l'IOCTpCFI/lCTpaLlHOHHbIﬁ Nnepuo.

17




OmoenvHroie HedcenamenbHble peaKyuu

[loBbllIEeHHE aKTMBHOCTH NEYEHOUHBIX TPAaHCAMKHA3, B 5 pa3 1 (oJiee NpeBbIILAIOIIEe BEPXHIOK
TPaHULly HOPMaJIbHBIX 3HaYE€HHWH, KIIMHWYECKas KapTHHA TernaTHTa M XENTYXH pa3BUBAIUCH Y
MalKeHTOB, MOJTyYaloIIMX PUTOHABUP B KaUECTBE MOHOTEPANMU WJIM PUTOHABUP B KOMOMHALIUH
C IpyIr'MMH aHTUPETPOBUPYCHBIMHU TpenapaTamMmu.

Ilokazamenu memabonusma

YBennyeHre Macchl TeNa, a TAKKe MOBBILIEHHE KOHLEHTPALMH JIUIUIOB U TIIFOKO3bl B KPOBH
MOryT HabmomaThCcss BO BpeMs MPOBEACHWs aHTHPETPOBUPYCHOM Tepanuu. Y BHYU-
MHQULMPOBAHHBIX MALMEHTOB C TOKEIbIM HWMMYHOAE(QUIIMTOM Ha MOMEHT Hayana
KOMOMHMPOBAaHHOW aHTUPETPOBUPYCHOW Tepanmuud MOTYT pa3BUBAThCS BOCHAJIUTEbHBIE
peakuuM Ha npoTeKaroume 0€CCUMITOMHO MM OCTATOYHBIE OMMOPTYHUCTHYECKHE WH(DEKLIUH.
Taxke coobmanock o ciyyasx pa3BUTHS ayTOMMMYHHBIX HapyIIEHWH (TakMX Kak GOJIe3Hb
['peiiBca); TeM He MeHee, BpeMs MX Pa3BUTHUs CHUIIBHO BapbHPYET, M OHH MOTYT Pa3BUBAThCA
Yyepe3 MHOTO MEeCSLEB M0CIe Havyalla Tepanuu.

VY nauMeHTOB, NOJYYaBLIMX TEPANUIO PUTOHABUPOM, BKIIOYAs TeX, y KOrO pa3BMBAIach
TUNEPTPUTTIMUEPUIEMUS, HAOMIOAAINCH CITyYan pa3BUTHS NaHKpeaTHTa (B HEKOTOPBIX Cydasx
€O cMepTeNbHBIM UcxoaoM). TTaunenter ¢ BUY-undekumeit Ha no3aHeid craiuu MoryT ObITh B
rpyTre pucKa MOBHILUEHHOIO COAEPHKAHMSA TPUTIIMLIEPUIOB B KPOBH U Pa3BUTHUS MAaHKPEaTUTA.
Taxxe perucTtpupoBanuch cilyyad OCTEOHEKpO3a, B YAaCTHOCTH, Yy MALMEHTOB ¢
obuensBecTHBIMU (hakTopamu pucka, ¢ BUU-uHbpekumeit Ha Mo3aHel cTaquyu WK JUTUTENBHO
MOJTyYarolMX KOMOMHUPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. MX yacTora BCTpeyaeMoCTH
HEU3BECTHA.

Memu

[Ipodune 6e3omacHocTH npenapara PutoHaBup y aeteit B Bo3pacTe OT 3 JIET M CTaplle CXOJEH ¢

TaKOBBIM Y B3pOCJIbIX.

ITEPEJJO3UPOBKA

JlaHHple 00 OCTpOH Mepeso3UpoOBKe MPU MPUMEHEHUH PUTOHABHMpPA y YeJOBEKa OrpaHHUYCHHBI.
OnuH nauMeHT, NPUHMMABLUMKA ydyacTHe B KIMHHYECKOM HCCIIEIOBAHUH, TPHUHSIT 03y
putoHaBupa 1500 mr/cyt. B TeueHue 2 JHeW, mocie 4ero HaOJIOJAUCh MPOSIBICHUS
NapecTe3ny, KOTOpPbIE MCYE3JIM [OC/e CHHXKEHHMs [103bl. B mocTperucTpalluOHHOM mepuoje
ObI0  MONMYy4YeHO COOOIIEHHE O TMOYEeYHOH HEAOCTaTOYHOCTH M J03MHODMIMH  TpH
nepe03MpOBKE PUTOHABUPA.

PuTtoHaBup XapakTepusyercsi HU3KUM TOTEHLMAIOM OCTPOH TOKCHYHOCTH MPU MEpOpabHOM
Ha3HAYEeHHH.

Jleuenue
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Crneunuyeckuii  aHTMAOT Il PUTOHaBMpa OTCyTCTBYeT. JleueHue mepero3MpoBKH
PUTOHABUPOM JO0JDKHO BKJIIOYATh OOLIME CUMNTOMATHYECKHE MEphl, B TOM YHCJe KOHTPOJIb
OCHOBHBIX IOKa3aTesled KM3HEAESATENBHOCTH M KJIMHHYECKOrO COCTOSHUS — IalMeHTa.
[Ipennaraercs Taioke BKJIHOYaTh B CXEMY JIEYEHHs IMEPEJO3UPOBKM TMPOMBIBAHHME KENyjKa M
Ha3Ha4YeHWe aKTMBUPOBAHHOro yrisd. Tak Kak pUTOHaBMP MHTEHCHBHO MeTaboNM3MpyeTcs B
MeYeHW U B BBICOKOW CTETNEHH CBs3bIBAETCA ¢ OE/IKaMU MJIa3Mbl KPOBM, JHAJIN3, BEPOSTHO, HE

MMO3BOJIMT NMPOU3BECTH BBIBEACHUE MNpErapaTa U3 OpraHu3Ma Ha J0CTaTOYHOM YpPOBHE.

B3AMMO/JIEVICTBHUE C JIPYTUMM JIEKAPCTBEHHBIMHU CPEJICTBAMU
Ilpumenenue pumonasupa 6 Kauecmee (HAPMAKOKUHEMUUECKOZ0 YCUNUMENA UNU
aHmupemposupycHozo npenapama

PutonaBup o6asaet BEICOKUM CPOJICTBOM K HECKOJIBKUM H30dopmam nuroxpoma P450 (CYP)
¥ MHrUOMpyeT okucieHue B cienytomem mnopsake: CYP3A4 > CYP2D6. IlpumeHenue
pUTOHABMpa OJHOBPEMEHHO C JIEKApCTBEHHBIMM IMpernapaTtamMH, MeTaboJU3upyeMbIMU
npeumyiectseHHO CYP3A, MOXeT NpUBECTH K YBEIMYEHHIO KOHUEHTPALMK OIHOBPEMEHHO
NPUMEHSIEMOTr0 JIEKAPCTBEHHOIO Mpenapara B Ija3Me KpPOBM M, KaK CIEJICTBUE, K YCHUJICHHUIO
WM TIPOJJIEHMIO €ro TepaneBTHYeCKOro s¢QeKkra M HexenaTeJbHbIX sBleHWi. [lpu
OJJTHOBPEMEHHOM  NPUMEHEHMH  OTAEIBHBIX JIEKAPCTBEHHBIX TpernapaToB  (Hampumep,
anmpasojama) MHrubupyromee aeiicteue putoHaBupa Ha CYP3A4 MoXeT CHMXKATBCS €O
BpeMeHeM. PuToHaBMp Takke 00JaaeT BBHICOKUM CPOACTBOM K P-IIIMKONMpPOTEHHY W MOXKET
OKa3blBaTh MHIUOMpYyIOLIEe BO3ACHCTBHE HAa 3TOT MepeHocuuK. WHrubupyrouee aeicTshe
PUTOHABMpA, MCIOJIB3YEMOr0 OTAEIbHO WIM B KOMOMHALMU € APYrMMH HMHIHOMTOpaMH
npoTeasbl, Ha AKTMBHOCTb P-rIMKOMpoTeMHa MOMKET CHMXKATbCS CO BpeMeHeM (B KayecTBe
NpUMepa CM. CBEIEHMs Ui AMroKkcHHa M (ekcodenanuna B tabnuue «I¢deKkTbl puToHaBUpa
Ha HEAHTUPETPOBMPYCHBIE Mpenaparbl» HWXKe). PUTOHABUP MHIYLMPYET TIIIOKYPOHHU3ALMIO M
okucaenue yepes CYPIA2, CYP2C8, CYP2C9 u CYP2C19, uto conpoBoxaaeTcs yCUICHHEM
OuoTpaHchopMaL¥ HEKOTOPBIX JIEKAPCTBEHHBIX MPENapaToB, MeTabOIU3UPYEMBIX C YYaCTHEM
3THX H30(EPMEHTOB. DTO MOXET MPUBECTH K CHWKEHUIO YPOBHS CHUCTEMHOIO BO3/IEHCTBUS
OJJHOBPEMEHHO TMPHUMEHSEMbIX JE€KapCTBEHHBIX MpenapaToB M, COOTBETCTBEHHO, YCTPaHEHHIO
WJIK COKpALLEHHIO AJTUTEILHOCTH UX TepaneBTHYECKOro addexra.

BaxxHple cBeJeHHMs O B3aMMOJCHCTBUSIX pPHUTOHABHpa, HCIOJIB3YEMOrOo B  KayecTBe
(apMaKOKHHETHYECKOTO YCHJIMTENsA, ¢ JICKAPCTBEHHBIMH TpernapaTaMd TakKe NPHUBEACHBI B

HUHCTPYKUHUH OAHOBPEMEHHO MMPUMEHAEMOTI'O I’lHFl/l6l/lT0pa IMMpOTECashbl.

JIEKAPCTBEHHBIE  IIPEIIAPATBI, B/IHAKOIIHE HA KOHIEHTPAIIUIO
PUTOHABHPA B KPOBH
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YpoBeHb pPHUTOHaBMpa B CBHIBOPOTKE KPOBH MOXKET CHWXKATHCA TPH  OJHOBPEMEHHOM
TIPUMEHEHNH PACTUTEJIbHBIX JIEKAPCTBEHHBIX NPENapaToB, coiepiKalmx 3sepoboit (Hypericum
perforatum). DTO CBA3aHO ¢ HWHAYLMPYIOIUMM JeHCTBMEM 3Bepo60s Ha (hepMeHTHI,
METaboJIM3MPYIOLIME JIEKAPCTBEHHBIE MpenapaThl. PacTUTe N bHBIE JIEKApPCTBEHHEIE MperaparThl,
cozlepxallie 3BEpOOOH, HENb3s HCMONB30BAaTh OJHOBPEMEHHO ¢ pPUTOHaBMpoM. Ecim Ha
MOMEHT HayaJia JIeYeHHs] PUTOHABMPOM MALMEHT YK€ MPUHUMAET PacTUTEJbHBIE MpenapaThl,
cozepxallie 3Bepo0OH, HEOOXOAMMO TPEKpaTUTh JIeYEeHHE WMHM M TP HEOOXOAHMMOCTH
NpPOBEPUTH YPOBEHb BUPYCHOM Harpysku. Ilocne mnpekpalleHusi JiedeHHs JI€KapCTBEHHBIMH
npenapaTtamu, COJACPXKalMMK 3BepoOOH, ypOBEHb PUTOHABHpa MOXET BO3pacTH. Mosker
noTpebOBaTbCA  KOPPEKTHPOBKA 1036l pHTOHaBUpa. WHayuupyromee eiicTBUE MOXeT
COXPAHATBCS HA MPOTSHKEHWM KaK MMHMMYM 2 HeJeldb IMOCle MpeKpalleHHusl JIeYeHUs
pacTUTENbHBIMHU MpenapaTtaMu, CoAepKaluMu 3Bepoboii (cM. pasaen «[IpoTuBonoKazaHus»).
YpoBeHb pUTOHABHPA B CHIBOPOTKE KPOBH MOXKET MEHATBCA MPU OJHOBPEMEHHOM MPUMEHEHHH
OT/AE/IbHBIX JIEKAPCTBEHHBIX MpPenapaToB (Hanpumep, JejaBUpAnHA, d(aBupeH3a, PeHUTOMHA U
pudamnuumna). DTH B3aMMOJEHCTBHUS OMKMCAHBl B Ta0/IMLAX B3aUMOEHCTBHI J1€KAPCTBEHHBIX
NpenapaToB HUXKeE.

JIexapcmeennble npenapamol, Ha KOHUEHMPAUUIO KOMOPBIX 6LUACM PUMOHABUD

B rtabnuuax Huke paccMOTpeHBI B3aMMOJEHCTBHS MEXKLY PHUTOHABUPOM M HHIHOMTOpaMM
npoTeasbl, APYTHMH aHTUPETPOBMPYCHBIMM MpernapataMd W  HEAHTHPETPOBHUPYCHBLIMH

rnpenaparamu.

B3aumopeiicTBusI JIeKapCTBEHHBIX NPENapaToB: PHTOHABHP H HHTHOMTOPAMH NPOTeasbl

[Ipumensiemsrii | Jloza Hoza OuenuBaemeii | AUC Chnn
OJIHOBPEMEHHO | OJTHOBPEMEHHO | mpemnapara JNIeKapCTBEHHBIN

JIEKapCTBEHHBIN | npuMeHsieMoro | Puronaeup npenapar

npenapar JIEKapCTBEHHOTO | (M)

npenapara (mr)

AMIIpeHaBUp 600 kaxbie 100 xaxasle | AMnpeHaBup’ T Ha64% | 1T B S pa3
12y 12y

PuToHaBMp MOBBIIAET YPOBEHBb aMIIPEHABHPA B CHIBOPOTKE KPOBU BCJIEACTBHE
vHrubuposanuss CYP3A4. B KIMHUYECKHX HCCIIEOBAHUSAX [MOATBEPIKIEHBI
Oe30macHOCTh M 3P PEKTUBHOCTL MPUMEHEHHs aMIipeHaBupa B 103e 600 mr 2
paza B CyTKH OJIHOBPEMEHHO ¢ puTOHaBHUpOM B 03¢ 100 Mr 2 paza B cyTkw.
Jlns mosryyeHus 10NOJHUTENbHBI CBEICHHUI 00 aMIpeHaBUpe CM. MHCTPYKIIMIO

o NPUMEHEHUIO

ATazaHaBup 300 kaxxaple 100 kaxable | ATazaHaBuUp THa86% | 18B1l pa3
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B3aumoeiicTBHsI 1eKapCTBEHHBIX NMPENapaToB: PUTOHABHP H HHTHOMTOPAMH NMPOTea3bl

24 4y 24y

AtazaHaBup' T B2pa3a |1B3-7pa3

PI/ITOHaBl/lp [NOBBILIACT YPOBEHb aTa3aHaBHpa B CbIBOPOTKE KPOBU BCJIIECACTBUEC

unrubuposanuss  CYP3A4. B Xxoae  KIMHMYECKHMX  UCCIIEOBaHUM
NOJATBEPXkKAEHbI 6e30macHOCTh U 3P HEKTUBHOCTh MPUMEHEHHs aTa3aHaBUpa B
no3e 300 mr 1 pa3 B cyTKM OJHOBPEMEHHO ¢ pUTOHaBUpOoM B 103e 100 mr 1 pa3
B CyTKM y paHee JIEUEHHbIX NaLMEeHTOB. J[OMOJHUTENbHBIE CBeAEHHUs 00

aTa3aHaBUPE CM. B UHCTPYKIUH 11O TPUMEHECHUIO

JlapyHaBup

600 100 xaxasle | [lapyHaBup 1 B 14 pa3

OJIHOKPaTHO 124

PI/ITOHaBI/Ip MOBBIIIAET YPOBECHb AapyHaBHpa B CBIBOPOTKE KPOBH BCJIEACTBHUE

uHrubuposanus  CYP3A. HEOOXOMMO  HCIMOJIb30BaTh

JHapyHaBup
OJIHOBPEMEHHO € PHMTOHABUPOM C LEJbIO TapaHTUPOBAHHOTO JOCTHIKEHHS
TepaneBTuyeckoro 3¢ dekra. [lpuMeHeHue napyHaBUpa OIHOBPEMEHHO C
putoHaBupoM B jo03ax Beie 100 mr 2 pasa B CyTKM H3y4eHO He ObLIO.
JlononHuTenbHBIE CBEAEGHUS O JapyHaBHMpe CM. B COOTBETCTBYIOILEH

MHCTPYKLIMH 110 MPUMEHEHHIO.

®docamnpeHa-

BUP

700 kaxabie 100 kaxnasle | AMOpeHaBUp T nHa 24 |7B1lpa3

124 124 paza

PuroHaBup moBBIIIAET ypoBeHb ammpeHaBupa  (oOpasyroiierocs M3
(docamrnpeHaBrpa) B CBIBOPOTKE KPOBHU BeeacTBUE MHIHOMpoBaHus CYP3A4.
®ocamnpeHaBUp HEOOXOIUMO MCTIOIB30BATh OJTHOBPEMEHHO C PUTOHABUPOM C
LeJIbI0 rapaHTUPOBAHHOIO JOCTHIXKEHMsl TepamneBTHYeckoro agdekra. B xoze
KJIMHUYECKUX MCCIIE0BaHUI MOATBEPIKAEHBI Oe30macHoCTh U 3 PeKTUBHOCTh
npuMeHeHus: pocamrpeHasupa B 1o3e 700 Mr 2 pa3a B CyTKH OJTHOBPEMEHHO €
puroHaBupoM B no3e 100 mr 2 pasa B cytku. [Ipumenenue ¢pocamnpeHaBupa
OJIHOBPEMEHHO € J03aMu puToHaBupa Beiie 100 Mr 2 pa3a B CyTKM M3y4YEHO
He Obuto. JlononHuTenbHbIE CcBeleHMs O (docaMIpeHaBHpe CM. B

COOTBETCTBYIOLIEH HHCTPYKLMH MO MPUMEHEHHIO.

Nuaunasup

800 kaxxapie 100  xaxawlie | MuaunaBup’ 1 Ha 178% | H/o

12 4 124

PuronaBup 1 Ha 72% | H/o

400 xaxzble 400  kaxable | Mnaunasup’ «
124 124

1 B 4 paza
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B3aumopeiicTBHsI 1eKaPCTBEHHBIX NPENapaToB: PHTOHABHP H HHTHOHTOPaMH NPoOTeasbl

PutonaBup L 5

PMTOHaBHp MOBBIIACT YPOBEHb MHAWHABHpPa B CbIBOPOTKE KPOBH BCJICACTBUC

uHrnbuposanuss CYP3A4. JIns o5To KOMOMHAaUMHM HE  YCTaHOBJIEHbI
ONTHMAaJbHBIE C TOYKHU 3peHUst 3(¢PeKTUBHOCTH M OE30MacHOCTH [03bI.
MuHuManbHas nojib3a (papMaKOKMHETHYECKOTO YCHJIEHHs, ONOCPEayeMOro
PUTOHABUPOM, MOXKET OBITh JIOCTUTHYTA MpPU €ro MPUMEHEHHUH B J03aX BBILIE
100 mr 2 paza B cytku. [Ipu npumenenuu puronasup (100 mr 2 pasza B CyTKH)
OJIHOBpeMEHHO ¢ uHAMHaBuUpoMm (800 Mr 2 pa3za B CyTKH) HEOOXOAMMO
cobmogatb 0co0yl0  OCTOPOKHOCTH

BCJICACTBUE TIOBBILIEHHOI'0  pHCKa

pa3BuTHs HeponuTHasa.

Hendunasup 1250 kaxnable 100  kaxawle | Henpunasup | T nHa 20- | H/o
124 124 39%
750 500 kaxnasle | Hendunasup | 1 Ha 152% | H/o
OJIHOKPATHO 124
PutonaBup « >
PutoHaBup noBbIlIaeT ypoBeHb Hel(MHABUPA B CHIBOPOTKE KPOBH BCIIEACTBHUE
uHrubuposanuss CYP3A4. Jlna »5Toi KOMOMHALMKM HE YCTaHOBJEHBI
ONTUMAaJbHBIE C TOYKHU 3peHUsi 3(P(PeKTUBHOCTH M OE30MacHOCTH I03bI.
MuHUMasbHas NoNb3a (hapMaKOKMHETHYECKOTO YCHJICHHs, OMOCPELYeMOro
PUTOHABUPOM, MOXKET OBITH JOCTUTHYTa MPHU €ro NMPUMEHEHUH B J103aX BbILLIE
100 mr 2 pa3a B CyTKH.
CakBHHaBHp 1000 xaxabie 100  kaxnele | Cakpunasup® | 1B 15pa3 | 1B S pas
124 124
PutonaBup 5 =
400 kaxable 400  kaxapie | Cakeunasup® | 1817 pa3 | H/o
124 124
PuronaBup « «

PuTOHaBHp MOBBILIAET YPOBEHb CAKBUHABMpPA B ChIBOPOTKE KPOBU BCIIEICTBHE
uHruoupoBanus CYP3A4. CakBuHaBUp HEOOXOAMMO HCIMOJIB30BATh TOJBKO B
KOMOMHaLMU ¢ putoHaBUpoM. [Ipu npumenenuu puronasupa B 1o3e 100 mr 2
pa3za B CyTKH OJJHOBPEMEHHO ¢ cakBMHaBUpoM B 03¢ 1000 mr 2 pasa B CyTKH
YPOBEHb CUCTEMHOTO BO3JEHCTBUSI CAKBMHABUPA HA MPOTSHKEHUHU 24 4 CXOJeH
C COOTBETCTBYIOIIMM YPOBHEM IMpPHU NMpPUMEHEHUM cakBMHaBupa mo 1200 mr 3

pasa B cyTKu 06€3 pUTOHaBHpA WM MPEBBIIIAET €r0.
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B3aumo/eiicTBHsI 1eKaPCTBEHHBIX NPENapaToB: PUTOHABHP H HHTHOMTOPaMH NMPOTea3bl

B kimHMYecKoM Mccnea0BaHuK B3aumoaeicTBus pudamnuumba (600 mr 1 pas
cyTku) ¥ cakpuHaBupa (1000 mr) ¢ puronaBupom (100 mr 2 pa3a B CyTKH) y
3710pOBBIX 100POBOJIBLIEB HAOMIOJATMCE CITyyaH TSXKEOH renaToLes oI pHOM
TOKCMYHOCTH MOBBIIIEHHEM YpPOBHS TpaHcamuHa3 Oosee vem B 20 pa3
OTHOCHTEJIBHO BEPXHEH rpaHMIBl HOPMBI CITYCTs 1-5 JHEH comyTCTBYHOIIEro
npumeHeHus. Takum oOpa3om, KOMOMHALMIO CaKBMHABHpa W PUTOHABHMpa He
ClIEYeT MCIOJb30BaTh OJHOBPEMEHHO ¢ PU(PAMIHULUMHOM B CBS3HM C PHCKOM
TSKEJION renaToTOKCHYHOCTH. JIOMOHUTENbHBIE CBEIEHUSI O CAKBUHABHPE CM.

B COOTBGTCTBlelIlCﬁ MHCTPYKUHH 110 MPUMEHEHHIO.

TunpanaBup

500 kaxnabie 200  xaxnaele | TunpanaBup TB1lpa3 | 1829 pa3
124 124

Puronasup | Ha 40% | w/o

PutoHaBup noBbllIaeT ypoBEHb THIIPaHABUpa B CIBOPOTKE KPOBHU BCIIEICTBUE
uHrubuposanuss CYP3A. TunpanaBup  HeoOXOOMMO  HCIOJB30BaTh
OJHOBPEMEHHO C HM3KMMHU J03aMH PUTOHABHpa C LEJIbIO IrapaHTHPOBAHHOTO
JOCTHXKEHUS TeparneBTHueckoro s¢dexra. [lpu s3Trom putoHaBHp HE cieayeT
MCIOJIb30BaTh B 103ax MeHee 200 mr 2 pa3za CyTKH, MOCKOJBKY 3TO MOXET
MOBIAUATE Ha 3PPEKTUBHOCTH KOMOWUHAIMU. JIOMOJHHUTENbHBIE CBEACHUS O

THUIIpaHaBUPE CM. B COOTBGTCTB}’}OLLleﬁ UHCTPYKUHWH 110 MPUMEHEHHIO.

H/0: HE ompeesIeHO.

1. Ha ocHoBaHMM cpaBHEHUSI ¢ MOHOTepanuei arazaHaBupoM B 103e 400
Mr 1 pa3 B CyTKHM MO JaHHBIM pa3HBIX UCCIEJOBAHMIA.

2. Ha ocHOBaHMM cpaBHEHHMs ¢ MOHOTepamnuel aMIpeHaBUPOM B J103€
1200 mr 2 pa3a B CyTKH MO AaHHBIM pa3HBIX UCCIIEIOBAaHUHM.

& Ha ocHoBaHWM cpaBHEHHUs ¢ MOHOTepanueld MHAMHAaBUpoM B 03¢ 800
MT 3 pa3a B CyTKM MO AaHHBIM Pa3HbIX UCCIIE0BaHHM.

4. Ha ocHOBaHMM cpaBHEHMsl C MOHOTepanuel cakBUHaBUPOM B 103e 600

Mr 3 pa3a B CYTKH 10 JaHHBIM pa3HbIX UCCIIEOBAaHUM.

B3aumoseiicTBHSI J1IeKaPCTBEHHbIX NPeNapaToB: PATOHABHDP H AHTHPETPOBHPYCHbIE

npenapartbl, OTJIHYHBIC OT HHFHGHTOPOB nporeasbl
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OpnoBpemenHo | /losa Jo3a OuenuBaembrii | AUC Coumn
NpUMeHsieMblii | O/IHOBPEMEHHO | mpemapaTta JIeKAPCTBEHHbIl
JIEKAPCTBEHHbI | MpuMeHsiemoro | PutoHaBup npenapar
i npenapat JIEKAPCTBEHHOT0 | (Mr)
npemnapata (mr)
JMaaHo3uH 200 kaxcapie 600  xaxnaple | JInmaHo3uH lHa13% | <
12y 12 y/uepe3 2 u
[TockonbKy puTOHaBHP HEOOXOIMMO MPUHUMATE BO BPEMS €/Ibl, a AUAAHO3MH -
HaTOWIAK, 3T MpenapaTbl HEOOXOAMMO MPUHUMATH C MHTEpBaJoM B 2.5 u.
KoppekTtnpoBka 103 He TpeOyercsi.
JlenaBupaux 400 xaxble 600  kaxaele | Jlenaupaun’ « >
8y 12y
PuronaBup T Ha 50% | 1 Ha 75%
CpaBHeHUe ¢ paHee TMOJyYeHHBIMU JAaHHBIMU [0Ka3ajo, YTO PUTOHABHP HE
BIMsieT (papMaKOKMHETHKY JenaBupauHa. [Ipu npuUMeHeHWH pPUTOHABHUpa B
KOMOMHALMKU C JENaBUPAMHOM MOXKET MOTpeOOBaThCS CHH)KEHHE J103bl
pUTOHABHUpA.
D¢aBupeHs 600 kaxbie 500  xaxnaple | DdaBupeH3 1 Ha 21%
244 12y
PutonaBup T Ha 17%
[Ipu npumenenuu sdaBupeH3a OJHOBPEMEHHO C PUTOHABUPOM B KauecTBe
AHTUPETPOBUPYCHOrO TMpemnapaTta HaOmojganack Oojiee BBICOKas 4YacTOTa
HEXENaTe/NbHbIX peakuud (Harmpumep, TOJOBOKPYXKEHHS, TOIIHOTBl H
napecte3ud) W OTKJIOHEHHMH J1abopaTOpHBIX TOKaszareneld OT HOPMBI
(MOBBILIEHHE YPOBHS MEUEHOYHBIX (DEPMEHTOB).
Mapagupok 100 kaxxasie 100 kaxasle | MapaBupok 1 Ha 161 | 1 Ha 28%
124 124 %
PuTOHaBUp MOBBILIAET YPOBEHb MapaBUPOKa B CHIBOPOTKE KPOBH BCIIEACTBHE
uHrubuposanusi CYP3A. MapaBUpoK MOJKHO HMCHOJb30BATH OJJHOBPEMEHHO C
PUTOHABUPOM C LEJIBIO TMOBBILIEHUS YPOBHS JKCMO3MLMU. JOMOJHUTEIbHBIE
CBEJICHHST O MapaBHpPOKE CM. B COOTBETCTBYIOIIEH HWHCTPYKLHMH IO
MPUMEHEHHIO.
HeBupanux 200 xaxable 600  kaxasle | HeBupanun > >
124 124
Putonasup o >

24




B3anmoaeiicTBus JieKapCTBEHHbIX NPeNapaToB: PUTOHABHP H AHTHPETPOBHPYCHbIE

npenaparbl, OT/IHYHbIC OT HHFHﬁHTOpOB nporeasbl

OnHOBpeMeHHO
NIpHUMeEHsIeMbIii
JIEKAPCTBeHHBI

il npenapart

Jlo3a Ho3a OuennBaembiii | AUC Crmun
O0/IHOBPEMEHHO npenapara JIeKapCTBEeHHbII

NPUMEHSIEMOT 0 PutonaBup npenapar

JIEKAPCTBEHHOr0 | (Mr)

npenapara (Mr)

HpHMeHCHl/IC pUTOHaBHpa OAHOBPEMEHHO C HEBUPAITMHOM HE COINPOBOXKAACTCA

KIIMHUYECKHU 3HAYHUMBIM U3MECHCHHUEM q)apMaKOKI/IHCTI/lKI/l npenaparos.

PanrerpaBup 400 100 kaxnasie | PanrerpaBup lHal6% | | Ha 1%
OJIHOKpaTHO 12y
[IpyumeHeHre puUTOHAaBMpa OJHOBPEMEHHO C paJNTErpaBUpPOM BeIET K
HE3HAUYUTEIbHOMY CHMIKEHMIO YPOBHS palTerpaBupa.

3U10BY1MH 200 xaxxapie 8 u | 300 kaxnapie 6 | 3uAOBYAMH | Ha25% | H/o

y

PuronaBup Moxer MHruOMpoBaTh IIIOKYPOHM3ALMIO 3MAOBYJMHA, UTO
CONPOBOXKAAETCSI  HE3HAYMTENIbHBIM ~ CHM)KEHMEM  YPOBHS  MOCJIEIHErO.

Koppektupoka 103 He TpeOyeTcsi.

H/0: He onpeneneHo.

1. Ha ocHOBaHMM cpaBHEHMs B MapasuieNIbHBIX IpyMax.

B3anmopeiicTBus PUTOHaABHPA HA OJHOBPEMEHHO NPUMEHAEMbIC HCAHTHPETPOBHPYCHbIE

JIeKapCTBEHHbI NpenapaTbl

OaHOBpeMEHHO Ho3za Ho3za Bausinue Ha | Bausinue Ha Cyun

NpHMeHsieMble O0JTHOBPEMEeHHO npenapata | AUC OJHOBPEMEHHO

JIEKapCTBEeHHbIE NpHMeHsIeMbIX PutoHaBUp | OAHOBpeMEHHO NPUMEHsIeMBbIX

npenapartsl JIEKAapCTBEHHBIX | (Mr) NpHMeHsIeMbIX JIeKapCTBeHHbIX
npenapartos (Mr) JIEKAPCTBEHHBbIX | MpenapaToB

npenapaToB
Anmazonucmol anvghal-aopenopeuenmopos
Andy3o3uH O/IHOBpEeMEHHbI  MpPUEM  pPUTOHABUpPAa MOXET MPHUBECTH K

MOBBIICHUKO KOHUEHTpALHuHU an(by303mla B IU1a3M€ KpOBH, B CBA3HU C

4YeM OH MPOTHUBOMNOKa3aH (cM. pazaen «IIpoTuBonokazaHus»).

Ilpouseoonvie amgpemamuna

AmderamuH

npl/IMeHEHI/Ie OJJHOBPEMEHHO C PUTOHABUPOM, HCIIOJIb3YyEMBIM B

KayecTBe aAHTHUPETPOBUPYCHOTO Tperapara, MOXET BEeCTH K
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B3aumopaeiictBust PHTOHAaBHPA HA OTHOBPEMEHHO NPHUMEHsieMble HEAHTHPETPOBUPYCHbIE

JIEKApCTBEHHbI NpenaparThbl

OaHoBpeMeHHO
NnpUMeHsieMble
JIeKapCTBEHHbIE

npenaparsl

Jlo3a Jlo3a Bausinue Ha | Bausinne Ha Cyu
OJHOBPEMEHHO npenapara AUC OJTHOBPEMEHHO
NpUMeHsIEMbIX PutoHaBUp | oAHOBpeMeHHO NpUMeHsIeMbIX
JIEKAPCTBEHHBIX | (Mr) NpHMeHsIeMBbIX JIeKapCTBEHHBIX

npenaparTos (Mr) JIEKAPCTBEHHBIX | MpenapaToB

npenaparTton

uHrubuposanuto CYP2D6 wu, kak cieacTBue, K IOBBIIEHUIO
KOHLEHTpAaUMM B KpOBM amderaMMHa M €ro MNpou3BOIHBIX. [lpu
NIPUMEHEHHUH 3THUX JIEKAPCTBEHHBIX TMPErnapaToB OJHOBPEMEHHO C
PUTOHAaBMPOM B  KauecTBE aHTUPETPOBHPYCHOro  Mpernapara
PEKOMEH/I0BAH YCUJIEHHBI MOHUTOPUHT TepaneBTuueckoro addekra

U HeXeNaTesbHbIX sBIeHUH (cM. pa3aen «Ocobble yKazaHUs).

Obesbonuearouue npenapani

Bynpenopdun 16 xaxxapie 24 4 | 100 kaxnasie | T Ha 57 % THa 77 %
12y

Hop6ynpenopdun T Ha33 % T Ha 108 %

['moKypoHUaHbIE s VN

MeTaboUThI

[ToBbllieHre ypoBHs OynpeHopdHHA U €ro akTUBHOrO MeTaboJIMTa B
Tia3Me He COMPOBOXKIAETCS KIMHUYECKH 3HAUUMBIMU M3MEHEHUSAMU
(apmMaKkoAMHAMMKH B IpYIINe NalMEHTOB, YCTOWYUBBIX K OMUOUIHBIM
aHaneretukam. Takum oOpa3zom, npu npumeHeHun OynpeHopduHa
OJHOBPEMEHHO C PUTOHABUPOM KOPPEKTHPOBKA MX /103 He TpeOyeTcs.
[lpy npumeHeHWM puTOHaBMpa B KOMOMHAUMU C  JIPYrUM
MHIUOMTOPOM mpoTea3bl U OynpeHopduHOM, ocoOble yKazaHUs IO
noadopy 03kl ISl NALIMEHTOB U3 TAaHHOM TPYMIbl CM. B MHCTPYKLIUH

1U1sl OAHOBpeMeHHoro npumenenus UII.

[TeTuauH, nupoKcUKam,

OﬂHOBpCMeHHHﬁ [puemM pHUTOHaBUpa MOXET MPHUBECTH K

nponokcudeH MOBBIIEHUIO ~ KOHLEHTPAalUMM  METUAUHA,  NHUPOKCHMKama U
nporokcudeHa B Mniaa3Me KpOBH, B CBSI3U C UEM OH MPOTHBOMOKA3aH
(cM. pazaen «IIpoTuBonokazanus»).

®deHTaHUN [IlpumeHeHne puTOHaBHMpa B KayecTBe (hapMaKOKHHETHUECKOro

YCUIMTENIs WIM  aHTUPETPOBUPYCHOTO  Mpermapara BeleT K

uHruobupoanmto  CYP3A4 u, Kkak cleacTBue, TMOBBILIEHUIO
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B3aumoaeiicTBHsI pHTOHABHPA HA OIHOBPEMEHHO NMPHMeHsieMble HeAHTHPETPOBUPYCHBIE

JIEKAPCTBEHHDI NpenapaTbl

OaHOBpeMEHHO Jlo3za Jlo3a Bausinue Ha | Bausinue Ha C,uy
NpUMeHsieMble OJHOBPEMEHHO npenapata | AUC O0THOBPEMEHHO
JIeKapCTBeHHbIE NpPHMeHsIeMBIX PutoHaBHp | OJHOBpPEMEHHO NpUMeEHsIeMbIX
npenaparsl JIEKAPpCTBEHHbIX | (Mr) NpHMeHsIeMBbIX JIeKapCTBEHHbBIX
npenaparos (Mr) JIEKAPCTBEHHBIX | MpenapaTos
npenapaToB
KOHUEHTpauuyu (eHTaHuna B I[ula3Me KpoBW. [Ipu mnpuMeHeHUH
(deHTaHMIa  OJHOBPEMEHHO C  PUTOHABUPOM  PEKOMEHI0BaH
YCHJIEHHBIN MOHUTOPUHI  TEPANEBTUYECKOTO apdekra U
HE)XEJIaTebHbIX SIBJICHUH (B TOM YKCJIe YTHETEHHS IbIXaHHs).
Metanon! 5 0JTHOKpaTHO 500 kaxnaeie | | Ha 36 % | Ha 38 %
124
[Ipy mpuMeHEHUH OIHOBPEMEHHO ¢ PUTOHABUPOM, MCIOJB3YEMBIM B
KayecTBe AHTUPETPOBUPYCHOTO npenapara WU
(hapMaKOKMHETHYECKOrO yCWJIMTENs, HEOOXOAMMO MCIOJIb30BaTh
NOBBILIEHHbIE  J03bl  METaJoHa B  CBSI3M C  HMHAYKUMEH
roKypoHuszaumMu. KoppekThupoBka 103kl JI0JKHA TPOBOJMUTHCS
UCXO0/1s1 U3 KIIMHUYECKOTO OTBETA HA META/I0H.
Mopdun [Ipy npumMeHeHUH OAHOBPEMEHHO C PUTOHABUPOM, MUCIIOJIB3YEMBIM B

KauecTBe aAHTHUPETPOBUPYCHOTO npenapara UITH
(apMaKOKMHETHYECKOTO  YCHIIUTENs, YpPOBEHb MOp(HHA MOXKET

CHUXKATBCA B CBA3H C HHIlyKLIHCﬁ ITIOKYpPOHU3alUuH.

AnmuanzunaibHble npenapanisl

Panonaszun

W3z-3a  unrudupoBanuss CYP3A puroHaBUpOM mpearnoaraercs
yBEJIMYEHHE KOHLEHTpaUuHu paHoia3uHa. COBMECTHBIH MpueM ¢

paHoJIa3MHOM NMPOTHBONOKAa3aH (cM. paznen «IIpoTuBonokazaHus»).

AnmuapumuuueCKue npenapanibl

AMuopapoH, 6enpuaunn,

ApOHE€AapOH, SHKaWuHU,

¢dbnexauHum,

nponageHoH, XMHUAHH

OJOHOBpEeMEHHBIH  MPUEM  pPUTOHABMpPAa  MOXKET TPHBECTH K
MOBBILIEHUIO KOHLIEHTPALlMM aMUOAapoHa, Oenpuanna, IpoHe1apoHa,
sHKauHuja, (rekauHuaa, nponadeHoHa M XWUHMIMHA B IJa3Me

KpOBH, B CBA3M C€ 4YEM OH MNPOTHBOIIOKa3aH (CM. pas3aei

«IIpoTuBonokazanusy).
Jlurokcux 0,5 onnokparno | 300 kaxxasie | T Ha 86 % H/0
BHYTPUBEHHO 12uB
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B3aumopaeiicTBHsI pHTOHABHPA HA O/IHOBPEMEHHO NPHMeHsieMble HEAHTHPETPOBHPYCHbIE

JIEKAPCTBCHHDI NpenapaTbl

OnHoBpeMeHHO Ho3a Jo3za Bausinue Ha | Bausinue Ha Cyum
NpHMeHsieMble OAHOBPEMEHHO npenapata | AUC OJHOBPEMEHHO
JIeKapCTBEHHbIE NpHMeHsIeMbIX PutoHaBHp | OHOBpeMEHHO NpHMeHsIeMbIX
npenaparsl JIEKAPCTBEHHBIX | (MT) NpHMeHsIeMbIX JIeKaPCTBEHHBIX
npenapaTos (Mr) JIEKAPCTBEHHBIX | MpenapaToB
npenapaToB
TeyeHue 3
JTHEH
0.4 onnokparHo | 200 kaxzaeie | T Ha 22 % <—>
BHYTpb 12uyB
TeueHue 13
JHEH

OTO B3aMMOJEHCTBHE MOXKET OBITH CBSI3aHO € MOAMDULMPYIOILIUM

BJIMAHHUEM PUTOHaBHpa, HUCII0JIB3yEMOT'O B Ka4y€CTBEC

AHTUPETPOBHUPYCHOI'O npenapara  MHJIH (bapmaxoxuﬂemqecxoro

ycunurens, Ha  3¢QQuIOKC  JMrOKCHMHa,  omocpeayembiid  P-

rAMKONpOTeMHOM. (CTeneHb TMOBBILIEHUS YPOBHS JMIOKCHHA Yy
NalMEHTOB, T[OJIyYalOLIMX PUTOHABUP, MOXKET CHWXATbCAd CO
BPEMEHEM [10 MEPE pa3BUTHUS MHAYLIMPYIOIIEro AeHCTBUS (CM. pa3zaen

«Ocobble yKa3zaHUs).

Hpomueoacm.uamuttecxue npenapamnivl

Teodpunun' 3 mr/kr kaxaeie | 500 kaxnasie | | Ha 43 % 1 Ha 32 %
8u 124
[Ipy npUMEHEHMHM OZHOBPEMEHHO C  PUTOHABUPOM  MOXKET

HOTpe6OBaTLC${ MOBBIICHUE 0361 TCO(i)l/UUII/lHa B CBs3H C I/IHIIyKIlPleﬁ

CYPI1A2.

Hpomuaoonyxo.fleeble npenapamol

Adatunud 20 mr 200 xaxnaple | T Ha 48 % T Ha 39 %
OJIHOKPaTHO 12u/3aly
40 mr 200 kaxnapie | T Ha 19% 1 Ha 4%
OJIHOKPaTHO 12 4/
OJIHOBpE-
MEHHO
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B3aumojaeiicTBust PUHTOHAaBHPAa HA OAHOBPEMEHHO NPHUMEHSAEMbIC HCAHTHPETPOBHPYCHbIC

JIEKApPCTBEHHBI Npenaparbl

OaHOBpeMEHHO Ho3a Jo3a Bausinue Ha | Bausinue Ha Cyyun
npUMeHsieMble OJHOBPEMEHHO npenapata | AUC O0JHOBPEMEHHO
JIEKApPCTBEHHbIE NPpUMEHAEMBbIX PHTOHaBHp OJAHOBPEMEHHO NPHMEHSAEMBbIX
npenapartbl JIEKAPCTBEHHBbIX (Ml") NPUMEHAECMbIX JIEKAPCTBEHHBIX
npenapaTos (Mr) JIEKapPCTBEHHbIX | MpenapaToB
npenapaToB
40 mr 200 xaxnaple | T Ha 11% 1 Ha 5%
OJIHOKpPaTHO 12 u/yepe3
64
KoHueHTpauusi B CHIBOPOTKE KPOBHU MOXKET MOBBICUTHCS BCIIEICTBUE
MHTMOMPYIOLIEro AEHCTBUS PUTOHABHpa Ha O€NOK JIeKapCTBEHHOM
YCTOMYMBOCTH paka Mojo4yHoit xene3sl (BCRP) u 3nHaummoro
uHrubuposanus P-rnukonpo-reuHa. Crenenp mnoseimenuss AUC u
Crax 3aBMCUT OT pexXHMa NpUMEHeHHs puToHaBupa. [lpu
npuMeHeHWH  adaTuHMOA  OJIHOBPEMEHHO C  PUTOHABUPOM
HeoOX0auMO co0mo1aTh 0cO0YH0 OCTOPOXKHOCTH (CM. MHCTPYKLIMIO
s adpatunnba). TpeOyercss MOHUTOPUHT HEXeNaTelbHBIX PeaKLHid,
CBsI3aHHBIX ¢ a)aTUHUOOM.
LleputrHuG [Ipu npyMeHEeHUH OHOBPEMEHHO C PUTOHABUPOM MOXKET BO3PACTaTh

KOHLIEHTPALMs. B CBIBOPOTKE KPOBM BCJIEACTBME HMHTHOMPYIOILETO
neiicteus  puroHaBupa Ha CYP3A wu  P-rnukonporewn. Ilpu
NMPUMEHEHUH  LEpUTHHMOA  OJHOBPEMEHHO C  PUTOHABHPOM
Heobxoaumo cobmoaare 0codyro 0CTOPOXKHOCTb. PekomeHnauuu no
KOPPEKTUPOBKE /103bl CM. B MHCTPYKLIMM [Uisl uepuTuHuOa. Tpebyetcs

MOHUTOPHHI" HEXKEJIATCIbHBIX peaxuuﬁ, CBA3AaHHBIX C ]_IepI/ITl/IHPI6OM.

JlazaTUHUO, HUIOTHHUO,

[Tpu nprMeHEeHUH OHOBPEMEHHO C PUTOHABMPOM MOXKET BO3PacTaTh

BUHKPHUCTHH, KOHLIEHTpAUMsi 3THUX [pernapatoB B CHIBOPOTKE KPOBH M, Kak

BUHOJIACTHH CJIE[ICTBHE, MOXKET MOBBILIATHCA YaCTOTA Pa3BUTHS HEXelaTeIbHBIX
peaKLuu.

HUO6pyTHHHO [Ipy COBMECTHOM NPUMEHEHHM C PUTOHABUPOM MOXET MPOU30NTH

MOBBIIIEHUE KOHLEHTpPALMi MpenapaToB B CBHIBOPOTKE KpPOBH.
CoBMecTHOE MpUMEHEHWEe MOpYyTHHMOA M PUTOHABUpa MOXKET
YCUJIUTD JeHCTBUE UOPYTHHMOA, YTO MOJKET MPHUBECTH K CEPLE3HOMY

PHUCKY pa3BHUTUA CUHAPOMA JIU3UCA OITYXOJIH.
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B3aumoaeiicTBHsI pHTOHABHPA HA OIHOBPEMEHHO NPHMeHsieMble HeAHTHPETPOBHPYCHbIE

JICEKAPCTBEHHLI NpenaparTbl

OaHoBpeMeHHO
NpHMeHsieMble
JIeKapCTBEHHbIE

npenaparsl

Ho3a Jlo3a Bausinue Ha | Bausinue Ha Cyym
OITHOBPEMEHHO npenaparta AUC 0/IHOBPEMEHHO
NMpPUMeHsIEMBIX PutoHaBHp | OIHOBpeMEHHO NMpUMeHsIEMBIX
JIEKAPCTBEHHBIX | (Mr) NpHMeHsIeMbIX JIEKapPCTBEHHBIX

npenapaTos (Mr) JIEKAPCTBEHHBIX | MpenapaToB

npenapaToB

Beneroknakc

BcenenctBue unrubupyromero aedcteus puroHaupa Ha CYP3A
MOJKET MPOU30MUTH MOBBILIEHUE KOHLIEHTPALMU B CBIBOPOTKE KPOBH H,
KaK CJIE€[CTBME, TOBBILIEHWE PHUCKA pPa3BUTHS CHHApPOMA JIM3UCa
OMyXOJIM B Hayalle JeYeHUs] U Ha MPOTHKEHUH (a3bl HapallMBaHUS
n03bl  (ecm.  pasgen «lIpoTHBOomokazaHMs» M MHCTPYKLHMIO MO
MPUMEHEHHUIO BEHETOKIIAKCa).

VYV  nauueHToB, 3aBeplUMBLIMX a3y HapallMBaHMUs 03Bl U
MPUHUMAIOLIMX TOCTOSIHHYIO CYTOYHYIO 703y BEHETOKJIaKca, A03Y
npenapara cjieayeT CHU3MTh MUHUMYM Ha 75 % Mpu 0IHOBPEMEHHOM
NPUMEHEHUHU ¢ MOWHBIMU UHrHOMTOpaMu CYP3A (cMm. HHCTpyKUMH

10 MPUMEHEHUIO BCHCTOKHaKca).

Anmuxoazynanmeol

PuBapokcaban

10 ogHokpatHo | 600 kaxcawie | T Ha 153% 1 Ha 55%
124

Benencteue  unrubuposanus  CYP3A  w P-ramkonporenHa
BO3pacTalOT  ypOBEHb  puBapokcabaHa B TMa3Me M €ro
bapmakoaMHAMHUYECKHE 3¢ deKTrI, 4TO COMpPOBOXKAAETCS
MOBBILIEHUEM pHUCKa KpoBoTeuyeHWil. Takum oOpa3om, nMpuUMeHEeHHe
pUTOHaBMpa y MAaLMEHTOB, TMOJy4YalOLUMX puBapokcabaH, He

PEKOMEHAOBAHO.

Bopanakcap

[Tpu npyMeHEeHUH OHOBPEMEHHO ¢ PUTOHABUPOM MOXKET BO3pACTaTh
KOHLIEHTpaUUsi B CHIBOPOTKE KPOBM BCIIEJACTBME WHTHOMPYIOLIETO
nevctBusi  puroHaBupa Ha CYP3A. OpHoBpeMeHHBI mnpuem
BOparakcapa ¥ puToHaBHpa He pekoMeHayeTcs (cm. pasaen «Ocobbie

yKa3aHHs» U UHCTPYKLIMIO 110 TPUMEHEHHIO BOparakcapa).

Bapdapun

5 0JTHOKpaTHO 400 xaxabie

124

S-sHaHTHOMED

1 Ha 9% 1l Ha9 %
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B3aumopaeiictBust PUTOHAaBHPA HA OAHOBPEMEHHO NPUMEHsAEMbIC€ HEAHTHPETPOBUPYCHbIE

JIEKapPCTBEHHbI NpenapaThl

OaHOBpeMEHHO Ho3a Ho3a Bausinue Ha | Bausinne Ha Cyum

NpUMeHsieMble 0JHOBPEMEHHO npenapara AUC OJHOBpEMEHHO

JIeKapCTBeHHbIE NMpHMeHsIeMbIX PutoHaBHp | OAHOBpeMEHHO NMpHMeHsIeMBIX

npenapartbl JIEKAPCTBEHHBIX | (Mr) NpHMeHsIeMbIX JIeKapCTBEHHBIX
npenaparTos (Mr) JIEKAPCTBEHHBIX | MpenapaToB

NpenapaToB
Bap(dapuHa
R-3HanTHOMED I Ha33 % %

BapdapuHa

Bcenencreue nuayumpytowero aercteus puroHasupa Ha CYP1A2 u
CYP2C9 cuuxaercs ypoeHb R-asHaHTHOMEpa BapdapuHa B mia3me,
TOrJa Kak BIMAHME pPHUTOHaBMpa Ha (apMaKOKMHETHKY S-
SHaHTHOMepa BappapuHa He3HauuTenbHO. CHibkeHue ypoBHsS R-
SHaHTHOMepa BapdapuHa B TIUIa3Me COIMPOBOXKAAETCS CHHKEHHEM
aKTMBHOCTH AHTHKOAryJsIHTHOM CHCTEMbl, B CBS3M C 4YEM IpH
NpUMEHEHUH  BapdapuHa  OJHOBPEMEHHO C  PUTOHABHPOM,
UCIIOJIb3YEMBIM B KayeCTBE AHTUPETPOBMPYCHOIO MpenapaTta WiM
(apMaKOKMHETHYECKOTO YCHIIUTENs, PEKOMEHJ0BAaH MOHHUTOPUHI

rokasaresie CBEPTBIBAEMOCTH.

ITpomusocyoopoicrsie npenapamoi

Kapb6amazenun

PutoHaBup, wucnonb3yeMmblii B KauyecTBe (hapMaKOKHHETHUECKOTO
YCUJIUTENs] WJIM  aHTUPETPOBUPYCHOTO TMpernapara, WHTHOUpYeT
CYP3A4 wu, xak clneacTBMe, TMOBBIIAET  KOHUEHTPALMUIO
kapbamasenuHa B ria3me kpoBu. [Ipu npumeHeHuu kapbamazenuHa
OJTHOBPEMEHHO € pPMTOHAaBMPOM pPEKOMEHIOBaH  TLIATEJbHbIN
MOHUTOPHUHI ~ TepaneBTHYecKoro s¢gdexra M  He)eaaTeabHbIX

SIBJICHUH.

JluBanmnpoekc,
JTAMOTPHJIXKHUH,

(heHuTOUH

PutoHaBup, HcCHonb3yeMblii B KadecTBe (hapMaKOKMHETUUECKOTO
YCUJIMTENsl WM aHTHPETPOBHUPYCHOrO Tpernapara, HWHIYLHpPYET
okucienue, onocpeayemoe CYP2CY9, u rimokypoHM3aUuO M, Kak
CIIC/ICTBUE,  CHIKACT  KOHLEHTPALMIO  MPOTHBOCYJOPOMKHBIX
npenapaToB B riazMe KpoBU. [Ipu npuMeHeHnn 3TUX I€KapCTBEHHBIX
npernaparoB  OJHOBPEMEHHO C  PUTOHABUPOM  PEKOMEHA0BaH

YCUJICHHbII MOHMTOPUHI HX YPOBHS B CBIBOPOTKE KpOBHU H
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B3aumopaeiictBusi PHTOHAaBHPpA HA OAHOBPEMEHHO NPUMEHSAEMbI€ HEAHTHPETPOBHUPYCHbIE

JIEKApCTBEHHbI NMpenapaTbl

OaHOBpeMeHHO Jlo3za Jlo3a Bausinue Ha | Bausinue Ha Cyu
NpHMeHsieMble O/IHOBPEMEHHO npenapata | AUC O/IHOBPEMEHHO
JIeKapCTBeHHbIE NpPHMeHsIeMbIX PuToHaBHp | OJJHOBpEMEHHO MPHMeHsIeMbIX
npenaparhl JIEKAaPCTBEHHBIX | (Mr) NpHMeHsIeMbIX JIeKapCTBeHHbIX
npenapaTos (Mr) JeKapCTBEHHBIX | MpenapaToB
NpenapaToB
TepaneBTHYeCKUX  JAedcTBuil. Ilpu  npumeHeHuum  QeHUTOMHA
OJIHOBPEMEHHO C PUTOHABHMPOM CHHXKAETCSl YPOBEHb MOCJEJAHEro B
CBIBOPOTKE KPOBH.
Anmuoenpeccanmol
AMWTPUIITUIIUH, PuToHaBup, WuCMosib3yeMblii B KauyecTBE aHTHPETPOBHPYCHOTO
(dyokceTHH, npenapata, uHruoupyer CYP2D6 wu, kak cieacTBue, MOBBILIAET
UMUIIPaMUH, KOHLIEHTpaLMIO WMMHUIIPAMUHA, AMUTPUNTUIMHA, HOPTPUNTUIIMHA,
HOPTPUIITUIIUH, (byokceTHHa, MapoKceTHHa U cepTpaiuHa. [Ipy MpUMEHEHHH STHX

MapoKCeTHH, CEPTPaIMH

JIEKapCTBEHHBIX MpEnaparoB OJHOBPEMEHHO C pPUTOHABUPOM B
KauecTBe  aHTHPETPOBUPYCHOTO npernapata  peKOMEHJOBaH
YCUJIEHHbI ~ MOHUTOPUHI  TepaneBTHYeckoro  s¢dexkra U

HE)KeaTebHBIX sABJIeHUH (cM. pazaen «Ocolble yKa3zaHus» ).

JleaunpamuH 100 opnokpaTHo | 500 kaxawpie | T Ha 145% 1 Ha 22%
BHYTpb 124
Bennunabsl AUC ¥ Ciax 2-THAPOKCUMETA00JIUTa CHHXKAIUCH Ha 15 U
67 % coorBeTcTBeHHO. [lpM mnpUMEHEHHWHM OJHOBPEMEHHO ¢
PUTOHaBUPOM B  KayeCTBE aHTUPETPOBHUPYCHOTO  Mpernapara
PEKOMEH/1YETCsl UCTOJIb30BATh CHUXKEHHBIE JI03bI Ie3UTNIPaMHUHA.
Tpazonon 50 ogHokpatHo | 200 kaxawie | T B 2,4 paza 1 Ha 34 %
124

[Ipy NpUMEHEHUH OJHOBPEMEHHO C PUTOHABUPOM, MCIOJb3YEMBIM B
KayecTBe AHTUPETPOBUPYCHOTO npenapara WU
(bapMaKOKMHETHYECKOTO  YCHIIMTEJNsl, HaOMI0Aanock MOBBILIEHHE
4acTOTBl Pa3BUTHsl HEXKENATENIbHBIX PeaKLUi, CBA3aHHBIX C MIPUEMOM
TpazonoHa. Mcnosp3oBaTe KOMOMHALIMIO Tpa3oJ0HAa M PUTOHABUpA
ClieyeT C OCTOPOXKHOCTBIO: HAUMHATB JIEYEHHE TPAa30JJ0HOM HYKHO C
MHUHHMMAJIbHOM J103bI U MPOBOANTE MOHUTOPUHI' KIMHMYECKOTrO OTBETa

U NMEPEHOCUMOCTH.
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B3aumojeiicTBHsi pUTOHABHPA HA OJTHOBPEMEHHO NPHMeHsieMble HEAHTHPETPOBUPYCHbIE

JIEKApPCTBEHHBI NpenapaTbl

OaHOBpeMEeHHO
NpHMeHsieMble
JIeKApCTBEHHbIE

npenaparsl

Ho3za Ho3za Biausinue Ha | Bausinue Ha Cyum
OJHOBPEMEHHO npenapata | AUC OJHOBpPEMEHHO
MPHMeHsIEMBIX PutoHaBHp | OiHOBpeMEHHO NMpHUMeHsIEMBIX

JIEKAPCTBEHHbIX (Mr) NPUMEHSIEMBbIX JIEKAPCTBEHHBIX

npenapartos (Mr) JIEKAPCTBEHHBIX | MpenapaToB

npenapaToB

ITIpomusonooazpuueckue

npenapamoi

Konxuuun

[Ipy npumeHeHMHM OJHOBPEMEHHO C PUTOHABMPOM KOHLIEHTPALsI
KOJIXMIIMHA MOYKET MOBBILIATHCS.

[Ipy npuMeHEHHM KOJXHMIMHA OJHOBPEMEHHO C PHUTOHABHPOM
(uaruburop CYP3A4 wu P-rauvkonporerHa) y MalMEHTOB ¢
HapyLWeEeHUAMHU (YHKUMM TOYeK W/WIKM TMedeHu cooluianock 00
YTPOXKaIOLMX JKU3HH JIEKApPCTBEHHBIX B3aUMO/EHCTBUSAX, MPUBEALINX
K CMepTelbHOMY Hcxoay (cMm. paszensl «llpoTuBonokazanus» |
«Ocobble  ykazaHus»). JlononHuTenbHyr0 HMHGOPMALMUIO CM. B

UHCTPYKUHUH MO NPUMEHECHUIO KOJIXULIMHA.

AHmuzucmamumHole npenapamol

Acremuson, repdeHaauH

OaHOBpeMEHHBIH  MpPUEM  PUTOHABMpPAa  MOXET TPUBECTH K
TMOBBILIEHHIO KOHLUEHTPALMK acTeMH30J1a U TepdeHaJuHa B Iuia3me
KPOBH, B CBA3M C 4YeM OH [MPOTHUBOMOKa3aH (cM. pazzaen

«IIpoTuBonokazaHus»).

®dekcodeHaauH

PuToHaBHp, HCMOJB3YeMBbIi B KayecTBE aHTUPETPOBHUPYCHOTO
npenapara WM (HapMaKOKMHETHUECKOTO YCHJIUTENs, BJIMSET Ha
saddoke pekcopeHaarta, onocpeayemMslid P-rimkonpoTenHoM, 4To
COMPOBOXKIAETCsl MOBBILIEHWEM KOHLEHTpauuu (JekcodeHaauHa.
[ToBbllIeHHBIH ypoBeHb (ekcodeHaanHa MOXKET CHUKATBCS CO

BPEMEHEM 10 Mepe Pa3BUTHs MHAYLMPYIOLIETO AEHCTBHUS.

JlopaTaaun

PuronaBup, ucronb3yembelii B KayecTBe (hapMaKOKMHETHYECKOTO
YCWIMTENS MM aHTUPETPOBUPYCHOTO Mpemnapara, HWHrubupyer
CYP3A u, kak cieAcTBHE, MOBBIIAET KOHLEHTPALMIO JIOpaTaJlHa B
nnasme kpoBu. [Ipu npumeHeHuu noparagMHa OJHOBPEMEHHO C
PUTOHABUPOM pPEKOMEHI0BaH TIIATETbHbBIH MOHHUTOPHHI

TepaneBTHYECKOro 3 dekTa U HeXKeTaTeIbHBIX SBJICHHUMH.

AHnmubakmepuanbHble npenapamol
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B3aumopeiicTBus PHTOHABHPA HA OAHOBPEMEHHO IMPHMEHsIeMble€ HEAHTUPETPOBHUPYCHbIE

JIEKAPCTBEHHDbI NpenapaTbl

OaHoBpeMeHHO
NpHUMeHsieMble
JIEKAPCTBEHHbIE

npenaparsl

Jo3a Jlo3a Bausinue Ha | Bausinue Ha Cyyy
OJHOBPEMEHHO npemnapara AUC O0JHOBPEMEHHO
MpHUMeHsIeMbIX PutoHaBHp | 0OAHOBpEMEHHO NMpPUMEeHsIEMBIX

JIEKAPCTBEHHbIX (Mr) INPUMEHsAEMbIX JJEKAPCTBEHHBIX

npenapaToB (Mr) JIEKAaPCTBEHHBIX | MpenapaToB

npenapaTos

®y3uaoBasi KUCIOTa

OnHOBpEeMEHHBI  NpUeM  pUTOHABUpAa  MOXKET MPUBECTH K
MOBBILIEHUIO KOHUEHTpAaUMKU (y3MIOBOM KHUCIOTHI MU PUTOHABHpA B

mjiasmMe KpoBH, B CBA3U C Y€M OH MPOTHUBOINOKaA3aH (CM. pasaen

«IIpoTuBomnokazanus»).
Pudabytun' 150 B cyTKHM 500 kaxnaeie | T B 4 pa3za 1 B 2,5 paza
124

25-0O-ne3aueTuIoBbIN

metabonut pudadbyTruHa

1 B 38 pa3 1B 16 pa3

B cBa3u co 3HauutensHbiM yBenuueHuemM AUC pudabytuna ero

NpUMEeHeHue OJJTHOBPEMEHHO c PUTOHABUPOM KaK
AHTUPETPOBUPYCHBIM TpENapaToM MPOTUBOMOKAa3aHO (CM. paszaen
«IIporuBonokazanus»). [Ipu npuMeHeHUH OTIAENBHBIX UHTMOUTOPOB
npoTeasbl OJHOBPEMEHHO C PUTOHABUPOM, HCIIOJIB3YEMBIM B
KauecTBe (PapMaKOKMHETHYECKOrO YCHMJIMTENs, MOKa3aHO CHUIXKEHHE
no3el pupabytuna o 150 Mr 3 pasa B Henmemo. OTaenbHbIe
PEKOMEHJAaUMK  CM. B MHCTPYKUMH MO  TPUMEHEHHIO
COOTBETCTBYIOLIEr0 MHrMOUTOpa npoTea3sl. Heo6xoaumo npuHuMaTh
BO BHMMaHMe O(UUMaIbHbIE PEKOMEHJALMH MO  JICYCHHIO

TyOepkyne3a y BUU-uHpuuMpoBaHHBIX NMallMEHTOB.

Pudamnuuux

HecmoTpss Ha TO, uTO pudaMIUUMH HHAYUHPYET MeTaboIu3M
pPUTOHABHMpa, OrpaHUYEHHbIE JIaHHBIE YKAa3bIBAIOT Ha TO, YTO MpH
NMPUMEHEHUH pUAMIHULMHA OJHOBPEMEHHO C BBICOKMMH [103aMH
puroHaBupa (600 mMr 2 paza B CYTKM) JOMNOJHHUTEIBHOE
MHAyLMpYyollee JeiicTBHe pudaMnuuuHa (IOMOJHUTENBHOE 110
OTHOLIEHWIO K JEHCTBUIO PUTOHABUpPA) HE3HAYMTENBHO M HE
OKa3blBaeT KJIMHUYECKM 3HAYUMOIO BJMSHUS HA KOHUEHTPALUIO
pUTOHAaBMpa B paMKaX BBICOKOJO3HOM Teparmuu PUTOHABUPOM.

Bausanue purtonaBupa Ha pu(aMNMLKMH HE YCTaHOBJIEHO.
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B3aumojeiicTBus PHTOHABHPA HA OAHOBPEMEHHO NPHUMEHsIEMbIe HEAHTHPETPOBHPYCHBIE

JICEKAPCTBEHHBbI Npenaparsbl

OpaHoBpeMeHHO
NpUMeHsieMble
JIeKapCTBeHHbIE

npemnaparsl

Jlo3a Jo3a Biausinue Ha | Bausinue Ha Cypy
OJTHOBPEMEHHO npenapara AUC 0ITHOBPEMEHHO
MpPHUMeHsIEMBIX PutoHaBup | oqHOBpeMeHHO NpPUMeHsIEMbIX
JIEKAapCTBEHHBIX | (Mr) NpHUMEeHsIeMbIX JIEKAPCTBEHHBIX
npenapartos (Mr) JIEKAPCTBEHHBbIX | MpenapaToB

npemnapaTtos

Bopukonazon

200 kaxple 400 xaxnple | | Ha 82 % | Ha 66 %

124 124

200 xaxable 100 xaxxapie | | Ha 39 % | Ha 24 %

124 124

[lpumMenenre  pUTOHaBHpa B KauyecTBE aHTHUPETPOBUPYCHOTO
npenapara OJIHOBPEMEHHO C BOPHUKOHA30JIOM MPOTHUBOIOKA3aHO 10
NMPUYKMHE CHHXKEHHS KOHLIEHTPAlLMM BOPHMKOHA30Ma (CM. pasfen
«ITpoTuBonokazanusi»). [IpuMeHeHHe BOPHKOHA30J1a OJHOBPEMEHHO
C PUTOHABMPOM, UCIOJIb3YEMBIM B KauecTBe (hapMaKOKHHETHYECKOTO
YCHIIMTENIS, HE PEKOMEHIO0BAHO, 3a WCKJIIOYEHHEM CJiydyaeB, KOrja
npeanojaraemMas  Mojib3a  TaKOro  JICYEHUS  MPEBOCXOIUT

MOTEHLHMATbHBIN PUCK AJiA NMalueHTa.

ATOBaxoH

PuronaBup, wucnonb3yemblii B KadecTBe (HapMaKOKMHETHYECKOTO
YCHIIMTENS WM aHTHPETPOBUPYCHOTrO TMpenapara, HWHIYLHpPYeT
IIOKYPOHM3aLUMIO M, KaK CHEJICTBHE, CHMXKAET KOHLEHTPALHIO
aroBaxoHa B TMia3Me KpoBu. [Ipy npuMeHeHMHM aTOBaxoHa
OJIHOBPEMEHHO C  PUTOHAaBMPOM  PEKOMEHJOBaH  YCHJICHHBIH
MOHMTOPHHI KOHUEHTpPALMK NEPBOro B CHIBOPOTKE KPOBH U €ro Tepa-

NeBTHUYECKOro 3 dekxTa.

benakBuinH

HccnenoBanus B3aMMOAEHCTBHsI ¢ OJHHUM TOJIBKO PUTOHABUPOM HE
NPOBOJMIINCH. B HMccrenoBaHuM B3aMMOICHCTBUSI OJTHOKPATHOM 03B
OenakBUJIMHA U MHOTOKPATHBIX 103 JIOIMHABHpAa B KOMOMHALIMH C
puTtoHaBMpoM HaOmonanock yBenuueHne AUC OenakBuinHa Ha 22
%. DOTO MOXHO OOBACHUTH JEHCTBHEM pHUTOHABHpa, W TPH
NPOJOJDKMTEIBHOM  COMYTCTBYIOIIEM TMPUMEHEHWH  TpernapaToB
MoxeT Habmoaatees 6onee BbIpakeHHbIH 3¢ pekt. OHOBPEMEHHOTO
NPUMEHEHHUs1 ITUX NpenapaToB clieayeT u30eratb B CBS3M C PUCKOM

pa3BUTHUA  HEIKEJIATCJIbHBIX HBHGHHFI, CBsA3aHHBIX € TIPUEMOM
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B3aumopeiicTBusI pUTOHABHPA HA 0OJTHOBPEMEHHO NMPHMEHsIeMble HeAHTHPETPOBHPYCHbIE

JIEKAaPCTBEHHBbI Npenaparsbl

OaHoBpeMeHHO Jo3za Ho3a Bausinue Ha | Bansinue Ha Cyym
npHUMeHsieMble oaHoBpeMenHo | mpemapata | AUC O0/IHOBpPEMEHHO
JeKapCTBEHHbIE NpPUMeHsIeMbIX PuToHAaBHD | OZIHOBPEMEHHO | MPHMeEHsIEMbIX
npenaparsl JIeKaPCTBEHHBIX | (MT) NpPHMEHsIEMbIX JIeKapCTBEHHBIX
npenapaTos (Mr) JIeKAPCTBEHHBIX | MpenapaToB
npenaparos
OenaksunnHa. TeM He MeHee, eclid OXKHMAAEMast MOJb3a IPUMEHEHHUS]
OeakBUIMHA OJJHOBPEMEHHO ¢ PUTOHABUPOM TMPEBOCXOIHUT PUCK, TO
OHO JIONYCKAETCs MPU COOMIOAEHUH 0COOBIX Mep MPEAOCTOPOKHOCTH.
K 5TMM Mepam mnpeaocTOpoXXHOCTH OTHOCATCS 0OoJiee  4acThii
MOHHMTOPHHT 3JIEKTPOKApAMOTPaMM U KOHTPOJIb YPOBHS TPaHCAMHUHA3
(em. paznpen «OcoOble yka3aHMs» M MHCTPYKLMH MO MPUMEHEHHIO
OenakBUIIMHA).
Knapurpomuuun 500 xaxxabie 200 xaxabie | T Ha 77 % THa3l %
12y 8y
14-ruapokcumeTaboauT |l Ha 100 % 1 Ha 99 %

KJIapUTPOMULIMHA

B cBA3M ¢ WIMPOKUM  TepaneBTHYECKMM  JMara3oHOM
KJIApUTPOMHULMHA MPU €ro NPUMEHEHUH Y TMALMEHTOB ¢ HOPMaJbHOM
GyHKuMel mnouyek cHWKaTh 103y He Tpebyercs. [Ipu npumeHeHun
OJTHOBPEMEHHO C PHUTOHaBMPOM, HCIMOJIB3YEMBIM B  KayecTBe
aHTUPETPOBUPYCHOTO  mpernapata Wid  (apMaKOKHHETHYECKOTO
YCHIIMTENS, KJIAPUTPOMHULMH CJEAyeT MCIOJb30BaTh B J03aX He
Bbille | r/cyTt. KnapuTpoMHLIMH clieyeT UCIOIb30BaTh B CHUYKEHHBIX
J103aX y MalUMEHTOB ¢ HapyLIeHUsIMU QYHKUMH MOYEK; MalUeHTaM C
KIMpeHcom KpeatuHuHa 30-60 mMa/MHH 103y cliexyeT cHU3UTh Ha 50

%, ¢ KIMpEeHCOM KpeaTHHHHa MeHee 30 mu/mMuH - Ha 75 %

Jlenamanun

Hccnenosanus B3aMMOJEHCTBHS ¢ OJHHUM TOJBKO PUTOHABUPOM HE
NpOBOAWINCE. B HccnenoBaHWM NeKapCTBEHHOTO B3aMMOJEHCTBHS
nenamanuaa B gaoze 100 mr 2 pasa B CyTKM M KOMOWHAIMM
nonuHaBupa W putoHaBupa B o3¢ 400/100 mMr 2 pasza B cyTkH
JUIMTENBHOCTBIO 14 1HEW y 310pOBBIX JOOPOBOJIBLEB OTMEYanoch
MOBBILIEHHE  YPOBHS ~ CUCTEMHOTO  BO3/ACHCTBUS  MeTaboauTa
aenamanuaa DM-6705 Ha 30 %. B cBsi3M ¢ MOBBILIEHHBIM PHUCKOM

yanuHenuss uHrepBana QTc mnox neidictBuem DM-6705 mnpu
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B3aumopeiicTBusI pHTOHABHPA HA OJIHOBPEMEHHO NPHMEHsIeMble HEAHTHPETPOBUHPYCHbIE

JIEKAPCTBEHHBbI NMpenaparbl

OaHOBpeMeHHO
npUMeHsieMble
JIeKapCTBEHHbIE

npenapartbi

Jlo3a Jo3a Bausinue Ha | Bausinue Ha Cyyy
OJIHOBPEMEHHO npemnapara AUC OJHOBPEMEHHO
NPHMEHsIeMbIX PutoHaBup | ogHOBpeMeHHO MpHMEHsIeMbIX
JIEKapPCTBeHHBIX | (Mr) NpHMEeHsIeMbIX JIEKAPCTBEHHbIX
npenaparos (mMr) JIEKAPCTBEHHBIX | MpenapaTos

npenaparon

HEOOXOMMOCTH  NMPUMEHEHHsl  JejaMaHuja OJHOBPEMEHHO ¢
PUTOHABHPOM PEKOMEHIOBAHO O4YeHb uactoe noayuyeHue DKI Ha
NPOTSHKEHUHM BCEro Mepuoja JIeYeHUs AeJaMaHuIoM (CM. pasjen

«Ocobble yKazaHHUs» U HHCTPYKLHUIO MO MPUMEHEHHIO JI€JIaMaHHU/a).

DPUTPOMULIUH,

HUTPAKOHAa30J

PuronaBup, ucronb3yemelii B KauecTBe (hapMaKOKMHETHUECKOTO
YCHIIUTENIE  MJIM  aHTHPETPOBUPYCHOTO Tperapara, HHIHOUpPYeT
CYP3A4 u, Kak cieJICTBME, TOBBILACT  KOHUEHTPALIMIO
SPUTPOMHULMHA M UTPAKOHa30/1a B Mia3Me KpoBu. [Ipu npumeHeHuu
SPUTPOMHMLMHA OJHOBPEMEHHO C PUTOHABHUPOM PEKOMEHI0BaH
YCHUJIEHHBIM MOHMTOPMHI  TepaneBTHueckoro  sddexra u

HEXeNaTeJIbHBIX SBJICHUH.

KetokoHnazon

200 B cyTKH 500 kaxnaeie | T Ha 3,4 pa3a T Ha 55 %

124

PuronaBup MHTHOMpYeT meTabonyecKue TMpeBpalleHuUs
KeTOKOoHa3o0Jia, onocpeayemsie CYP3A. B cBs3M ¢ MOBBILIEHHOM
4aCTOTOM  pa3sBUTUSl  HEXKEJNATENBHBIX  pPeaKUMid CcO  CTOPOHBI
KEJIYJOYHO-KMIIEYHOrO TpakTa W TEYEHH TP  TNPUMEHEHHH
KETOKOHA30J1a OJHOBPEMEHHO C PHUTOHABUPOM, HCIOJIb3yEeMbIM B
KauecTBe AHTUPETPOBUPYCHOTO npenapara WU
(apMaKOKMHETMYECKOrO0  YCHMJIMTENs,  CJEAyeT  pacCMOTPETh

HCO6XO}II/IMOCTI> CHWXKCHHS N03bl KETOKOHA30J1a.

CynbhameTokcazon

/TpuMeTOnpUM?

800/160 500 kaxxapie | | Ha 20% / b

OJIHOKPATHO 124 1 Ha 20%

KoppektupoBka 10351 cyibhameTokcasona/TpuMeTONnpruMa BO BpeMs

COMYTCTBYHOLIEIO JICHEHHUS PUTOHABUPOM HE Tpe6yeTc;1.

Anmuncuxomuxu/neiuponenmuxku

Knozanux, numosusa

OﬂHOBpeMeHHBIﬁ [NpHEM C PUTOHABHUPOM NPOTHBONOKA3aH, TaK KaK

MOXET TPHUBECTH K TIOBBILIEHUKO KOHUECHTpAlMU KJIO3allMHA M
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B3aumopeiicTBust PUTOHABHPA HA OIHOBPEMEHHO NPUMEHsIeMble HEAHTHPETPOBHPYCHbIE

JIEKapCTBEHHbI MpenapaThbl

OaHoOBpeMeHHO Jlo3a Jlo3za Bausinue Ha | Bausinue Ha Cyum
NpHMeHsieMble 0JHOBPEMEHHO npenapata | AUC OJJTHOBPEMEHHO
JIEKAPCTBEHHbIEC NPUMEHAEMBIX PHTOHaBHp OAHOBPEMEHHO NPUMEHsIEMBIX
npenapartsl JIEKAPCTBEHHbIX (Ml') NPpUMEHSAEMbIX JIEKAPCTBEHHBbIX
npenapaTtos (Mr) JIEKAPCTBEHHBIX | MpenapaToB
npenapaToB
n1MMo3uja B riaszme (cm. pazzaen «lIpoTuBonokazanus»).
["anonepunosn, PuronaBup, npuHMMaeMblii B  KauyecTBe aAHTHPETPOBHPYCHOTO
PUCTIEPUIOH, npenapara, uHrubupyer CYP2D6 wu, kak cieacTBHe, MOBBILIAET
THOPUAA3UH KOHUEHTPALMIO Talonepuaosa, pHUCIepuioHa M THOpPHIAa3MHA B
niaasme KpoBu. Ilpu nmpuMeHeHHHM 3TUX NeKapCTBEHHBIX MpenapaToB
OJTHOBPEMEHHO C PUTOHABUPOM B KauyeCTBE AHTHUPETPOBUPYCHOTO
npenaparta PEKOMEH/10BaH TILATEIbHbIN MOHMTOPHHT
TepaneBTHYECKOro 3 peKTa U HeKeNaTeIbHbIX SBJICHUM.
Jlypazunon Beuay wunrubuposanus CYP3A putoHaBMpOM npenrnonaraercs
YBEJIMYEHUE KOHLEHTpauuMu Jypa3uaoHa. COBMECTHBIH MNpuUeM ¢
Jypa3uIOHOM TPOTHBOMNOKa3aH (cM. paszzen «[IpoTuBonokasanus»).
KBeTnanun B cBa3u ¢ uHrubupyroummm aeiicrBuem putoHaBupa Ha CYP3A

npeanojaraeTcs YBEJIHYECHUC KOHUEHTpAaLWH KBE€THAIIMHA.
anMCHCHI/IC pHUTOHaBHpa OJHOBPEMEHHO C KBETHAITHHOM
IPOTHUBOITIOKA3aHO, MOCKOJIBKY 3TO MOXET NMPUBECTH K MOBBIILIEHHOMY
TOKCHYCCKOMY JIEHCTBHIO KBE€THaAIIMHa (CM. pasaen

«[TpoTuBOMOKa3aHUAY ).

P2-aopenomumemuku (OnumenvHozo oelicmeus)

Canmetepon

B cBsa3u ¢ uHruOupyrommMm aeiictBuem putoHaBupa Ha CYP3A4
OJKMUJAETCS BBIPAXKEHHOE MOBBIIIEHWE KOHUEHTPALMU OJHOBPEMEHHO
NPUMEHAEMOr0 cajMeTeposia B IU1a3Me KpoBH. B cBs3M ¢ 3TUM
O/THOBPEMEHHOE NpUMEHEHHE JaHHBIX npenaparoB HE

PEKOMEHIOBAHO.

bna OKamopbsl Kalibyueeblx

KaHanoe

AMITOMITHH,

JIUnTHa3eM, HudeaunuH

PuronaBup, wucnosnb3dyembli B KadecTBe (HhapMaKOKHHETHYECKOTO
YCUIIMTENST WM aHTUPETPOBUPYCHOrO IMpernapata, HWHTHOMpYeT
CYP3A4 u, kak cieacTBUE, MOBHIIAET KOHUEHTPALMKO aHTarOHUCTOB

KaJIbUMECBbIX KaHaJIOB B TI1JIa3ME€ KpPOBH. Hpn MNPUMEHCHUH OSTHUX
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B3aumojaeiicTBus PHTOHABHPAa HA OTHOBPEMEHHO NIPUMEHSAEMbI€ HCAHTUPETPOBHPYCHbIE

JIEKApPCTBCHHbI NpenapaTbl

OaHoBpeMeHHO
NpHMeHsieMble
JIEKAPCTBEHHbIE

npenaparsl

Ho3a Jlo3a Bausinue Ha | Bausinue Ha Cyyy
OJHOBPEMEHHO npenapara AUC OJTHOBPEMEHHO
NMpPUMEHsIEMbIX PutoHaBHp | OAHOBpeMEHHO MpUMeHsIEMBIX

JEKAPCTBEHHbIX (Mr) NPUMEHSAEMbIX JIEKAPCTBEHHBIX

npenaparTos (Mr) JIEKAPCTBEHHBIX | MpenapaToB

npenapaTos

JICKApCTBEHHBIX  MpernapaTtoB  OAHOBPEMEHHO € PUTOHABUPOM
PEKOMEHAO0BaH TUWATEIbHBIN MOHHUTOPHHI TEPAneBTHYCCKOTO

a¢dekTa ¥ HexenaTebHbIX SBJICHHUH.

AHmazoHucmol IHOOMENUHOBHIX peuenmopos

bozeHran [Ipumenenne  Go3eHTaHa  OJHOBPEMEHHO C  PUTOHABUPOM
COIMpPOBOKAAETCS  MOBBIIIEHUEM MAKCUMaJIbHOW  KOHILIEHTpPALUH
6o3eHtana B miasMe (Cpax) M TuIOMmAaM Moja GpapMakoOKMHETHYECKOM
KpHBO# O03eHTaHa B paBHOBECHOM cocTosiHUuH (AUC).

Puouuryar [Tpu npyMeHeHUH OAHOBPEMEHHO C PUTOHABHUPOM MOJKET BO3pPacTaTh

KOHUEHTpPALMs B CbIBOPOTKE KPOBU BCIEACTBUE MHIMOMPYIOLIETO
aeicreus  purtoHasupa  Ha  CYP3A  u  P-rnukonporeuH.
OnHOBpeMEHHBIH NpueM puouuryara ¢ npenaparoMm PUTOHaBUp He
pekoMeHayetcst (cM. pazzgen «OcoOble yKa3aHUs» W UHCTPYKLHH T10

NPUMEHEHHUIO PUOLIMTYaTa).

Ilpouseoonsie ankanoudoe cnopvinbu

JluruaposproramuH,

SProHOBHH, 3proTaMHH,

METUJISPrOHOBHUH

OaHOBpEMEHHBINM  MpUEM € PUTOHABUPOM  IPOTHUBOIOKA3aH,
MOCKOJIBKY ~ MOXET  BECTM K  TOBBIIUEHHIO  KOHLEHTpaLHUH
NPOM3BOAHBIX AJKAJIOMIOB CIOPBIHBM B IIa3Me (CM. paszeln

«ITpoTuBONOKa3aHUs»).

Cmumynamopor momopuxku KKT

[{uzanpun

OZHOBpEMEHHBIH MPHEM C PUTOHABMPOM IMPOTHUBOIMOKA3aH, TaK Kak
MOXKET BECTH K IMOBBILICEHHWIO KOHLEHTpaUMM LM3anpuja B Iula3zMe

KpoBH (cMm. pazzen «IIpoTuBonokazanusy).

Hnzubumopsr npomeaszer BI'C

CumenpeBup

200 B cyTKH 100 kaxxapie | T B 7,2 paza

124

1 B 4,7 paza

PI/lTOHaBPlp [NOBLIIIACT KOHUEHTpAaLUKO CUMENpEBUpa B IUJIa3ME
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B3aumojelicTBHsI pUTOHABHPA HA 0IHOBPEMEHHO NPHMEHsIeMble HeAHTHPETPOBUPYCHbIE

JIEKAPCTBEHHDbI Nnpenapartbl

OaHoBpeMeHHO
NpUMeHsieMble
JeKapCTBeHHbIE

npenaparsl

Jlo3a Ho3za Biausinue Ha | Bausinue Ha Cyyy
O0THOBPEMEHHO npenaparta AUC OJHOBPEMEHHO
NpHMeHsIEMBbIX PutoHaBup | ogHOBpeMeHHO NMpHMeHsIeMBIX

JIEKAPCTBEHHBIX | (MT) NpPUMEHsIeMBbIX JeKapcTBEeHHBIX

npenapaTos (Mr) JEKaPCTBEHHbIX | MpenapaToB

npenapaTos

Beaeacteue uHruouposanus CYP3A4. OnHoBpeMeHHOE TPUMEHEHHE

PUTOHABUpa U CUMENPEBUPA HE PEKOMEHI0BaHO.

Hnzuboumopui pedykmasol

I'MI-KoA

ATOpBacTaTHH,
¢yBacTaTuH,
JIOBACTaTHH,
NpaBacTaTHH,
pO3yBacTaTHH,

CHUMBAaCTaTHUH

IIpn mprMeHEeHUH OJHOBPEMEHHO C PUTOHABUPOM, MCIOJIB3YEMBIM B
KayecTBe aHTUPETPOBUPYCHOTO npenapara WIu
(hapMaKOKMHETHYECKOTO  YCHJIMTENs, OXHAAeTCS  BBIPaKEHHOE
MOBBILIEHHE B TUIa3M€ KPOBH YPOBHS MHIMOUTOPOB peaykTazsl [ MI -
KoA, Takux Kak JOBacCTaTHH W CHMBACTaTHH, MOCKOJBKY HX
metabonusmM B BbICOKOM cTeneHn onocpenoBan CYP3A. Tlpu
MOBBILIEHWH  KOHLEHTpaUMM  JiOBacTaTMHA M  CMMBAacTaTHHA
BO3pAcTaeT IpeapacroiOKEHHOCTh MAalUUMEHTOB K MHOMATHSIM,
BK/IIOYas pabaoOMHONM3, B CBSI3M C 4YeM TMPUMEHEHHE OTHUX
JIEKApCTBEHHBIX  MPENapaToB  OJHOBPEMEHHO C  PUTOHABUPOM
MpOTHUBOMNOKa3aHo (cM. pazaen «IIporuBonokaszanus»). Merabonuzm
aTopBacTaTMHa B MeHblUed creneHd onocpenoBan CYP3A.
BriBenenue posyBactatuHa He 3aBUCUT OoT CYP3A, onHako mpu ero
NPUMEHEHUU OJIHOBPEMEHHO C PUTOHABUPOM coolwianock 06
YBEJIMYEHUH  DKCMO3MLMM  po3yBacTaTMHA. MeXaHU3M  3TOro
B3aUMOJIEHCTBUSI HE BBISICHEH, OJIHAKO 3TO MOXKET OBbIThb CIEACTBHEM
MHruOMpoBaHusl mepeHocudka. [Ipu npuMeHeHMHM pUTOHaBHpa B
KayecTBe (bapMaKOKHHETHYECKOTO YCUIIATEJIS W
aHTHPETPOBUPYCHOTO Tpernapara OJHOBPEMEHHO € aTOPBACTaTMHOM
WJIM pO3yBacCTaTUHOM TMOCJEAHHE HEOOXOAMMO Ha3zHayaTh B Kak
MOXHO Ooslee HHM3KMX J03ax. Metabonu3m mnpaBacTaTMHA MU
¢nyBacratuHa He omnocpenoBaH CYP3A, B cBa3M ¢ 4yeMm
B3aUMOJCHCTBUS C PUTOHABUpPOM He mpeanonaraercs. [lpu
HEOOXOAMMOCTH JiedeHus MHruburopom peaykrassl [ MI-KoA

peKOMeHIyeTcsl BHIOMPATh MPaBacTaTUH WK (IIyBaCTaTHH.
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B3aumopeiicTBus PHUTOHABHPA HA OAHOBPEMEHHO NPHMEHsAeMbl€ HCAHTUPETPOBUPYCHbIE

JIEKAPCTBEHHDI NpenapaTbl

OaHoBpeMeHHO Jo3za Jo3a Bausinue Ha | Bausinue Ha C,uy

npHMeHsieMble O/IHOBPEMEHHO npenapata | AUC 0/IHOBPEMEHHO

JIeKapCTBEHHbIE NpHMeHsIEMbIX PuToHaBHD | 0OAHOBpEMEHHO NpPUMEeHsIEMbBIX

npenaparsl JIEKapPCTBEHHBIX | (Mr) NpHMeHsIeMbIX JIeKAPCTBEHHBIX
npenapaTos (Mr) JeKAapPCTBEHHBIX | MpenapaToB

npenapaToB

TI'opmonanshsie konmpayenmueot

DTUHUIICTPANOIT 50 mMkr 500 kaxnapie | | Ha 40% | Ha 32%
OJIHOKpPaTHO 12y
Ilpy  npumMeHeHMM  OSTHHWIACTPaJWONa  OJHOBPEMEHHO  C
PUTOHABMPOM, MCIIOJIB3YEMbIM B KayeCTBE AaHTUPETPOBHUPYCHOTO
npenapata MiaM (GapMaKOKMHETHYECKOTO YCHIIMTENs, HEOOXO0IUMO
MCIIOJIb30BaTh OapbepHble WM JIPYyrHe HEropMOHAlbHBIE METO/IbI
KOHTpauenuuu. PuronaBup  u3meHser npoduab  MaTOYHOro
KPOBOTEUYEHHSI M CHMKAaeT 3(PPEeKTUBHOCTD ACTPaaMOII-COAePIKALIMX
KOHTpauenTuBoB (cM. pazaen «Ocolble yKazaHUs» ).

Hmmynooenpeccanmot

[{uknocnopuH, PutonaBup, wucnonb3dyemblii B KauecTBe (HapMaKOKHMHETHUYECKOTO

TaKpOJIUMYC, YCUIIUTEISl WM  AaHTUPETPOBUPYCHOTO Mperapara, WHTHOUpYET

3BEPOJIUMYC CYP3A4 u, «Kak cieAcTBME, TOBBILAET  KOHLEHTPALMIO

LHUKIJIOCIIOpHHA, TAaKpOJIMMyCa HJIK 35BEPOJIMMYCa B IlJIa3ME€ KpPOBH.

[Ipyu npuMeHeHUH STHX JeKapCTBEHHBIX IMPernapaToB OJHOBPEMEHHO

C  PUTOHaBUPOM  PEKOMEHJOBaH  TUIATEJbHBIH  MOHUTOPHHI
TepaneBTHYECKOro 3 peKTa U HeKeNaTeTbHBIX SIBICHUM.
Hneuoumoput pocghoouscmepasvt 5-c0 muna (®/]3-5)
ABaHadun 50 ogHokpatHO | 600 kaxxawbie | T B 13 pa3 1 B 2,4 paza
124
OnHOBpeMeHHOE  MpUMEHeHWe  aBaHaduia W pUTOHaBUpa
NpOTHUBOMNOKa3aHo (cM. pa3aen «[IpoTruBonokazanus).
Cunnenadun 100 onnokpatHo | 500 kaxawie | T B 11 pa3 1 B 4 pa3a
124

[lpu npumeHeHuMn cuinzeHadunaa ¢ LENbIO JIEYEHUS SPEKTHIIBHOM

III/IC(i)yHKU,I/ll/I OAHOBPEMEHHO C€ pPUTOHABHUPOM, HCIIOJIb3YEMbIM B
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B3aumopeiicTBust PUTOHABHPA HA OTHOBPEMEHHO NPHMEHsSIEMbI€ HEAHTUPETPOBHPYCHbIE

JIEKAapCTBEHHLbI Npenaparthbl

OaHOBpeMEHHO
npUMeHsieMble
JIeKapCTBeHHbIE

npenaparsl

Jlo3a Jo3a Bausinue Ha | Bausinue Ha Cyyy

O/IHOBPEMEHHO npenapata | AUC OHOBPEMEHHO

NPUMEHSIEMbIX PHTOHaBHp OJAHOBPEMEHHO NPUMEHSIEMBIX

JIEKAPCTBEHHBIX | (Mr) NpPUMeEHsIeMBIX JIeKapCTBEHHBIX

npenaparos (Mr) JIEKAPCTBEHHBIX | MpenapaToB

npenapaToB

KayecTBe AHTHPETPOBUPYCHOTO npenapara W
(bapMaKOKMHETHYECKOrO  yCHJIMTENs, HeoOXoauMo  cobmoaarh
0c00YyI0 OCTOPOKHOCTD, a J103a CHiIAeHaduIa He J0JDKHA MPEBBIIATh
25 wmr 3a 48 u (cMm. Tawke pazgen «OcoOble  yKazaHUA).
ComyTtcTBytolee  npUMeHeHWe  cuiaeHaguia W pUTOHaBUpa
NPOTUBOMOKA3aHO  MAalMEHTaM ¢  JIETOYHOM  apTepualbHOU

runeprensueit (cm. pasaen «llporuBonokazanus»).

Tananagpun

20 onHokpaTtHO | 200 kaxzasie | T B 124 % ©
124

[Ipy npumenenun Ttananaguna ¢ UETbIO JIEYEHUS DPEKTHIIBHOM
IUCYHKLUMU OJHOBPEMEHHO C PUTOHABMPOM, MCIOJb3YEMbIM B
KayecTse aHTUPETPOBUPYCHOTO npemnapara WIH
(apMaKOKMHETHYECKOrO  yCHJMTENs, HeoOxoauMo  cobnmroaarth
0co0yI0 OCTOpPOXHOCTh, a Tadanadun HeoOXOAUMO Ha3HayaTh B
CHWKEHHBIX 103ax (He Oonee 10 mMr ¢ uHTepBajoM B 72 4) mpu
YCUJIEHHOM MOHMTOPHMHIE HEXeJaTelbHbIX peakuuii (cM. paszen
«Ocobble yka3aHus»).

[Ipy npumenenuun Tazanadusa OJHOBPEMEHHO C PUTOHABUPOM Y

NALKEeHTOB C JIETOYHOW apTepHalbHOW TUMEpPTeH3ueld HeoOXOIUMO

coburoAaTh yKa3zaHUs U3 HHCTPYKLIMH MO MPUMEHEHHUIO Tajanaduna.

Bapnenadun

5 OJIHOKpaTHO 600 kaxxapie | T B 49 pa3

124

1B 13 pa3

OnHOBpeMeHHOEe  MpUMeHeHHe BapaeHaduna U PUTOHABUpA

NpoTHUBOMNOKa3aHo (cM. pazaen «lIpoTuBonokazanusy).

CeoamugHble U CHOMBOPHbIE NPenapamol

Knopazenar, nauasenam,

sctazofiaM, (urypazenam,

npeaHa3HaYeHHbIH

OHOBpEMEHHBIH  MpHEM ¢  PUTOHABUPOM  IPOTHBOIOKA3aH,
MOCKOJIBKY ~MOXET NPUBECTHM K TIOBBILIEHUIO KOHLEHTPALMU

KJiopa3€naTa, Juaseriama, >5CTa30JjlaMa H (bnypaserlama B TIIJIa3MeE
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B3aumopeiicTBus PUTOHABHPA HA OJHOBPEMEHHO NMPHUMEHseMbI€ HEAHTHUPETPOBHUPYCHbIE

JIEKAPCTBEHHbI NMpenapaTbl

OaHoBpeMeHHO
NpUMeHsieMble
JIEKapCTBeHHbIE

npenaparsl

Bausinue Ha | Bausinue Ha Cyum

AUC

Jlo3a

Ho3a

OAHOBPEMEHHO npemnapara OJHOBPEMEHHO

NPUMEHSEMBIX PHTOHaBPlp OAHOBPEMEHHO NPUMEHSEMBbIX

JIEKAPCTBEHHbIX (Mr) NPUMEHAEMbIX JIEKAPCTBEHHbIX

npenaparos (mr) JIEKAPCTBEHHBIX | MpenapaTos

NpenapaToB

npuemMa  BHYTpb
NapeHTepalbHO

MHa3oJiaM

HJIN

KpoBHU (cMm. pazaen «IIpoTuBonokazaHus»).
Metabonu3m MuaazosaMa B BBICOKOM CTENEHH OMOCPeIOBaH
CYP3A4. IlpuMeHeHHEe OJHOBPEMEHHO C PHTOHABUPOM MOXKET
COIMPOBOXKAATBCS  CYLIECTBEHHBIM  TOBBILIEHHEM  KOHLIEHTpPALMU
Oenzonuazenuna. MccnenoBaHus B3aMMOJAEHCTBHMS PHUTOHABHUpA M
OeH301Ma3enuHOB He MNPOBOAMINCH. Ha OCHOBaHWUM JaHHBIX IS
apyrux uHruouropoB CYP3A4 koHLeHTpalus M1Ia30/1ama B riasme
Npy €ro MNpUMEHEHWH BHYTPb OyJeT 3HAYMTENBHO BbIlIE. TakuMm
0o0pa3oMm, pUTOHAaBUp HE cleyeT MPUHUMATh OJHOBPEMEHHO C
mMuaa3zosiamoM (BHYTpb) (cM. pazaen «lIpoTuBornokazaHus»), a npu
€ro TNPUMEHEHHHM OJHOBPEMEHHO C MMIA30]1aMOM, BBOIMMBIM

MnapeHTepalibHO, CJICAYET COGII}O,IIaTb 0C06y10 OCTOPOIKHOCTD.

JlaHHble 00 OJHOBPEMEHHOM NMPUMEHEHWH MMIa30jiama, BBOJUMOTrO
MapeHTepasbHO, U APYrdX WHrUOMTOPOB MPOTEea3bl YKa3bIBAIOT Ha
BO3MO>KHOE MOBBILIEHHE YPOBHS MKHJa30Jlama B Tla3Me KpoBU B 3 - 4
pasa. [Ipu He0OXOAUMOCTH MPUMEHEHHUS! PUTOHABHPA OJHOBPEMEHHO
C MMAA30J7aMOM, BBOAMMBIM  MApPEHTEPAJbHO, JTO  CleIyeT
OCYILECTBJISAITh B OTJEJIEHUM peaHMMalUl MU MHTEHCHUBHOW Teparuu
(OPUT) wunm B aHAJOTMYHBIX  YCJOBMSX IS YCHJIEHHOIO
KJIMHUYECKOr0 MOHHUTOPHMHIA M HaJUIeXallero JieueHWs B clydae
pa3BUTHsI YTHETEHUS [bIXaHUS W/WIM JUIMTENbHOW cepauuu. Moxet
noTpedoBaTbCsl KOPPEKTUPOBKA 103kl MMJa30jaMa, OCOOEHHO TNpH

MHOTOKpPaTHOM BBE€ACHHH.

Tpuazonam

0,125 200, 4 no3bl | 7> B 20 pa3 T Ha 87 %

OAHOKpPAaTHO

OL[HOBpCMeHHbIﬁ [IpUEM pUTOHABUpaA TMPOTUBOIIOKA3aH, TaK KakK
MOXET TMPUBECTU K TOBBILIEHHWKO KOHLUEHTpALMU TpHasoJiaMa B

ria3me KpoBu (cM. paszaen «IIpotuBonokasanus»).
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B3aumopaeiictBus PHTOHAaBHPA HA OAHOBPEMEHHO NPHMEHsIEMbI€e HEAHTHPETPOBUPYCHbIE

JIEKAPCTBEHHbI NpenapaTbl

OaHoBpeMeHHO
npUMeHsieMble
JIeKapCTBeHHbIE

npenapartbl

Jo3a Jlo3a Bausinue Ha | Bausinue Ha Cyypy

O0IHOBpPEMEHHO npenapata | AUC OIHOBPEMEHHO

NPpUMEHsIEMBbIX PHTOHaBHp OJAHOBPEMEHHO NPUMEHSAEMBIX

JIEKapCTBEHHBIX | (Mr) NpUMeEHsIeMBbIX JIEKapCTBEHHBIX

npenapartos (Mr) JIEKAPCTBEHHBbIX | MpenapaToB

npenapaTos

[Tetnaun

50 opaHokpatHo | 500 kaxnawie | | Ha 62 % |l Ha 59 %

BHYTpb 124

HopnetuauHosslit

MeTabOoIUT

T Ha 47 %
1 Ha 87 %

OnaHoBpeMeHHOE  TMpPUMEHEHME  TMeTHOMHA W PUTOHABHMpa
NPOTUBOMNOKA3aHO B CBA3M C  BO3MOXXHBIM  TOBBILICHHEM
KOHLIEHTPALlM¥ HOPIETUAMHOBOIO MeTabO0JIUTa, KOTOpBIM oOnagaer
06e3601MBalOLMM JEHCTBHEM M OHOBpeMeHHO ctumynupyer [{HC.
IIpyn noBBILIEHHON KOHUEHTpaUMHU HOPMETHIMHA BO3pPAcTaeT PHUCK
pa3BuTHs noOOYHBIX peakuuit co croponsl LIHC (nanpumep,

3MUIeNTU(GOPMHBIX NPUNAAKOB) (cM. pazaen «[IpoTrBoNoOKazaHUs» ).

Annpasonam

| onHOKpaTHO 200 kaxnable | T B 2,5 paza L
12uB
TeYeHHe 2

JTHEH

500 kaxxaeie | | Ha 12 %
12uB

Ll Ha 16 %

TeyeHue 10

JHEH

Beenenne B cxeMy JIeueHHMs PUTOHaBHpa  COIMPOBOXKAAIOCH
MHrMOMpoBaHueM Merabonu3ma anmnpasonama. [lociie npuMeHeHus
puTtoHaBupa Ha npoTsbkeHuH 10 aHel WHruOupyroliee AeHCTBHE
ucuesano. B mepBble HECKOJIBKO JHEH NpUMEHEeHMs aJrpa3oyiama
OJTHOBPEMEHHO C PUTOHAaBUPOM, HCMOJb3YyEMBIM B KayecTBe
aHTUPETPOBUPYCHOrO  Mpenaparta WiIM  (papMaKOKMHETHUECKOTO
YCUJIMTES, 10 Pa3BUTHs UHIYLMPYIOLIETo ACHCTBUs Ha MeTaboIu3M

annpazosiamMma, HeoOX0AMMO coOIOAATh 0COOYHO OCTOPOIKHOCTD.

bycnupon

PutoHaBup, wucrnone3yemelii B KayecTBe (hapMaKOKHHETHUECKOTO
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B3aumopaeiictBusi PUTOHAaBHPA HA OJHOBPEMEHHO NPHMEHsIEMble HEAHTHPETPOBHUPYCHbIE

JIEKAPCTBEHHDI NpenapaTbl

OaHOBpeMeHHO
NpUMeHsieMble
JIeKapCTBEHHbIE

npenaparsl

Jo3a Jo3a Bausinue Ha | Bausinue Ha C,yy
OJHOBPEMEHHO npenapara AUC 0JHOBPEMEHHO
NMpHUMEeHsIEMbIX PutoHaBHp | oAHOBpeMEHHO NMpUMeHsIEMBIX

JJEKAPCTBEHHBbIX (MF) NPUMEHsIEMbIX JEKAaPCTBEHHBIX

npenapartos (Mr) JIEKapCTBEHHBIX | MpenapaToB

npenapaTtos

YCUIIMTENS WM AHTUPETPOBUPYCHOrO TMpernapara, WHIHOUpyeT
CYP3A u, KaK cjeACTBUE, MOBBILIAET KOHLEHTPALUIO OYCUpOHa B

nnasme Kposu. Ilpu npumeHeHun OycnMpoHa OJHOBPEMEHHO C

PUTOHABUPOM pPEKOMEH/I0BaH YCHIIEHHBIH MOHHMTOPHHT
TepaneBTHYECKOro 2 eKTa U HeKeNaTeIbHBIX SABICHUI.
CrnomeopHbie npenapamol
3onnuaem 5 200, 4 no3br | 1 Ha 28 % T Ha22 %

HpumeHeHHe 30JIMMuacMa OAHOBPEMEHHO C pPUTOHAaBUPOM
AO0ITyCKacTCA NpH YCHUIIEHHOM MOHUTOPUHTE MU30BITOYHBIX

celaTUBHBIX 3P eKTOoB.

Ilpenapamol ona omkaza om Kypenus
bynponuox 150 100 kaxxaeie | | Ha 22 % Il Ha21 %
124
150 600 kaxkaple | | Ha 66 % | Ha 62 %
12y

bynponuon mertabonusupyercs npeumyuiectBeHHo CYP2B6. Ilpu
NpUMEHEHUH OyNpon1oHa 0OJHOBPEMEHHO ¢ MHOTOKPAaTHBIMU J03aMU
PUTOHaBMpa MOXET CHMKATBCS €ro ypoBeHb. ITOT 3PPEKT MONKHO
00OBACHUTH MHAYLUPYIOIIUM JeHCTBUEM PUTOHABHPA HA METabOIU3M
OynpornuoHna. Tem He MeHee, puToHaBUp Taioke uHrHOUpyer CYP2B6
in vitro, B CBSI3M ¢ 4eM OyNpONHUOH cJeIyeT UCTIONb30BaTh B 103aX He
BbIIIE  peKOMeHAyeMblX. B orimume or  sddekroB  npu
NPOAO/DKMTEILHOM — MPUMEHEHWM  PUTOHABHMpa,  [OCIEe  ero
NPUMEHEHUs B HM3KHMX /103aX Ha MPOTSHKEHWH KOPOTKOro nepuoja
(200 mMr 2 pa3a B CYTKM B Te4YeHMe 2 [HeH) 3HAYMMBIX
B3aMMOJIEHCTBUI ¢ OynponMOHOM He HaOsIoJalock, Ha OCHOBaHUH
Yero MOJXKHO MPEANoI0KHUTh, 4YTO KOHLEHTpauusi OynpornuoHa

Ha4YUMHAE€T CHWXKATbCA CIIYCTd HECKOJIBKO JIHEW TMocje Hayaja
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B3aumopaeiictBusi PUTOHABHPA HA OTHOBPEMEHHO NPHUMEHsIeMble HEAHTHPETPOBHUPYCHbIE

JIEKAPCTBCHHBI Npenaparthbl

OaHOBpeMeHHO Jlo3a Jlo3a Bausinue Ha | Bausinue Ha Cyuy
NpUMeHsieMble OJTHOBPEMEHHO npemnaparta AUC O/THOBPEMEHHO
JIeKapCTBEHHbIE NpHMeHsIeMBbIX PuToHaBup | oHOBpeMEHHO NpHMeHsIEMBIX
npenaparsl JIEKAPCTBEHHBIX | (MT) NpHUMeHsIeMbIX JIeKapCTBeHHBIX
npenapaTtos (Mr) JIEKAPCTBEHHBIX | MpenapaToB
NpenapaToB
COMYTCTBYIOUIETO IPUMEHEHHUSI pUTOHABHUPA.
Cmepouosi
®nyTukazoHa Ilpy npumMeHeHMM pUTOHABHpa OJHOBPEMEHHO ¢ (hIyTHKa3oHa
[IPOINMOHAT, NPONMUOHATOM, BBOJMMBIM HHIAJIILMOHHO MM MWHTPaHA3albHO,

MIPUMEHSIEMbIA
MHTaJISIUMOHHO,
WUHTpaHa3ajbHO WIIH
NOCPEICTBOM MHBEKLIMM,
OynecoHun,

TPpUAaMUHUHOJIOH

co001Ian0Ch 0 Pa3BUTHH CUCTEMHBIX 3(P(HEKTOB KOPTHKOCTEPOUIOB,
BKatoyass cuHapoMm Muenko-KymmHra u  yrHereHue (QyHKUMH
Ha/IMOYEYHUKOB (B  BBILIEYTIOMSHYTOM HCCIIEIOBAHUM YPOBEHb
KOpTH30Ja B Mia3dme cHusuics 10 86 %). AHanoruusele 3 QeKTsl
TaKKe HaOII0AaNUCh NPU MPUMEHEHUH PUTOHABUPA OJIHOBPEMEHHO €
CYP3A,

HanpumMep, OyJeCOHMAOM M TpPUAaMLMHONIOHOM. Takum oOpaszom,

APYruMHU  KOPTUKOCTEPOUOAAMHU, MeTa60Hl/I3l/lpyCMblMl/l

NPUMEHEHUE  PUTOHABMpPa B  KayeCTBE aHTHPETPOBHPYCHOIO
npenaparta UM (papMakKOKUHETHUECKOTO YCUITUTEJIs OJTHOBPEMEHHO ¢
JAHHBIMU TJIFOKOKOPTUKOMIHBIMHU TpernapaTaMyd He PeKOMEHI0BaHO,
32 MCKJIIOYEHMEM CIIyyaeB, KOrJa MOTEHLMWalbHas TI0Jib3a TaKoro
JIEYEHUs] MPEBOCXOJAUT MOTEHLMANIbHBI PUCK PAa3BUTHSI CHCTEMHBIX
9 PEKTOB, CBA3AHHBIX C MPUEMOM KOPTHKOCTEPOMIOB (CM. pasieln
«Ocobble  ykazaHus»). B nocnenHem ciydyae  HeoOXOAMMO
MCII0JIb30BaTh CHUIKEHHBIE [103bl MIIOKOKOPTHUKOMAHOTO IMpenaparta u
NPOBOJAUTH YCUJIEHHBIA MOHMTOPUHI MECTHOTO M CHCTEMHOIO
JAEUCTBUA MO0 NEepexoauTh Ha APYrod TIIFOKOKOPTUKOMIAHBIN
npenapat, He sBistoumiics cyberpatom CYP3A4  (nampumep,
GeksiomeTta3oH). bonee Toro, B ciiyyae 0OTMEHBI IIFOKOKOPTHKOM/IHBIX
npenapaToB MOKET MOoTpeboBaThCsl MOCTENEHHOE CHUXKEHUE 03bl Ha

MNPOTHKEHHUU AJIUTEJIbHOTO BPEMCHHU.

JlekcameTa3oH

PuroHaBup, ucnone3yemblii B KadecTBe (apMaKOKHHETHUECKOTO

YCUIIMTENI WM aHTUPETPOBMPYCHOTO Tpernapara, WHTHOUpyeT

CYP3A u, xak crneicTBHe, NMOBBILAET KOHUEHTPALHMIO JeKCaMeTa30Ha
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B3aumopaeiicTBus PUTOHABHPA HA OITHOBPEMEHHO NPHMEHsIeMble HEAHTHPETPOBUPYCHbIE

JIEKAPCTBCHHBI NpenapaTbl

OaHoBpeMeHHO Jlo3za Jlo3a Bausinue Ha | Bausinue Ha Cyyy
NpUMeHsieMble OJHOBPEMEHHO npenapara AUC 0JHOBPEMEHHO
JIeKapCTBeHHbIE NMpPHUMEHsIEMbIX PutoHaBup | 0AHOBpEeMEeHHO NMPUMeHsIeMbIX
npenaparsbl JIeKapCTBEHHBIX | (Mr) NMpUMeHsIeMbIX JIEKAPCTBEHHbIX
npenapartos (Mr) JIEKAPCTBEHHBIX | MpenapaToB
npenapaToB

B IJ1a3M€ KpPOBH. I_Ipl/l INMPUMEHEHHUHN JI€KCaMETa30Ha OJHOBPEMEHHO C
PHUTOHAaBUPOM PEKOMEHA0BAaH yCPUlCHHbIﬁ MOHUTOPUHT

TepaneBTHYECKOro 3pdeKTa U HexeNnaTebHBIX ABICHHIA.

[Ipennuzonon 20 200 kaxnpie | T Ha 28 % 1 Ha 9%
124

[Ipy mpHMeHEHMH NPEIHU30JI0HA OIHOBPEMEHHO C PHUTOHABHPOM
PEKOMEH/IOBAH YCHJIEHHBI MOHUTOPHUHT TepaneBTHYeckoro 3¢ dekra
U HeXesaTelbHbIX sBleHUN. Yepe3 4 u 14 aHelt comyTcTBYHOLIETO
NpUMEHEHUsl TMpPEeJHU30J0Ha M puTOoHaBupa BenuuuHa AUC

meTaboauTa npegHU3010Ha Bo3pocia Ha 37 U 28 % coOTBETCTBEHHO.

H/o0: He onpexenexo.
1. Ha ocHOBaHMHU cpaBHEHM B Mapajuie/ibHbIX IpyInax.

2. CynbhameToKcas3ol MPUMEHSIICS OJHOBPEMEHHO C TPUMETOIPHMOM.

[lpy npuMeHeHMM pUTOHABMpa OJHOBPEMEHHO C JW30MUPAMHMIOM, MEKCHJIETHHOM |
He(ha300HOM COOOIIANOCh O Pa3BUTHM HEXENAaTeNbHBIX SIBJICHUH CO CTOPOHBI cepiala M
HEPBHOM cvcTeMbl. Henb3s MCKIIOYMTE BO3MOMXHOCTH B3aMMOJCHCTBHS 3THUX JIEKAPCTBEHHBIX
npenapaTos.

[ToMmuMO  BBILIEMEPEUUCIIEHHBIX B3aUMOAEWUCTBUN CYLIECTBYET BEpPOSTHOCTh YCHJICHMS
TEPANeBTUYECKMX M TOKCHMYECKHMX AEHCTBMM, UTO CBS3aHO C BBICOKOM CTENMEHBIO CBS3bIBAHMUS
pUTOHaBHUpa ¢ OeIKaMH MJ1a3MBbl M, KaK CJIE/ICTBUE, BBITECHEHHEM OTHOBPEMEHHO MPUMEHSIEMBIX
JIEKapCTBEHHBIX MPENapaToB U3 CBS3U C HUMHU.

Ilpumenenue pumonagupa ¢ Kauecmee apMaKkoOKUHEMU4eCKO20 yCUnUmens

BaxHble cBeJeHMsT O B3aUMOJEHCTBUSX PUTOHABHUpA, MCIOJB3YEMOTO B  KauecTBe
(hapMaKOKMHETHYECKOTO YCHIIUTENsA, C JICKAPCTBEHHBIMU TpernapaTtaMyd TakKe MPHUBEIACHBI B
MHCTPYKLIMH U151 OZIHOBPEMEHHO MPUMEHSEMOr0 HHIHOMTOpa MpoTeasbl.

Hnzubumopsr npomonnozo nacoca u 610kamopui Hz-eucmamunogoix peyenmopos

Ilpy npumeHeHMHM HWHIMMOMTOPOB NPOTOHHOrO Hacoca M OnokatopoB Ha-rucraMHHOBBIX
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peuenTopoB (Hanmpumep, OMeNpasojia MM PaHUTHUAMHA) MOXKET CHMXKAThCS KOHLIEHTPALUS
OJIHOBPEMEHHO TPUMEHSEMBIX HMHTMOMTOPOB mpoTeasbl. [loapoOHbIe CBEAEHUS O BIUSHUM
O/THOBPEMEHHOIO TPUMEHEHUS] JIEKAPCTBEHHBIX TPENapaToB, CHMXKAIOMIMX KHUCJIOTHOCTD,
MPUBEIEHBI B MHCTPYKLMH JUISi OJHOBPEMEHHO TNPHMEHSEMOr0 HMHIUOUTOpa MPOTEassl.
CornacHo pesyjbTaTaM HCClIEJOBaHUH B3aMMOJICHCTBHIA ¢ HHTHOMTOpPAMHU NPOTEaskl, IEHCTBUE
KOTOPBIX YCHJIMBAET PUTOHABUP (JIONMHABMP B KOMOMHALIMK C PUTOHABUPOM, aTa3aHaBUp), MPU
OJTHOBPEMEHHOM NPUMEHEHMM OMENpPa30Jia UM PaHUTUIMHA C PUTOHABUPOM, MCIIOJIb3YEMBIM B
KauecTBe (apMaKOKMHETHYECKOro ycuiautens, 3PQGeKTHBHOCTh TMOCIEIHEr0 3HAYMMO HE

MCHSECTCA, HECMOTPs Ha HeOOJIbIIOE U3MEHEHHE YPOBHs CUCTEMHOI'O BO3/ICHCTBUS (HpHMCpHO

Ha 6-18 %).

OCOBBIE YKA3AHUSA

PuronaBup He uzneuymBaer ot BUY-1-undexkumn n CIIMJla. V naupeHTOB, MOMyYaronx
PUTOHABUp MM JOOYIO JApYryl0 aHTHUPETPOBUPYCHYIKO TEpamuio, MOTYT [MPOIOJIKATh
pa3sBMBaThCs ONIOPTYHUCTHYECKHE MHPEKUMHU U Apyrue ocnoxkHenus BUY-1-undexuum.

[Ipy nmpuMeHeHMH pUTOHABMpPAa B COCTaBe KOMOMHMPOBAHHOW aHTUPETPOBHUPYCHOM Tepanvu
n0ka3aHo 3((eKTUBHOE MOJABIEHHE BUPYCA, YTO 3HAYUTENIBHO CHWXKAET pUCK repeaayn BUY
NOJIOBBIM ITYyTEM, OJHAKO IPH 3TOM MOJHOCTBIO puUck nepeaayn BUY uckiroueH ObITh He
MOXET.

ITauueHTrl 10/KHBI COOMIOAATh COOTBETCTBYIOLME Mephl OE30MacHOCTH IS MPEA0TBPaIleHUs
nepenaun BUY-undexumnm.

Ilpy Ha3sHayeHMM pUTOHAaBUpa B KOMOWMHALMM C JPYrMMH HHruOMTOpamu mnporeassi BUY
(Hanpumep, B CiyyasiX, KOrja pUTOHaBHP UCIMOJIB3YETCsl B KauecTBe (papMaKOKHHETHYECKOTO
YCUIIMTENs JpyruxX MHruburtopo mnporeassl BUY) crneayer yuuThiBaTh HHGOpMaLHIO,
COZIEPIKALLYIOCSA B MHCTPYKLMAX MO MPUMEHEHUIO COOTBETCTBYIOIIMX MHTHOUTOPOB MpOTEa3bl
BHY.

Ilpumenenue pumonagupa 6 Kavecmee aAHMUPEMPOBUPYCHOZ0 — CpPeOCMea WU
¢apmakokunemuueckozo ycunumens

ITayuenmoi ¢ xponuueckou ouapeeii uniu Manbadcopoyuei

PexomenayeTcs NOMONHUTENbHBIH MOHUTOPUHI NMPU BO3HUKHOBEHUM Auaped. OTHOCHTENBHO
BBICOKAs 4acTOTa AMApEM BO BPEMs JIEYEHHUs PUTOHABUPOM MOXKET MPUBECTH K HapyLICHHUIO
BCACHIBAHMA M CHWKEHHMIO 3((EKTMBHOCTH (BCJIEACTBUE CHMKEHHUS KOMIUIAGHTHOCTH)
PUTOHABMpa WM APYTHMX OJHOBPEMEHHO IMPHUMEHSEMBIX JIEKAPCTBEHHBIX cpeacTB. Cepbe3Has
MEpPCUCTUPYIOILAsl PBOTa W/WMIIM JMapes, CBsI3aHHAasi C MCIOJb30BAaHHUEM PUTOHABHPA, TAKKe
MOKET MPHUBECTH K HapyIUEHHIO (QYHKLMH royek. PekoMeH1yeTcss KOHTPOIMpOBaTh (yHKLHUIO

NOYEK y MALMEHTOB ¢ HapylIeHWeM (pyHKLMH MOYeK B aHaAMHE3E.
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Temogpunua

V nmauueHToB ¢ remoduiunei TMna A unu B, noiyyaiomux geyeHue MHrHOMTOpaMU BUPYCHBIX
nporeas BHY, ormewanuce ciayyaum ycuieHMs KPOBOTEUYEHMs, BKJIIOYAs CIIOHTAHHOE
oOpa3oBaHHE KOXHBIX I'eéMaToM W remapTposa. HekoTopeiM mauueHTam Obl IO0MOJHUTETBHO
HazHaueH (akTop cBepThiBaHus KpoBu VIII. Bonee yem B MoJOBHHE OMMCAHHBIX CIy4Yaes
Je4eHue MHruOMTOpaMM BUpYCHBIX TpoTea3 BHUY Obiio Mpomo/bkeHO MM BO30GHOBIIEHO.
Mmerorcs yTBep:KAE€HHUS O HATMYMU TIPUUMHHO-CIIEICTBEHHOM CBA3HM, XOTsS MEXaHMU3M JIeHCTBHS
ycTaHoBiaeH He Obu1. [laumenTsl ¢ remoduiaved QOKHBI OBITH NPOUHOOPMHUPOBAHBI O
BO3MO>KHOCTH YCHUJIEHUs KDOBOTEUEHHI.

Macca mena u nokazamenu oomena geujecms

Bo Bpems aHTMpeTpOBHUPYCHOH Tepanmuu MOXET NPOMCXOJIMTh YBEJIMYEHHE MacChl Tela,
MOBBILIEHHE KOHLUEHTPALMH JIMIMAOB U TJIIOKO3bl B Tja3Me KpoBH. Takue W3MEHEHHUsl MOTyT
OBITh YaCTHMYHO CBSA3aHBl C KOHTposieM 3abosieBaHHs ¥ 00pa3oM >ku3HH. JIJIsl MOBBILIEHHS
KOHLIEHTPALUMH JIMIIMAOB B HEKOTOPBIX ClyyasX CYLIECTBYIOT CBHJETEJIbCTBA BO3IACHCTBUS
TEpanuu, B TO BPEMS KaK CBUAETENbCTB CBSI3M MPUPOCTA MacChl Tela C KaKUM-THOO
KOHKPETHBIM JIe4eHUEM HET. [Ipu OTCIe)KMBaHUM KOHLEHTPALIUK JIUIUIOB U TJIIOKO3bl B KPOBH
ClIelyeT OpPMEHTHPOBATBhCA Ha pa3zpaboTaHHBIE PYyKOBOJACTBA Mo JeueHuto BUY-undpekumu.
Hapywenuss nunuaHoro oOMmeHa HeoOXOIMMO KOPPEKTHpOBaTh B  3aBUCHMOCTH  OT
KJIMHUYECKOHN CUTYaLUH.

HeobxoaumMo uMeTh B BHMAY BO3MOXXHOCTH MaHKpEaTHTa TPH TMOSBICHUH KIMHHYECKUX
CUMIITOMOB (TOLLIHOTA, PBOTA, 00JIb B JKMBOTE) U OTKJIOHEHWI 1a00paTOpHBIX MOKazaTeseid OT
HOPMbI  (MOBBILIEHWE YPOBHsS JIMMa3bl WM aMuia3bl B ChIBOpPOTKe). [lanueHTsl ¢
MEPEUUCIIEHHBIMU  TPU3HAKAMU WJIM  CUMNTOMAaMM JIOJDKHBI TPOWTH  JIOTIOJIHUTENbHOE
obcnenoBaHue, a B cilyyae TMOATBEPXKICHUS JUarHo3a MaHKpeaTHTa JieYeHHe PUTOHABUPOM
ClIelyeT NMPeKPaTUTh.

Cunopom 60CCMAan06IEHUA UMMYHUMEMA

YV BHUY-uHUUMPOBAHHBIX MALMEHTOB C TKEIBIM MMMYHOAE(hHIMTOM Ha MOMEHT Hauala
KOMOMHHUPOBAHHOM aHTUPETPOBUpPYCHOM Tepanuu (KAPT) MoxeT pa3BUTBCS BOCTANUTENbHAs
peakuus Ha O€CCMMNTOMHbIE MM OCTAaTOYHBIE OMIMOPTYHUCTUYECKHE MH(DEKLMH, YTO BEIET K
CEPLE3HBIM KJIMHUYECKUM COCTOSIHMAM WIIM YXYIIIEHUIO CUMNTOMOB. Takue peakuuu oObIYHO
HaO/II01al0TCsl B MEpBBIE HECKOJIBKO Helelb MM MecsueB oT Havaina KAPT. B kauectBe
npyUMepa MOJKHO TIPUBECTH LMTOMEraJOBUPYCHBIH PETHHMT, Te€HEepali30BaHHbIC W/ MM
(okanbHbIe MUKODaKTepUaibHble MHPEKLMH U THEBMOHMIO, BBI3BaHHYIO Prneumocystis jiroveci.
Bce cumnrombl BocnaneHHs NOKHBI OBITH JOMOJHUTENBHO OLIEHEHBI, a MPH HEOOXOAMMOCTH
crenyer Havath JsedeHue. Takke Ha (oHe CcHHApPOMA BOCCTAHOBJIEHUS HMMMYHHUTETa

coo011anock 0 pa3BUTUM ayTOMMMYHHBIX 3abosieBaHui (TakuX Kak Oose3Hb [ 'peiiBca), ogqHaKo
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9TO MPOUCXOJUT B pa3Hble CPOKH, JaXKe CIyCTs MHOTO MECSLIEB MOC/e Havaja Je4eHusl.
3abonesanua neuenu

PutoHaBup He crieayeT Ha3HayaTh MalMEHTaM C J€KOMIIEHCMPOBAHHBIM 3a00JIeBAHUEM MEUYEHH.
[Ipy HazHaueHMM KOMOMHHUPOBAHHOW AHTUPETPOBUPYCHOM Tepamud y TMAalMEeHTOB C
XpoHHUYecKMM renatutom B unm C cyliecTByeT MOBBILIEHHBI PUCK pPa3BUTHS TSDKENBIX W
NOTEHLMATIBHO OMAcHBIX Ul KHU3HM HEXXeNaTeabHBIX peakLMid cO CTOPOHBI NMeveHu. B ciayyae
COMYTCTBYIOLLEH MPOTUBOBUPYCHOM Tepanuu renaruta B umu C HeoOX0AMMO 03HAKOMMTBCS C
MHCTPYKLMEH MO MPUMEHEHHIO COOTBETCTBYIOLIMX MPENapaToB.

VYV nauMeHTOB ¢ MMEIOLIMMCS B aHaMHe3e HapylleHHeM (YHKUMM Te4YeHH, BKJIoYas
XPOHWYECKMI aKTHBHBIA TemaTUT, MpU KOMOMHMPOBAHHOW aHTUPETPOBUPYCHOW Teparuu
MO>KET HabJII01aThCsl MOBBILIEHHAs YaCTOTa Pa3BUTHS HapylIeHHH QYHKUUH MEYSHU; 32 TAKUMU
MaLMEHTaMU CJeyeT TIATebHO HaOM0AaTh B COOTBETCTBHM CO CTAHAAPTHBIMHU MPOTOKOJIAMH
nedenust. Ecim y 3TMX MaLMEHTOB MOSIBIASIOTCS CUMIITOMBI YXY/IIeHHUs 3a00NIeBaHUs MEUYEHH,
cllelyeT pacCMOTPETh BOIMPOC O MPEepbIBAHUM WJIK MPEKPALCHUH JICYEHHUSI.

3abonesanua nouex

He oxupaercs cHMKeHUs oOLIEro KJIMpeHca pPUTOHABUpA Y MALMEHTOB C HapylIeHHEM
(hYHKLMH MOYEK B CBS3U C HE3HAYUTENBHBIM MOYEYHBIM KIIMPEHCOM PUTOHABUPA.

Ha ¢oHne npumenenust ¢ teHodoBHpa aAM30MpoKcHIa (ymMapaToM B KIMHUYECKON MpPaKTHKE
coo0Ianock O pa3BUTUM [OYEYHOH HEAOCTATOYHOCTH, HApyLIeHWH (YHKUHMU T[OYeK,
TOBBILIEHUH YPOBHS KpeaTWHHHa, runodochateMurt ¥ TyOyJIONMaTU NMPOKCHMMAIBHOTO THIIA
(Bxmrouyas cuHApoM PaHKOHM).

Ocmeonekpos

Coobmanoch 0 ciayyasix OCTEOHEKpPO3a, OCOOEHHO Yy MAlMEHTOB € MPOrpecCUpyIOLel cTaauei
BHUY w/mnu npu 10ArOCpoYHOM MMPUMEHEHHWM KOMOMHUPOBAHHOW aHTHUPETPOBUPYCHOM
Teparuu, XOTs 3THOJIOTHs STOr0 OCJIOXKHEHUs curTaeTcsi MHOrodakropHoii (pakTopamu pucka
B TOM YHCJIE SBISIOTCS TNPUMEHEHHE TIIIOKOKOPTUKOCTEPOUIOB, YMOTpeOIeHHE aIKoroJs,
TSDKENask UMMYHOCYTIpeccusi, BBICOKMI MHIEKe Macchl Tena). Ecnu nmauueHt ougymaer 6onb B
CyCTaBax, UX TyTOMOABHKHOCTb, TPYJHOCTH MPH JABHKEHHUH, EMY ClIEYET 0OpaTUTHCS K Bpauy.
Yonunenue unmepeana PR

Ha d¢oHe npuema puTOHaBUpa Yy HEKOTOPHIX MAalLMEHTOB OTMEYaJOCh YMEpPEHHOE
HeccumnTomHoe yninuHeHue uHTepBana PR. [Ipu npueme putoHaBupa coobiianoch 0 peakux
cilyyasx aTtpvoBeHTpUKYIsapHoH Onokaasl I w Il crenenn y nauueHTOB ¢ OpraHMYeCKHM
3a0ofieBaHMEM cep/illa M CYILIECTBYIOIIMMH paHee pacCTPOWCTBAMM MPOBOJSIIECH CHUCTEMbI
cepAlia WK Yy MalUeHTOB, MPUHUMAIOLIMX Mpenaparsl, yuihHsAomure uatepsan PR (Takue kak
BepanaMui MM aTa3zaHaBUp). Y TakUX MAlMEHTOB PHUTOHABUP CJEAYET TMPUMEHSTh C

OCTOPOKHOCTBIO.
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B3aumopeiicTBue ¢ APYrHMH JIeKAPCTBEHHBIMH CpPeJICTBAMH

Ilpumenenue pumonagupa 6 Kauecmee aHMUPEMpOBUPYCHO20 CPEOCMEa

Cnenyromue mnpeaynpexieHuss MU Mepbl TMPEAOCTOPOKHOCTH CleAyeT Y4YMTBIBATh, KOTJa
PUTOHABUp MCIIOJB3YETCS B KayeCTBE aHTMPETPOBUPYCHOrO cpelacTBa. Eciau puTOHABHp
MCIIOJIb3YETCs B KadecTBe (hapMaKOKMHeTH4ecKoro ycunutens B goze 100 u 200 mr, Henb3s
CUMTaTh, YTO CIELYIOLIME MPEAYNPEKACHUS] U Mepbl MPEJLOCTOPOIKHOCTH TaKkKe OyayT
npumeHaTbess. Korza puTOoHaBMp  Mcronb3yeTcss B KayecTBe  (papMaKOKMHETHUYECKOTO
YCUIIMTENS, HEOOXOAMMO YUYMTBIBATH MOJHYIO MH(OpMaLMIO O MpeaynpexaCHUsIX U Mepax
NpeJOCTOPOKHOCTH U COOTBETCTBYIOLLEr0 MHruburopa nporeazsl BUY, nosromy crnemyer
O3HaKOMMTBCS ¢ MHCTPYKLIMEH MO MPUMEHEHMIO COOTBETCTBYIOILETO Mpernapara.

Hueuoumopvr @/3-5

Cnenyer nposBiasTe 0coOyr0 OCTOPOKHOCTB NMPU Ha3HAYEeHMU cuiieHaduna WM Taganaduia
JUIsA IEYEHUs SPEKTUIILHOM IMCYHKLMM Y MALMEHTOB, MPUMEHSIIOIUX puToHaBUp. OxKupaercs,
4TO OJHOBPEMEHHOE INPUMEHEHHME PUTOHABHpAa C OSTHMHU JIEKApCTBEHHBIMHU Mpernapatamu
3HAYMTEJBbHO TOBBICUT MX KOHLEHTPALMIO B IJIa3M€ KPOBM U MOXKET MPHUBECTH K Pa3BUTHIO
HEXeNaTeIbHbIX pPeaKUWi, TaKMX Kak apTepuaibHas TUIOTEH3Ms M MPOJIOHTMPOBAHHAs
spekuus. OIHOBpeMEHHOE MpUMEHEHHe aBaHaduia WIM BapaeHapuila C PUTOHABUPOM
NpoTUBONOKa3aHo.  OJHOBpEMEHHOE  MNpPUMEHEHHe  cuiieHapuia ¢ PUTOHABUPOM
NPOTUBOINIOKA3aHO Y MALMEHTORB C JIETOYHOW apTepUanbHOM rUnepTeH3uei.

Hnuzuoumopor I'MI'-KoA-pedykmasui

Muruburoper 'MI'-KoA-penykra3sl cMMBacTaTHH W JIOBACTaTHH B 3HAYMTEBLHOM CTENEHH
meTabonusupyrotess  uzodepmenrom  umroxpoma CYP3A4, mnosToMy OJHOBpEMEHHOE
MCIIOJIb30BaHWE PUTOHABUpAa C CHMMBAaCTaTUHOM WJIM JIOBACTAaTMHOM IPOTHUBOINOKA3aHO
BCJIC/ICTBME TOBBILIEHHWsS PHMCKA Pa3BUTHUs MHUOMATHM, BKIto4Yas padaomuonus. HeobGxomumo
TaKkKe COOMIOAATh OCTOPOXKHOCTb M CHIXKATh /03Bl MPU OJHOBPEMEHHOM Ha3HaYeHHH
pUTOHAaBMpa C aTOPBAaCTATHHOM, KOTOpPHIH B MEHbLIEH cTeneHu MeTabou3upyeTcs
nsopepmentom uuroxpoma CYP3A4. HecmoTpst Ha To, YTO 31MMHHAUMs PO3yBacTaTHHA He
3aBUCUT OT u3odepmenTa uuroxpoma CYP3A, onucaHo MOBBILIEHHE OKCIO3ULIMH
po3yBacTaTUHa NpPHU OJHOBPEMEHHOM [PUMEHEHHWU C PUTOHABUPOM. MeXaHHU3M 3TOro
B3aMMOJIEHCTBUS HEACEH, HO MOXET OBITh pe3ylbTaTOM WHrMOMpPOBaHUs MepeHocqMKa. [lpu
O/IHOBPEMEHHOM Ha3HAY€HHUH C PUTOHABUPOM B KayecTBe (papMaKOKHHETHYECKOTO YCHIIUTEIs
WJIM B KayecTBE aHTHUPETPOBUPYCHOTO CpEACTBA OJ/DKHBI MCIOJIB30BAThCS HAUMEHBLIME
BO3MOJKHBIE J103bl aTOpBacTaTMHAa WM po3yBacTaTMHa. MeTabonu3M MpaBacTaTHHA M
¢dbnyBacTaTiHa He 3aBUCUT OT H3odepMmeHTa nMToxpoma CYP3A4, u uX B3auMOJEHCTBHUS C

pUTOHAaBUpPOM He okuuaetcs. Ecnu mokazano seyenue uHruoutopoMm [I'MI-KoA-penykrassbl,
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PEKOMEH/IyeTCsl IPUMEHSTh NPaBacCTaTUH WU (JIyBacTaTHH.

Koaxuyun

Cpenv nauMeHTOB, NPUHMMABUIMX KOJXMUMH M MOILHBIE MHIHOMTOpH H30depMeHTa
uutoxpoma CYP3A, Takue Kak pUTOHABUD, BBISBIEHBI CIIydyad YrpOXKArOIIEro J>KU3HU M
CMEPTENILHOrO  B3aUMOZEHcTBUs  mpenapatoB. COBMECTHOE TMPUMEHEHHE KOJIXHULUMHA U
PUTOHABHMpPA MPOTUBONOKA3AHO.

Huzokcun

Cnenyer nposBAsATH 0COOYH0 OCTOPOKHOCTb INPU HAa3HAUYEHUM PUTOHABUpA MallUeHTaMm,
NPUHUMAIOLIUM  JIUFOKCHH, TIOCKOJIbKY OXKMJAeTCs, 4YTO OJHOBPEMEHHOE IpPUMEHEHHE
PUTOHABUpPA C AUTOKCHMHOM MPHUBEAET K YBETMUEHHIO KOHLEHTPALMK JUTOKCHHA. YBETHUEHHE
KOHUEHTPALMH IUTOKCMHA MOXKET YMEHBIIATHCS C TEYEHUEM BPEMEHH.

VY nauMeHToB, KOTOPBIE YK€ MPUHUMAIOT JAUTOKCHH, CJIEAYyeT YMEHBLIUTh €ro 03y BABOE MPH
Hayajie Tepanv¥ pPUTOHaBMPOM, M 3a TMalUMeHTaMM HeoOXxoauMo Habmopate Oolee
BHUMATEJIbHO, YeM OOBIYHO, B TEUEHHWE HECKOJBKMX Helelb IMOC/e Hayajla OJHOBPEMEHHOIO
NPUMEHEHHUs] PUTOHABUPA U IUTOKCHHA.

VYV nauMeHTOB, yKe MPUHMMAKOUIMX PUTOHABUP HAa MOMEHT Hayaja JIeYeHHS IMTOKCHHOM,
Nle4eHUe JUrOKCHHOM JIOJDKHO BBOJMTHCSI OoJiee MocTerneHHo, yeM oOblYHO. B 3TOT mepuon
HeoOX0JMMO MPOBOAWUTE 0oJiee MHTEHCHUBHBI MOHHMTOPHHT YPOBHS JAWIFOKCHHA, a [IpH
HEOOXOAMMOCTH CJIEAYeT MPOBOANUTE KOPPEKTHPOBKY MO03bI, HCXOAA M3 KJIMHUYECKMX H
ANIEKTpOKapaAUOrpaduyecKuX AaHHBIX U YPOBHS JUTOKCHHA.

Amununscmpaouon

Cnenyer ucnonb3oBaTh OapbepHbIe WM MHBIE CPEACTBA KOHTPALICNLIMU, KPOME FOPMOHAJIBHBIX
NpenaparoB, NPy UCMOJIb30BaHUM PUTOHABHUpA B TEPANEBTUYECKUX MJIM HU3KHMX /103aX, TaK Kak
PUTOHAaBUpP MOXKET CHHXKaThb 3((PEKTUBHOCTb TOPMOHAIBHBIX KOHTPALENTHBOB U M3MEHSTH
npodujib MaTOYHBIX KpPOBOTEYEHWH TNpH OJHOBPEMEHHOM Ha3HAUYE€HWH C DCTPagHOII-
COAep KALMMH KOHTPALENTHBAMHU.

I'ntokokopmukocmepouosi

He pekomeHayeTcss OHOBpEMEHHOE MPUMEHEHHWE PUTOHABUPA ¢ (HITyTHKA30HOM WM JAPYTHMH
ITIOKOKOPTUKOCTEPOUIAMH, KOTOPble METa0O0JU3UPYIOTCS CUCTEMOM M30(epMEHTa LMTOXpOMa
CYP3A4, kpome cayyaeB, Korga TMOTEHUMa/lbHAs I0JIb3a JIEUEHUS TMPEBBIIIAET PUCK
CUCTEMHOTO JIEHCTBUSI KOPTHKOCTEPOHUIOB, BKIItoUast cuHapoM Miuenko-KyinHra u nonasineHue
(GYHKUHMH HaAMOYEUYHHKOB.

Tpazooon

CnenyeT mnposiBNSATH OCOOYHO OCTOPOKHOCTH MPHM HA3HAYEHUM PUTOHABHUpa MALMEHTaM,
MPUHUMAIOLIMM  Tpa3oJoH. TpasomoH sBnsercss cyOcTpaTtoM H30depMeHTa LUTOXpOMa

CYP3A4, u oxupaercs, 4YTO OJHOBPEMEHHOE IMPUMEHEHHE PHUTOHABUpA TMIPUBEIET K
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YBEJIMYEHUIO KOHLEHTpauMuM Tpa3odoHa. B wuccienoBanusx — B3aumopelcTBus  (mpu
OJHOKPATHOM MPUMEHEHUH) Y 30pPOBBIX 100POBOJIBLEB HAOMIOAANIUCH TaKUE HEXesaTebHble
peakLMH, KaK TOLIHOTa, FOJIOBOKPYKEHHE, apTepralibHasi TUTIOTEH3UsI U 0OMOPOK.
Pusapoxcaban

He pexkomeHayercss NPUMEHATH PUTOHABUP Yy TMALMEHTOB, MOJYYalOIIUMX pHUBapoKcadaH,
BCJIC/ICTBUE YBEIMUEHHs PUCKA KPOBOTEUEHHUS.

Puoyuzyam

CoBMecCTHOE TNpPUMEHEHHWE HE PEKOMEHIYeTCs M3-3a BO3MOXKHOIO YCHJICHHS BO3JCHCTBUs
puoumryara.

Bopanakcap

CoBMecTHOE TNpPUMEHEHHE HE PEKOMEHIYEeTCs M3-3a BO3MOXKHOIO YCHJIEHHS BO3JACHCTBHS
BOparakcapa.

beoakeunun

CunbHble uHrubMTOPH M30pepmenTa uutoxpoma CYP3A4, Takue Kak HHFMOUTOPBI NMPOTEA3bI
BHY, MoryT yBeaMuMBaTh SKCMO3ULIMIO OeJaKBUIIMHA, YTO, B CBOIO OYepe/ib, MOXKET MOBBILIATD
PHUCK Ppa3BUTHs CBSA3aHHBIX C OEJaKBMIMHOM HeXeaTelibHbIX peakuuit. Takum obpaszom,
crenyer uzberaTh Ha3HauyeHMs OelakBUIMHA B KOMOMHALMK C pUTOHaBHpPOM. TeM He MeHee,
€CJIM M0J1b3a MEePEeBEUIMBACT MOTEHUHUANIbHBIH PUCK, OJHOBPEMEHHO Ha3HayaTh OENaKBWIIMH C
PUTOHABMPOM HEOOXOJUMO € OCTOPOXKHOCTBIO. Pexomeniayercst Gosiee 4acThli MOHHUTOPUHT
9JIEKTPOKAPAMOTPaMMbl M KOHTPOJIb aKTMBHOCTH TpaHCaAaMHMHa3 (CM. HWHCTPYKLMIO 10
NpUMEHEHHIO OeJaKBUIIMHA).

Menamanuo

OHOBpEMEHHOE MPUMEHEHHE JIelaMaH1/1a C CUIbHBIM MHITMOUTOPOM M30(epMEHTa LIMTOXpOMa
CYP3A (pUTOHaBMpOM) MOXKET YyBEJIWYMBATh HKCMO3MLMIO MeTaboJITa [elaMaHuja, 4To
MOXET MPUBOAUTH K yanuHeHutro uHTepBana QTc. Takum obOpa3om, eciiv OJHOBpeMEHHOE
NMPUMEHEHUE JellaMaHWAa M PUTOHABUpa HEOOXOAMMO, PEKOMEHIYeTCs OYeHb YacTo
koHTpoaupoBaTh OKI' Ha mnpoTsskeHMM Bcero mnepvoja JieueHHs JAeJaMaHuIoOM  (CM.
MHCTPYKLHMIO MO MPUMEHEHUIO Je/laMaHu/1a).

Pumonaeup npu npumenenuu 6 Kayecmee (hapmMaKkoOKUHEeMuyecKozo ycuiumena

[Ipodunu B3aumoneicTBus ¢ MHrMOMTOpamMu nporeassl BUY, nprmMeHsieMbIMU 0IHOBPEMEHHO €
HM3KOM [1030i pHUTOHaBUpa, 3aBUCAT OT KOHKPETHOIO OJHOBPEMEHHO NPHUMEHSIEMOro
uHru6MuTopa nporeaszsl BUY.

OnucaHWe MEXaHW3MOB M BO3MOXKHBIX  MEXaHU3MOB, CIOCOOCTBYIOUIMX  MPOQHITIO
B3aUMOJICMCTBUSI ¢ MHTHOMTOpaMH MpoTeasbl, CM. B paszenie «BzaumoaeicTBue ¢ Ipyrumu
JIEKapCTBEHHBIMM ~ Cpe/IcTBaMU». Taioke clielyeT O3HAaKOMHUTBCS C HHCTPYKLMEH Io

I[MPUMEHEHUIO COOTBETCTBYHOLIIETO HHFMGHTOpa MMpOTEa3kbl.
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Cakeunagup

He cnenyer HazHayaTh putoHaBHp B 103aX Beitie 100 mr 2 pasa B cytku. [TokasaHo, uro Gonee
BBICOKME JI03bl PUTOHABMpa CBSI3aHbl C TOBBIIIEHHOW YacTOTOM pa3BUTHS HEXeTaTelIbHBIX
peakuuid. OHOBpEMEHHOE NMPUMEHEHHE CAaKBUHABUPA M PUTOHABHMpA MPUBOAMIO K PAa3BUTHIO
TSDKEJIBIX HEXKENATEJIbHBIX PEaKLMi, B OCHOBHOM AMa0ETHYECKOTr0 KETOalM103a ¥ HapyIleHHH
CO CTOPOHBI MIEYEHHU, 0COOEHHO Y MALMEHTOB C Y)KEe UMEIOLMMHUCS 3a00/I€EBAHUAMH TIEUEHH.
Beneacreue pucka TsKENOH renaTOTOKCHYHOCTH (MPOSIBISAIOLIEHCS B BHAE TOBBILIEHHS
aKTMBHOCTM TpaHCaMMHAa3) CaKBMHABUP/PUTOHaBUpP HE ClEAyeT Ha3HayaTb BMECTE C
pudaMnuurHOM.

Tunpanaeup

Mmerorcss  cBefeHHs, 4YTO OJHOBPEMEHHOE TNpPUMEHEHHE THUIIPaHaBUpa B COYETAHHUH C
putoHaBupoM B 03¢ 200 Mr conpoBOXIAanOCh pa3BUTHEM TIelaTHTa ¢ KIMHUYECKUMHU
MPOSABJICHUAMHM M TEYEHOYHOH [EKOMIMEHCALMU C JIeTaJbHBIMH HCXOJIaMH B HECKOJIBKHX
ciayyasx. OcoOylo OCTOPOKHOCTH HEOOXOAMMO TMpOSIBJISATH B OTHOIIEHWM TALMEHTOB C
COMYTCTBYIOIUMM XPOHWYECKUM renatutoM B unum C, nmockonbKy y HHMX TMOBBIMIEH PHCK
renaToTOKCHYECKOro AeUCTBHS ATHX MpernaparoB.

Jlo3el putoHaBupa MmeHee 200 Mr 2 pa3za B CYTKM He ClielyeT MCIOJb30BaTh BMECTE C
TUIIPaHaBUPOM, TaK KaK 3TO MOKET yXyALUTb NPpopuIib 3PPeKTUBHOCTH KOMOHWHALIMH.
Docamnpenasup

PuronaBup B no3ax Beime, yeM 100 mr 2 pasa B CyTKH, He W3ydYajcsi MPU OJHOBPEMEHHOM
NPUMEHEHUU € (OcCaMIIPEHABUPOM B KJIMHMYECKUX HcclienoBaHusX. Mcnonb3oBanue Gosee
BBICOKMX 7103 PUTOHABMPAa MOXET YXYALIMTh Mpo¢uib 6€30nacHOCTH KOMOMHALMK U TIO3TOMY
HE PEKOMEH/yeTCsl.

Ama3zanaeup

OnHOBpeMeHHOE NMPUMEHEHHE aTa3aHaBUpa ¢ PUTOHABMPOM B J103ax Bhile, yeM 100 mr 1 pa3 B
CYTKM, HE M3y4dasjoCh B KJIMHHYECKHUX HccienoBaHusX. Mcnonb3oBaHue Oosiee BBICOKMX 103
PUTOHABMpa MOXET YXYALWMUTb MNpoduib Oe30MacHOCTH aTa3aHaBHpa (KapaHOJIOTHUYECKHe
s dexTsl, runepobunMpyOuHEemMHs), U MO3TOMY COBMECTHOE NMPUMEHEHHE He peKomeHayeTcs. B
Cllyyae €C/IM aTa3aHaBUpP C PUTOHABUPOM MPHUMEHSIOTCS OJAHOBPEMEHHO C 3(haBUpEH30M, 103y
pUTOHaBUpa MOXHO yBeauuuTh 10 200 mr | pa3 B cytku. B 3TOoM ciyyae HeoOxoaum
TIIATEIbHbIA KIMHUYECKUH MOHMTOPHHT. [N MOsyyeHUsl AOTIOJHUTENbHOW WH(pOPMALIUU CM.

MHCTPYKLHIO MO MPUMEHEHHIO aTa3aHaBHpa.

BJIMSTHUE HA CIIOCOBHOCTb YIIPABJISITDH TPAHCIIOPTHBIMH
CPEACTBAMU, MEXAHU3MAMMU

B nepuon neuenns Heo6XoaUMO cOOIIOAATE OCTOPONKHOCTE MPH YNPABICHUH TPAHCTIOPTHBIMU
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CpEICTBAMM M 3aHATMM JPYTMMU TMOTEHUMAJIbHO OMACHBIMM BUJIAMH  JEATENILHOCTH,
TpeOYIOIMMH TOBBILIEHHOH KOHLEHTPALMM BHUMAHHs 1 OBICTPOTHI IICHXOMOTOPHBIX PEaKIIHii,
TaK Kak MpenapaT MOXET BBI3bIBATH COHJMBOCTb, TOJIOBOKPY)KEHHE M JApPYyrue MoOOuHbIe
SIBJIEHHS, KOTOPBIE MOTYT BJIMSITh HAa YKa3aHHBIE CITOCOOHOCTH.

HccenenoBanus crnocoGHOCTH K BOXKICHHMIO aBTOTPAHCIIOPTa W YNPABIEHHIO MEXAHM3MaMHU HeE

IMMPOBOAHJIUCE.

®OPMA BBIITYCKA

Kancynsl, 100 mr.

IlIpu npouseoocmee npenapama na Jlok-bBema ®apmacvromuxans (Hnous) Ilpaiieum
Jumumeo, Hnuousn:

[To 10 xancyn mnoMemalOT B  KOHTYPHYIO  SIYEHKOBYIO  YNAKOBKY M3  IUIEHKH
MOJIMBUHUJIXJIOPMIAHOW M (DOJIBIM aMIOMHUHUEBOI NeyaTHO#M JakupoBaHHoM. ITo 1, 3 mam 10
KOHTYPHBIX SYEHKOBBIX YINAaKOBOK C MHCTPYKLMEH MO NMPUMEHEHHMIO MOMEINAIOT B MayKy M3
KapToHa.

VYnaxoexa ona cmayuonapos:

[To 10 xancyn mnoMewmwaloT B KOHTYPHYIO SYEHKOBYIO YIAaKOBKY W3 IUIEHKH
MOJIMBUHUIIXJIOPUIHON M (OJBIM aFOMHUHUEBON nevyaTHoW JakupoBaHHoi. [To 100, 500, 700
w1000 KOHTYpHBIX SYEHKOBBIX YMAaKOBOK C pPaBHBIM KOJIMYECTBOM MHCTPYKLHMHA IO
MEIMLMHCKOMY MPUMEHEHHIO B KOPOOKY M3 KapTOHa.

Ha kopoOKy HakneuBalOT 3THKETKy M3 OyMard OJTHUKETOYHOW WJIM TIHCYEH, WIIH

CaMOKJICALLYKOCS OTUKETKY.

Ipu npouseoocmee npenapama na 000 «@apmKonuenmy, Poccus:

[To 10 kancyn mnoMemalT B KOHTYPHYIO SYEHKOBYIO  YMaKOBKY M3  IUIEHKH
MOJIMBUHUIIXJIOPUAHONW M (HONBIH allOMHUHUEBOM nevyaTHo# jgakupoBaHHou. [To 1, 3 mim 10
KOHTYPHBIX TYEHKOBBIX YIIAKOBOK C MHCTPYKLMEH M0 MEAULUMHCKOMY MPUMEHEHUIO MOMEIIAIOT

B MayKy U3 KapTOHa.
Ynaxoexa ona cmayuonapos:

[lo 10 kanmcyn nomemarT B KOHTYPHYIO SYEHKOBYIO YMAaKOBKY M3  IUICHKH
MOJIMBUHUIIXJIOPUIHONW U (ONBIY alFOMUHMEBOW NeuyaTHOM NakupoBaHHoit. [To 100, 500, 700
win 1000 KOHTYpHBIX SYEHWKOBBIX YMAKOBOK C PaBHBIM KOJMUYECTBOM HWHCTPYKLMH IO

MEIMLMHCKOMY MPUMEHEHHIO B KOPOOKY M3 KapTOHa.
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Ha kopoOky Hak/enBaloT 5THKETKy U3 Gymard STHKETOYHON MM MUCYeH, UIH CaMOKIeSIILyocs

STHKETKY.

YCJIOBUS XPAHEHUS
B 3ampineHHOM OT cBeTa MecTe MpH Temreparype He Bbile 25 °C.

XpaHHUTh B HEJOCTYITHOM IS [IETei MecTe.

CPOKTOJHOCTH
2 roza.

He IMNPUMCHATE MMOCJIC UCTEYECHHUA CPOKA r'OAHOCTH.

YCJIOBUSA OTITY CKA

OTnyckaroT 1o peuenty.

HaumenoBanue M ajpec 10pHIMYECKOr0 JIMIA, HA HMsl KOTOPOr0 BbIJAHO
PerucTpanHOHHOr0 YA10CTOBEpPEHHE:

Jlok-bema ®@apmacviomuxanz (Hnous) Ipatieum Jlumumed, Huous

FOpuouveckuii aopec:324, KopnopatueHslit uentp, Hupman Jlaiid Craiin, L.B.S. Mapr,
Mynyna (3anan), Mym6au - 400080, Uuaus.

IIponsBoauTens:

Jlok-bera ®apmacerotukans (Muaus) [paiieur Jlumuren, Uuaus

FOpuouyeckuii aopec: 324, Kopnopatususlii nentp, Hupman Jlaiigp Craitn, L.B.S. Mapr,
Mynyna (3anan), Mym6au - 400080, Uuaus.

Aopec mecma npouzsoocmea:

Jbx. ynkan Xengkosa [Ier. JIta. (705500), Vuactok Ne 65, 66, 67, daza-II, Atraon
Wupnactpusn Kommneke, Atraon, Illaxamyp (Tane)-421601, Tan-1laxamyp, uct: Tane-30yH 4,
Wnnus

unu

000 «®apmKonuent», Poccus

Opunnueckuit anpec: 171261, Teepckas o6us., KonakoBckuii paiioH, nrr PeakuHo, yi.
3aBojckast, 1. 10

Anpec mecta npousBoacTea: 171261, Teepckas o61., KoHakoBckuii paiioH, nrr PeakuHo, yi.

3aBojckast, 1. 10.
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Opranuszauusi, npHHHMAIOLIAs! PeTEH3HH NOTpedHTeIeii:
[Ipeacrasurenscto Jlok-bera ®@apmacerorukans (Mumus) Ipaiieut Jnmuren 8 Mockse:
119119, Poccus, r. Mocksa, JIeHuHcKuit ipocnekT, 1. 42, K. 2, ouc 2137.

ten/¢paxkc: +7(985) 136-51-70

['naBa INpencraBurenscrea
Jlok-bera ®apmacbloTHKAN3
(Mupms)  Ilpaiieur  Jlumuren, Jlxaiant Kaymuk

Nupus




