COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 22.08.2024 N2 17591
(NOCNEOOBATENEHOCTE 0002)

OBILIASA XAPAKTEPUCTHKA .

1. HAMUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

PurtonaBup, 100 mr, Kancymsl.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JelcTByroliee BENIECTBO: PUTOHABHUP.

Kaxnas xancyna cogepxut 100 Mr puronasupa.

BcnomorarenpHble BelecTBa, HAJIMYME KOTOPBIX HAJ0 YUYMTHIBaTh B COCTaBE JIEKAPCTBEHHOIO

npemnapara: jaktosa (cM. pasuen 4.3).

[TonHbIi TepeueHb BCIIOMOTaTENbHBIX BEIIECTB MIPHUBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancysr.
TBepapie JKeTaTHMHOBBIC Kamncyiasl Ne 2. Qeloro 1BeTa IWIMHIPUYECKOW (OPMBI ¢

nonychepudeckumu KoHamu. CoepKIUMOe Karcyil — ITOPOIIOK OEJI0To MIIM IMOYTH OEJIoro IIBeTa.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3zaHusl K NPUMEHEHHUIO
[Ipenapat PuroHaBup moka3aH K NMPUMEHEHMIO y B3pPOCIBIX M JE€TeW B BO3pacTe OT 3 JeT JyIs

neuennst BUY-1-undexun B coctaBe KOMOMHUPOBAHHON Teparyy.

4.2. Pexxum 103MpoOBaHNs U €c1IOCO0 NPUMEHEHUs!

PexxuM 103upoBaHusd

Ilpumenenue pumonasupa é kavecmee PapmMaKoOKUHEMuU4ecKko20 yCUIumers

[Ipy Ha3HaYEHMM CHIDKEHHBIX /103 PUTOHABUpPAa B KOMOMHAIMM C JPYTMMH HHTHOUTOpaMu
nporeazsl BUY (Hampumep, B chyyasx, KOI/la pPHUTOHABUP HCIIOJB3YETCS B KadyecTBe
(apMaKOKMHETHYECKOTO YCUITUTENS IpYruX HHrHOuTOpoB npoTteazsl BUY) crienyer B ToM uucie
PYKOBOJICTBOBAThCS MH(POpMAIMe, coepxaiieiics B MHCTPYKIMAX 110 IPUMEHEHHUIO U TAaHHBIMU
KJIMHUYECKHX HCCIIE0BAaHUM COOTBETCTBYIOLIMX MHIHOMTOPOB mpoTea3sl BUY. Ilepeunciennbie

HUKe MHrHOUTOpbI poTeassl BUY-1 pa3pelieHsl k NpuMeHEeHUI0 B KOMOMHAIIMK ¢ PUTOHABUPOM
1



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 22.08.2024 N2 17591
B KauecTBe (papMaKOKMHETUYECKOTO YCHUIIUTEIH. (NOCNEOOBATENBHOCTE 0002)

Bspocnvie

Awmrmpenasup 600 mr 2 pa3a B cyTku ¢ putoHaBupoM 100 Mr 2 pasa B CyTKH.

ArtazanaBup 300 mr 1 pa3 B cytku ¢ putoHaBupom 100 mr 1 pa3 B CyTKH.

®ocamnpenaBup 700 Mr 2 pasza B cyrku ¢ putoHaBupoM 100 Mr 2 pasa B CyTKH.
Jlonunasup/putonaBup (komOuHuposanHas ¢popma) 400 mr/100 mr niam 800 mr/200 wmr.
CaxBuHaBup (y HallMEHTOB, KOTOPBIE paHee MONydald aHTUPETPOBUPYCHYIO Tepamnuio): 1000 mr
2 pa3a B cyTkH ¢ putoHaBupom 100 Mr 2 pasa B CyTKH.

CakBuHaBup (y NalMEHTOB, KOTOpPbIE paHEe HE MOJIydald aHTUPETPOBUPYCHYIO TEPaIUIO):
cakBuHaBup 500 mr 2 pa3a B cyTku ¢ putoHaBupoMm 100 mr 2 pas3a B CyTKHU B T€UEHHE MEPBBIX
7 nueii, 3arem cakBuHasup 1000 mr 2 pasa B cyTku ¢ putoHasupom 100 mr 2 paza B CyTKH.
TunpanaBup 500 Mr 2 pasza B cyTku ¢ putoHaBupoMm 200 mr 2 pasza B CyTKU (TUIIpaHaBHp B
KOMOUHAIMK ¢ PUTOHABUPOM HE CIIEAYyeT NPUMEHATh y MallMeHTOB, KOTOPbIE paHee He MOoIydalu
AHTUPETPOBUPYCHYIO TEPAIIUIO).

JapyHnaBup (y DanueHTOB, KOTOPbIE paHee MOIydald aHTUPETPOBUPYCHYIO Tepamnuio): 600 mr
2 pa3a B cyTkH ¢ putoHaBupoM 100 mr 2 paza B cyTku. Taxke BO3MOXXKHO Ha3HauUEHHUE JapyHaBUPA
800 mr 1 pa3 B cytku ¢ puroHaBupoM 100 mr 1 pa3 B cytku. g nonyuenus: 6onee noapoOHOi
uHpOpMaLKK, BKJIIOYasl NMPUMEHEHHe mpenapata | pa3 B CyTKH Yy NMalMEHTOB, KOTOPHIE paHee
NPUMEHSUIN aHTHPETPOBUPYCHYIO TEpANUIo, CIEAYeT BHUMATEJIbHO HM3YyYUTh HHCTPYKIUIO IO
IIPUMEHEHHUIO JapyHaBUpa.

JapyHaBup (y MalueHTOB, KOTOpbIe paHee He MOoIydalyd aHTHPETPOBUPYCHYIO Tepamnuto): 800 mr
1 pa3 B cytku ¢ putoHaBupoM 100 mr 1 pa3 B CyTKH.

IIpumenenue pumonasupa 6 Kavecmee AHMUPEMpPoOBUPYCHO20 npenapama

Bspocnvie

ITo 600 mr (6 kancyn) 2 pa3za B cyTku. CyTouHas n103a coctasiuseT 1200 mr.

[TocrerneHHOE yBeNWYEHHE J03bl PUTOHABMpPA B HAYaJIbHBIA TNEPUOJA JIEYECHUS MOXKET
CIocoOCTBOBAThH YIYUIIEHUIO IEPEHOCUMOCTH Mpenapara. HauanpHas 1032 JOHKHA COCTABIATH
He MeHee 300 mr 2 pa3a B CyTKU B TeU€HHE IEpPBbIX 3 THEMH, lanee 103y YBEIMYUBAIOT (KaxX0€e
yBenuueHue 10361 — Ha 100 mr 2 pasza B cyTkn) 10 600 mr 2 pa3a B CyTKM B TEUEHUE NIEPUOAA, HE
npeBblaroniero 2 Heaenb. He ciemyer npoaoipkarh JieueHHE mpenapatoM PuTtoHaBup B 103€
300 mr 2 pa3a B cyTku Oojiee 3 JTHEH.

Kombunuposannsie cxemul nevenus ¢ 08ymsa uneubumopamu npomeasvl BUY



COOTBETCTBYET QKCIMNEPTHOMY OTYETY
ot 22.08.2024 N2 17591
KinHnyeckuit  onmbIT  KOMOMHHPOBAHHOW | Teparvy{ | IPe/EyCMAEPHBRIPILSH ) ( TIPMMEHEHIE

TEPANEBTUYECKUX J103 PUTOHABUPA B COYETAHUU C JPYIMM MHrUOMTOpoM mporeassl BMY,
Or'paHHU4CH. PI/ITOHaBI/Ip B 3HAYUTEILHON CTEINEHN CHH)KAET META00IM3M OOIBIIMHCTBA APpyrux
MHTUOUTOPOB BUPYCHBIX NpoTea3. Clie10BaTeNbHO, IPU Ha3HAYCeHUH KOMOMHUPOBAHHON Tepanuu
C MPUMEHEHUEM pHUTOHAaBHpa CcJelyeT NIpUHUMAaTh BO BHHUMaHHE (DapMaKOKHHETHUYECKOE
BSaHMOI[efICTBHe U JAaHHBIC IIO0 0e30MacHOCTH MNPUMCHACMBIX JICKAPCTBCHHBIX IMPCIapaToB. I[JISI
3TOr0 Kjlacca IIPEnaparoB XapakTE€pHA BBIPAKEHHAs IIEPEKPECTHAst PE3UCTEHTHOCTD.
[TpeanouruTenbHO ClleAyeT HCIOJIb30BaTh KOMOMHAIMIO JBYX WHIMOMTOPOB IIpOTEas3bl ¢
HAauMEHBIIECH IEPEKPECTHOM PE3UCTEHTHOCTHIO. [IpyM MCHonb30BaHMM PUTOHABUpA B COCTaBe
JaHHBIX CXEM CJICAYCT YUUThIBATh BCC BLIMICIIPUBCICHHBIC q)aKTOpI)I.

Oco0Bble IPVIIILI MAIMEHTOB

HpuMeHeHue pumoHnasupa 6 kaisecmee ¢ClpMaKOKuH€muLl€CK020 ycuiaumeiis

HGMHEHmbl C Hapyuienuem d)VHKl/ﬂ/ll/l no4exK

PuronaBup B OCHOBHOM MeTaOonM3UpyeTcsi B Ie€4eHH. Bo3MOXHO mnpuMmeHeHue (c
OCTOPOKHOCTBIO) PUTOHABUPA KaK (hapMaKOKHHETHYECKOIO YCUIIUTEINS Y NAlUEHTOB C TOYEYHON
HE/I0CTaTOYHOCTBIO B 3aBUCHMOCTH OT KOHKPETHBIX MHTMOUTOpOB IpoTea3sl BUY, ¢ koTopbiMu
npuMeHsercs puroHaBup. OIHAKO, OCKOJIBKY ITOYEYHBIN KIMPEHC PUTOHABMPA HUUYTOKHO Mal,
TO YMEHbIIEHHE OOLIEro KJIUPEHCa HE 0XKUIAeTCsl y NAUEHTOB C IIOYEYHON HEA0CTaTOYHOCTBIO.
s nonydenust noapoOHON MHPOpPMAIMK O PEeKUME J03MPOBAHUS Y MAIMEHTOB C MOYEYHOU
HE/IOCTaTOYHOCThIO  ClieyeT OOpaTUThCS K MHCTPYKIMHM IO MPUMEHEHHIO COBMECTHO
IpUMEHseMOro MHruouTopa npoteassl BUY.

Hayuenmul ¢ Hapywenuem qbwmuuu nevyeHu

PuronaBup mpoTuBOMNOKa3aH B KauecTBE (PapMaKOKHMHETUYECKOTO YCWJIMUTENS y IMAlUEHTOB C
JEKOMIICHCHPOBaHHBIM 3a00JICBAHUEM TTEUCHHU.

OTCyTCTBYIOT JaHHBIE O TPUMEHEHUN PUTOHABHPA Y TAIIHEHTOB CO CTAOUIILHO TSKETION CTETIEHBI0
neyeHouHou HemoctatouyHocTH (kimacc C mo knaccudukanuu Yaitna-I1et0) 0e3 mpu3zHakoB
JIEKOMIICHCAIIHH, TTI03TOMY CJIEIyeT COOJIF0JIaTh OCTOPOKHOCTh MPH MPUMEHEHHHM PUTOHABHPA B
KauecTBe (hapMAKOKUHETHUECKOTO YCHIIUTENs y JNaHHOW TPYIIBI MAIMEHTOB B CBA3H C PHCKOM
MOBBIIICHNUS] KOHIIGHTPAIlMM COBMECTHO NPHUMEHSEMOro HHruouropa mporeassli BUY. [lns
MOJIydeHUsI TMOAPOOHON HMH(OpPMAIUA O PEKHUME JO3UPOBAHHS Y IMAIMEHTOB C TEUYCHOYHOU
HEAOCTAaTOYHOCTBIO  CIICAYET O6paTI/ITI)C$I K HHCTPYKIUHU 110 TMPUMCHCHHUIO COBMECTHO

npUMeHsIeMoro HHruouTopa npoteasst BUY.



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

ot 22.08.2024 N2 17591
Ipumenenue pumonasupa 6 kavecmee anmup@mposupygrOe0, Penapamd - LHOC TE 0002)

Tayuernmut noorcunoco 803pacma

Koppekiuu 10361 He TpedyeTcs.

Hayuenmul ¢ Hapywenuem d)VHKuuu nouyex

JlanHble 0 MPUMEHEHUH PUTOHABHPA Y MAIUEHTOB C OYEYHON HEJAOCTATOYHOCTHIO OTCYTCTBYIOT.
[IpunuMas BO BHHUMaHHUE, YTO MOYEYHBIM KJIMPEHC PUTOHABUPA HUYTOKHO MaJl, MaJIOBEPOSTHO
YMEHBIIIEHHE OOINEro KJIMpPEHCa y TMAIMeHTOB C IMOYEYHOH HEJO0CTAaTOYHOCTHIO. PUTOHaBHp B
BBICOKOM CTENIEHH CBS3bIBACTCS € OENIKaMH IJIa3Mbl KPOBH, IIOATOMY MAJIOBEPOATHO CYIIIECTBEHHOE
CHI)KEHHE ero KOHIICHTPAIH B pe3ysibTaTe TeMOANaIN3a WK EPUTOHEAIHOTO IUaIn3a.

Tayuenmul ¢ HapywieHuem CbVHKuuu nevyeHu

PutonaBup B OCHOBHOM MeTa0onm3upyercs B TedeHH. DapMaKOKMHETHYECKHE JTaHHBIE
YKa3bIBalOT Ha TO, YTO KOPPEKLIUHU J03bl Y NALIUEHTOB C JIETKOW U CPEAHEN CTENEHBIO IEYEHOYHON
HEIOCTaTOYHOCTH  He  TpeOyercs. PuroHaBup  HpOTHBOIIOKa3aH y  MAallUEHTOB  C
JIEKOMITEHCHPOBAHHBIMHU 3200JIEBAaHUSMH TTEYCHHU.

eTu
Ilpumenenue pumonasupa é kavecmee PapmMaKoOKUHEMUYecKko20 yCUIumens
[Ipumenenue npenapara y jereid mianamie 3 JeT HOpoTHBoNoka3aHo. HeoOxomumo crienoBathb
UHCTPYKLUMU 1O TPUMEHEHHIO HMHIruOMTOpoB Imporeassl BUY-1, kotopble paspemieHsl K
MPUMEHEHHIO B KOMOMHAIIMHN C PUTOHABUPOM.
Ilpumenenue pumonasupa 6 kauecmee aHmMupemposUpPyCHO20 npenapama

Jemu (3 200a u cmapuwe)

Cnenyer Ha3HauaTh PUTOHABUP B KOMOHMHAIMM C IPYTMMH IMPOTUBOBUPYCHBIMU IperapaTaMu.
PexoMeH10BaHHAs 71032 PUTOHABUpA Jis Aeteil coctapiser 350-400 Mr/mM? TOBEpXHOCTH Tela
2 pa3a B CyTKH, U OHa He JI0JkHa npeBbimath 600 mr 2 pasa B cyTku. HauanbHas 103a coctaBisieT
250 mr/mM? MOBEPXHOCTH Teja, ee CIedyeT YBeJIHMdMBATh C MHTEpBanoM 2-3 mHA Ha 50 Mr/m?
MOBEPXHOCTH Teja 2 pa3a B CyTKH. Eclii malMeHThl He MepeHOoCAT MAKCUMAIbHYI0 CyTOUHYIO 103y
B CBSI3U C TOOOYHBIMU SIBJICHUSIMH, Ha3HAYalOT MaKCHUMaJIbHO MEPEHOCUMYIO /103y PUTOHABHpA B
KOMOUWHAIMU C IPYTMMHU aHTUPETPOBUPYCHBIMH IIperapaTaMH.

[Tnomane moBepxHoctu Tena (III1T) moxkeT ObITh paccunTaHa Mo ciexyrollei Gpopmyre:

TIIIT (M%) = \([poct (cM) x Macca Tena (kr)]/3600)

Jlemu (0o 3 1iem)

[IpuMeHeHne puTOHABUpPA y AETEU 10 3 €T IPOTUBOIIOKA3aHO.



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 22.08.2024 N2 17591
(NOCNEOOBATENEHOCTE 0002)

Croco0 rmpuMeHeHus

BHyTpp, BO Bpems €ibl.
Karmcyner npenapara PutonaBup HeoOX0IuMO MPOTIATHIBATE LETHMKOM, HX HEJIb3s Pa3’KEBLIBATH,

pa3jiaMbIBaTh UKW U3MCIIbYATh.

4.3. [IpoTuBONOKA3aAHUS

- ['unepuyBCTBUTENBHOCTh K PUTOHABUPY WM K JHOOOMY U3 BCIIOMOTATENbHBIX BEIIECTB,
MEepEUYUCIICHHBIX B pasjene 6.1.

— Ecnu putoHaBHp mpuMeHsieTCS B KadecTBe (HPapMaKOKWHETHUYECKOTO YCHIIUTEIS IPYTHX
uHrHOUTOpOB mpoTeazsl BUY, HeoOXoaumMo y4HTHIBaTH WH(MOPMALIMIO, COAEPIKAIIYIOCS B
MHCTPYKUHUSAX 110 IPUMEHEHHUIO COOTBETCTBYIOIIUX UHTUOUTOPOB IpoTeazsl BUY

— PutonaBup mnpoTHBOINOKa3aH B KauecTBe (PapMaKOKMHETHYECKOTO YCHIUTENS WIIH
AHTUPETPOBUPYCHOTI'O Mpernapara y NalueHToB ¢ JeKOMIIEHCUPOBAHHBIM 3a00JI€BaHUEM I1E€UEHU

— [lepuon rpy1HOro BCKapMJIMBaHUs

- Hetckuii Bo3pact 110 3 jeT

- B wuccnenoBanusix in Vitro u in vivo ObIJIO YCTaHOBIIEHO, YTO PUTOHABHP SIBIISIETCSI MOILTHBIM
UHTHOUTOpOM MeTabonuueckux peakumii, omocpenyeMbix CYP3A u CYP2D6. Huxe
NIePEYUCIICHBI JIEKapCTBEHHbIE NpenapaThl, IPUMEHEHNE KOTOPHIX OTHOBPEMEHHO C PUTOHABUPOM
IpOTUBONOKa3aHo. Ecinum He yka3aHO WHOE, TO O3TH NPOTHUBONOKAa3aHUS OCHOBaHbI Ha
UHTUOMpYIOIIEM JCWCTBUM pPHUTOHABHpa Ha METa0OJIM3M OJHOBPEMEHHO MPHUMEHSEMBIX
JIeKapCTBEHHBIX NpenaparoB. MHrubupyouee nedcTBUE COMPOBOKAAETCS MOBBIIIEHUEM YPOBHS
CUCTEMHOM SKCIIO3ULMU W PUCKA Pa3BUTUSl KIMHUYECKU 3HAYMMBIX HEXKEJIaTeNbHBIX pPEaKIHi
yKa3aHHBIX JIEKaPCTBEHHBIX MIPENapaToB

- HenepeHOCMMOCTb JaKTO3bl, JEPHUINT JIAKTA3bI, IIIOK030-TAJIAKTO3HAsI MalbaOCcopOIus
Monynupytomiee JaelcTBUE pUTOHABUpAa Ha AaKTHUBHOCTh (PEPMEHTOB 3aBUCUT OT O3B
ITpoTBONIOKa3aHUS K NMPUMEHEHHIO HEKOTOPBIX JIEKAPCTBEHHBIX IPENapaToB OJHOBPEMEHHO C
pPUTOHABHPOM 0oJiee aKTyallbHBI JUI1 PUTOHABHpA B KaUeCTBE aHTUPETPOBUPYCHOIO IIpernapara, a

He (hapMaKOKHHETHYECKOTO yCHIIUTENs (Harmpumep, 1y pudadyTrHa 1 BOPUKOHA30I1A):

Kaacc IIpencraBurenn OobocHoBaHue
JIeKapCTBEHHBIX KJIacca
NpenapaTos
Tosviuenue unu chudicenue YPOBHA 0()H06p€MeHHO NPUMEHAEMO2CO JIEKAPCMBEHHO20 npenapamda
AHTaroHUcCTHI | Andysosun | IoBsImenye KOHIEHTpAIMH all(y303HHA B IUTA3ME, 4TO
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COOTBETCTEYI

ot 22.08.2024 N2 17591

[ AKCHEFTHOMY QTHETY

Kuace peacraputenn (NOCNOsocHopamE| 1 HOCTE 0002)
JIEKAPCTBEHHbIX KJacca
npenapaToB
0.1-aIPEHOPELIETITOPOB CBSI3aHO C PHUCKOM THIIOTOHMU BBICOKOH CTENEHH
TsokecTH (cM. paszgen 4.5.)
006e300IMBarOIIIHE [Tetnoum, [ToBbIICHHE KOHIICHTPAITIH HOPIICTHINHA,
npenapaTsl MUPOKCHUKAM, MUPOKCHKaMa M TMpoHokcupeHa B IUIa3Me KPOBH.
MPOTNOKCU(EH Bospactaer puck TSKEIOro YrHETEHHs JbIXaHUs,
reMaToJOIMYECKUX OTKIOHEHUH U APYTHX CEPhe3HBIX
HE)KEJIATEJIbHBIX  SBJICHUIH, CBOWCTBEHHBIX OSTUM
mpernapaTam
AHTHAaHTHHABHBIC Panonazun [loBplIeHHE KOHLEHTpPAaLMM paHONa3uHa B IIa3Me
IpenapaTsl MOJKET MOBBICUTh PUCK BO3HMKHOBEHHS CEPHE3HBIX U
(WIM) yrpoKaroUMX )KU3HHU peakiuid (cM. pasaen 4.5.)
[IpotuBoomyxoseBrie | Benetokmakc [loBplIeHNE KOHIEHTPALMK BEHETOKJIAKCA B ILIa3Me
npenapaTsl KpPOBHU. YBEIWYCHUE PUCKA PA3BUTHSI CHHAPOMA JIN3HCA
OIlyXOJIM B Hayaje JICYeHHs M Ha MPOTsDKEHUH (as3bl
TUTPOBaHUS 036! (cM. pazaen 4.5.)
Hepatunu6 [oBplIeHNe KOHIIEHTpAMM HEpPAaTHHHOA B IUIAa3MeE.
VYBenmuuruBaeTCd PHUCK PAa3BUTHS CEPbE3HBIX W/WIH
OTACHBIX AJIS1 JKU3HM HEXKENaTeNbHBIX peakuuil (cMm.
pasznen 4.5.)
Ananytamun Anamytamun SIBIISIETCS YMEPEHHBIM/CUIIbHBIM
naaykropom wm3opepmenta CYP3A4, urto moxer
NpPUBECTH K CHWKeHHI0 »d3¢dekra puroHaBupa u
MOTEHIMATBHOM MOTEPEe BUPYCOIOTMYECKOTO OTBETA.
Kpome Toro, noBeiieHne KOHIEHTPALNH alalyTaMuaa
B IUIa3Me€ KPOBH MOXKET IPHBECTH K CEPbE3HBIM
HEXKeJIaTeJIbHBIM SIBIICHHSIM, B TOM YHCIE CyI0pOTam
(cm. pasgen 4.5.)
AHTHAPUTMHUYECKHE AMHOIapoH, [loBplIeHNE KOHLEHTpAUIUU aMHUOAAapOHa, Oerpuania,
npenapaTsl Oenpuaui, JpOHEeJapoHa, SHKauHua, (hieKkanHuaa, npornadeHoHa
JPOHEIAPOH, W XUHHUJUHA B TUa3Me KpoBH. [Ipw 3TOM BO3pacraer
SHKaWHUJ, PHUCK apUTMHH U JPYTUX CEPbE3HBIX HEXKEIAaTEIbHBIX
¢dnexanHuUL, SIBICHUH, CBOMCTBEHHBIX 3TUM IIperiapaTam
nponadeHoH,
XUHUAMH
AHTHOHOTHKH DyzunoBas [loBpimieHre KOHUEHTpauuu (Gy3UIOBOM KHUCIIOTHI H
KHCJIOTa pPUTOHABHPA B TJIa3Me KPOBH
[IpoTuBorpuOkoBbIe BopukoHnazon [Ipumenenue putonaBupa (400 Mr 2 pasa B CyTKH H
npenapaTsl Oornee) OJTHOBPEMEHHO c BOPUKOHA30JI0M
MPOTUBOIOKA3aHO B  CBA3M  CO  CHIKCHUEM
KOHIIGHTPallil BOPHKOHA30J1a B IUIa3Me KpPOBH H
BO3MOXHBIM ~ CHIDKEHHEM €ro  TepaneBTUYEeCKOTro
addekra (cm. paznen 4.5.)
AHTHTUCTaMUHHBIE Actemuzon, [oBbiieHue KOHILIEHTpaluu acTeMu3oa u
TpenapaThl TepeHauH TepeHaguHa B IUIa3Me KpoBU. Bo3spacrtaer puck
Pa3BUTHS CEPhE3HBIX APUTMUI
[IpoTuBonomarpu- Konxuuun Bo3MmoxkHO pa3BuTHE CEphE3HBIX U (MIIN) YTPOXKAIOMINX

YEeCKHUE MpernapaTsl

KHU3HH peakluid y TAalUueHTOB C HapyHICHUSMU
(dynakun novyek u (wnm) nedeHu (cMm. pasaensl 4.4. u
45.)




COOTBETCTEYI

ot 22.08.2024 N2 17591

[ AKCHEFTHOMY QTHETY

Kuace peacraputenn (NOCNOsocHopamE| 1 HOCTE 0002)
JIEKAPCTBEHHbIX KJacca
npenapaToB
AHnTHMUKOOAKTE- Pugabyrun [Ipumenenune putonasupa (500 mr 2 pasza B cyTKH) B
pHanIbHbIE IIpenapaThl KayecTBe AHTHPETPOBUPYCHOT'O npemnapara
OTHOBpEMEHHO ¢ prpaOyTHHOM MPOTHBONOKA3aHO B
CBSI3W C TOBBIIIEHWEM KOHIEHTpanuu pudaldyTHHA B
CBIBOPOTKE KPOBH U PUCKOM Pa3BUTHS HEKeNaTeIbHBIX
peakuuii, Bkarodas yBeuT (cM. pasmen  4.4.).
Pexomenmanum 1O IPUMEHEHUIO PUTOHAaBUpPA B
KauecTBe (hapMaKOKHHETHYECKOTO YCHUITUTEINS
OTHOBPEMEHHO ¢ pr(adyTHHOM NPUBEACHHI B pa3zele
4.5.
AHTHIICUXOTHKH / Jlypazunon [loBplIeHHE KOHUEHTpPAaLUHU JypasuJoHa B IUIa3Me
HEHpONenTUKU KPOBH MOXET TOBBICUTH PHUCK BO3HUKHOBEHHS
CEPBE3HBIX U (WIIN) YTPOKAIONINX KU3HU PEeaKIni (CM.
pasgen 4.5.)
Knozamnus, [NoBblIeHe KOHIEHTPALUK KI03aHA W TTMMO3H/IA B
MTUMO3H/]L I1a3Me KpoBH. Bo3pacTaeT puck pa3BUTHsI CEPhE3HBIX
reMaToJOrMYECKUX OTKIOHEHUH U APYTHX CePhe3HBIX
m000YHBIX 3P EKTOB ITHX MpenapaToB
Keernanmu [loBblIeHNE KOHIEHTPALMM KBETHANMHA B IUIa3Me
MOKET HpuBeCTH K Kome. IIpuMeHeHune puToHaBHpa
OJHOBPEMEHHO C KBETHAIIMHOM IIPOTHBOIOKA3aHO (CM.
paznen 4.5.)
IIpousBoansbie Hurunpo- IToBeIIEHTE KOHLICHTPALUH MIPOU3BOIHBIX
JIKAJIOUI0B 3ProTamuH, QJIKAJOUA0B CIOPBIHBM B IUIa3ME BEOET K OCTPHIM
CIIOPBIHBU SPrOHOBHH, TOKcHdeckuM 3¢ ¢ekraMm, BKIOYas BazocmasM U
3ProTamuH, WIIEMUIO
METHII3PrOHOBHH
Ctumynaropsl uzanpun [loBplIeHHE KOHLEHTpPALMH LU3ANpUAa B IUIa3Me
motopuku KKT KpoBHU. Bo3pacTaer puck pa3BuTHs CEPbE3HBIX aPUTMUN
HNuruburopsl JloBacTatuH, IloBbrnienue KOHLIEHTPAIH JJoBacTaTHUHA "u
penyKTa3bl CHUMBAacCTaTHH CUMBacTaTWHa B IUIa3M€ KpPOBH, 4YTO BEAET K
I'MI'-KoA TTOBBIIIIEHUIO PUCKA MUOTIATHH, BKITIOYast paboMHUOIIN3
(cm. pasmen 4.5.)
WNuruburop Jlomuramnu IloBbillIeHHE KOHIIEHTpPAUUU JIOMUTANWAA B IUIa3Me
MHKPOCOMAIIEHOTO KpoBH (cM. paznen 4.5.)
Oenka - TMepeHOoCUYHKa
TPHLIIUICPHUJIOB
WNurnburopst ABaHadun [oBplIeHNEe KOHIEHTpaLUK aBaHauiIa B 1miasMe (CM.
dbocdoauscrepassl pazneinst 4.4. u 4.5.)
5-ro Tuma Cunnenadun [IpoTHBOTIOKa3aH TOJILKO MPH WCIOJIB30BAHUU JUIS

JIEYEeHHUS JIETOYHOM apTepranbHOi runepTersun (JIAL).
[loBplieHHEe KOHLIEHTpaUWH cuigeHaduIa B Ijia3me
KpOBH. Bospacraer BEPOSITHOCTh pa3BUTHSA
HEXeNaTeNIbHBIX SBJICHUH, CBSI3aHHBIX C IPUMEHEHHEM
cungeHapuia, BKIIOYAs THIOTEH3UI0 U OOMOPOKH.
Vka3aHus 1O  OJHOBPEMEHHOMY  NPUMEHEHHIO
cuigeHapuia y  TalUMeHTOB € OPEKTHIBHOU
mrchyrkimeit (cMm. pasmens 4.4. u 4.5.)




COOTBETCTEYI

[ AKCHEFTHOMY QTHETY

ot 22.08 2024 Ne 17591
Kuace peacraputenn (NOCNOsocHopamE| 1 HOCTE 0002)
JIeKapCTBEHHBIX KJacca
npenapaToB
Bapnenadun [ToBbIlIeHHE KOHIGHTpALWK BapcHaduiIa B IUIa3Me
(cMm. pasmens1 4.4. u 4.5.)
CenatuBHbIC U Kiopazenar, [ToBbIlICHHE KOHIICHTPALMK KJIOpa3ernaTa, qua3enama,
CHOTBOPHBIC JMasenam, scrazoiama, (uypasenama, NpeJHA3HAUCHHBIX IS
npenapaThl acTazoiam, npueMa BHYTPh MHJa30JlaMa U TpHa3ojiaMa B ILIa3Me
¢baypazemnam, KpoBH. Bo3pacraer puCK W30BITOYHOW COHJIMBOCTH H
npeqHa3Ha4YeHHble | yrHeTeHus  Jbixanus.  OcoOble  yka3aHHsi 1O
JUISL IpYeMa BHYTPh | MHa30JlaMy, BBOIUMOMY ITapeHTEPAIbHO, CM. B pa3ze
MHAa307aM u|4.5.
TpHa3oaam
Cruoicenue yposHs pumoHasupa
PactutenbHbie 3Bepoboii [Mpumenenue PaCTHTEIBHBIX JIEKapCTBEHHBIX
JIEKapCTBCHHBIE npernaparos, cojaepxammx 3Bepoboit  (Hypericum
npernaparsl perforatum),  OOHOBpEMEHHO C  PHTOHABHPOM
NPOTUBOINOKA3aHO B CBSI3M C PHUCKOM CHWKCHHS
KOHIICHTPAIlMd PUTOHABUpPA B IUIa3ME M OCIa0JICHUS
€ro KIMHNYeCKHX 2 hekToB (cM. pasgen 4.5.)

4.4. OcoOble yka3aHus U Mepbl PEeI0CTOPOKHOCTH IIPH NPUMEHECHUH

C 0CTOPOKHOCTBIO:

- I'enatur

- Jpyrue comyTcTBYyIOLIME 32001€BaHUS TIEUECHH

- [ToBbIIeHNE AKTUBHOCTH NEYEHOUHBIX ()epMEHTOB

- ITeueHOYHAss HEOCTATOUYHOCTD CPEHEN CTENEHH TAKECTH

- Tsxenast cTeneHp neuyeHoYHor HegoctaroyHocTH (kinacc C mo kinaccudukanuu Yanm-
[Ipt0) ©e3 mpu3HAKOB JAEKOMIIEHCAaluu (NMpd TNPUMEHEHUH pPUTOHABHpa B KauecTBe
(apMaKOKUHETUYECKOTO YCHIIUTEs)

- [TatMeHTsl C OpraHMYeCKMMM 3a00JEBaHUSMHU Cepllla M CYLIECTBYIOIIMMHU paHee
paccTpoiicTBaMu NPOBOJAIIEH CHCTEMBl cep/lla WM MalUeHThbl, NMPUHUMAIOIINE IpenapaThl,
yanuHsomue natepsai PR (Takue kak BepanaMuil UM aTa3aHaBHP)

- CoBMecTHOE TNPUMEHEHHE HE PEKOMEHAYETCS CO CIEeAYIOUIMMH TpenaparaMmu (cMm.
noapasnen «Ocobble ykazanus» u paszaen 4.5.): pocamrpeHaBUpOM (103bl PUTOHABHPA BBILIE, YEM
100 Mr 2 pasa B CyTKH), aTazaHaBHpoM, HHAMHABHPOM (800 Mr 2 pa3a B CyTKH COBMECTHO C
putoHaBupom 100 Mr 2 pasza B CyTKH), pUBapoKcabaHOM, BOparakcapoM, CaIMETEepOJIOM,
PHOLIUTYaTOM, TJIEKalpeBUPOM/TMOPEHTACBUPOM, CUMENPEBUPOM, (pIyTHKa30HA MPOMHUOHATOM,

6y,Z[CCOHI/IIlOM, TPUAMIITUHOJIOHOM. CJ'ICI[yeT NPpUMCHATH C OCTOPOXHOCTBIKO CO CICAYIOIIMMU

npenapatamu (cM. moapasaen «Ocobble ykasaHus» U paszen 4.5.): aparuHuOoM, HEpUTHHHOOM,
8
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TPa30JI0HOM, aJIIPa3oJIaMoM, [UIOKCHHOM, |CHIICHAYHIOM | M [ [TamasraduyioM (k. aeHeHus

OPEKTWJIBHOM  AUC)YHKIUH),  MHIA30JlaMOM  (IIpH  MAPEHTEPAIbHOM  HPUMEHEHHH),
aTOpBAacTaTHHOM, pO3yBacCTaTHHOM, KETOKOHa3ojoM. Crnemyer wu30eratb COBMECTHOTO
IPUMEHEHHS CO CIICAYIOUIMME npernapaTamu (cM. nozapasnuen «Ocobble ykazaHus» U pazaen 4.5.):
OeJaKBUIMHOM.

Oco0ble yKa3zauus

PuronaBup ne usneumBaer ot BUY-l-uadexmmu u CIINda. Y mnanueHTOB, MOIyYarOMIAX
PUTOHABUP WUJTH JIIOOYIO IPYTYI0 aHTUPETPOBUPYCHYIO TEPANHIO, MOTYT IIPOJOJIKATh PA3BUBATHCA
ONMOPTYHUCTHYECKUE HH(peKInU U Apyrue ociaoxuenuss BUY-1-undeximm.

[Ipy npuMeHEHHH PUTOHABHpPAa B COCTaBE KOMOMHHPOBAHHOW aHTHPETPOBUPYCHOM Tepamnuu
noka3aHo 3¢ (EKTHBHOE IMOJABICHUE BHPYCa, YTO 3HAYUTEILHO CHI)KAeT pUCK mnepenaun BUY
MOJIOBBIM ITyTEeM, OJHAKO MPHU 3TOM MOJHOCThIO puck nepenaun BUY uckimtoyeH ObITh HE MOXKET.
[TarueHTHl TOJKHBI COOMIOAATh COOTBETCTBYIONIME MEPhl 0€30MacHOCTU AJsl MPEAOTBpAIleHuUs
nepenaun BUY-urdexiuu.

[lpy Ha3HaueHWUW pPHUTOHABHpAa B KOMOMHALMU C JPYrMMU HHrHOMTOpamMu mpoteas BUY
(Hampumep, B ciayd4asiX, KOTJa PUTOHABUP HUCIHOJB3YyeTCS B KauecTBe (HapMaKOKHHETHYECKOIO
YCUIIUTENsT Apyrux uHruoutopoB mnporeas BUY) crnegyer yuuthiBaTh uH(OpMaIHIO,
COJIEPIKalIYOCs B MHCTPYKIIUSX 110 IPUMEHEHHUIO COOTBETCTBYIOIIMX HHIMOUTOPOB nporeas BUY.
Ilpumenenue  pumonasupa 6  Kauecmee  AHMUPEMPOBUPYCHO20  cpedcmeéa  UU
GapmaxoxunemuuecKkoeo ycuiumelis

HCZMHEHmbl C XDOHMU@CKOIZ duapeed uaiu Maﬂba6cop6uued

Pexomengyercst TOMOJHUTENbHBIH MOHUTOPUHT TIPH BO3HUKHOBEHUHU auaper. OTHOCHUTEITHHO
BBICOKAs 4acTOTa JMApEeU BO BPEMs JICYCHUS PUTOHABHPOM MOKET MPHUBECTH K HAPYIICHHUIO
BCACBIBAHMSI W CHIDKEHUIO J(PGEKTUBHOCTH (BCIEACTBHE CHUKEHHS KOMIUJIAEHTHOCTH)
pUTOHABUpPA WM APYTHX OJHOBPEMEHHO MPUMEHSIEMBIX JIEKAPCTBEHHBIX MpenaparoB. Cepbe3Has
MIEPCUCTUPYIOIIAsi PBOTA W/WJIM JUapesi, CBsI3aHHASI C MCIIOJIb30BAHUEM PUTOHABHPA, TAKKE MOKET
MPUBECTH K HAPYIICHUIO (PYHKIIMU MOYEeK. PeKoMeHIyeTCs: KOHTPOJIUPOBATh (DYHKIIHIO MTOYEK y
MAIMEHTOB C HapyIIeHneM (yHKIUH MMOYEeK B aHAMHE3E.

Temogpunus

VYV mamueHToB ¢ remoduineit Tuna A win B, momyJaronux JieueHne MHrHOUTOpaMHu BUPYCHBIX
npotea3 BUY, orMeuanuch cirydan yCuIeHUs KPOBOTEUCHHS, BKIIIOYAst CIIOHTAHHOE 00pa30BaHKe

KOJKHBIX I'€MaTOM U IreMapTpo3a. HCKOTOpLIM nanmucCHTamM OBLI JOITIOJIHUTCIIbHO Ha3HAYCH (baKTop



COOTBETCTBYET SKCNEFTHOMY OTHETY
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VIII. Bonee 4em B MOJOBHHE ONMHMCAHHBIX CIIYYacB JICHEHNAE: MHT AQHDOPAME| BUPYCHBIX [IpOTea3

BUY 6bU10 POJOMIKEHO WM BO30OHOBIICHO. VIMEIOTCS yTBEpKIeHUS O HAIWYUH MPUIHHHO-
CJICZICTBEHHOW CBSI3U, XOTS MEXaHM3M JICHCTBUS YCTaHOBJIEH He ObuL IlanmeHTsl ¢ reModuuei
JIOJDKHBI OBITH TPOUH(GOPMHUPOBAHBI O BO3MOXKHOCTH YCUIJIEHUS! KPOBOTEUECHUH.

Macca mena u napamempuoi obmena seulecme

Bo BpeMsi aHTUpPETPOBUPYCHOM Tepanuud MOKET IPOUCXOIUTH YBEIMUYEHUE MAacchl Teja,
MOBBIIIEHUE YPOBHS JIMIHIOB U TJIIOKO3bI B KPOBU. Takue M3MEHEHUS MOTYT OBITh YAaCTHYHO
CBsI3aHBbI C KOHTPOJIEM 3a00J1eBaHUS U 00pa30M KU3HU. [1J1s MOBBILIEHHS] KOHIIEHTPALUY JIUIIH]IOB
B HEKOTOPBIX CIy4asX CYLIECTBYIOT CBMJCTEIbCTBA BO3ICHCTBUS TepalMM, B TO BpeMs Kak
CBUJIETEJILCTB CBSI3U NPUPOCTa MACChl Teja ¢ KAaKUM-TMOO KOHKPETHBIM JiedeHueM HeT. llpu
OTCJIC)KMBAHUM KOHILIEHTPALIMU JIMIUAOB U IJIIOKO3bl B KPOBU CJEIYyEeT OPUEHTHPOBATHCA Ha
pa3paboTaHHble pyKoBozcTBa Mo jeyeHuto BUY-undexuuu. Hapymenus naunuaHoro oOMeHa
HE00X0IMMO KOPPEKTHPOBATh B 3aBUCUMOCTH OT KJIMHUYECKOH CUTYyalLlUH.

Heo0xo11uMo umMeTs B BUly BO3MOKHOCTh TAHKPEATUTA ITPH NOSIBJICHUN KIMHUYECKUX CUMIITOMOB
(TomrHOTa, pBOTA, 0OJH B >KMBOTE) M OTKJIOHEHWH Ia0OpAaTOPHBIX IOKa3zaTelell OT HOPMBI
(MOBBILIIEHNWE YPOBHS JIMINA3bl WM aMuIa3bl B ChIBOPOTKE). [lanMeHThl ¢ mepednciieHHbIMU
IPU3HAKAMU WIM CHUMIITOMaMH JOJDKHBI IPOMTH JONOJIHUTENbHOE 00CIEe0OBaHUE, a B clydae
MOJTBEP>K/ICHUS AMAarHO3a MaHKPEaTUT JIeUeHHE IpernapaToM PUutoHaBup ciaenyeT npeKkpaTuTh.

CI/IH()DOM 60CCMAHOGIERUA UMMYHUMemA

Y BUY-uHOUIMPOBAHHBIX MALMEHTOB C TSDKEJIBIM HMMYHOJIS(GHUIMTOM Ha MOMEHT Hadyaja
KOMOMHUPOBaHHON aHTHpeTpoBUpycHOW Tepanuu (KAPT) MoxkeT pa3BUThCS BOCHATUTENbHAs
peaxiysi Ha OECCUMIITOMHBIE WJIM OCTaTOYHBIE OINMOPTYHUCTUYECKHE WHQEKIMH, YTO BEIET K
Cephe3HBIM KIMHUYECKHM COCTOSHUSIM WIH YXYIIIEHHIO CUMOTOMOB. Takue peakiuu 0ObIYHO
HaOJIr01at0TCsl B IEPBbIE HECKOJIBKO HeJNleNb WM MecsleB oT Hauana KAPT. B kauectBe npumepa
MOYKHO NPUBECTH LUTOMEIaJOBUPYCHBIH PETHHMUT, T€Hepalu30BaHHbIE M (WIH) (poKanbHbIE
MUKOOAKTepUaibHble WH(EKIMM W IMHEBMOHHWIO, BbI3BaHHYIO Pneumocystis jiroveci. Bce
CUMITOMBI BOCHIAJIEHUSI JOJIKHBI OBITh IOMOJHUTEIBHO OIIEHEHBI, a TPU HEOOXOJUMOCTH CJIETYET
HayaTh JICUCHHE.

Taxke Ha (QoHE CHHIpPOMA BOCCTAHOBJIEHUS HMMMYHHTETa COOOIIAJIOCh O pPa3BUTHH
ayTOMMMYHHBIX 3a00JieBaHUH (Takux Kak Ooyie3Hb 'peiiBca), 0JTHAKO 3TO MPOUCXOIUT B pa3HbIe
CPOKH, JaKe CIIyCTsl MHOTO MECSLIEB MTOCIIE Hayasa JICUeHHUS.

3abonesanus neuenu
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PuroHaBup He ciefyeT HasHa4YaTh MAalMEHTaM ¢ JCKOMIIGHCHPPBAMHBIM[3a00ICBAMHUEM [TCHCHH.

[Tpu Ha3HAUYEHNHM KOMOWHUPOBAHHON aHTUPETPOBUPYCHOM TEPAMUH Y MALUEHTOB C XPOHUYECKHM
renatutoM B nimu C cyliecTBYeT MOBBIILIEHHBIM PUCK Pa3BUTUS TSKEIbIX U MOTEHLHAIBHO
ONACHBIX JJIA KU3HHU HEKEIATeJIbHbIX PEaKUi CO CTOPOHBI MeUYeHU. B ciayyae comyTcTByrOLIEH
MPOTUBOBUPYCHON Tepanuu renatuta B nam C He0OX0IMMO O3HAKOMHUTBCS C MHCTPYKIHEH MO
IPUMEHEHHIO COOTBETCTBYIOIIMX IIPENIapaToB.

VY nanveHToB ¢ MMEIOUIMMCS B aHAMHE3€ HapyleHHeM (DyHKIIMH NE€UYeHH, BKIII0Yasi XPOHUYECKUN
AKTUBHBIN renaTut, Ipu KOMOMHUPOBAHHON aHTUPETPOBUPYCHOU TEpaIlluu MOXKET HaOJII01aThCs
MOBBILICHHAS] YaCTOTA PAa3BUTHUS HapYLICHUH (YHKIUYU MEYSHU; 32 TAKUMH HaIllUeHTaMU CIIEAyeT
THIATEJIbHO HAO0JI0JIaTh B COOTBETCTBUU CO CTaHJAPTHBIMM IIPOTOKOJAMU jedeHus. Eciu y atux
NAIMEHTOB MOSIBIISIIOTCS CHUMIITOMBI YXYJIIEHHsI 3a00JIeBaHUS IEYEHU, CIEIYET PACCMOTPETh
BOIIPOC O IPEPHIBAHUHU WJIU IPEKPAILICHUH JICUEHUSI.

3abonesanusn noyex

He oxxmmaercst cHIDKEHMs 00IIEro KJIMPEeHca pUTOHABUPA Y MAIMEHTOB C HapylmIeHHeM (pyHKIUH
IIOYEK B CBA3U C HE3HAYNUTEIIbHBIM MIOYEYHBIM KIIMPEHCOM PUTOHABUPA.

Ha ¢one npumenenus c¢ teHodoBUpa AM30IPOKCHIA (ymMapaToM B KIMHUYECKOM IMpaKTHUKe
co00LIaIOCh O Pa3BUTUH OYEYHON HEIOCTATOYHOCTH, HApYIIEHUN (YHKIHHU TOYEK, HOBBIIIEHUH
YPOBHsSI KpeaTHHWHA, runodocharemMun W TyOyJlONaTuu NPOKCUMAIBHOTO THIA (BKJIIOYAs
cuHaApoM DaHKOHM).

Ocmeonexkpos

Coo01manocs 0 ciydasix OCTEOHEKpO3a, OCOOCHHO y MAIMEHTOB C MPOrpecCUpyIoLIel cTaauei
BUY w/vunm npu J0ATOCPOYHOM NMPUMEHEHUH KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOM Teparui,
XOTS ATHOJIOTHUS 3TOTO OCIOKHEHUS CUUTAeTCsl MHOTO(GaKTOpHOH ((pakTOpamMu prcKa B TOM UUCIIE
SBJISIIOTCSL  TIPUMEHEHUE  TIIIOKOKOPTHKOCTEPOMJIOB,  YHOTpeOJIEHHE — ajKoroiisi, TshKenas
UMMYHOCYTIpECCHs, BRICOKUI MHJEKC Macchl Tena). Ecnu manueHT omtymaer 60jb B cycTaBax, ux
TYTONOJBUXXHOCTh, TPYAHOCTH NIPH JIBUKEHUH, EMY ClIeyeT 0OpaTUThCA K Bpady.

Yonunenue unmepsana PR

Ha ¢one npuema putoHaBUpa y HEKOTOPHIX MAIIMEHTOB OTMEYAIOCh YMEPEHHOE OECCUMIITOMHOE
ynnuHenue uHTepBaia PR. Ilpu npueme putoHaBHpa cOOOIIANOCh O PEAKUX ClIydasx
aTpuoBeHTpUKysipHON Omokazas! II u Il crenenu y manueHToB ¢ opraHMuecKkUM 3a00JieBaHUEM
cepiua U CYMECTBYIOIIMMHU DaHEEe pacCTPOMCTBAMM IPOBOJALICH CHCTEMBI CEpPALA HIH Y

ManucHTOB, MPUHUMAKOIIUX ITPCIIapaThl, YAJIUHAOIINC UHTCPBAII PR (TaKI/Ie Kak BCparamMuil Ujin
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COOTBETCTBYET QKCIMNEPTHOMY OTYETY
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ara3aHaBup). Y TaKMX NAMEHTOB PUTOHABUD §IIEAyET TPUMCHITH 0 OCTOPOKHOCKBIO. | 1 (10102}

B3zaumooeticmsue ¢ Opyeumu 1eKapcmeeHHbIMU CPeOCm8amu

Ilpumenenue pumonasupa 8 KA4ecmee aumupemposupyCcHo20 npenapama

Crnenyromue MpeaynpexaeHus M MeEpbl MPEIOCTOPONKHOCTU CJIEAyeT Y4YUThIBaTh, KOTAA
PUTOHABHUP UCHOJB3YETCSI B KauyecTBE AaHTHUPETPOBUPYCHOro ImpemnapaTta. Eciam putroHaBup
UCTIONIB3YeTCs B KadecTBe (papmakokuHeTudeckoro ycunutens B o3¢ 100 mr u 200 mr, Henb3s
CUMTaTh, 4YTO CIEAYIOIIME NPEIAYNPEKIACHUS M MEpbl MPEJOCTOPOKHOCTU TaKxke OyIyT
npuMeHsThes. Korjja puToHaBUp KCIONIb3YeTCsl B KauecTBe (PapMaKOKMHETUYECKOTO yCUITUTEIS,
HEOOXOJUMO  YYMTHIBATh MOJHYIO HMHpOpMAIMIO O MOPEAYNPeKISCHUSIX U Mepax
MIPEIOCTOPONKHOCTH JUISI COOTBETCTBYIONIETO MHTrHOMTOpa mpoTeassl BHUY, mosrtomy ciemyer
03HAKOMHTHCSI C MHCTPYKIIMEH MO MPUMEHEHHUIO COOTBETCTBYIOIIETO Mperapara.

Huzubumopwl hocdhoouscmepasvl 5-20 muna (PH3-5)

Crnenyer nposiBiIATE 0COOYI0 OCTOPO’KHOCTb IIPU Ha3HAuUeHUH cuiiieHaduIa nin tajanadumna st
JICYCHHSI SPEKTUIIBHON TUCPYHKIUH Y MAUEHTOB, IPUMEHSIONMX pUTOHABHP. OXKUIALTCs, YTO
OJIHOBPEMEHHOE NPUMEHEHNE PUTOHABHPA C 3TUMHU JIEKAPCTBEHHBIMHU IIpernapaTaMy 3HAUUTEIbHO
MOBBICUT UX KOHILIEHTPALMIO B IUIa3M€ KPOBU U MOXKET IIPUBECTH K Pa3BUTHUIO HEXKEIATEJIbHBIX
peakuui, TaKuX KaKk apTepuaabHasi TUIIOTEH3Us U POJIOHTUPOBaHHas 3peKuusi. OqHOBpEMEHHOE
nprMeHeHHne aBaHaduiIa Wi BapJaeHa(uia ¢ pUTOHABUPOM MPOTUBONOKa3aHO. OTHOBPEMEHHOE
IpUMEHEHHE CuiieHaduiaa C PUTOHABUPOM IPOTUBOMNOKA3aHO Yy MAIUEHTOB C JIETOYHOMU
apTepUaJIbHON TUIIEPTEH3UEM.

Hueubumopuwl cuopoxcumemunenymapui-kodhepmenma A (M -KoA-pedykmasul)

Wurubutopelr I'MI'-KoA-penykTa3bl CUMBAcTaTUH M JIOBaCTaTUH B 3HAYUTENIBHOM CTENEHU
Metabonm3upytoTest  m3opepmenTom  muroxpoma CYP3A4, mosToMy — OIHOBpEMEHHOE
UCIIOJIb30BaHUE PUTOHABHPA C CHMBACTAaTHHOM HJIM JIOBACTATMHOM IPOTUBOIOKA3aHO BCIIE/ICTBHE
MOBBIIIIEHUS PUCKa Pa3BUTHS MHUONIATHH, BKJItoYas padaomuonn3. Heo6xonumo Taxke codbmoaaTh
OCTOPOKHOCTh W CHIDKaTh JO3bl TPH OJHOBPEMEHHOM Ha3HAYeHWW pPUTOHABUpA C
aTOPBACTATHHOM, KOTOPHIH B MEHBIICH CTEIIEHH METa0OIU3NPYETCsl N30EPMEHTOM IIUTOXPOMA
CYP3A4. HecmoTpst Ha TO, YTO SJIMMMHAIUS PO3yBacTaTMHA HE 3aBUCUT OT H30(epMeHTa
mutoxpoma CYP3A, onucaHO NMOBBIIIEHHE SKCIO3UIMK PO3YBACTaTHHA IMPH OJHOBPEMEHHOM
NPUMEHEHHH C PUTOHABUPOM. MEXaHHM3M JTOTO B3aMMOJCHCTBHSI HESICEH, HO MOXET OBITh
pe3yIbTaTOM MHTHOMPOBAHUS TIepeHOCUrKa. [Ipy 0THOBpEMEHHOM Ha3HAYeHUH C PUTOHABUPOM B

Ka4CCTBC (I)apMaKOKI/IHCTI/I‘{CCKOFO YCUIIUTCIIA UK B KAaUCCTBC aHTUPCTPOBHUPYCHOTO IIPCIiapara
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JOJDKHBI MCTIONB30BATHCSI HANMEHBIINE BO3MPIKHBIC Q36N QTOPBACTATHHE [MILH| PO3YBICTATHHA.

Metabonu3M mpaBacTaThHa U (piyBacTaTMHA HE 3aBUCUT OT M30(epMeHTa nuroxpoma CYP3A4,
U WX B3aUMOJICHCTBHS C PUTOHABHPOM HE OXHjaaeTca. Ecnm mokasaHo jedeHre MHTHOUTOpPOM
I'MI'-KoA-peayKkTa3bl, peKOMEHIyETCsl TPUMEHSTh ITpaBaCTaTHH WM (JTyBacTaTHH.

Konxuyun

Cpenu ManyeHToB, MPUHUMABIIMX KOJXHUIIMH U MOIHBIE HHTHOUTOPHI N30(hepMeHTa HUTOXpOMa
CYP3A, Takue Kak PHUTOHABUD, BBIABICHBI CIIy4ad YTPOXKAIOMIETO KU3HH M CMEPTEIHHOTO
B3aMMOJCHCTBUS  npenaparoB. (COBMECTHOE INPUMEHEHUE KOJIXUIMHA M  PUTOHABUPA
IIPOTUBOIOKA3aHO.

[ueoxcun

Crnenyer mTpoOSBIATH OCOOYI0 OCTOPOXKHOCTH TP Ha3HAYEHWH PHUTOHABHpA MAIHEHTaM,
IIPUHUMAOIIUM TUTOKCHH, IIOCKOJIBKY OXKHUIAETCS, YTO OAHOBPEMEHHOE IPUMEHEHUE PUTOHABUPA
C JUTOKCUHOM IPUBEJET K YBEIMYEHUIO KOHIIEHTPALMK IUTOKCHHA. Y BETUYEHNE KOHLEHTPAaLuU
JUTOKCHHA MOKET YMEHBIIAThCSI C TCYEHUEM BPEMEHH.

VY nmanueHToB, KOTOPBIE YK€ MPUHUMAIOT JUTOKCHH, CIEAYET YMEHbBIIUThH €ro /103y BJBOE IpU
Hauajie Teparnuu pUTOHABUPOM, U 3a MallMeHTaMu HeoOX0AMMO HabroaaTh 0ojiee BHUMATENBHO,
yeM OOBbIYHO, B TEUCHHME HECKOJIbKUX Helelb I0C/ie Haydana OJHOBPEMEHHOI'O MPUMEHEHMS
PUTOHABHpPA U IUTOKCHHA.

VY nmanuueHToB, y)ke IPUHUMAIOLIUX PUTOHABUP HA MOMEHT Hayajia JICYEeHUs JUTOKCUHOM, JIEUEHHE
JUTOKCMHOM JOJDKHO BBOAMTHCS OoJiee MOCTENEHHO, YeM 00bIuHO. B 3TOT mepuoa HeoOXoaumo
POBOJUTH OOJIee MHTEHCUBHBII MOHUTOPHHT YPOBHS JUTOKCHHA, a TP HEOOXOAUMOCTH CIIETyeT
IPOBOAUTH KOPPEKTHUPOBKY J03bl, MCXOJAS M3 KIMHUYECKUX WU 3JIEKTPOKapIuOrpapuuecKux
JAHHBIX U YPOBHS JUTOKCUHA.

DmuHurscmpaouon

Cnez[yeT HCIIOJBb30BaTh 6apLepHLIe HJIM UHBIC CPCACTBA KOHTPALCIIIUHA, KPOME I'OPMOHAJIbHBIX
nmpemnaparos, Npyu HUCIIOJB30BaAHNMU PUTOHABHUPA B TCPAINICBTHUYCCKUX WM HU3KHX O03aX, TaK KakK
PUTOHABHUP MOXKCT CHHXATH 3(1)(1)6KTI/IBHOCTI) TOPMOHAJIBHBIX KOHTPALECIITUBOB W HU3MCHATH
HpO(I)I/IJ'IB MATOYHBIX KpOBOTC‘-ICHI/Iﬁ pu OJHOBPEMCHHOM HAa3HAYCHHUU C 3CTPAANUOJICOACPKAITUMHA
KOHTpalCIITUBAMMU.

FJZ}OKOKODmMKOCWleDOuabl

He pexomenayercsi oqHOBpeMEHHOE NPUMEHEHHUE PUTOHABHpA C (PIyTHKA30HOM WM APYTUMHU

TIIFIOKOKOPTUKOCTCPOUAaMHU, KOTOPHBIC MCTa6OJ'II/I3I/IpyIOTC$I CHCTEMOM I/I30(I)epMCHTa quTOXpOoMa
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 22.08.2024 N2 17591
CYP3A4, kpome ciryyaes, KOr/ia OTCHIMAIbRAS [IOJIb3|ITQICHIS | IPeBBIIFQT, PHOK CHCTEMHOTO

JIEHCTBHSI KOPTUKOCTEPOUIOB, BKIIIOYas cuHApoM Mienko-KymmHra u nopasiieHHE (DYHKIMHU
Ha/ITOYEYHUKOB.

TpazodoH

Cnenyer mnposiBISATH OCOOYIO OCTOPOXXHOCTh NpU HA3HAYEHMM pPUTOHABUpa IMalMeHTaM,
MPUHUMAOIINAM TPa3oAoH. Tpa3o/ioH sBisieTcs cyocTparoM m3odepmenta nuroxpoma CYP3A4,
U OXHIACTCSA, YTO OJHOBPEMEHHOE IPUMEHEHHE PUTOHABUpPA MPHUBENET K YBEIWYCHUIO
KOHIICHTPALIMK TPa30/10Ha. B HcCe10BaHUsIX B3aUMOACHCTBUS (IIPU OJHOKPATHOM ITPUMCHEHHH )
y 3II0pPOBBIX JOOPOBOJIBIIEB HAOMIOJANNCh TaKHe HEXKeJIaTelbHbIE peaklMH, Kak TOIIHOTa,
TOJIOBOKPY)KEHHUE, apTepHaIbHast THIIOTCH3US U OOMOPOK.

Pusapoxcaban

He pexomenmyeTcss OPUMEHSTh pPUTOHABUP Yy MAlMEHTOB, IMOJYyYaIOIUX pHUBApOKcabaH,
BCJIC/ICTBUE YBEIIMYCHHS PUCKA KPOBOTCUCHHUSI.

Puoyuecyam

CoBMecTHOE TPHUMEHEHHE HE PEKOMEHIYETCsl HM3-32 BO3MOYKHOTO YCHJICHHS BO3JCHCTBHS
puonuryara.

Bopanaxcap

CoBMecTHOE TPHUMEHEHHE HE PEKOMEHIYETCsl HM3-32 BO3MOYKHOTO YCHJICHHSI BO3JCHCTBHS
BOparakcapa.

beoaxeunun

CunbHble nHruOUTOpPHl M30Qepmenta nuroxpoma CYP3A4, Takue Kak MHTHOUTOPBI MPOTEa3bl
BUY, mMoryT yBenMuMBaTh SKCHO3HMIUIO OC€JaKBUIIMHA, YTO, B CBOIO OYepelb, MOKET TOBBIIIATH
PHMCK pa3BUTHUS CBSI3aHHBIX C OCTAKBUIIMHOM HEXENATeNbHBIX peakiuil. Takum o6pa3om, ciieyeT
u30eraTh Ha3HaYCHMs OeJaKBUJIMHA B KOMOMHAIIMK C PUTOHABUPOM. TeM He MeHee, eClIU I0JIb3a
NepeBeIINBaeT MOTEHUUAIBHBIA PUCK, OJJHOBPEMEHHO Ha3Ha4yaTh OEJaKBUWIMH C PUTOHABHPOM
HEOOXOJUMO €  OCTOpPOXHOCThIO.  Pekomenayercs  Oonee  4YacThlii  MOHUTOPHUHT
ANEKTPOKAPAUOTPAMMBI 1 KOHTPOJIb aKTHBHOCTH TPAaHCAMHUHA3 (CM. HHCTPYKITHIO TI0 TPUMEHEHHFO
OellakBIIIMHA).

Lenramanuo

OpmHOBpEeMEHHOE NMPUMEHEHHE JeflaMaHnu/a ¢ CHILHBIM HHTHOUTOPOM M30(hepMeHTa UTOXpoMa
CYP3A (puToHaBUPOM) MOXKET YBEIIMYUBATEH SKCIIO3HIIHIO METa0O0JINTa JIeIaMaHua, 9YTO MOXKET

MNPpUBOAUTH K YJIMHCHHUIO UHTCpBAJIA QTC Takum o6pa30M, €CJIN OAHOBPCMCHHOC TPUMCHCHUC
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COOTBETCTBYET QKCIMNEPTHOMY OTYETY
ot 22.08.2024 N2 17591
JleNlaMaHu/ia ¥ PUTOHABUpPa HEOOXOAMMO, PeKIMEH Ty eTqs (QHEHB HACKOKPHTPRINPOBaTs (FKL Ha

NPOTSDKEHUHM BCEro IMepuojia JICUYCHUs JCIaMaHUIOM (CM. HHCTPYKLHMIO IO HPUMEHEHHUIO
JenamMaHuaa).

Pumonaeup npu npumenenuu 6 kauecmee (hapmaKkoOKUHEMUUECKO20 YCUNUMEIs.

[Tpodunu B3anmoseiicTBusa ¢ mHTHOUTOpaMu npoTeasbl BUY, npuMeHseMbpIMU OJTHOBPEMEHHO C
HU3KOM 10301 PUTOHABUPA, 3aBUCAT OT KOHKPETHOTO OJJHOBPEMEHHO MPUMEHSIEMOT0 MHTHOUTOpa
nporeassl BUY.

Onucannue MEXaHM3MOB U BO3MOXHBIX  MEXaHHU3MOB, CIIOCOOCTBYIOIIUX  MPOQUITIO
B3auMoJIeiicTBHs ¢ uHruOuTopoM mporeassl (MII), cm. B pasmene «B3aumojeicTBue ¢ APyruMH
JIEKAPCTBEHHBIMU CPEJICTBAMIY. TaKKe CIeyeT 03HAKOMUTHLCS C MHCTPYKIMEH 1O TPUMEHEHUTO
cootsercrByroniero UII.

Cakeunasup

He crnenyer naznauatsh putoHaBup B qo3ax Boiiie 100 mr nBa pasza B cyTku. [lokaszano, uro 6onee
BBICOKHE JI03bl PUTOHABUPA CBS3aHbI C IOBBIIICHHOM YacTOTOM pPa3BUTHUS HEKEIATEIbHBIX
peakiuii. OqHOBpEMEHHOE MPUMEHEHUE CAKBMHABHpPA U PUTOHABHUPA MPUBOIWIO K Pa3BUTHIO
TSDKEJBIX HeXeNaTeNIbHbIX peakluid, B OCHOBHOM JIMa0ETHUECKOT0 KeTOalM/103a U HapyIIeHUH! Co
CTOPOHBI TEYEHH, OCOOCHHO y MAIMEHTOB C YK€ HMEIOMIMMHCS 3a00JIeBaHUSMU TEYCHHU.
BcenencrBue pucka TKEIOM TEMaTOTOKCUYHOCTH (TIPOSIBIIONICHCS B BHUIEC MOBBIMICHUS
aKTUBHOCTH TpaHCaMHUHA3) CAaKBUHABUP/PUTOHABUpP HE CIEIyeT Ha3HayaTh BMECTE€ C
pUpaMITUIITHOM.

Tunpanasup

NmeroTcs cBeieHMsI, YTO OJJHOBPEMEHHOE TPUMEHEHUE TUTTPAHABUPA B COUETAHUH C PUTOHABUPOM
B n03¢ 200 Mr COmpOBOXIAJIOCh PA3BUTHEM TeMaTUTa C KIWHUYECKUMH TMPOSBICHUSIMH U
MEYCHOYHON JIEKOMIIGHCAIIMN C JIeTaJbHBIMA HMCXOJaMHU B HECKONbKHX ciydasx. Ocobyro
OCTOPOXHOCTh HEOOXOAMMO TMPOSIBISITH B OTHOIICHWH TAIIMEHTOB C COIMYTCTBYIOIIUM
xpoHuueckuMm remnatutoM B wim C, MOCKONBKY y HHUX TOBBIIIEH PHUCK TeMaTOTOKCHYECKOTO
JIEUCTBUS 3TUX MPENapaToB.

Ho3b1 putonaBupa meHee 200 Mr 1gBa pa3a B CyTKH HE€ CIEIYET HCHOJb30BaThb BMECTE C
TUTIPAHABUPOM, TaK KaK 3TO MOXKET YXYAIMUTh TPpohuib 3)PeKTHBHOCTH KOMOMHAIIMH.

Docamnpenasup

PutonaBup B no3ax Bbime, yuem 100 mr gBa pasa B CyTKH, HE U3yHaJICS MPHU OJHOBPEMEHHOM

MNPUMCHCHUHN C (bOC&MHpeHaBI/IpOM B KJIMHHUYECKUX HCCIeaoBaHuAX. Mcmoabp3oBaHUE Ooiee
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 22.08.2024 N2 17591
BBICOKHX 103 PUTOHABHPA MOXKET yXYAWHTD MPOHHIIb QEBOIACHOLCKA KONMGUHAIIMM ¥ TIOPNONY: He

PEKOMEHIYETCSL.

Ama3zanasup

OpnHoBpeMeHHOE MPUMEHEHHE aTa3aHaBUpa C pUTOHABUPOM B J103ax Bhlie, ueM 100 mMr onuH pa3
B CyTKH, HE M3Yy4alloCh B KIMHMYECKUX HccieloBaHusAX. Mcrnonb3oBaHue 0ojiee BBICOKHX /103
pPUTOHABHpAa MOXET YXYALWIUTh MNpopmib OE30MacHOCTH aTa3aHaBHpa (KapIuOJOTHYECKUE
3¢ (deKTh, THIePOMTUPYOMHEMHSI), U TIOOTOMY COBMECTHOE NMPUMEHEHHE HE PEKOMEHIyeTcs. B
Clly4yae ecJIM aTa3aHaBUP C PUTOHABUPOM IPUMEHSIOTCS OJHOBPEMEHHO C 3(haBUPEH30M, J03Y
pUTOHaBHpa MOXHO yBenuuuTh 10 200 Mr oauH pa3 B CyTku. B sTom cimydae HeoOXoaum
THIATENBHBIA KIMHUYECKUHA MOHHUTOPHHT. J[JIs TIOMydYeHUs JOIMOJHUTEIBHONH WH(POPMAIUU CM.

MHCTPYKIHIO I10 IPUMEHEHUIO aTa3aHaBUpa.

BcnomorarensHbIe BEIECTBA

Cooeparcanue 1akmo3nvi
[TaumenTaM ¢ peaKo BCTPEYAIOLICHCS HACIEACTBEHHOM HENEPEHOCUMOCTBIO TaJIaKTO3bI,
neduIUTOM JIaKTas3bl JIOMaped WM TIIOKO30-TallakTO3HOM ManbabcopOuueld He ciemyeT

IMIPUHHUMATDb 3TOT IIpCIiapar.

4.5. BzaumojeiicTBHe ¢ JPYrHMH JIeKAPCTBEHHBIMH I@penapataMd W JApyrue BHABI
B3aMMO/EHCTBUA

Ilpumenenue  pumonasupa 6  Kauecmee  (PAPMAKOKUHEMUYECKO20 — YCUMUMeNns  UlU
AHMUPEemposuUpycHo20 npenapama

PutonaBup o01amaeT BRICOKMM CPOJICTBOM K HECKOJIBKHM n30odpopmam rutoxpoma P450 (CYP) u
UHTUOMpyeT okucieHue B cienyromemM nopsake: CYP3A4 > CYP2D6. [Ipumenenue puroHaBupa
OJTHOBPEMEHHO C JIEKAPCTBEHHBIMHU IIpernaparaM, MeTa0OoNIU3UPYyEMBbIMU IPEUMYIECTBEHHO
CYP3A, MoxeT TNpHUBECTH K YBEIUYCHHUIO KOHIICHTPAIIMH OJHOBPEMEHHO NPHUMEHSIEMOTO
JIEKapCTBEHHOTI'O MperapaTa B IUIa3Me KPOBH U, KaK CIIEACTBHE, K YCUJICHHUIO WM MIPOJJIEHUIO €T0
TepaneBTHUECKOro 3(pdexTa U HexenarelabHbIX peakuui. [Ipy oJHOBpeMEHHOM NPUMEHEHUH
OTJIENIbHBIX JIEKAPCTBEHHBIX IMpenapaToB (HampuMmep, ajmpasojiamMa) WHTHOUpyrollee AeHCTBHUE
puroHaBupa Ha CYP3A4 MoXKeT CHUKATHCS CO BpeMeHeM. PUToHaBHp Takxke 0071a1aeT BHICOKHM
CPOACTBOM K P-TIMKONpPOTEMHY M MOXKET OKa3blBaTb MHTUOMPYIOIIEEe BO3JEHCTBHE Ha ITOT

MEPCHOCYUK. I/IHFI/I6I/IPYIOIJ_I€C JIelcTBHE puTOHABUpa, HUCIHOJB3YEMOIO OTACIbHO MWW B
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 22.08.2024 N2 17591
KOMOWHAIMK € JPYrMMU MHIHOMTOpamMy Npdreasbl, Hf|@KTHBHOCTE! RIPIHKONPOrCHHa) MOKET

CHI)KATbCS CO BpEMEHEM (B KauecTBE IIpUMeEpa CM. CBEICHMSI JUIsl IMTOKCHHA U (PEKCO(EHAANHA B
tabmuie «¢p¢eKTsl pUTOHABUPA HA HEAHTHPETPOBHUPYCHBIE NpenapaTsl» HUxke). PutonaBup
WHIyIUpYyeT TIIroKypoHmn3aiuto u okucienue yepes CYPLA2, CYP2C8, CYP2C9 u CYP2C19,
YTO COIPOBOXKAAETCS yCUJIEHHEM OMOTpaHC(OPMALMU HEKOTOPbIX JIEKAPCTBEHHBIX MPENaparos,
METa0O0IM3UPYEMBIX C yYACTHEM 3TUX U30(DEPMEHTOB. ITO MOXKET MPUBECTH K CHIXKECHUIO YPOBHS
CUCTEMHOI'O BO3JCHUCTBUS OJHOBPEMEHHO IIPUMEHSEMbIX JIEKAPCTBEHHBIX IIPENapaToB W,
COOTBETCTBEHHO, YCTPAHEHHUIO WJIM COKPAILEHHIO JUIMTEIBHOCTU UX TepaneBTudeckoro 3ddexra.
Baxuble cBeleHMs O B3aMMOJAEHCTBMSX PHUTOHABMpa, MCIOJIB3YyEMOIO B  KayecTBe
(apMaKOKMHETHUUYECKOTO YCHJINTENs, C JIEKapCTBEHHBIMHU IperapaTaMu TakKKe INpPUBEICHBI B
MHCTPYKLHHU OJTHOBPEMEHHO NPUMEHSIEMOI0 HHIMOUTOpA IPOTEA3bl.

Jlexapcmeennvie npenapamol, 61uAOwWUe HA KOHYEHMPAYUI0 pUMmoHaA8UPa 8 KPoU

YpoBeHb pUTOHABUPA B CHIBOPOTKE KPOBU MOKET CHUKAThCS PH OJJHOBPEMEHHOM ITPUMEHEHHH
pacTUTENBHBIX JICKAPCTBEHHBIX IpenapaTroB, cojaepxaiux 3Bepodoi (Hypericum perforatum).
OTO CBS3aHO C MHAYLUPYIOLIUM JEWCTBUEM 3Bepo00si Ha (epMEHTHI, METa0OJU3UPYIOIINE
JIeKapCTBEHHbIE Npenaparbl. PacTuTenbHble JI€KapCTBEHHBIE MTPENapathl, coJepKaliue 38epoooii,
HEJIb3sl MCIOJIb30BaTh OJHOBPEMEHHO C pUTOHAaBUpOM. Ecin Ha MOMEHT Havaia JeYeHMs
PUTOHABUPOM TMALMEHT YK€ MPUHUMAET PACTUTENBHBIC Iperaparbl, COAEpKallue 3BepoOOH,
HEOOXOJUMO IPEKPATUTh JIEYEHHE UMM U MPU HEOOXOIMMOCTH MPOBEPUTH YPOBEHb BUPYCHOMU
Harpy3ku. llocne mnpekpaiieHus JedeHus JIeKapCTBEHHBIMHU IIpernapaTtaMy, CoOJepKalluMH
3Bepo0Oii, YpOBEHb PUTOHABHPA MOXKET BO3pacTu. MokeT moTpeOoBaThCss KOPPEKTUPOBKA J03bI
puToHaBupa. MHnynupyromiee NeicTBHE MOXKET COXpPAHATHCS Ha MPOTSLKEHUH, KaK MUHUMYM,
2 HeseNb MocCIe MPeKpaeHs JISYEHUS! paCTUTEIBHBIMHE TpeTapaTaMu, COAEepPIKaIlluMU 3Bepo0oi
(cm. pazmen 4.3).

YpOoBEHb pUTOHABHpPA B CHIBOPOTKE KPOBH MOXET MEHATHCS NP OJHOBPEMEHHOM NPUMEHEHHUH
OTJIENbHBIX JIEKApPCTBEHHBIX MpenaparoB (HampuMmep, AelaBUpAUHA, 3(aBupeH3a, PEeHUTOMHA U
pudamMnuiHa). TH B3aUMOJICHCTBUS ONKCAaHbl B TaOMUIAX B3aMMOJCHCTBHM JEKapCTBEHHBIX
IpenapaToB HUXKE.

Jlexapcmeennvie npenapamul, Ha KOHYEHMPAYUIO KOMOPLIX GUAEH PUMOHABUD

B Ttabmuuax HIKE paccCMOTPEHbl B3aUMOACUCTBUS MEXIY PUTOHABUPOM U HHTHOUTOpAMH
npoTeasbl, JAPYTMMU aHTUPETPOBUPYCHBIMM IIpermapaTaMH W HEaHTUPETPOBUPYCHBIMU

npernapaTamm.
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

ot 22.08.2024 N2 17591

B3aumoeicTBUS JIEKAPCTBEHHBIX NPENAPATOR: PUTOHABHD M MHTHOATOPEY NPOTeA3HI |, (11"

IIpumensiemMblii
OJHOBPEMEHHO
JIEKAPCTBEHHBI
npenapar

Ho3a OueHnBaeMplii AUC Cmin.

OHOBPEMEHHO
NPHMEHSeMOro
JIEeKapCTBEHHOI0
npenapara (Mr)

pHUTOHABHpA (M) JIeKapCTBEHHBI

npemnapar

AmMnpeHaBup

600 kaxaple 12 | 100 kaxmele 12 | Amnpenasup? THa64% |1 8B5S
4acoB 4acoB pas3

PuTOHaBHp TMOBBINIACT YPOBEHb AaMIIPECHABHpPA B CHIBOPOTKE KPOBH B PE3YJIbTATe
naruoupoBanns CYP3A4. B KIMHHYECKHX  HMCCIEAOBAHUAX  IOJATBEPIKICHBI
6e30macHOCTh U 3 PEeKTUBHOCTD MPUMEHEHHUS aMIpeHaBupa B g03e 600 Mr 2 pa3a B CyTKH
OJIHOBPEMEHHO C pUTOHaBHpOM B no3e 100 Mr 2 pasa B cyTkd. [l modydeHUS
JOTIONTHUTENBHBIX CBEJCHWI 00 amImpeHaBHpe CM. B OOmEH XapaKTepPHUCTHKE
JICKApCTBEHHOTO IIperapara.

ATazaHaBup

300 xaxxapre 24 gaca | 100 xkaxnmeie 24 ATazaHaBup 1 Ha 86 % 1811
yaca pas

Arazanapup! tB2pazsa | 1B3-
7 pa3

PuToHaBup MOBBIIAET YPOBEHb aTa3aHAaBUPAa B CHIBOPOTKE KPOBHU BCIEJCTBHE
unrubuposanuss CYP3A4. B Xxoie KIMHHUYECKAX HCCICIOBAHUN IOATBEPIKIACHBI
6e3omacHocTh U 3¢ heKTUBHOCTH IPHUMEHEHUs atazanHaBupa B 103e 300 mr 1 pa3 B cyTkH
OJTHOBPEMEHHO ¢ pHUTOHaBUpOM B 1o03e 100 mr 1 pa3 B CyTku y paHee JEUCHHBIX
nanueHToB. JomojaHuTeIbHbIE CBEeHNs 00 aTa3aHaBUpe CM. B OOLIEH XapaKTePHCTHKE
JIEKapCTBEHHOTO TpemnapaTa.

HapyHaBup

600 oHOKpATHO 100 xaxngele 12 JapyHnaBup 1B 14 pa3

qaCoB

PuroHaBHp TOBHIIACT YpOBEHb JapyHaBHpPa B CBIBOPOTKE KPOBH BCIICACTBUE
narubupoBanns CYP3A. [lapyHaBup HEOOXOJMMO HCIIOIL30BaTh OJHOBPEMEHHO C
PUTOHABHPOM C LENBI0 TapaHTUPOBAHHOTO IOCTIDKEHHS TepameBTHYecKoro 3¢ddekra.
IIpumenenue napyHaBupa OJHOBPEMEHHO C pPUTOHABUPOM B 03ax Bhime 100 Mr 2 pasa B
CYTKA W3y4eHO He ObUI0. JlOMONHWUTENbHBIC CBEACHHS O JapyHaBHpPE CM. B
COOTBETCTBYIOIIEH 00IIIeH XapakTepUCTHKE JIEKAPCTBEHHOTO Mpemnapara.

®docaMIpeHaBUp

700 xaxmgele 12 | 100 xaxgele 12 | AmmpeHaBHp tB2,4pa3a | 1811
4acoB 4acoB pas3

PutoHaBup MOBBIIAET YPOBEHb aMIpeHaBupa (oOpaszyromierocs u3 GocaMrnpeHaBupa) B
CBIBOPOTKE KpoBH BcienctBue nurubuposanus CYP3A4. docamnpenaBup HEOOXOAMMO
HCTIONIE30BaTh OJJHOBPEMEHHO C PUTOHABUPOM C LIENBI0 TAPAHTUPOBAHHOTO JTOCTHKECHHUS
TepaneBTHYECKOro J(dexTa. B Xome KIMHMYECKHX HCCIETOBAHUN TOATBEPKICHBI
6e3omacHOCTh 1 3(GPEKTUBHOCTD NIPUMEHEHUsI ocamipenasupa B n1o3e 700 mr 2 pasa B
CYTKH OJIHOBPEMEHHO ¢ puToHaBupoM B no3e 100 mr 2 paza B cytku. [Ipumenenue
(hocamrpeHaBupa OJHOBPEMEHHO C JI03aMHU puTOHaBHpa Beie 100 Mr 2 pasza B cyTkn
u3ydyeHo He Obuto. JlomonHMTENbHBIE CBeAEHHS O (OcaMIpeHaBUpe CM. B
COOTBETCTBYIOIIEH 00111l XapaKTEPUCTHKE JICKAPCTBEHHOTO Tpenapara.

Wnnunasup

800 kaxmere 12 | 100 kaxnoere 12 I/IH/:[I/IHaBHp3 1 1al78 % | wlo
4acoB 4acoB

PuroHaBup tua72% | wlo

400 xaxmele 12 | 400 kaxasle 12 | Mnaunasup® 4 T B4
4acoB 4acoB paza

PutonaBup S <~

PuToHaBHp TOBHIIAET YpPOBEHbP WHAWHABUpPAa B CHIBOPOTKE KPOBH BCIEJCTBHE
uarnduposanust CYP3A4. s 3T0il KOMOWHAIMKA HE YCTAHOBJICHBI ONTHMAJIbHBIC C
TOYKHA 3peHust J(PPEeKTHBHOCTH W OE30MacHOCTH J03bl. MUHHMaJbHAs II0JIB3a
(hapMaKOKMHETHYECKOTO yCHJICHHS, OIOCPEAYEeMOrO PHTOHABHPOM, MOXET OBITh
JIOCTUTHYTAa IIPU €ro IPUMEHEeHHH B 103ax Bbliie 100 mr 2 pasa B cyTku. [Ipu npumenenun
puronasupa (100 mr 2 pasa B cyTKH) oJHOBpeMeHHO ¢ nHauHaBupoM (800 mr 2 pasa B
CYTKH) HEOOX0AMMO COOJTI0IaTh 0COOYIO OCTOPOKHOCTH BCIIE/ICTBHE TIOBBIIIIEHHOTO PHCKA
pa3BUTHS HePpOIUTHA3A.

18




COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 22.08.2024 N2 17591

B3aumoaericTBUsI TeKAPCTBEHHBIX NPeNdpaTOB: PUTOHABHP | MHEHOATOPEI NPOFeA3BI L. {11
Tpuvensiembrii Jloza —[_Onenupaemprii | _AUC___ [ Cuig
O0JTHOBPEMEHHO OHOBpPEMEHHO puTOHABHpa (MT) JIeKapCTBeHHBbII

JIeKapCTBeHHbII MPUMEHSIEMOT0 npemnapar

npenapar JIEKAPCTBEHHOT O
npenapara (Mr)

Hendunasup 1250 xaxaeie 12 | 100 xaxnaeie 12 | HendunaBup 1t wua 20— | "lo

4acoB 4acoB 39 %
750 onHOKpaTHO 500 xaxzgeie 12 | Hendunasup 1 Ha 152 % | wlo
4acoB
Puronasup & &

PutoHaBup mOBBINIAET YPOBEHb HEN(UHABHPA B CHIBOPOTKE KPOBH BCIIEICTBHE
narnomupoBanus CYP3A4. Jlng 3Toil koMOWHAIMK HE YCTAaHOBJICHBI ONTHMAIBHBIC C
TOYKHA 3peHus JPPEKTHBHOCTH © OE30TMacHOCTH MJO3bl. MUHUMaiIbHAs II0JB3a
(hapMaKOKMHETHUYECKOTO  YCHJICHHS, OIIOCPEIyEeMOr0 pPUTOHABUPOM, MOXET OBITh
JIOCTUTHYTA TP €ro MPUMEHEHNH B J103ax Bbimie 100 mr 2 pa3a B CyTKH.

CakBuHaBUD 1000 xaxasle 12 | 100 xaxasle 12 | CaxBunabup® tTB15pa3 |1 B 5
9acoB 4acoB pas
PutonaBup S <~
400 xaxmele 12 | 400 xaxmeie 12 | CaxBunasup® tB17pas | wlo
4acoB 4acoB
PutonaBup S <~

PuToHaBHp TOBBINIAET YPOBEHb CAaKBHHABMpPA B CHIBOPOTKE KPOBH BCIEICTBHUE
unruouposanuss CYP3A4. CakBuHaBUp HEOOXOAMMO HCIIOJIB30BaTh TOJBKO B
KOMOMHAIMKU ¢ puToHaBUpOoM. [Ipu npumenennn putoHasupa B 1o3e 100 Mr 2 paza B CyTKH
OJIHOBPEMEHHO ¢ cakBUHAaBUPOM B 03¢ 1000 mr 2 pasza B CyTKM YPOBEHb CHCTEMHOTO
BO3/ICHCTBYSI CAKBMHABMPA HA MPOTSHKEHUH 24 4YacOB CXOJCH C COOTBETCTBYIOIINM
YpOBHEM TIpHU IPUMEHEHNH cakBuHaBHpa 1mo 1200 mr 3 pasa B CyTKH 0e3 pUTOHABHPA HITH
MPEBBIIIACT €TO.

B kimmHIYecKOM Hccie[oBaHUH B3auMoieiicTBrs pudammnunuHa (600 mMr 1 pas B cyTKH) 1
cakBuHaBupa (1000 mr) c purtonaBupom (100 mMr 2 pasa B CyTKH) Yy 3IOpPOBBIX
J0OpOBOJIbLIEB HAOMIOJANUCh CIydad TSDKEJIONW TenaTOLEUIFJIIPHON TOKCHYHOCTH C
MOBBIIIEHHEM YPOBHS TpaHCcaMuHa3 6ojee ueM B 20 pa3 OTHOCUTENIBHO BEPXHEH TPaHUIIBI
HOPMBI cIycTs 1-5 mHel comyTCcTBYIOmero npuMeHeHus. Takum o6pa3zoM, KOMOUHAIHIO
CaKBMHABHpa M PUTOHABHUPA HE CIIEAYET UCIOIB30BATH OJHOBPEMEHHO ¢ PU(aMIUIIMHOM
B CBSI3U C PHCKOM TSKEJIOW TeNaTOTOKCUIHOCTH.

JlomonHUTEbHBIE CBEACHHS O CAaKBMHAaBHUPE CM. B COOTBETCTBYIOIIEH oOIIei
XapaKTEePUCTHKE JISKAPCTBEHHOTO TpernapaTa.

TunpanaBup 500 kaxngele 12 | 200 kaxnaele 12 | TunpanaBup tTBllpaz | 1829
4acoB 4acoB pa3
Putonasup lHa40% | wlo

PuroHaBHp MOBBIIIACT YPOBEHb THIIPAHABHPA B CHIBOPOTKE KPOBH BCIICICTBUE
narnoupoBanus CYP3A. TumpanaBup HEOOXOIMMO HCIIONB30BaTh OJHOBPEMEHHO C
HM3KAMH ~ JI03aMHM  PHUTOHABHpa C  LEJIBI0  TapaHTUPOBAHHOIO  JOCTIIKCHHS
TeparneBTHdeckoro 3ddexra. Ilpu 3TOM pUTOHABHP HE ClieIyeT MCIOJb30BaTh B J103aX
meHee 200 mr 2 pasza B CyTKH, IOCKOJBKY 3TO MOKET MOBJIMATH Ha 3(PPEKTUBHOCTH
KOMOMHAIMU. JIOMOJHUTEbHBIE CBEJCHUS O THUIPAHABUPE CM. B COOTBETCTBYIOLICH
o0mIeli XxapaKTepUCTHKE JIEKapCTBEHHOTO Tperapara.

H/0: HE OTPEIEIICHO.

1. Ha ocHOBaHWM CpaBHEHHs C MOHOTepamnmeill atazaHaBupoM B 1o3e 400 mr 1 pa3 B CyTKM IO JaHHBIM Pa3HBIX
HCCIIEIOBaHUM.

2. Ha ocHOBaHMHU CpaBHEHHS C MOHOTepamueil amnpeHaBHupoM B go3e 1200 mr 2 pasza B CyTKH IO JaHHBIM Pa3HBIX
UCCIIEIOBaHUH.

3. Ha ocHoBaHMU cpaBHEHUSI ¢ MOHOTepanueil HHIuHaBUpoM B a03¢ 800 Mr 3 pa3za B CyTKH MO JaHHBIM pa3HbIX
UCCIIEIOBaHUH.

4. Ha ocHOBaHMHU CpaBHEHHsI C MOHOTepamnuel cakBuHaBUpoM B jo3e 600 mr 3 pasza B CyTKH IO JaHHBIM Pa3HBIX
UCCIIEIOBaHUH.
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COOTBETCTEYI
ot 22.08.2024 N2 17591

(NOCNENOBATENBHOCTE 0002)

B3anmozeiicTBHsI JleKapCTBEeHHBIX MPENApPaTOB: PUTOHABUP M AHTHPETPOBHPYCHBIE MpenapaThl,

OT/JIMYHBIC OT HHFI/IﬁI/ITOpOB mpoTea3bl

OnxHOBpEMEHHO Jo3a Jo3a OuennBaeMblit AUC Chin
NPHUMeHsleMbIii OJHOBPEMEHHO PMTOHABHPA (MI) | JIeKAPCTBEHHBII
JIeKapCTBeHHbII MPUMEHSIeEMOT0 npenapar
npenapar JIEKApCTBEHHOT 0
npenapara (Mr)
Junano3ux 200 xkaxgele 12 | 600 kaxapie 12 | JlumaHo3uH lHA 13 % —
4acoB 9JacoB depes 2 gaca
ITockonbpKy pUTOHABUP HEOOXOJMMO NPUHUMATH BO BPEMS €7Ibl, @ JUJAHO3MH — HATOIIAK,
9TH TIpenapaTsl HEOOXOIMMO MPUHUMATh C MHTepBalIoM B 2,5 waca. Koppekums mo3 He
TpedyeTcs.
HenaBupana 400 xaxaere 8 | 600 kaxmgele 12 ,I[enauz.ﬂpm/IHl © S
4acoB 4acoB
Putonasup 1 Ha 50 % 1T Ha 75 %
CpaBHeHHE C paHee MOJyYEHHbIMH JaHHBIMU I0OKa3ajo, YTO PUTOHABHP HE BIMSET Ha
(apMakOKMHETHKY JeJaBUpAuHA. [Ipy NpUMEHEHWH pHUTOHABUpa B KOMOMHAIMU C
JICTIABUPIMHOM MOXKET ITOTPEOOBATHCS CHIXKEHUE J103bl PUTOHABHUDA.
Ddasupens 600 xaxnaeie 24 | 500 xaxnmele 12 | DdaBupens T Ha2l%
qaca 4acoB
PurtonaBup 1T Hal? %
[lpu npumenenuu HdaBupeHsa OJHOBPEMEHHO C DPUTOHABUPOM B  KauecTBe
aHTHUPETPOBUPYCHOTO Ipenapara HaOmronasack 0ojiee BBICOKAS YACTOTAa HEXKENATEIbHBIX
peaknuii (HampuMmep, TOJOBOKPY)KEHHE, TOINHOTA M TApecTe3Wd) W OTKIOHEHHWH
71a00pATOPHBIX ITOKa3aTeIel OT HOPMBI (TOBBIIICHHE YPOBHS IIEYCHOYHBIX (PepMEHTOB).
MapaBupox 100 xaxmeie 12 | 100 kaxgeie 12 | MapaBupok 1 Ha 161 % 1 Ha 28 %
4acoB 4acoB
PuToHaBup TOBBILIAET YPOBEHb MapaBHpPOKAa B CBHIBOPOTKE KPOBH  BCIICICTBHE
narnouposanus CYP3A. MapaBupok MO>KHO HCIIONIB30BaTh OJJHOBPEMEHHO C PUTOHABHPOM
C LIEJIBIO MTOBBIIIEHUS YPOBHSI AKCIIO3UIIUH. [IONOIHUTEIBHBIE CBEICHHS O MapaBUPOKE CM. B
COOTBETCTBYIOIIEH 001l XapaKTepUCTHKE JIEKAPCTBEHHOT'0 Ipenapara.
Hesupanun 200 xaxmeie 12 | 600 xaxgeie 12 | HeBupamnun e &
4acoB 4acoB
PutonaBup & <~
[TpumeHeHne puTOHABUPA OJTHOBPEMEHHO C HEBUPAIIMHOM HE CONIPOBOXK/IACTCS KIMHUYECKU
3HAYUMBIM U3MEHEHHEeM (apMaKOKMHETHUKH IIPENaparoB.
Panterpasup 400 oTHOKpATHO 100 xaxaple 12 | PanrerpaBup | Ha 16 % lHal%
4acoB
[TpumeHeHne pUTOHABHpA OJHOBPEMEHHO C DPANTErpaBUPOM BEJET K HE3HAYUTEILHOMY
CHIDKEHHUIO YPOBHSI paJITerpaBupa.
3uI0ByIMH 200 xaxneie 8 | 300 kaxaple 6 | 3umOBYIMH lHA25 % H/0
4acoB 4acoB

PI/ITOHaBI/Ip MOXET I/IHI'I/I6I/Ip0BaTL TJIIIOKYPOHHU3allUI0 3UJA0BYJAHHA, YTO COIIPOBOXKIAACTCIA
HE3HAUYUTCIJIbHBIM CHU)KCHHUCM YPOBHA NOCJICAHETO. KOppGKI_[I/ISI J103 HC Tp€6yeTC$I.

H/O0: HE OTPEAEIICHO.

1. Ha ocHOBanuu CpaBHCHUA B NTapaJUICJIbHBIX I'pyIIax.
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COOTBETCTEYI

[ AKCHEFTHOMY QTHETY

ot 22.08.2024 N2 17591

Bimsinue puTOHABHPa HA OJHOBPEMEHHO MPH

H
npefiapaTel

AEMBIC MR IR AT P PRS00 2)

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKApPCTBEHHBIX JIeKApPCTBEHHBIX NPUMeHsIeMBbIX
npenapartos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

AHTarosucr aabdai-apeHopenenTopos

Ancdysozun

OJHOBPEMEHHBIN MPUEM PUTOHABUPA MOXKET IMPUBECTH K MOBBIIICHHIO KOHIICHTPAIIUU
an(y3031HA B IJIa3Me KPOBH, B CBSI3M C YeM OH IIPOTHBOIIOKAa3aH (cM. paszaen 4.3).

Ilpou3BoaHbie ampeTaMmnHa

AwmperamuH

[IpumeHeHHEe OJHOBPEMEHHO C pHUTOHABHPOM, HCIOIB3YEeMbIM B  KadyecTBe
AHTHPETPOBUPYCHOTO TIperapara, MOXeT BecTu K mHruOupoBanmio CYP2D6 u, xax
CIJIC/ICTBHE, K MOBBIMICHUIO KOHIIEHTPALMN B KPOBU aM(eTaMUHa U €r0 MPONU3BOIHBIX.
[Tpn nmpuMeHEHNH 3THX JIEKAPCTBEHHBIX MPENapaToB OAHOBPEMEHHO C PUTOHABUPOM B
Ka4yecTBe aHTHPETPOBHPYCHOTO Mpernapara PEKOMEHJIOBaH YCHUJICHHBIH MOHUTOPUHT
TEPaNeBTHYECKOT0 AP (EKTa M HEeKEIATSIBHBIX peakiuii (cM. pasaen 4.4).

O0e300auBaOLIKE NTPENa

aThbl

bynpenopdun 16 xaxsle 24 yaca 100 xaxgele 12 | T1HaAS57 % 1t Ha 77 %
4acoB

HopOGynpenophun T Ha33 % 1 Ha 108 %

I'moxypoHuHbIE > —

MeTabOoNUThI

[oBbimenue ypoBHs OynpeHopdMHAa M €ro akTHBHOIO MeTaboJIUTa B IUIa3Me He
COMNPOBOXKAACTCS KIMHUYECKH 3HAUUMbIMU H3MEHEHUSIMH (hapMaKOAMHAMUKY B TPYTIIE
MAlMeHTOB, YCTOMYMBBIX K ONHOMIHBIM aHajbreThkaMm. Takum o0pa3om, mpu
NpUMeHeHnn OynpeHopdrHa OJHOBPEMEHHO C PUTOHABUPOM KOPPEKLUs UX 103 He
Tpedyercs. [Ipu npuMeHeHMH PUTOHABHpPa B KOMOMHAIMM C APYTMM HHIHOMTOPOM
npoteassl U OynpeHoppHrHOM 0CcOObIe yKa3zaHMs 10 MOAOOPY 03I IS MAlMEHTOB U3
JITAaHHOH I'PYIIIBI CM. B 00IIEeH XapaKTepUCTHKE JIEKAPCTBEHHOTO TIpenapaTa.

HeTI/II[I/IH, IUPOKCUKaAM,

MPOTIOKCU(pEH

OJHOBpPEMEHHBIH MPUEM PUTOHABHPA MOXKET MPHBECTH K MOBBIIICHHIO KOHLIEHTPALUH
NEeTUIMHA, MUPOKCHKaMa M MpPONOKCH()eHa B IUIa3Me KPOBH, B CBS3M C 4YeM OH
nporuBonokasan (cm. pasyen 4.3).

denTanni

[Ipumenenne puToHaBMpa B KauecTBE (PapMaKOKMHETHYECKOTO YCHIIMTENS WIIN
AHTHPETPOBUPYCHOTO TIpernapara BeaeT k narunouposanuio CYP3A4 u, kak ciencTeue,
TIOBBIIICHUIO KOHIIEHTpAlMK (PeHTaHmIa B 1a3me Kposu. [Ipn npumenennu ¢penrannna
OJTHOBPEMEHHO C  PUTOHABUPOM  PEKOMEHJIOBAaH  YCHJICHHBI  MOHHMTOPHHT
TepaneBTHYecKoro >PQexTa u HexenaTeIbHBIX peakiuid (B TOM YHCIE YTHETCHHS
JIBIXAHUS).

Mertamont

5 OHOKpATHO 500
4acoB

kaxnaele 12 | | Ha36 % 1 Ha 38 %

IIpn npuMEeHEHMH OJHOBPEMEHHO C PUTOHABUPOM, MCIIOJIB3YEMBIM B KadueCTBE
AHTUPETPOBUPYCHOTO  Mpemapata WIH  (APMAaKOKMHETHYECKOTO  yCHIIMTEINS,
HEOOXOAMMO HCIOJIb30BATh MOBBIIICHHBIC /10361 METAJ0HA B CBS3M C HMHAYKIHEH
rokypoHusanuu.  KoppekTupoBka 103bl  JOJKHA NPOBOAMTBCS  HUCXOAA U3
KJIMHUYECKOI0 OTBETA Ha METAJ0H.

Mopdun

[Ipn npuMeHEeHWH OJHOBPEMEHHO C PHUTOHABHPOM, MCIIOJIB3yEMBbIM B KauecTBE
AQHTUPETPOBUPYCHOTO Mpernapara mwin (papMaKOKWHETHYECKOTO YCHIINTENs, YPOBEHb
MOp(HHA MOXKET CHU)KAThCS B CBSI3U C MHAYKIMEH NIIOKYPOHU3AINH.

AHTHAHTHHAJIbHbIE MPenapaThbl

Panonasun

Wz-3a  wmarmbuposanuss CYP3A4 puTOHaBHpPOM NpeArojaraercs yBEIWYeHHE
KOHLEHTpaluK paHonazuHa. COBMECTHBII IpHUEM C paHOJIA3MHOM HPOTHBOMOKA3aH
(cM. paznen 4.3).

AHTHApUTMHYeCKHe MpenapaThl
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 22.08.2024 N2 17591

Bausinue pUTOHABMPA HA OJIHOBPEMEHHO npmi}meMble HEANTAPE FPORMPY CHBIC PIeKARCEBEHHEIE ) )

npefiapaTel

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKApPCTBEHHBIX JIeKApPCTBEHHBIX NPUMeHsIeMBbIX
npenapartos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

Awmmonapos, Oempuawi, | OXHOBPEMEHHBIN MPHUEM PHUTOHABHPA MOXKET MPUBECTH K MOBBIIICHHIO KOHIICHTPAIINU
JpOHENApOH, SHKAWHH[, | aMHOJapoHa, Oenpuawia, APOHEIapOHa, 3HKAaWHMAA, (rexamHWga, mponadeHoHa U

(hexanHMA, XMHHMHA B TIa3Me KPOBH, B CBSI3H C U€M OH MPOTHBOMOKa3aH (cM. paszen 4.3).
nponadeHOH, XHHUIAH
Jluroxcux 0,5 onHOokpaTHO | 300 kaxaele | T Ha 86 % H/0
BHYTPHBECHHO 12 gacoB B TeueHHE
3 nHeit
0,4 onmHOKpaTHO | 200 kaxasle | T Ha 22 % “—
BHYTPb 12 yacoB B TeueHUe
13 mueit

OTO B3aUMOJICHUCTBHEC MOXKET OBITh CBA3aHO C MOJU(PHUIUPYIONIAM BIUSHUEM
pUTOHABHpA, HCIOIB3YEMOrO0 B KA4eCTBE aHTHPCTPOBHPYCHOI'O TNperapara WId
(hapMaKOKMHETHYECKOTO YyCWINTENsA, Ha 3(QIroKC AMroKcHMHA, Omocpeayembiid P-
rIUKOTPOTeHHOM.  CTEreHb  IMOBBINICHUS YPOBHS JIUTOKCHHA Y  [AI[MCHTOB,
MOJTY4YAIOIUX PUTOHABUD, MOXKET CHIKATHCS CO BpPEMEHEM M0 Mepe Ppa3BUTHs
HHAYIHMPYIOLIEro neictBus (cM. paszaen 4.4).

IIpoTuBOacTMaTHYECKHE MPeNapaThbl

Teoq)pmm/lﬂl 3 wr/kr kaxmele 8 | 500 xaxapie 12 | | Ha43 % 1 Ha32 %
JacoB JacoB

[Tpu npUMEHEHUH OTHOBPEMEHHO C PUTOHABHPOM MOYKET MOTPEOOBATHCS TIOBBIIICHHUE
J103bI TeoprIUIMHA B cBsI3U ¢ nHAYKImerd CYP1A2.

IIpoTuBoOOMyX0JieBbIe MPEeNapaThl

Adatnanb 20 Mr OTHOKpaTHO 200 xaxgele 12 | 1HaA48 % T Ha39 %

yacos/3a | uac

40 MT OTHOKpATHO 200 xaxgetie 12| tHA19% THad4 %
4acoB/OHOBpEMEH
HO

40 Mr 0THOKpPaTHO 200 kaxgele 12 | tHAll % THAS %
vyacos/4yepe3 6
4acoB

KonneHTpamus B CBIBOPOTKE KPOBH MOKET MOBBICUTHCS BCIIEICTBHE MHTHOUPYIOIIETO
JeHCTBUS PUTOHABHPA HA OEJIOK JIEKapCTBEHHON YCTOIUMBOCTH paKka MOJIOUHOM KeJe3bl
(BCRP) u 3HaunmMoro nuarubuposanus P-ruukonporenna. Creness nossimerns AUC u
Cmax 3aBHCHT OT peXMMa NpHUMEHEHHs pUTOHaBHpa. [Ipm mpumenenun adatmHubOa
OJTHOBPEMEHHO C PUTOHABHPOM HEOOXOANMO COOIOIAaTh 0COOYI0 OCTOPOKHOCTH (CM.
o0mIyro  XapakTepucTUKy mpemapara adatwHnO). TpeOyeTcs  MOHHTOPHHT
HEKeJIaTeIbHBIX PEAKINH, CBA3AHHBIX ¢ aaTHHHOOM.

Abemanukanb B cBsi3u ¢ uaTHONpOBaHreM CYP3 A4 puTOHABHPOM KOHIICHTPALHNS B CEBIBOPOTKE MOXKET
BO3pAcTaTh.

Crnenyer n3beratb OJHOBPEMEHHOTO NpHMEHEHUs abemanukianba ¥ puUTOHaBUpa. B
clTydae, eci OJHOBPEMEHHOT O IPUMEHEHUS TaHHBIX MPeTapaToB U30exaTh He y1aeTcs,
HeoOXoanMa KOppeKmus 10361 abeManuikinbGa B COOTBETCTBHHM C €ro oOmei

XapaKTEPUCTUKOM  JIEKapCTBEHHOT'O npenapara. HeoOxoguM  MOHHTOPHHT
HE)XEJAaTeNbHBIX peaknui, KOTOpBIe MOTYT OBITh BBI3BAHBI INPHUMEHEHHEM
abemarkinoa.

Hepuruant IIpu npuMeHeHnn OTHOBPEMEHHO ¢ PUTOHABUPOM MOXKET BO3PACTAaTh KOHLEHTPALUS B

CBHIBOPOTKE KPOBH BCIIE/ICTBHE MHIMOUpYyomero jaeiicteust putoHasupa Ha CYP3A u P-
rikonporenH. Ilpm mnpuMeHeHMM LepUTHHHOA OJHOBPEMEHHO C PHTOHABHPOM
HEoOX0AMMO co0M0aaTh 0co0yI0 OCTOPOIKHOCTh. PeKOMEHIalnu 0 KOPPEKTHPOBKE
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COOTBETCTEYI

[ AKCHEFTHOMY QTHETY

ot 22.08.2024 N2 17591

Biusinue puToHABHPA HA OTHOBPEMEHHO NPH

H
npefiapaTel

HEMBIE W R P LRI AFFEE I PROE NN 02 )

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NpPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKApPCTBEHHBIX JIeKApPCTBEHHBIX NPUMeHsIeMBbIX
npenapartos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTon

JIO03BI CM. B OOIIell XapakTepHCTHKE IMperapara HepuTHHHO. TpedyeTcs MOHHTOPUHT
HE)XeJIaTeIbHBIX PeaKIHii, CBI3aHHBIX C HEPUTHHHOOM.

Jla3zaTUHHO, HUIOTUHUO,

BUHKPHCTHH,
BHUHOJIACTHH

[Tpn mpuMeHEHNH OJHOBPEMEHHO C PUTOHABHPOM MOJKET BO3pacTaTh KOHLICHTPALHS
9THX TIPENAPaTOB B CHIBOPOTKE KPOBHU M, KaK CIEACTBHE, MOXKET IOBBIIIATHCS YacTOTa
Pa3BUTHSI HEKEIATEIbHBIX PEaKIHi.

No6pyTnaNd

IIpu COBMECTHOM MNPHUMEHEHHH C PUTOHABUPOM MOXKET MPOU3OUTH TOBBIIICHHE
KOHLICHTPALMii TpernapaTtoB B CBIBOPOTKe KpoBH. COBMECTHOE MPHUMEHEHHE
HOpyTHHHOA W PUTOHABHpPA MOXET YCHIUTHh JCWCTBHEC HOPYTHHHOA, YTO MOXKET
MIPUBECTH K CEPhE3HOMY PUCKY Pa3BUTHs CHHIPOMA JIM3KCA OIyXOJIH.

Heparunn6

B cBs13u ¢ uarudbuposanreM CYP3 A4 puroHaBUPOM KOHIIEHTPALHA B CHIBOPOTKE MOXKET
BO3pacTaTh.

OnHOBpeMeHHOE TIpHMEHEHHWEe HepaTHHHOa M PUTOHABHpAa MNPOTHUBOIOKA3aHO II0
MIPUYUHE PUCKA DPa3BUTHS CEPbE3HBIX HW/WIM YIPOXKAIOIINX JKU3HH HEXeJIaTelbHBIX
pCaKIMii, B TOM YHCIIe TeNaTOTOKCHYHOCTH (cM. pazzaen 4.3).

Beneroknakc

Bcenencreue mnrubupyromero naeiicteust puronasupa Ha CYP3A Moxer npousoiTu
TIOBBIIIIEHUE KOHIIEHTPAUil B CBIBOPOTKE KPOBH M, KaK CIIEICTBHE, MOBBIIICHUE PHCKA
Pa3BUTHS CHHAPOMA JIN3UCA OMyXOJIM B HAadajle JICUCHHUS M HA TNPOTSHKCHUH (as3bl
HapamwBaHus 1036l (cM. paszgen 4.3 W OoOUIyl0 XapaKTepHUCTHKY JIEKapCTBEHHOTO
Ipenapara BEHETOKJIAKC).

VY manueHToB, 3aBepIMBIINX (a3y HapaluuBaHUS A03bI M IPUHIMAIOIINX ITOCTOSHHYIO
CYTOUHYIO 103y BEHETOKIIaKca, 03y IpenapaTa ClefyeT CHU3UTh MUHUMYM Ha 75 %
IIPU OJHOBPEMEHHOM NMPUMEHEHHUH ¢ MoluHbIMH nHruouropamu CYP3A (cMm. oOryro
XapaKTEPUCTUKY JIEKAPCTBEHHOI'O NIpenapaTa BEHETOKIAKC).

DHkopadeHuo,
HMBOCHIEHNO

OnHOBpeMeHHOE NpUMEHEeHNe 3HKopadeHnOa nim UBOCHICHN0a U PUTOHABUPA MOXKET
YBEJIMYNUTh CHCTEMHOE BO3ICHCTBHE HYHKOpa(eHnda WM HBOCHAEHHOA, YTO MOXKET
MIOBBICUTh PHCK Pa3BUTHS CEPhE3HBIX HEXEJATENIbHbIX PEaKiUi, TAKUX KaK Y/JIHHEHHE
unTepBasa QT.

Amnanytamu

IMockobKy amaxyTaMuj SIBISETCS yMepeHHbIM / cuitbHbIM HHAyKTOpoM CYP3A4, 510
MOJKET IPUBECTH K CHIDKEHHIO CHCTEMHOTO BO31eHCTBHS puTOoHaBUpa. Kpome Toro, mpu
OJHOBPEMEHHOM TPHMEHEHHH amnajlyTaMuja C pPUTOHABUPOM KOHLEHTpPALMN
arnanxyTamMua B CHIBOPOTKE MOTYT BO3pacTaTb, YTO MOJKET ITOBBICUTH PHCK Pa3BUTHS
CEpBhE3HBIX HEXKENATENbHBIX PEaKknnii, TakuX Kak cymoporu. OHOBpEeMEHHOE MpUMe-
HEHHE anagyTaMua 1 PUTOHABHPA IPOTUBOIOKA3aHO (cM. paznen 4.3).

AHTHKOATYJISHTBI

PuBapokcaban

10 onHOKpaTHO 600
JacoB

Kaxasle 12 | THa 153 % 1T Ha 55 %

Benencteue warnOupoBanms CYP3A u P-rimkomporenHa BO3pacTaioT ypOBEHB
puBapokcabana B TuilasMe Hu  ero (GapmakoauHamudeckue AIGGEKTh, UTO
COIPOBOXKAAETCS MOBBIIICHUEM PUCKA KpoBOTeueHHil. Takum o0Opa3oM, MpUMEHeHHe
pPHUTOHABHPA Y NALMEHTOB, MOJYYAIOIIMX PUBAPOKCAOaH, HE PEKOMEHI0BaHO.

Bopanaxkcap

[Tpu npUMEHEHNH OJIHOBPEMEHHO C PUTOHABHPOM MOXKET BO3PACTATh KOHLEHTPAIHS B
CBHIBOPOTKE KPOBH BCIIEIICTBHE MHrHOMpYromiero jeiicteusi puronasupa Ha CYP3A.
OpHOBpPEMEHHBIH TPHEM Boparakcapa ¥ puTOHaBUpa He peKoMeHyeTcs (cM. pasaen 4.4
1 O0LIYI0 XapaKTEPUCTHKY JIEKapCTBEHHOTO TIpenapaTa Bopamakcap).

Bapdapun

5 OHOKpAaTHO 400 kaxaele 12
4acoB

S-oHaHTHOMED
Bapdapuna

THa9 % 1lHa9 %
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

ot 22.08.2024 N2 17591

BinsiHMe pUTOHABHPA HA OJJTHOBPEMEHHO npmi}meMme HEANTAPE FPORMPY CHBIC PIeKARCEBEHHEIE ) )

npefiapaTel

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBHpa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparsl JIEKapCTBEHHBIX JIEKapCTBEHHBIX TPUMEeHsIEMBIX
npenapartos (Mr) npenapaTron JIEKapPCTBEHHBIX
npenapaTron
R-smarTnOoMep 1Ha33% >
BapdapuHa

Benencteue wmHmynmpytomero neiictBus putoHaBupa Ha CYPLA2 u CYP2C9
CHIM)KaeTcsi ypoBeHb R-sHaHTHOMepa BapdapnHa B IIIa3sMe, TOTJa KakK BIHSHHC
puTOHaBHpa Ha (apMaKOKHHETHKY S-dHaHTHOMepa BapdapuHa HE3HAYUTEIHHO.
CHmxkeHue ypoBHs R-3HaHTHOMEpa BaphaprHa B IUIa3Me CONPOBOKIACTCS CHIDKCHIEM
AaKTHBHOCTH QHTHUKOATYJITHTHOW CHCTEMBI, B CBS3H C YeM NPH NPUMEHEHUHN BaphapuHa
OJTHOBPEMEHHO C PHUTOHABHPOM, HCIOJIB3YEMBIM B KayeCTBE aHTHPETPOBHPYCHOTO
npenapara wid (papMaKOKMHETHYECKOIO YCHIIMTEINsl, PEKOMEHJOBAaH MOHHMTOPHHT
110Ka3aTeJIei CBEPThIBAEMOCTH.

IIpoTHBOCYAOpPOKHBIE PeNapaThl

Kapbamaszenun PutonaBup, wucronb3yemblii B KadecTBE (PapMaKOKMHETHYECKOTO YCHJIMTEINS WU
AQHTUPETPOBUpYCHOTO npenapara, uHruoupyer CYP3A4 u, kak ciencTBue, MOBHILIACT
KOHLICHTpALMI0 KapOaMasenuHa B muia3Me kposu. [Ipu mpumeHeHun kapOamasenuHa
OJHOBPEMEHHO C pHUTOHABUPOM  DPEKOMEHIOBAH  TIIATENbHBII ~ MOHHMTOPHHT
TepaneBTHIecKoro 3pdekra 1 HexKeIaTeIbHBIX PEeaKuni.
JluBanenpoexc, PutonaBup, wncmonmp3yemblii B KadecTBE (PapMAKOKHHETHUECKOTO YCHIIUTENS WIIH
JTaMOTPHIKHH, AHTHUPETPOBUPYCHOTO TIpeTapaTa, MHIYIUPYeT okucienue, onocpexyemoe CYP2C9, n
(hernTONH TIIIOKYPOHH3AINIO M, KaK CIIEJICTBHE, CHI)KACT KOHIIEHTPALUIO MPOTHBOCYIOPOKHBIX
IpenaparoB B IuasMe KpoBH. IIpm mpuUMEHEHHMHM 3THX JIEKapCTBEHHBIX IIPENapaToB
OJTHOBPEMEHHO C PUTOHABHPOM PEKOMEHJIOBaH YCHJICHHBIII MOHHUTOPHHT UX YPOBHS B
CBIBOPOTKE KPOBH M TEpaneBTUYECKUX JAeWcTBui. [lpu mnpumeHeHMu QeHUTOMHA
OJTHOBPEMEHHO C PUTOHABHPOM CHIKACTCSL YPOBEHbB MOCIJIETHEI0 B CHIBOPOTKE KPOBH.
AHTHICTIPECCAHTHI
AMUTPUNITHINH, PuTtonaBup, NCTIOIB3YEMBI B KaUeCTBE aHTUPETPOBUPYCHOTO IpenapaTa, HHTHOHpyeT
(yokceTuH, CYP2D6 u, xax cieqcTBUE, MOBBIIIAET KOHICHTPAIMIO UIMUTIPAMHUHA, aMUTPUIITHIINHA,
UMHIIPaMUH, HOPTPHUNTIINHA, (IyOKCeTHHA, MAPOKCETHHA U cepTpanuHa. [Ipum mpUMEHEHHH 3THX
HOPTPHUNTUIINH, JICKapCTBEHHBIX  MpPENapaToB  OJHOBPEMEHHO C  PHTOHAaBHPOM B  KauecTBe
MapOKCETHH, AHTUPETPOBUPYCHOTO  Tpemapara  PEKOMEHIOBaH  YCWJICHHBI  MOHHUTOPHHT
CepTpavH TepPaneBTHYECKOro AP deKTa M HeXKEJIATSIIbHBIX peakuuii (cM. paszaen 4.4).
Hezunpamun 100 onHokpaTtHo | 500 kaxnmele 12 | 1T Ha 145 % T Ha22 %
BHYTpb 4acoB
Benmuuaet AUC 1 Cmax  2-THOpOKcHMeTabonmTa CHWKamuch Ha 15 uw 67 %
COOTBETCTBEHHO. [IpM mnpHMEHEeHMHM OJHOBPEMEHHO C pPHTOHABHPOM B KauyecTBe
AQHTUPETPOBUPYCHOTO Ipenapara pPEeKOMEHIYEeTCs HCIHOJIb30BaTh CHIKCHHBIC J103bI
JIC3UIIPaMHHA.
Tpazonon 50 ogHOKpaTHO 200 xaxnapre 12 1B 2,4 paza 1 Ha 34 %

4JacoB

IIpn npuMeHEHMH OJHOBPEMEHHO C PUTOHAaBUPOM, MCIOJIB3YEMBIM B KadyecTBE
AHTUPETPOBUPYCHOTO  Mpemapata  WIH  (apMaKOKMHETHYECKOTO  yCHIIMTEIS,
HAOJTI0AAJI0Ch MOBBIIIEHHE YaCTOTHI PA3BUTHS HEXKEJATEIBHBIX PEAKINi, CBI3aHHBIX C
MIpUEMOM Tpa3oaoHa. lcrmonb30BaTh KOMOMHAIMIO TPAa30JJ0HA U PUTOHABUPA CIEAYET C
OCTOPOXKHOCTBIO: HAaUMHATH JICUEHUE TPA30JOHOM HYXKHO C MUHUMAJIbHOM [03bl U
NIPOBOJUTH MOHUTOPUHI KJIMHUYECKOI0 OTBETA U NEPEHOCUMOCTH.

IIpoTuBONMOKarpuYecKHe

npenaparsl

Konxumuna

[Tpy NpUMEHEHWH OAHOBPEMEHHO C PUTOHABUPOM KOHILEHTPALHMS KOJIXHIMHA MOXKET
TIOBBIIIATHCS.
[Tpn npuMeHeHNN KOJIXUIMHA OJHOBPeMEeHHO ¢ puToHaBupoM (nHruourop CYP3A4 u

P-rimkonpoTenHa) y NalMeHTOB ¢ HAPYIICHWSMHM (PYHKIMH T1Oo4YeK M (WIIM) NEeYeHU
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COOTBETCTEYI

ot 22.08.2024 N2 17591

BinsiHMe pUTOHABHPA HA OJJTHOBPEMEHHO npmi}meMble HEANTAPE FPORMPY CHBIC PIeKARCEBEHHEIE ) )

npefiapaTel

[ AKCHEFTHOMY QTHETY

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKApPCTBEHHBIX JIeKApPCTBEHHBIX NPUMeHsIeMBbIX
npenapartos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTron

co00Imanoch 00 YrpOXKArOLINX JKH3HH JICKAPCTBEHHBIX B3aMMOACHCTBHAX, MPUBEILINX
K CMepTenbHOMY Ucxoy (cM. pasmensl 4.3 u 4.4). JIomoTHUTETbHY0 HHPOPMAITHIO CM.
B 00LIeil XapaKTEePUCTHKE JICKAPCTBEHHOTO TpenapaTa KOJIXHIHH.

AHTHUTHCTAMHMHHBIE NMPenapaThl

AcTteMuson,
tepdeHaanH

OIHOBPEMEHHBIN TIPUEM PUTOHABUPA MOKET IPUBECTU K MOBBILIEHUK) KOHIIEHTPALMN
acTemMusona ¥ TepdeHaarHa B IIa3Me KPOBH, B CBS3M C Y€M OH MPOTUBONOKa3aH (CM.
pazuen 4.3).

®DexcoheHanna

PuroHaBHp, HCIONB3yeMBId B KadecTBE AaHTHPETPOBHPYCHOIO Iperapara WM
(apMaKOKMHETHYIECKOTO  YCHIWTENs, BIUsAeT Ha HPdumoke (exkcodeHaamHa,
OIOCPETyEMBbIi P-raukonporennom, 4TO COIIPOBOXKIAETCS TIOBBILLIEHUEM
KOHLEeHTpauuu ¢ekcodenannna. I[loBblmIeHHBIH ypoBeHb (ekcodeHaanHa MoOKeT
CHUXKATBCS CO BPEMEHEM 110 MEPE Pa3BUTUS UHAYLUPYIOLIETO NCHCTBUSL.

Jloparanun

PutonaBup, wucronb3yemblii B KadecTBE (PapMAKOKHHETHYECKOTO YCHIIUTENS WM
AQHTUPETPOBUpYCHOTO mpernapara, nHruoupyer CYP3A u, kak ciieicTBHe, IMOBBIILIACT
KOHIIGHTpAILlMIO JIOpaTaiWHa B TIIasMe KpoBu. llpum mpuMeHeHHMH JopaTaauHa
OJHOBPEMEHHO C  PHUTOHABUPOM  DPEKOMEH/IOBAH  TIIATCIBHBIA ~ MOHUTOPHHT
TepaneBTHYecKoro »pdekra 1 HexKeNaTeIbHBIX PEeaKnni.

AHTHOaKTepHaJibHbIE NpenaparTsl

(I)YSI/IZ[OBEUI KHCJIOTa

OIHOBpPEMEHHBIH MMPHEM PUTOHABHPA MOXKET TIPUBECTH K TOBBINICHHIO KOHIICHTPAIIHH
(by3um0BOI KUCIOTHI M PUTOHABHPA B TUIa3Me KPOBH, B CBSI3H C YEM OH NTPOTHBOIIOKA3aH
(cm. pasmen 4.3).

PugabyTun’

150 B cyTkun 500
4acoB

Kaxasle 12 | 1 B4 pasa 1825 paza

25-0-ne3aneTHIIOBEII
MeTabonuT puhadyTHHA

1 B 38 pa3 1B 16 pa3

B cBm3u co 3HaumtenpHbIM yBenmdeHneM AUC pudalbyTnHa ero mnpuMeHEHHE
OJHOBPEMEHHO C  PHUTOHaBHPOM  KaK  aHTHPETPOBHPYCHBIM  IIpErapaTom
npotuBoniokazaHo (cMm. 4.3). Ilpu npumenennu otnensHbix WMIT oxHOBpeMeHHO ¢
PUTOHABHPOM, HCHOJB3YeMbIM B KadecTBE (PapMaKOKMHETHYECKOTO YCHIIUTEN,
MOKa3aHO CHIDKEHHE J103bl pudadyruna 1o 150 mr 3 pasa B Hemenmo. OTaenbHbIC
pEeKOMEHAAMN CM. B OOIIeH XapaKTepHUCTHKE IpernapaTa Ha COOTBETCTBYIOUIHIA
uHruouTOop mporeaspl. HeobGxoanmMo mNpuHHMMAaTh BO BHUMAaHHE O(UIIHATBHBIC
pEKOMEHIAIMHU TI0 JieueHuIo TybepKyie3a y BUY- uHGUIMpoBaHHBIX MAIIMEHTOB.

Pudammumma

Hecmorps Ha TO, dro pupaMnuuuH WHIYOUPYET METadoInM3M pPUTOHABHDA,
OTpaHWYEHHbIC JaHHbIE YKa3bIBAIOT HA TO, YTO INPH HPUMEHEHWH pH(AMIINIMHA
OIHOBPEMEHHO C BBICOKHMH Jo03amMu putToHaBupa (600 Mr 2 pasa B CYTKH)
JIONIOJIHUTENIBHOE MHAyHUpylomiee jaeiicTBue pudaMIunuHa (JIOTMOJHATEIBHOE 10
OTHOIICHHIO K JICHCTBUIO PUTOHABUPA) HE3HAUMTEIHFHO W HE OKA3bIBACT KIMHUYECKH
3HAQUYMMOTO BIIMSHUSI HA KOHIEHTPAIIMIO PUTOHABHPA B paMKaX BBICOKOJIO3HOM Tepain
pUTOHABHPOM. BimsiHre puTOHAaBHpa Ha pUPAMITUIIIH HE YCTAHOBJICHO.

Bopukonazon

400 xaxgeie 12 | | Ha 82 % | Ha 66 %

200 xaxaeie 12 gacos
JacoB

200 kaxapie 12 waco | 100 xaxmeie 12 | | Ha 39 %

qaCcoB

| Ha 24 %

[IpuMeHeHHE PUTOHABUPA B KAYECTBE AaHTUPETPOBUPYCHOTO Mperapara 0 JHOBPEMEHHO
C BOPHMKOHA30JIOM IPOTHUBOIIOKA3aHO TII10 MNPHUYMHE CHMXKXCHUA KOHICHTpAIunu
BopukoHazona (cMm. pasgen 4.3). TlpuMeHeHHE BOPHKOHA30Ja OJHOBPEMEHHO C
PUTOHABHPOM, HCIIONB3yeMBIM B KadyecTBe (hapMaKOKHHETHYECKOTO YCHIIUTEN, He
PEKOMEHZIOBAHO, 3a MCKJIFOUEHHEM CIy4aeB, KOrJa MpeiroiaraeMasi mojb3a TaKoro
JICUCHUSI TPEBOCXOIUT MOTCHIIUAIBHBIN PUCK JIUIsI MTAIMCHTA.
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COOTBETCTEYI

ot 22.08.2024 N2 17591

BinsiHMe pUTOHABHPA HA OJJTHOBPEMEHHO npmilmeMme HEANTAPE FPORMPY CHBIC PIeKARCEBEHHEIE ) )

npefiapaTel

[ AKCHEFTHOMY QTHETY

OaHoBpeMeHHO
npuMeHsieMble
JIeKapCTBEHHbIE
npenaparsl

Bausinue Ha
Cmax
OTHOBPEMEHHO
TNPUMEHeMbIX
JIEKAPCTBEHHBIX
npenaparoB

Biausinue na AUC
OTHOBPEMEHHO
MPUMeHSeMbIX

JIEKapCTBEHHBIX
npenapaTron

Ho3a
O0JHOBPEMEHHO
NpHUMeHsIeMbIX

JIEKaAPCTBEHHBIX
npenapartos (Mr)

Ho3a
puTOHABHpa (M)

ATOBaxoH

PutoHaBup, wnCmomp3yemblii B KadecTBE (HapMAKOKHHETHUECKOTO YCHIIMTENS WIH
AQHTUPETPOBUPYCHOTO TperapaTa, MHAYNHUPYET TIIOKYPOHU3AIMIO U, KaK CIICICTBHE,
CHM)KAaeT KOHLIEHTPAILMIO aTOBAaXOHA B IUIa3Me KPOBH. [IpW NMpHUMEHEHHMH aTOBaxoOHA
OJHOBPEMEHHO C  pPUTOHABUPOM  PEKOMEHJIOBaH  YCHJICHHBIH  MOHUTOPUHT
KOHIICHTPAIIMH TIEPBOTO B CHIBOPOTKE KPOBH U €TI0 TEPAIIEBTHUECKOTO Y eKTa.

benaxksmiua

HccnenoBanust B3auMOJEHCTBUS C OJHUM TOJIBKO PUTOHABUPOM HE IMPOBOAMINCH. B
HCCIICIOBAHUN B3aMMOJICHCTBHS OJJHOKPATHOW J03bl OCAaKBUIMHA M MHOTOKPATHBIX
7103 JIONIMHABHpA B KOMOWHAIIMM C PUTOHABUPOM HaOmonanock yeenmueHne AUC
OenaxkBrinHa Ha 22 %.

DT0 MOXHO OOBSCHUTH JICHCTBHEM pPHUTOHABHpa, W NPU HPOJOIDKHTEIHLHOM
COIYTCTBYIOIIEM NPUMEHEHHH TPENapaToB MOXKET HAaOJI0AAThCs 00Jiee BhIPAKCHHBII
3¢ dext. OMHOBPEMEHHOTO MPUMEHEHHS ITHX MPENapaToB CICAYET U30eraTh B CBSI3H C
PHCKOM Pa3BUTHs HEXKENATEIbHBIX PEAKIHii, CBA3aHHBIX C TPUEMOM OeakBuinHa. Tem
HE MEHee, eClid OXKUjaeMasl I0Jb3a MPUMEHEHUs] OeHaKBUIMHA OIHOBPEMEHHO C
PUTOHABUPOM MPEBOCXOUT PHUCK, TO OHO JIOMYCKACTCS MPU COOIIIOICHUN 0COOBIX Mep
npeaocTopoxHocTH. K 3THM MepaM MpeoCTOPOKHOCTH OTHOCSTCSl Oojiee 4acThiid
MOHHUTOPHHT AIIEKTPOKAPIHOTPAMM U KOHTPOIIb YPOBHsI TpaHcamMuHa3 (cM. pasjen 4.4 u
00ITY0 XapaKTepUCTUKY Mpenapara OeTaKBIIINH).

Knaputpomunua

500 kaxnapie 12 vacoB | 200 xaxmaeie 8 | THa 77 %
4acoB

T Ha 31l %

14-runpoxkcuMeTabonuT
KJIAPUTPOMHUIUHA

| 5a 100 % L 1299 %

B cBa3um ¢ MMPOKMM TEpaneBTHYECKUM JAHMANa30HOM KIAPUTPOMHUIMHA TPH €ro
MIPUMEHEHUH Yy TALMEeHTOB C HOpPMajbHOW (yHKLMEH IOYeK CHHXATh 103y He
Tpebyercs. [lpu npuMeHEHHHM OJHOBPEMEHHO C PHUTOHABHPOM, HCIIONB3YEMBIM B
KauecTBE aHTHUPETPOBUPYCHOIO Iperapara Win (papMakOKHMHETHYECKOTO YCHIUTEs,
KJIAPUTPOMHMIIMH CJIEJyeT MCIOJIB30BaTh B J103ax He Bbime | r/cyT. Kmapurpomuiua
CJIe/lyeT MCIOJIb30BaTh B CHIKEHHBIX J03aX y MAlMeHTOB C HApYIHICHUAMH (QyHKINH
TIOYEK; MallMeHTaM ¢ KIMPEeHCoM KpeaTnHuHa 30—60 MI/MUH 103y cleqyeT CHU3HUThH Ha
50 %, ¢ xkimpeHcoM KpernHrHa MeHee 30 mu/mMuH — Ha 75 %.

Jlenamanun

HUccrienoBanusi B3aUMOJICHCTBUS ¢ OQHUM TOIBKO PUTOHABUPOM HE MPOBOIWINCH. B
HCCIIEI0BAaHUM JIEKaPCTBEHHOI'O B3aUMOJIEHCTBUS ienaManuia B Jo3e 100 mr 2 paza B
CYTKM U KOMOWHAIIMH JIOTIMHABUpA W puToHaBUpa B no3e 400/100 mr 2 pasa B CyTKH
JUTUTETILHOCTRIO 14 MHEH y 37I0pOBBIX JOOPOBOJIBIIEB OTMEYAIOCHh TIOBBIIIIEHUE YPOBHS
CHCTEMHOTO BO3AEHCTBUS MeTabonuta aenamanuna DM-6705 na 30 %. B cBsa3u ¢
HOBBIIICHHBIM PUCKOM YJUIMHEHHs uHTepBasa QTC mon neiicreuem DM-6705 mpu
HEOOXOJUMOCTH TIPUMEHEHHUs JellaMaHuJa OJHOBPEMEHHO C PUTOHABUPOM
peKoMeHI0BaHO oueHb 4vacTtoe mnonydeHue OKI Ha MOpPOTSHKEHWH BCEro Mepuoja
JedeHus JeraMaHugoM (cM. pazaen 4.4 w oOmIyro XapakTepUCTHKY IIpernapara
JICIAMaHHU]).

OpUTPOMHULIUH,
UTPaKOHA30J1

PutonaBup, wucronp3yemblii B KadecTBE (PAPMAKOKMHETHUECKOTO YCHIIMTENS WIIH
aHTUpETPOBUpYCHOTO npenapara, nHruoupyer CYP3A4 u, kak ciencrsue, MOBHILIACT
KOHLEHTPALMIO 3PUTPOMHUIIMHA U WTPaKOHa30Ja B IUa3Me KpoBH. [Ipu mpumenenun
SPUTPOMHIIMHA  OJHOBPEMEHHO C DPUTOHABUPOM PEKOMEHIOBAH  yCWJICHHBIN
MOHHUTOPHHI TEpareBTHUECKOTO I PeKTa M HeXKeIaTeIbHBIX PEeaKIni.

Ketokxonazon

200 B cyTkH 500 xaxaele 12 | 1B3,4pa3a
4acoB

1 Ha 55 %

PutonaBup HHrHOMpYyeT MeTaboIMYecKre MPeBpaIleHs KeTOKOHA3071a, OII0CPeyeMbIe
CYP3A. B cBsi3u ¢ NOBBINIEHHOH YacTOTON pa3BUTHUSI HEXKENATEIbHBIX peakiuii co
CTOPOHBI JKENTYJIOYHO-KHIIEYHOTO TPaKTa M TEYCHH NPU IMPUMEHEHHH KETOKOHA30J1a
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COOTBETCTEYI

ot 22.08.2024 N2 17591

BinsiHMe pUTOHABHPA HA OJJTHOBPEMEHHO npmi}meMble HEANTAPE FPORMPY CHBIC PIeKARCEBEHHEIE ) )

npefiapaTel

[ AKCHEFTHOMY QTHETY

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OTHOBPEMEHHO puToHaBHpa (Mr) OHOBpPEMEHHO Crnax
JIeKapCTBEHHbIE NpUMeHsIeEMbIX MPUMeHSeMbIX OTHOBPEMEHHO
npenaparsl JIEKapCTBEHHBIX JIEKapCTBEHHBIX TPUMEeHsIEMBIX
npenapartos (Mr) npenapaTron JIEKapPCTBEHHBIX
npenapaTron
OTHOBPEMEHHO C PHUTOHABHPOM, HCIIONB3YEMBIM B KadeCTBE AHTHPETPOBHPYCHOTO
mpermapata Wid  (apMaKOKHHETHYECKOTO  YCHIIMTENS, CJIEAyeT pPacCMOTPETh
HEOOXOIMMOCTh CHIDKECHHS 103 KETOKOHA30JIa.
CynbdameTokcazon/ 800/160 omrokpatao | 500 xkaxmele 12 | | HA 20 %/ -
TPUMETONPUM? 4acoB 1 1a 20 %

KoppekTtupoBka 10361 cyIb(paMeToKca30a/TPUMETOIPIMa BO BPEMSI COITy TCTBYIOIIIETO
JICYCHUS] PUTOHABHPOM HE TpedyeTcsl.

AHTHICHXOTHKHU/HEHPOJEeNTHKH

Kirozammn, muMo3sun

OJHOBpPEMEHHBIN TPHEM C PUTOHABUPOM MPOTHUBOIOKA3aH, T.K. MOXKET MPUBECTH K
MOBBIIIEHUIO KOHIICHTPAIIMH KJIO3aliHa U MUMO3K/1a B IuasMe (cm. paszaen 4.3).

lanonepuzou, PutonaBup, mpuHUMaeMblii B KaU€CTBE aHTHPETPOBUPYCHOTO TIpenapaTa, MHruoupyer

pHUCIIEpUIOH, CYP2D6 u, kak cieacTBHE, MOBBIMIACT KOHIICHTPAIIUIO TaTONCPUI0J1a, PUCTICPUIOHA U

THOPUAA3UH THOpHW/Ia3WHa B IUIa3Me KpoBHU. [Ipu NMPUMEHEHHMH STHX JIGKapCTBEHHBIX IpernapaToB
OJJHOBPEMEHHO C pUTOHABHPOM B KauecTBE aHTUPETPOBUPYCHOrO Mpernapara
PEKOMEHJIOBaH  TINATEJIbHBI ~ MOHUTOPHHI  TepameBTHueckoro  addekra u
HE)KEJTATEIbHBIX PEaKITHi.

Jlypazumon Beuny wHruompoanus CYP3A putoHaBUpOM TpeAnonaracTcs  yBEIHYCHHUC
KOHIICHTpaluy JtypazunoHa. COBMECTHBIH MPUEM ¢ Typa3uI0HOM MPOTHBOIIOKA3aH (CM.
paszuen 4.3).

Ksernanma B cBa3u ¢ uwHrHOMpyrommM naeiictBueM putoHaBmpa Ha CYP3A mpenmomaraercs

yBEJIMYCHUE KOHLECHTPALMN KBeTHANKMHA. [IpHMEHeHNEe PUTOHABHPA OJHOBPEMEHHO C
KBETHAITMHOM INPOTHUBOIIOKA3aHO, TIOCKOJBKY 3TO MOXKET MPUBECTU K IOBBILICHHOMY
TOKCHYECKOMY JICHCTBHUIO KBeTHAIMHA (CM. pasjen 4.3).

B2-agpeHOMMMETHKH (IJMTEILHOIO A€l CTBHUS)

Canmerepon

B cBs3u ¢ wmHrHOMpyromuMm neiictBueM putoHaBupa Ha CYP3A4 oxumaercs
BBIPA)KEHHOE MMOBBIIICHNE KOHIIEHTPAIIUU OJIHOBPEMEHHO MMPUMEHSIEMOTO CalIMeTepoia
B IJIa3M€ KPOBH. B CBSI3U ¢ 3TUM OJTHOBPEMEHHOE IMPUMEHEHHE JIAHHBIX [IPENapaToB He
PEKOMEH/JOBAHO.

BJ’[OKaTOpr KaJbIIUECBbIX KAHAJ/I0OB

AMIIOOUIINH, TUIITHA3EM,
HU(ETUTHH

PutonaBup, wucrosb3yemblii B KadecTBe (PapMaKOKHMHETHYECKOTO YCHJIMTEINS WU
AHTUPETPOBUpYCHOTO npenapara, uHruoupyer CYP3A4 u, kak ciencTeue, MoBbIIaeT
KOHIICHTPAIIMIO AHTarOHMCTOB KaJIBIMEBBIX KaHAJIOB B T1a3Me KpoBu. Ipu mpuMeHeHnn
9THX JIEKAPCTBEHHBIX MPENapaTroB OJHOBPEMEHHO C PHUTOHAaBHPOM PEKOMEHIOBaH
TIIATEIbHBI MOHUTOPUHT TEPANEBTHUECKOTO 3 (PeKTa M HeXKETATSIBHBIX PEAKIHH.

AHTAaroHHUCTBI YJHAOTEJINHOBBIX peuenTopon

Bo3entan [lpumenenne 0O3€HTaHa  OIHOBPEMEHHO C  PUTOHABHPOM  CONPOBOXKAACTCS
MOBBIIICHUEM MaKCHMaJbHON KOHIEeHTpauun 0o3eHTaHa B miasMe (Cmax) M IUIOIIAIH
1071 (hapMaKOKHHETHYECKOM KpUBOii 603eHTaHa B paBHOBecHOM cocTosiHud (AUC).

Puonuryar [Tpn npuMeHeHnH 0IHOBPEMEHHO C PUTOHABHPOM MOXKET BO3PACTATh KOHIIEHTpALUs B

CBIBOPOTKE KPOBH BCJIE/ICTBHE MHTMOUpYyromiero jeiicteust putoHasupa Ha CYP3A u P-
rmukonporenH.  OJHOBpPEMEHHBI IIpUEM  pUOLMryaTa C  pPUTOHABHPOM  HE
pexomenayetcst (cM. paznen 4.4 u o0y XapakTepUCTHKY Mpenapara pUOIUryar).

Hp0ﬂ3BOZIHl)le AJKAJ0UI0B CIIOPbIHbU

JuruaposproramMus, OmHOBpPEMEHHBIN MPHEM C PUTOHABHPOM IPOTHUBOIIOKA3aH, TIOCKOIBKY MOXET BECTH K
OProHoBWH, OProTaMuH, TOBBIIICHUIO KOHOCHTPAIWU IIPOU3BOJHBIX aJIKaJIOWIOB CIOPBIHBHM B ILIA3ME (CM.
METHIPPrOHOBUH pazzen 4.3).

Crumyasitopsl Mmotopuku JKKT
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OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKApPCTBEHHBIX JIeKApPCTBEHHBIX NPUMeHsIeMBbIX
npenapartos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTon
Huzanpun OMHOBpEMEHHBIA TIPHEM C PUTOHABHPOM MPOTHBOIOKA3aH, T.K. MOKET MPHUBECTH K

MOBBIIIEHUI0 KOHLIEHTPALMHK [IM3alpUIa B I1a3Me KpoBu (cM. pasnen 4.3).

AHTArOHHCTHI PEIENTOPOB FOHATOTPONUH-PUIN3HHT-TopMona (IuPT)

Dnarojmkc

OIHOBpEMEHHOE INIPHMEHEHHE OJJIarojMKCa C PHTOHABUPOM MOXKET YBEIHYUTH
KOHIIGHTpaluio »naronmkca myrteM wHruOupoBanus CYP3A u P-riomkompoTtenHa.
Vi3BecTHBIE Cepbe3HbIe HEXeaTelbHbIe PEeaklMU IPH NMPUMEHEHHH OBJIaroJIdKca —
CYHMLIaJIbHBIE MBICIIH 1 ITOBBIIICHHE YPOBHEH IEYeHOYHBIX TpaHCaMKHa3. Kpome Toro,
SIIATOJIUKC ABISETCS CiabsiM / ymepeHHbiM HHIykTopoM CYP3A, KOTOpBIH MOXKET
yMEHbIIaTh CUCTEMHOE BO3JIeicTBHE puTOHaBUpa. HeoOxomumo oOpaTuThes K o0Iei
XapaKTEepUCTUKU TMperapara dJIarojIdKkC sl NOMydeHHs HHPOpMalMu O J03ax
9JIAr0JIMKCa MPH NPUMEHEHUH ¢ criibHbIME HHrHOuTopamu CYP3A4.

IIpoTHBOBHpYCHBIE NIpeN

apaThbl NPSIMOTO JeiicTBH Jiis JieyeHus Bupyca renatuta C (BI'C)

I'nekanperup/
NHOpPEHTaCBHP

B CBA3U c UHTHOMPOBAaHUEM P-rnuxomnporenHa, BCRP u
MOJUIIETITH A, TPAHCTIOPTHPYIoero oprannueckue annoHbsl (OATP1B) putonaBupom
KOHIIEHTPAIUH B CBIBOPOTKE MOTYT yBEIHMUUBATHCS.

OnmHOBpeMEHHOE IIPUMEHEHHE pPHTOHAaBHpa M TJEKalpeBUpa/MMOpeHTacBupa He
PEKOMEHIyeTCSl M3-32 MOBBIIIEHHOTO pHcKa MoBblIeHUst ypoBHsA AJIT, BeI3BaHHOTO
POCTOM KOHICHTPAIMHU IJICKAIPEBHPA.

Huruéurop nporeassl BI'C

CumenpeBup

200 1 pa3 B cyTKH 100 kaxngsle 12 | 1B7,2 pasa 1 B4,7 paza
4acoB
PuToHaBup TOBBILIAET KOHIEHTPALMIO CHMEINPEBHpPa B IUIA3ME  BCJICICTBHE

narnouposanus CYP3A4. OnHOoBpeMEHHOEC IPUMEHEHHE PUTOHABUPA U CUMETIPEBUpa
HE PEKOMEH/IOBAHO.

NHrnouTopsbl peayKrasbl

THAPOKCU-METHITIYTAPUI-KOIH3UM A-peaykrazsl I'MI'-KoA

ATopBacTaruH,
(hiryBacTaTuH,
JIOBaCTaTHH,
MIpaBacTaTHH,
pO3yBacTaTHH,
CHUMBACTaTHH

[Ipn npuMeHEeHWH OJHOBPEMEHHO C PHTOHABHPOM, HCIIOJIB3yEMBIM B KauecTBE
AQHTUPETPOBUPYCHOTO TIpenaparta 1k (papMakOKHHETHYECKOTO YCUIIUTEIIs, 0KUIAeTCS
BBIPa)KEHHOE MOBHIIIEHHE B IJIa3Me KPOBH YPOBHS HHIHOUTOPOB peaykTazsl I MI'-KoA,
TaKHMX KaK JIOBACTATUH U CUMBACTATHH, MIOCKOJIbKY UX METa00JIM3M B BBICOKOI CTEIIEHN
onocpenoBan CYP3A. TIpu MOBBINICHUN KOHIICHTPAI[UH JIOBACTATHHA U CHMBACTaTHHA
BO3pacTaeT MpepacioioKeHHOCTh ITalMeHTOB K MUONATHSIM, BKIIFOYasi padIOMHOIIN3,
B CBS3M C 4YeM INPUMEHEHHE OTUX JIEKAPCTBEHHBIX NPENapaToB OJHOBPEMEHHO C
PUTOHABHPOM TPOTUBOIOKa3aHo (cM. pasgen 4.3). Merabomu3Mm aTopBacTaTHHA B
MeHbIel crernenn omocpenosan CYP3A. BriBeneHne po3yBacTaTHHA HE 3aBHCHUT OT
CYP3A, ogHako mpu ero MpUMEHEHHH OJJHOBPEMEHHO C PUTOHABHPOM COOOMIAIOCh 00
YBEIMYECHUH OHKCIIO3MIMKM PO3yBAaCTaTHHA. MeXaHW3M S5TOro B3aWMOJICHCTBUS HE
BBIICHEH, OJTHAKO 3TO MOXET OBITh CJIEACTBHEM HMHIMOMpOBaHUS IepeHocuuka. [Ipn
NPUMEHEHWH pPHUTOHABHpa B KadecTBe (apMaKOKMHETHYECKOTO YCHIIUTENs WIH
AQHTUPETPOBUPYCHOTO  Mpernapara  OJHOBPEMEHHO C  aTOpBAacTaTHMHOM  WIIH
PO3yBacTaTHHOM IOCIIEHUE HEOOXOIMMO Ha3HAYATh B KAK MOXKHO 00Jiee HU3KUX J103aX.
Metabosu3m npaBactatuHa U (ayBactatuHa He omocpenoBad CYP3A, B ¢Bs3u ¢ ueM
B3aUMOJICHCTBHUSI C PUTOHABUPOM He mpejrnosaraercs. [Ipu HeoOX0JMMOCTH JICYSHUS
narnouropoM penykrazsl ['MI-KoA pexomenayercs BBIOMpaTh NpaBacTaTHH WM
(diryBacTaTHH.

MNHrudnrops! KHHa3bI

docramaTuHUO

OpHOBpeMEHHOEC TpUMEHEeHHEe (ocTaMaTHHHOA W PHTOHABHPA MOXET YBEIHYHUTH
CHCTEMHOE BO3/elicTBHEe MeTabonuTa ¢ocramarnHuba R406, 94T0 MOXET MPHUBECTH K
HEeXeJIaTeIbHBIM PEaKIHsIM, 3aBUCUMBIM OT J103bl, TAKUM KaK renaTOTOKCUYHOCTb U
HEUTpOIEeHusl.
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[ AKCHEFTHOMY QTHETY

OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OTHOBPEMEHHO puToHaBHpa (Mr) OHOBpPEMEHHO Crnax
JIeKapCTBEHHbIE NpUMeHsIeEMbIX MPUMeHSeMbIX OTHOBPEMEHHO
npenaparsl JIEKapCTBEHHBIX JIEKapCTBEHHBIX TPUMEeHsIEMBIX
npenapartos (Mr) npenapaTron JIEKapPCTBEHHBIX
npenapaTron
T'opMoOHaJIbHBIE KOHTPALIENTHBDI
OTHHIIICTPATUOT 50 MKT OJTHOKpaTHO 500 xaxgele 12 | | Ha40 % lHA32 %
4acoB
[Ipu nprMeHeHNH STHHUIACTPAIIONIA OJTHOBPEMEHHO C PUTOHABHPOM, HCIIOIH3YEMBIM
B KaUeCTBE aHTHPETPOBUPYCHOTO TpenapaTa Win (HapMaKOKHHETHICCKOTO yCHITHTEIS,
HEOOXO/IMMO WCIOJB30BaTh OaphepHBIE WIH JAPYTHE HETOPMOHAIBHBIE METOIBI
KOHTpAIenui. PUToHaBHp M3MEHAET MPO(UIb MAaTOYHOTO KPOBOTCUCHHS W CHHKACT
9 PEKTUBHOCTD ICTPATUONI-COAEPKANIMX KOHTPALEITUBOB (cM. pasnen 4.4).
HNmmyHoenpeccanTsl
Huknocnopus, PutoHaBup, wcmonmp3yeMblid B KadecTBEe (HPapMaKOKHHETHYCCKOTO YCHIUTENS WIIH
TaKpoJIUMYC, AHTUPETPOBUpYCHOTO npenapara, nHruoupyer CYP3A4 u, kak ciencrteue, MoBbIIIaeT
IBEPOIIUMYC KOHLIEHTPALMIO LIUKJIOCIIOPHHA, TAKPOIMMYCa WM 9BEpOIMMyca B Tia3Me KpoBu. [1pu

NPUMECHCHUN JOTUX JICKAPCTBCHHLIX IIPCHapaToB OJHOBPEMCHHO C PUTOHABUPOM
PEKOMEHJIOBaH  TIIATEJbHBIM ~ MOHUTOPHHI  TEpaneBTHYecKoro  addekra U
HEXKEJIATeNIbHbIX peaKLui.

HpenapaTbl, MOHUKAKIIHEC KOHIHCHTPAIUIO JIMITUI0B

JlomuTanuy

JloMuTanua SBISCTCS YyBCTBUTEIBHBIM CyOCTPAaTOM i METabOoJHM3Ma C MOMOIIBIO
CYP3A4. Naruburopsr CYP3A4 yBenmnuuBaioT KOHIICHTPAITHIO JOMUTAITHAA B IDIa3Me,
a MOIIHBIE HMHIMOWTOPHI YBEIUYUBAIOT KOHLEHTPALMIO NpuMepHO B 27 pas.
OnIHOBpEMEHHOE MPUMEHEHHE JIOMHTANKAa C PUTOHABUPOM IMPOTHBOMOKA3aHO (CM.
paznen 4.3 1 00IIyI0 XapaKTepPUCTHUKY Iperapara JOMHTAIU).

Huruoutopsl pochoamdcrepasel 5 tuna (PJI-5)

ABanadun

600
4acoB

50 onHOKpaTHO kaxasle 12 | 1813 pa3 1B 2,4 paza

OI[HOBpeMeHHOC MIPUMCECHCHUC aBaHa(bI/ma 1 pUTOHaBHpPaA NPOTHUBOIIOKA3aHO (CM. pazaen
4.3).

CunneHadrn

500
4acoB

100 oHOKpaTHO kaxasle 12 | 1811 pa3 1 B4 paza

[lpu npumeHeHnu cuijgeHaduia ¢ UEIbI0 JICUCHUS APEKTHIBHOW TUCHYHKIMN
OJHOBPEMEHHO C PUTOHABUPOM, HUCIIOJIB3YEMBIM B Ka4€CTBE AHTHPCTPOBHUPYCHOI'O
npemnapaTa win (apMakKOKHHETHYECKOTO YCUIIUTENS, HEOOXOAUMO COOII0OAATh 0CO0YIO
OCTOPOKHOCTb, a 71032 CUIIieHaduIa He JOJDKHA MPEeBbIIaTh 25 Mr 3a 48 yacoB (Takxe
cMm. pasmen 4.4). ComyTcTBylolllee NpUMEHEHHE CcuiieHaduaa U PUTOHABUPA
MIPOTHUBOIIOKA3aHO TMAIMEHTaM C JIETOYHOH apTepHalbHON TMIepTeH3uel (CM. paszen
4.3).

Tamanagwn

200
4acoB

20 0JJHOKPaTHO Kkaxapie 12 |t pa 124 9% >

[lpn npumeHeHHH Tajanaduua C LETbE JICYCHHS OJPEKTHIBHOH IUCOHYHKLUH
OJTHOBPEMEHHO C PHUTOHABHPOM, HCIOJIB3YEMBIM B KayecTBE aHTHPETPOBHPYCHOTO
npenapara win (papMaKOKHHETHIECKOTO YCHIINTENs, HE00OX0IMMO COOIII0IaTh 0CO0YT0
OCTOPOKHOCTB, a Tajainadui HeoOXOJMMO Ha3HayaTh B CHIDKCHHBIX JI03aX He Oosee
10 mr ¢ uHTEpBaJIOM B 72 Yaca Npu yCHUIICHHOM MOHUTOPHHIE HEXKeaTeIbHBIX PEaKIUii
(cM. paznen 4.4).

[Ipu npumMeHeHny Tagantaduia OJHOBPEMEHHO C PUTOHABUPOM Y MAIIEHTOB C JIETOYHON
apTepuanbHOM THUNEpTeH3WeW HeoOXoauMo CcoOmogaTh yKa3aHus W3 oOmen
XapaKTEePUCTHKH JISKAPCTBEHHOTO Mpernapara Tajjaiadui.

Bapnenagpun

5 OJHOKpATHO 600 kaxaele 12 | 1 B49 pas
4acoB

1813 pa3
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OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
NpuMeHsieMble OTHOBpPEMEHHO pUTOHaBHUpAa (MT) OHOBpPEMEHHO Crnax

JIeKapCcTBeHHbIE NPUMeEHsIEMbBIX NpUMEHsIeMbBIX OTHOBpPEMEHHO
npenaparsl JIEKapCTBEHHBIX JIEKapCTBEHHBIX NPUMeHsIEMBIX
npenaparoB (Mr) NpenaparoB JIEKapCTBEHHBIX

npenapaTos
OpxHOBpeMEHHOE TIPHMEHEHHE BapaeHa(uia ¢ PUTOHABHPOM IPOTHUBOIIOKA3aHO (CM.

pazuen 4.3).

CenaTuBHBIE M CHOTBOPHBIE TPenapaThl

Knopasenar, nanasemam, | OZHOBPEMEHHBI NPHEM C PHUTOHABHPOM IPOTHBONOKA3aH, IOCKOJBKY MOXKET
scrazonaM, (hIypasemnam, | IPUBECTH K IOBBINICHHMIO KOHLEHTPALMM KJIOpas3enaTa, Jua3enaMa, 3cra3ojamMa Hu
NpeqHasHAYCeHHBIA Ui | (urypasernama B miasme Kposu (cM. pasaer 4.3).

npueMa  BHYTPb WM
mapeHTepaTbHO MeTabonm3M Mua3oraMa B BRICOKOH crenenn omocpenosan CYP3A4.

MU/J1a30J1aM [TpumeHeHne OHOBPEMEHHO C PUTOHABHPOM MOXKET CONPOBOXK/IATHCS CYIIECTBEHHBIM
MOBBIIIEHHEM KOHIIEHTpauuu OeH3onuasenuHa. lccnenoBaHus B3anMoJieiCTBUSA
pUTOHaBMpa U OEH30/IMA3EIIMHOB HE MTPOBOAMINCH. Ha OCHOBaHMHU TaHHBIX JUISl IPYTHUX
nnruduropos CYP3A4 koHueHTpauusi Muga3oiaMa B IUIa3Me MPH ero NpUMEHEHUH
BHYTpb OYyZET 3HAUNUTEJIBHO BhIIIE. TakuM 00pa3oM, pUTOHABUP HE CIIEAyeT IPHHUMATh
OJTHOBPEMEHHO ¢ Muja3zojaMoM (BHYTpb) (cM. pazzmen 4.3) a mpu ero mpuMeHEHHU
OJHOBPEMEHHO C MHIa30J1aMOM, BBOJMMBIM IApPEHTEPAIbHO, CIEIyeT COOJIOAATH
0co0yI0 OCTOPOXKHOCTH. [laHHBIE 00 OJHOBPEMEHHOM IPUMEHEHHH MHA30J1aMa,
BBOJMMOTO TIAPEHTEPaIbHO, WM JPYTHX MHTHOWTOPOB MpOTeasbl YyKa3bIBAIOT HA
BO3MOXKHOE TIOBBIIICHNE YPOBHS MHa3ojgaMa B Iula3Me KpoBu B 3—4 pasza. Ilpu
HEOOXOANMOCTH PHUMEHEHHUS PUTOHABHPA OJHOBPEMEHHO C MHU/Ja3071aMOM, BBOJUMBIM
MapeHTEePaIbHO, 3TO CIIEAYeT OCYIIECTBIATh B OT/ACICHUN PEaHUMAIlUd 1 HHTEHCUBHON
tepanuu (OPUT) uinm B aHAJOTHYHBIX YCIOBUSAX MAJSI YCHUJIEHHOTO KIMHMYECKOTO
MOHUTOPHHIA M HA/IJIEXKAIIETO JICUCHUSI B CITy4ae Pa3BUTHs YTHETCHHUS JIbIXaHUsI U (MITH)
JUINTENILHOM CEJIaluH.

Moxer TOTpeOOBaThCs KOPPEKTHPOBKA JI03bI  MHJa30jamMa, OCOOEHHO IpH
MHOTOKPaTHOM BBEJICHUH.

Tpuazonam 0,125 oxHokpatHo | 200,4 10361 | 1>820pa3 | 1 Ha 87 %
OHHOBpeMEHHLIﬁ aneM pI/ITOHaBI/Ipa HpOTI/IBOHOKaSaH, T.K. MOXET HpI/IBeCTI/I K
MOBBIIICHUIO KOHIIEHTPALIMK TPUa30JiamMa B I1a3Me KpoBH (cM. pazjen 4.3).

Hernnun 50 onHokpatHo | 500 kaxnele 12 | | Ha 62 % 1 Ha 59 %
BHYTpb 4acoB

Hopnernannossrit T Ha47 % THa87 %

MeTaboIuT

OnHOBpeMEHHOE NMPUMEHEHNE NMETHUANHA W PUTOHABHpA IMPOTHBOIIOKA3aHO B CBSI3H C
BO3MOXKHBIM TTOBBINICHNEM KOHLEHTPAIMH HOPIETHAMHOBOTO META0O0JNTa, KOTOPBIH
obmamaer 00e300NMMBalONIMM JeicTBHeM H oxHOBpeMmeHHOo ctumynmpyer [IHC. Ilpu
TIOBBIIIIEHHOHN KOHIIEHTPAIMK HOPIIETHANHA BO3PACTAET PUCK PA3BUTHS HEXKEJIAaTEIIbHBIX
peakuuii co croponsl LIHC (Hampumep, snuienTUGOPMHBIX MIPUIIAIKOB), CM. pa3ien

4.3.
Aumnpasonam 1 ogHOKpaTHO 200 kaxgele 12 | 1 B2,5 pasa >
4acoB, 2 JIHS
500 xaxmeie 12 | |Hal1l2% lHa16 %

yacos, 10 nHe#
BBC}IGHI/IG B CXEMY JICUCHHA PUTOHABHpPaA COIPOBOXKIAIOCH I/IHFI/I6I/IpOBaHI/IeM
MeTabonu3ma anmnpasosama. [locne mpuMeHeHus: puToHaBHpa Ha MpoTspkeHun 10 mHen
HHTHOWpYyIOllee ACHCTBHE HcUe3ano. B TepBble HECKONBKO [THEH NpPUMEHEHUS
anmpasonaMa OJHOBPEMEHHO C pPUTOHAaBUPOM, UCIOJIB3YEMBIM B  KayecTBE
AQHTUPETPOBUPYCHOTO TIperapaTa Win (GapMaKOKHHETHUECKOT0 YCHITUTEIS, 10 PA3BUTHUS
WHTyIUPYIOIIEro JAEHCTBUS Ha METa0oIM3M alnpa3ojaMa, HeoOXOJMMO cOOII0naTh
0c00YI0 OCTOPOYKHOCTb.

30



COOTBETCTEYI

aT dd

[ AKCHEFTHOMY QTHETY
08.2024 Ne 17591

BinsiHMe pUTOHABHPA HA OJJTHOBPEMEHHO npmi}meMme HEANTAPE FPORMPY CHBIC PIeKARCEBEHHEIE ) )

npefiapaTel

OaHoBpeMeHHO
npuMeHsieMble
JIeKapCTBEHHbIE
npenaparsl

Ho3a
O0JHOBPEMEHHO
NpHUMeHsIeMbIX

JIEKaAPCTBEHHBIX
npenapartos (Mr)

Ho3a
puTOHABHpa (M)

Biausinue na AUC
OTHOBPEMEHHO
MPUMeHSeMbIX

JIEKapCTBEHHBIX
npenapaTron

Bausinue Ha
Cmax
OTHOBPEMEHHO
TNPUMEHeMbIX
JIEKAPCTBEHHBIX

npenaparos

bycnmpon PutoHaBup, WCMONB3yeMBI B KadecTBE (HapMaKOKMHETHIECKOTO YCHUIIMTENS WIN
aHTHPETPOBUpPYCHOTO Tpenapata, nHruoupyer CYP3A u, kak cieacTBue, MOBBIIIACT
KOHILEHTpalio OycnupoHa B Iua3Me KposW. llpum mpuMeHeHuH OycnmpoHa
OJHOBPEMEHHO C  PUTOHABUPOM  PEKOMEHIOBaH  YCHJICHHBIH  MOHUTOPHHT

TepaneBTHIECKOT0 dGdeKTa U HEKETATSIbHBIX PEAKITHH.

CHOTBOpHBIE MPenapaThl

oamueM 5 [ 200, 4 10381 | 11228 % | 1Ha22 %

[TpumeHeHue 30IUIeMa OJJHOBPEMEHHO C PUTOHABUPOM JIOITYCKACTCS TIPH YCUIICHHOM
MOHHUTOPHHIE H30BITOYHBIX CETATHBHBIX A (HEKTOB.

IpenapaThl JUIsi 0TKAa3a 0T KypPeHusi

100
4acoB
600
4acoB
Bynponuon wmerabonusupyetcss npeumyniectBeHHo CYP2B6. Ilpu npumeHeHuu
OynponH1oHa 0JTHOBPEMEHHO C MHOTOKPATHBIMHU JI03aMH PUTOHABUPA MOXKET CHIIKATHCSI
ero ypoBeHb. ITOT 3(G(GEKT MOXHO OOBICHUTh WHIAYIUPYIOIUM JCHCTBHEM
pUTOHaBMpa Ha Merabonu3M OynpornvoHa. TeM He MeHee, PUTOHABHp TaKKe
unrubupyer CYP2B6 in vitro, B cBsi3u ¢ YeM OyIpPOITHOH CIIeIyeT HCIOIb30BaTh B 103aX
HE BBIIIE pPEKOMEHAYEeMBIX. B ommume oT 3(QeKkToB mpu MpOROIHKUTEIEHOM
MIPUMEHEHUN PUTOHABHPA, MOCJE €ro NMPUMEHEHUs] B HU3KMX /103aX Ha NPOTSHKEHUN
KopoTkoro mepmoma (200 Mr 2 pa3a B CYTKM B TeUeHHEe 2 MIHEH) 3HAYMMBIX
B3aUMOJCHCTBUI ¢ OYyHmpONMOHOM HE HAOIOJAaNoCh, HA OCHOBAaHWM YETO MOXKHO
MIPEAIION0XKNTh, YTO KOHIEHTpAlust OyNpoNMOHa HAYMHAET CHIDKAThCS CITyCTS
HECKOJIbKO JIHEH MOcJie Hauaa COMyTCTBYIOIIEr0 MPUMEHEHHs] PUTOHABUPA.

kakaple 12 | | Ha 22 %

bynpomnmon 0
yIp 150 lHa21 %

Kaxnaele 12 | | Ha 66 % L Ha 62 %

150

Crepouabl

®nyTHKa3oHa
MpPOMNHOHAT,
IPUMEHSIEMbII
HHTaIALIHOHHO,
HMHTpaHa3aJIbHO WIH
MOCPEACTBOM HHBEKIIUH,
OynecoHus,
TPUAMIUHOJIOH

[Ipn mnpuMeHeHWHM pHUTOHABHpa OJHOBPEMEHHO C (MIyTHKa30Ha MPONHOHATOM,
BBOJIMMBIM MHTAJSIIIMOHHO WM WHTPaHAa3aJIbHO, COOOIIANOCH O PAa3BUTHH CHCTEMHBIX
3¢ (PEeKTOB KOPTUKOCTEPOHMIIOB, BKJIIOYas cuHapoMm Muenko-KymmHra u yruereHue
(GYHKIMM HAAMOYSYHHUKOB (B BBILICYIIOMSHYTOM HCCIIEIOBAHHH YPOBEHb KOPTH30JIa B
wiazme cHusmics 10 86 %). Ananorudnbeie 3(QexThl Takke HaOIIONANINUCh NPU
NPUMEHEHHH PUTOHABHUPAa OJHOBPEMEHHO C JPYTUMH  KOPTHUKOCTEPOHIAMH,
merabonmzupyembivu CYP3A, HanpumMep, OyJJECOHUIOM U TPUAMIIMHOJIOHOM. Takum
00pa3oM, MPUMEHEHHE PUTOHABHPA B KAUECTBE aHTHPETPOBHUPYCHOTO IIperapara WIu
(hapMaKOKHHETHIECKOTO YCHIIUTENS OJTHOBPEMEHHO c JTAaHHBIMH
TIIIOKOKOPTHKOMIHBIMH TIpeTapaTaMy He PEKOMEH/I0BAHO, 3a MCKIIIOYEHHEM CIIydaes,
KOTZa MOTeHIUAJIbHAS TMOJIb3a TaKOTO JICYEHHS IPEBOCXOIUT NOTEHINAIBHBI PHCK
pa3BUTHSL CHCTEMHBIX 3()(EKTOB, CBSI3aHHBIX C TPHEMOM KOPTHKOCTEPOHMIOB (CM.
paszmen 4.4). B mocieaHem ciydae HEOOXOAMMO HCIIONB30BAaTh CHMXKEHHBIC [03BI
TIIIOKOKOPTHKONUIHOTO TIpeTapaTa U MPOBOANTE YCHIIEHHBI MOHHUTOPHUHT MECTHOTO H
CHCTEMHOTO JIeHCTBHSA, THOO0 MEePeXOauTh Ha APYTON TIIIOKOKOPTUKOMIHBIN Mpenapar,
He sBistornuiicss cyoctpatom CYP3A4 (Hanmpumep, Oekiomera3oH). bBosiee Toro, B
ClTydae OTMEHBI TITIOKOKOPTUKONIHBIX MTPETapaToB MOKET MOTPEOOBATHCS MOCTETIEHHOE
CHIDKCHHE JI03bI Ha MPOTSHKEHUH JUTUTENEHOTO BPEMEHH.

Hexcamerazon PutoHaBUp, HCMONB3yeMBbII B KadecTBE (PapMAaKOKMHETHYECKOTO YCHIIUTEIS WIH

AHTUPETPOBUPYCHOTO mpenapara, nHruoupyer CYP3A u, kak clielCTBHE, IMOBbBIIIACT
KOHIIGHTPAlUI0 JeKCaMeTa30Ha B IIasMe KpoBu. Ilpu mpuMeHeHHMu JeKcaMeTa3oHa
OJHOBPEMEHHO C  PHUTOHABUPOM  PEKOMEHJOBaH  YCWJIEHHBIH  MOHHUTOPHHT
TeparneBTHYecKoro agdekra n HexKeIaTeNIbHbIX peaKkuni.
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Bausinue puToHaBHpa HA OJHOBPEMEHHO npnwi}meMme HEAHTHPETPOBHPYCHBIE FleKARCTBERHEIET ) )
npeNaparTkbl
OaHoBpeMeHHO Ho3a Ho3a Bausinue na AUC Biausinne Ha
npuMeHsieMble OIHOBPEMEHHO puToHaBupa (Mr) OJHOBPEMEHHO Crnax
JIeKapCTBEHHbIE NpPUMeHsIeMBbIX NpUMeHs eMBbIX OIHOBPEMEHHO
npenaparbl JIeKApPCTBEHHBIX JIeKApPCTBEHHBIX NPUMeHsIeMBbIX
npenapartos (Mr) npenaparon JIeKapCTBEHHbIX
npenapaTon
Hpenunsonon 20 200 xaxgele 12 | 1HA28 % THa9 %
4acoB

[Ipn mpuMeHEeHHMW TNPETHU30JI0OHA OJHOBPEMEHHO C PHUTOHABHPOM PEKOMEHIOBAH
YCHUJICHHBI MOHHTOPHHI TEpPANeBTHUECKOTO 3G (EKTa M HEKENATEIbHBIX PEaKIuil.
Uepes 4 u 14 nmHell COMyTCTBYIOIIETO MPUMEHEHHS MPETHHU30J0HA W PHTOHABHPA
BemmunHa AUC metabonmTa npenHn3oioHa Bo3pocia Ha 37 u 28 % COOTBETCTBEHHO.

H/0: HE OTpeIeTICHO.
! Ha ocHOBaHMM CpaBHEHUS B MAapaslleIbHbIX IPYIIAX.
2 Cynb(haMeToKCca30J1 MPUMEHSIICSA OJHOBPEMEHHO C TPUMETONPUMOM.

HpI/I INpUMCHCHHUM pPUTOHAaBUpa OJHOBPCMCHHO C JU30IIKMpPpaAMUIOM, MCKCUJIICTHUHOM H

He(a30J0HOM COO00ILANIOCH O Pa3BUTUHU HEXENATeIbHbIX PEaKIHii cO CTOPOHBI cep/lia U HEPBHOM
cucreMbl. Hentb3st HCKIIFOUUTH BO3MOKHOCTD B3aUMOJCHCTBUS ITUX JIEKAPCTBEHHBIX IIPENapaToB.
IIoMMMO  BBIIIETIEPEUNCICHHBIX  B3aUMOJECHCTBUM  CYLIECTBYET BEPOSTHOCTb  YCHIICHHUS
TEPANEeBTUUECKUX M TOKCUYECKUX JECUCTBHUH, YTO CBSI3aHO C BBICOKOM CTEIECHBIO CBA3BIBAHMS
pUTOHaBHpa ¢ OeJIKaMH IJIa3Mbl U, KaK CJIEICTBUE, BBITCCHEHUEM OJIHOBPEMEHHO MPUMEHSIEMbIX
JIEKAPCTBEHHBIX IPENAPATOB U3 CBSI3H C HUMH.

IIpumenenue pumonasupa é kavecmee GapmaKOKUHEMU4ecKo20 yCUIUmess

Baxknble cBeeHUs O B3aUMOJCHUCTBUAX PUTOHABUpA, HCIOIB3YEMOIO B  KayeCTBE
(apMaKOKMHETUYECKOTO YCHUJIMTENS, C JIEKAPCTBEHHBIMU IIperapaTaMu TakkKe MpPUBEAEHBI B
MHCTPYKLHUU AJI1 OTHOBPEMEHHO MPUMEHSEMOT0 HHTMOUTOpPA MPOTEA3bl.

HH2u6umODbl NPpONOHHO2O0 HAcoca u 6]10Kam0pbl Ho-cucmamurnosolx peyenmopos

[Ipy npumMeHeHMHM MHIHOMTOPOB NPOTOHHOIO Hacoca M OyokaTopoB HzrucTaMMHOBBIX
peLenTopoB (HampuMmep, OMeINpas3oja WIM PaHUTUIMHA) MOXKET CHMXKATbCS KOHLEHTpAIHs
OJIHOBPEMEHHO TPUMEHSEMBIX HWHIHOUTOPOB mpoteas3bl. [loapoOHble cBeneHUS O BIHUSHUU
OJIHOBPEMEHHOI'O TMPUMEHEHUS JIEKAPCTBEHHBIX MpPENnaparoB, CHUKAIOUIMX KHUCIOTHOCTD,
NPUBEJICHBI B UHCTPYKLIUU Il OJTHOBPEMEHHO MPUMEHAEMOro HHIMOUTOpa rpoTeasbl. CoriaacHo
pe3yJibTaTaM HMCCIEIOBAHUN B3aUMOJCHCTBUN C MHTMOMTOpPAaMHU NpOTEasbl, ACHCTBUE KOTOPBIX
YCUJIMBA€T PUTOHABHpP (JIONMMHABUP B KOMOWHAIMUM C PUTOHABUPOM, aTa3aHaBHp), IpH
OJIHOBPEMEHHOM MPHUMEHEHUU OMeENpas3ojia WM PaHUTUIUHA C PUTOHABUPOM, HCIOIb3YEMBIM B

Ka4CCTBC (bapMaKOKHHeTquCKOTO YCUIIUTCIIA, 3(1)(1)6KTI/IBHOCTL NOCICAHCTO 3HaA4YuMO HE
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MCHSICTCsI, HECMOTPSI Ha HEOOJIBIIOC M3MCHEHHE YPOBHS [QHETEMEOTO) BOSIEHI TBUL (IPUMEPHO Ha

6-18 %).

4.6. ®epTHIBHOCTh, 0€PEMEHHOCTDb M JIAKTALMS

bepeMeHHOCTB

Bonpmoe konmuecTtBo OepeMeHHBIX keHIMUH (6100 ciydaeB poKIeHUs >KHUBOTO peOCHKa)
MOJIy4aJIi PUTOHABUP BO BpeMsi OepeMeHHOCTH; u3 HuX B 2800 ciayuasx poKICHHS >KHUBOIO
peOeHKa KEHIIMHBI IMOJIy4aad IMpenapar B MepBOM TpumecTtpe. B OoNbLIMHCTBE 3TO Ciiydau
NPUMEHEHUs PUTOHABHPA B COCTaBE KOMOMHUPOBAHHOW TEparnuy U B HETEPANIEBTUYECKUX J103aX,
TO €CcTh B 0OJIiee HU3KUX J103aX B KadecTBE (PapMaKOKMHETHYECKOTO ycuiuTens s apyrux UII.
OTH JaHHBIE MOKA3bIBAIOT OTCYTCTBHE MOBBIIIEHUS YAaCTOTHI MMOPOKOB Pa3BUTHS OTHOCUTEIIBHO
YacTOThI, 3apETUCTPUPOBAHHON CHCTEMAMM MOHUTOPHHIA NOPOKOB Pa3BUTHS B MOIYJISILUH.
Pe3ynbrarhl UCClIeIOBaHUN Y )KUBOTHBIX YKa3bIBAIOT HAa HAJMYKME PEIPOYKTUBHOM TOKCUUYHOCTH.
B wuccienoBanmsX Ha JKUBOTHBIX PETUCTPHPOBAINCH CIydan SMOpHOPETATHHONH TOKCHUYHOCTH
npernapara y Kpbic (paHHsS pe30pOIns KOCTHOW TKaHU, CHIYKEHHE MAcChl TeJa IJI0/a, 3a/IepiKKa
occupuKauu M JPYrue OTKIOHEHHS B Pa3BUTHH), KOTOpas IMPOUCXOIWIAa MpH 033X,
MPUMEHSIEMbIX Y OepeMEHHBIX KPBIC 75 MI/KI/CYT (CpeiHss KOHIICHTPAIMS B TJ1a3Me KPOBH 45 MKT
x u/mi). Taxke HaOIIIOJAIOCh HE3HAYUTEIBHOE yBEIHUEHHE 3200JI€BaEMOCTH KPHUIITOPXU3MOM Y
KpBIC TpH J103ax 35 Mr/kr/cyT (34 MKT X 4/mi).

B uccrnenoBaHuaX Ha >KUBOTHBIX PETUCTPUPOBAIUCH ClIy4daw AMOpHOQETaTbHOM TOKCHMYHOCTH
mpenapata y KpOJHMKOB (pe3opOuus KOCTHOW TKaHW, YMEHBIICHHWE YHUCICHHOCTH IMOMeTa U
YMEHBIIIEHHE Macchl Tela I1J10Jla), KOTopas IMPOUCXOJWIa TMpU J03aX, [PUHUMAaEMbIX
6epemenHbIMU Kposinkamu 110 mr/kr/cyT (34 MKr X 9/mur).

B cBs3u ¢ TeM, 4TO HCCIEeNOBaHUS PENPOTyKTUBHON (YHKIIMM >KMBOTHBIX HE BCET/Ia MOXHO
AKCTPANOIMPOBATh Ha JOJeH, mpenapar PutoHaBup npu OepeMEeHHOCTH BO3MOXKHO MPHUHUMATH
TOJIBKO B TOM CJIy4ae, €CJIM IpejrnoaraeMas mojb3a A MaTepu MPEeBOCXOIUT MOTEHIMATbHbIN
PHCK AJIs TUI0AA.

JlakTanus

CylIecTBYIOT OrpaHUYEHHbIE JIUTEpPaTypHbIE JAHHBIE O BBIJIEJICHUM PUTOHABUPA C TPYIHBIM
MoJIOKOM. OTCyTCTBYyeT HWHGpOpMANMs O BIWUSHAU PUTOHABUPA HA JETeH, HAXOASAIMIMXCS Ha
TPYIHOM BCKapMJIMBaHWHW, WJIM BIUSHAMU TpernapaTta Ha BbIpaOOTKYy MoJioka. Bsumay

MOTEHIUAIBHOr0 pucka nepegayn BUY BUY-oTpunatenbHbIM MIaeHIaM U pa3BUTUS BUPYCHOM
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pesuctenTHOCTH y BWY-nonoxurtensHbIX MiTaaCHICB| | @) TAKKY (POPHESHEIX |HHEK I TONBHBIX

peakuuii y AeTei, HaXO[AIMXCs Ha IPyJHOM BCKapMIIMBaHUM, IpyJHOe BcKapMiuusanue BMY-
UH(HUIMPOBAHHBIMU JKEHIIMHAMH ITPOTHBOIIOKA3aHO.

DepTUILHOCTE

I[aHHBIe O BJIMSIHUU PUTOHABHpPA Ha (bCpTI/IJ'II)HOCTB YCJIOBEKA OTCYTCTBYIOT. B HCCIICOOBAHUAX Y

KHUBOTHBIX H€6HaFOHpI/ISITHOI‘O BJIMSAHUS PUTOHABHUPA HA (bepTI/IJIBHOCTB HEC O0TMCYAJIOCh.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBLIMM CpeICTBAMH W padoTaTh €
MeXaHU3MaMH

B nepuoa nedenust HeoOXoAMMO COOJIOIaTh OCTOPOKHOCTH MPU YNPABICHUHU TPAHCTIOPTHBIMHU
CpCACTBAMU U 3aHATHUU APYTHUMHU IIOTCHIMUAJIBHO OITACHBIMU BUJAMU ACATCIIBHOCTH, Tp€6YIOHII/IMI/I
MOBBIIICHHOW KOHIIGHTPAIlMM BHHUMAHUA U OBICTPOTHI TCUXOMOTOPHBIX peaKUUh, TaK Kak
mpernapaT MOXET BbI3bIBATH COHIIMBOCTH, TOJIOBOKPYKEHHE U JPYTrHe HEKeNaTelbHble Peakiiy,
KOTOPBIE MOTYT BJIHSTH Ha YKa3aHHBIE CTIOCOOHOCTH.

HccnenoBanusi crmocoOHOCTH K BOKJEHHIO aBTOTPAHCIIOPTA U YINPABICHUIO MEXaHU3MaMH HE

MMPpOBOANIUCE.

4.8. HexenaresibHbIC peaKUMu

PesroMme HexxenaTeabHbIX PEAKIINT

Ilpumenenue pumonasupa é kavecmee papmMaKoOKUHEMU4ecKko20 yCUuIumens

HexenarenbHble  peakuuu, CBA3aHHBIE C [PUMEHCHUEM  pUTOHAaBHUpa B  KayecTBE
(apMaKOKMHETHUYECKOTO YCWJINTENS, 3aBUCIT OT BBOJMMOIO COBMECTHO CIEHHU(PUUECKOTO
uHrubutopa mnporeassl BUY. [lns mnomydeHuss umHoOpMalnuu O HEXKEIATENbHBIX PpPEaKIMIX
o0paTuTech K MHCTPYKIMHU 110 IPUMEHEHHIO KOHKPETHOTO COBMECTHO MPUMEHSAEMOTI0 HHTMOUTOPA
nporeassl BUY.

IIpumenenue pumonasupa é kavecmee aHMUpempoBUPYCHO20 CPeOCcmea

Heorcenamenvhule peaxkyuu, NnoJiy4€eHHble 6 KIUHUYeCKUux UCCIe008AHUSX u (3

nocmpezucmpayuOHHOM l’l€l71xl00€ Y 63POCJIblX nauuerHmoes

Haubosee yacThiMM 3aperuCTpUpPOBAHHBIMU HEXENATeIbHBIMH PEAKIMAMHU Cpeld IMalMeHTOB,
MOJTyYalOIUX MOHOTEpANi0 pPUTOHABUPOM WJIM PUTOHABUP B KOMOMHALIMKU C APYTUMHU
AHTUPETPOBUPYCHBIMH IpenapaTaMu, ObIJIM HapYLIEHUS CO CTOPOHBI MUIIEBAPUTENLHOMN CHCTEMBI

(BKJIIOUAs IMapero, TOLUIHOTY, PBOTY, O0JIb B )KMBOTE (B BEPXHHUX U HUKHUX OTJIEJIaX)), HApyIICHUS
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CO CTOPOHBI HEPBHOH CHCTEMBI (BKIII0UAs MapeCTe3nn | MAPECTERYIQ CAN3UCTON|Q00TQUKH PIa); a

TaKXe YTOMJIIEMOCTh/aCTeHUYECKHI CUHIPOM.

Coo011a110ch 0 pa3BUTHH CIEAYIONUX HEXETATeIbHBIX PeaKIMid OT CPEIHEH 10 TSHKEIOW CTeTIeHU

TAXKECTH, BOSMOXHO HJIKM BEPOATHO CBA3AHHBIX C IIPUEMOM PHTOHaBHpA. B nmpeaciax Ka)I(,Z[OI;'I

TpyHlIibl paclpeaCICHUA M0 4aCTOTE BCTPEYACMOCTU HEXKEIATCIIBHBIC PC€aKIK PacCIlOJIOXKCHBI B

nopsike yOBIBAIOIIEH 3HAYMMOCTH. o4eHb dacto (>1/10), wacto (>1/100, HO <1/10), HEuacTo

(>1/1000, wo <1/100), peaxo (>1/10000, o <1/1000), ouenp penxo (<1/10 000), gacrora

HCHU3BCCTHA (Ha OCHOBAaHHUH UMCHOIIMNXCA JaHHBIX OUCHHUTDH HCBO3MO)I(HO).

HexxenarensHbie p€aKkiru B KIMHUYCCKUX HCCICAOBAHUAX U MOCTPETHCTPAIMOHHOM IIEPUOIALC Y

B3POCJIBIX TMAIMEHTOB MPUBECHBI B Ta0IuUIE 1.

Ta@zuua 1. Heorcenamenvhole peaxkyuu 6 KIUHU4YeCKux UCCIE00B8AHUSX U nocmpezcucmpayuOHHOM

nepuodey 63POCIJIbIX NAYUEHMO6

Kuacc cucrem opranos Yacrtora HexenarenbHasi peakmus
Hapymenust co cTopoHsl Yacro CHmwKeHue 4ucna JEHKOLWTOB, CHHYKEHUE
KpPOBH M JTHM(aTHIeCKOM KOHLEHTpAlluu TeMOrjio0rHa, CHKEHUE Yncia
CUCTEMBI HelTpoduios, IIOBBILICHHE qucia
H03MHO(HIIOB, TPOMOOIIUTOTICHUS
Heugacro [ToBblIeHNE YKcIa HEUTPOPHIIOB
Hapymennst co ctopoHbl Yacto Peaknuy runepuyBCTBUTENIBHOCTH, BKIJIOYAs
MMMYHHOH CHUCTEMBbI KpaMBHULLY U aHTHOHEBPOTUYECKHI OTEK
Penko AHadunakTuyecKkue peakluu
Hapymenus Yacro I'unepxonecrepuneMus,
MeTabonu3Ma 1 MUTaHus TUIEPTPUTINLIEPUAECMHUS], TOAarpa, OTEKH, B
TOM 4Hcle nepudepudeckne, 00e3BOKUBaAHHE
(0OBIYHO CBSI3aHO C CUMIITOMAaMH CO CTOPOHBI
MUIIEBAPUTEIBHON CUCTEMBI)
Heuacto CaxapHnblii nuader
Penko ['mnepraukemus

Hapymenust co ctopoHsl
HEPBHOM CUCTEMBI

OueHn 4acTo

Jlucres3usi, mapecTe3uu CIM3UCTONH OOOIOYKU
pTa u nepudepuueckue napecTe3uu, roJoBHas

0oslb, TOJIOBOKpYXEHHE, mepudepuyeckas
HeWponarTus
Yacto becconnuna, BO30yXJaeHHE, CIyTaHHOCTh

CO3HaHMUS, HapylICHHE BHHMaHMS,
CUHKOIIAJIBHBIE COCTOSHMS, OJIWICNTUYECKUE
MPUIIAJKH

Hapyuienust co cTopoHbI Yacrto HeuerkocTs 3peHus

opraHa 3peHus

Hapyuienust co cTopoHbl Heuacro WNudapkt muokapaa

cepaua

Hapyuenust co cTopoHbI Yacto AprepuanbHas THIEPTEH3Us, apTepUaIbHas

COCYyJIOB TUIIOTEH3Usl,  BKJIIOYAsg  OPTOCTATHYECKYIO
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Kuacc cucrem oprasos

Yacrtora

([CHexe TaTemp HAK | PLAKUMAL, (1002

TUIIOTCPMUA

Hapymenust co cTopoHsl
JBIXaTEIbHON CHUCTEMBI,
OpraHoOB IPYJIHON KJIETKH
U CPEOCTEHUs

OueHp 4acTo

®apuHrut, 6016 B pOTOTTIOTKE, Kallledh

XKenynouno-kuieynbie
HapyILICHUs

OueHp 4acTo

bonb B xuBOTE (BEepXHHME U HIKHUE OTHEJIbI),
TOIIIHOTA, uapes (BKIIoUas TSxKEIyo Gopmy ¢

AIIEKTPOJIMTHBIMA ~ HApyUICHUSIMH),  PBOTAa,
paccTpoicTBa NUIEBAPEHUS
Yacto AHOpEeKcHUsl, METEOpU3M, S3Bbl  POTOBOM
II0JIOCTH, KpOBOTEUEHUE u3 OpraHoB
JKEITyI0YHO-KHUILIEYHOT O TpakKTa,
ractpodszodareanbHas pequIroKCHas 0O0JIe3Hb,
MIAHKPEATUT
Hapymenust co ctopoHsl Yacro lematut (BKJIIOYas TMOBBIIMICHUE AKTUBHOCTH

IICYCHU n
KEIIYCBBIBOOAIIUX HYTefI

acrmapTaTaMHHOTpaHC(epasbl (ACT),
anmanuHamuHoTpanchepassr  (AJIT), ramma-
rirytamuaTpadcnenTuaassl (I'TT), moBeieHne
KOHIICHTpaluu OMiMpyOrHa B KPOBHU (BKIIIOUAs
KEIATYXY)

Hapymennst co ctopoHbl OueHb yacTo 3yn, cbllb (BKJIIOYAsh DJPUTEMATO3HYIO U
KOXH U  TOJKOXKHBIX MaKyJIOManyJe3HYIO ChIIb)
TKaHei YacTto AkHe
Penko Cunapom Cruenca-/l>xoHcoHa (CCp,
TOKCUYECKMH  DNMIEPMAIBHBIM  HEKPOJIHU3
(T9H)
Hapymenust co cTopoHsl OueHb yacTo Aptpanrus u 60J11 B ClIMHE
MBIIIICYHOM, CKEIICTHON U Yacto Muo3ur, pabaoMuoaus, MHAJITHS,
COEJUHUTEIIBHOM TKaHU MUOIATHSI/TIOBBILIEHHOE COJEpKaHUE
kpeaTuHpocdoknnassl (KOK)
Hapymenust co cTopoHsl Yacro VYyameHHoe MOYEHCIyCKaHHWe, HapylIeHue
IIOYEK 51 GyHKIMM  1OoYeK  (Hampumep,  OJUTYpHs,
MOYEBBIBOJSIINX ITyTEH MOBBIIIIEHUE KOHIIEHTPALlUU KPeaTHHUHA)
Heuwacro OcTtpas noyeyHasi HeIOCTATOYHOCTh
HewusBectHo HedponuTnas
Hapymennst co ctopoHbl Yacto Menopparus
penpoIyKTUBHOU
CUCTEMBl U MOJIOYHBIX
Keles
OO0mwme HapylmieHus W OueHnb yacto CnabocTh, BKIIIOUYAs aCTEHUUYECKHH CHHAPOM,
peakuun B MecCTe IIPWJIMBBI, YyBCTBO Xapa
BBEJICHUS Yacro JIuxopanka, morepst Beca
JIaGopatopHsble " Yacro IToBBIIIEHME AKTUBHOCTH aMMUJIA3bl, CHUKEHUE
WHCTPYMEHTAJIbHBIC KOHIIGHTpAlluid  CBOOOJHOTO ®W  OOIIero
JaHHbBIE TUPOKCHHA
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Kaacc cucrem opraHos Yacrora ([1CHeKe TaTeLHAN| PeARIMEL-, (11017
Heuacto HosBsuiienue KOHUEHTpaLUU FAIOKO3bI;
MTOBBILLICHHE KOHIICHTPAIIUU MarHus,
MOBBLIIICHHE AKTUBHOCTH [IEJIOYHOU
docdarassl

Peakiuu, oTMeueHHbIE KaK UMEIOIINE HEU3BECTHYIO YacTOTY BCTPEYAEMOCTH, ObUIM OTMEUYEHBI B
IIOCTPETUCTPALMOHHBINA IIEPUO.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKHI/If/'I

[ToBbllIeHNE aKTUBHOCTH IIEUEHOYHBIX TPAaHCAMUHAa3, B 5 pa3 u 0oJiee NpPEeBbIIIAIOIIEe BEPXHIO0
IPaHULy HOPMAJIbHBIX 3HAYEHWH, KIMHUYECKAs KapTHHA IeNaTHTAa U KEITyXH Pa3BUBAIUCH Y
MAIMEHTOB, NOJYyYalOLUX PUTOHABUP B KAYECTBE MOHOTEPAINH UM PUTOHABUP B KOMOMHAIIMHU C
JPYTMMHU aHTUPETPOBUPYCHBIMHU IIpENapaTaMu.
Tlokazamenu memabonuzma
YBenuueHne Macchl Tella, a TAK)KE IOBBIIICHHE KOHUEHTPALUU JIMIUJOB U TJIIOKO3bl B KPOBH
MOTyT HaOJI0/aThCs BO BpeMs IMPOBEIACHHSI aHTUPETpOBUpycHOW Tepanuu. Y BUU-
UHQHUIMPOBAHHBIX TAIMEHTOB C THKEIbIM HMMYHOAC(UIMTOM Ha MOMEHT Hadaja
KOMOMHUPOBaHHOHN aHTUPETPOBUPYCHOM Tepanry MOTYT Pa3BUBATHCS BOCIAIUTENIbHbIE PEaKIH
Ha MPOTEKaoUMe OECCUMITOMHO WJIM OCTaTOYHbIE ONIOPTYHUCTHYECKHE HH(peKuuu. Taxxe
€000111aJ7I0Ch O CITydasx pa3BUTHs ayTOMMMYHHBIX HapyIlIeHUH (Takux Kak Oose3Hs ['peliBca); Tem
HE MEHee, BpEMs UX Pa3BUTHs CUIIBHO BapbUPYET, U OHU MOTYT Pa3BUBATHCS YEPE3 MHOI'O MECSILIEB
[IOCJIE Havyasa Teparuu.
Y NanuMeHToB, MOMYyYaBIIUMX TEPANMIO0 PUTOHABUPOM, BKIIOYas TEX, y KOTO pPa3BUBAJIAChH
TUIEPTPUTIULIEPUAEMHUSL, HAOII0JAINCh CIIy4an pa3BUTHsI TAHKPEATUTa (B HEKOTOPBIX CIyYasiX co
cMmepTenbHbIM uexo1oM). [Tannentel ¢ BUU-nHbekuuei Ha mo3aHel ctaaiuy MOTYT OBITh B TpyTIIe
PHUCKA MOBBILICHHOT'O COAEPKAHUS TPUITIMLEPUIOB B KPOBU U Pa3BUTHS NTaHKPEATUTA.
Taxoke perucTpupOBaIMCh CIydal OCTEOHEKPO3a, B YACTHOCTH, Y MALIUEHTOB C OOIEM3BECTHBIMU
daktopamu pucka, ¢ BUY-undekuueld Ha mo3mHeW CTaguyd WM JJIUTETBHO TOJYYArOIINX
KOMOMHHMPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. X yacToTa BCTpeuaeMOCTH HEM3BECTHA.

eTH
[Tpoduiie 6e30macHOCTH PUTOHABUPA Y JIETEH B BO3pACTe OT 3 JIET U CTapIlle CXOJIEH C TAKOBBIM Y

B3pOCIIBIX.
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COOTBETCTBYET QKCIMNEPTHOMY OTYETY
ot 22.08.2024 N2 17591
Coobuienue 0 N0103pPEBAEMBIX HEXKENATENbHBIX PeakUIX 1 [1E [1OBRATENEHOCTE 0002

M

BaxxHo coo0miaTh 0 o103peBaeMbIX HEXENaTEIbHBIX PEAKIUAX ITOCIIe PETUCTPALIUU IIperapaTa ¢
[EeNbI0  O00CCIeUeHHsl  HENMPEPHIBHOTO  MOHHMTOPWUHIA  COOTHOIICHHUS  «IOJIb3a-PUCK)
JICKaPCTBEHHOT'O Tpernapara. MeAUIIMHCKUM pa0OTHUKAM PEKOMEHIYETCS COOOMmaTh O JHOBIX
MI0JIO3PEBACMBIX HEXKEJIATENbHBIX PEaKIUAX JICKAPCTBEHHOrO IMperapara 4depes3 HallMoHaJIbHBIC
CUCTEMBI COOOIICHHSI O HEXKENATeIbHBIX PEAKIUAX TOCYIapCcTB — UICHOB EBpa3zmiicKoro
SKOHOMHYECKOI'0 COI03a.

Poccuiickas @enepanus

®denepaiibHas Ci1yx0a 1Mo HaI3OPY B chepe 3ApaBOOXpaHCHUS

Anpec: 109012, r. Mocksa, CnaBsHCKas TUIOIIAb, 1. 4, cTpoeHue 1

Tenedon: +7 (800) 550-99-03

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B UHGOPMAITMOHHO-TEIEKOMMYHHUKAITIOHHOM ceTH «HTepHe™:

https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CuMOTOMBI

Janubie 00 ocTpoil epeao3upOBKE MPY MPUMEHEHHH PUTOHABUPA Y YeJIOBEKa orpanuydeHbl. OauH
MAIUeHT, TPUHUMABIIUN yJacTHe B KIMHHYECKOM HCCIICIOBAaHUU, MPHUHSUT J03y PUTOHABHPA
1500 mr/cyT B TedeHue 2 nHEH, MOCie 4ero HaOIIOJANMCh MPOSBICHHS MapecTe3uH, KOTOphIE
MCYE3JIU TOCNIEe CHIKEHHS 103bl. B MoCcTperucTpaiioHHOM neprojie ObII0 MOTYyYeHO COOOIIeHHEe
0 TIOYEYHOH HEJAOCTATOYHOCTH W J03WHO(PIINU TPH TIEPETO3UPOBKE PUTOHABHpPA. PUTOHABHUD
XapaKTePU3yeTCsl HU3KUM TIOTEHIIHAIIOM OCTPON TOKCUYHOCTH IPH ITEPOPATHBHOM TPUMEHEHUH.
Jleyenue

Cneunduueckuit aHTHIOT JJIsl pUTOHABHPA OTCYTCTBYET. JleueHne nepeo3upoBKH PUTOHABHPOM
JOJDKHO BKITFOYATh OOIIME CHMIITOMATHYECKHE MEphl, B TOM YHCJIE KOHTPOJIh OCHOBHBIX
MOKa3aTeJIe JKU3HEIEATSIIBHOCTH M KJIMHHYECKOTO COCTOSHUS marueHTa. [Ipemamaraercs takxke
BKIIIOYAaTh B CXEMy JICUEHHUs TMEpPEAO3MPOBKUA TMPOMBIBAHWE JKEIyJAKa U Ha3HAUYCHUE
AKTUBHPOBAHHOTO yris. Tak Kak PUTOHABHP WHTCHCHBHO METAOONM3UpYyeTCs B IMEYCHH U B
BBICOKOW CTEIIEHW CBS3BIBACTCS ¢ OCKaMM ITUTa3Mbl KPOBH, JMATU3, BEPOSTHO, HE IO3BOJIHT

IMPON3BCCTHU BBIBCACHUC ITpCIIapaTa U3 opraHndMa Ha JOCTATOYHOM YPOBHE.
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5. PAPMAKOJIOTHYECKUE CBOMCTBA  ([OCIIENOBATENBHOCTE 0002)

COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA
®apMakoTepaneBTUYECKas TIpynna: IMPOTUBOBUPYCHBIE CpPEACTBA CHUCTEMHOIO JIEHCTBUS;
IPOTUBOBUPYCHBIE CPEJICTBA MIPSIMOTO I€HCTBHSI; HHTMOUTOPSHI IIpOTEa3s.

Kon ATX: JOSAEQ3

Mexanusm aeiicteus U hapMmakonuHamuueckue 3O GeEKThI

Ilpumenenue pumonasupa 8 kavecmee PapmMaKOKUHEMu4ecKko2o yCuIumerns

JeiictBue puTOoHaBUpa Kak (HapMaKOKHHETHUECKOTO YCHJIMTENsi OCHOBAHO Ha AaKTUBHOCTH
pUTOHAaBHpa KakK MOIIHOIO HWHIHOMTOpa MeTadosiM3Ma, OMOCPEIOBAHHOTO H30(EPMEHTOM
mutoxpoma CYP3A. Crenenn ycuseHHs CBS3aHBI C METa0OJIM3MOM COBMECTHO NMPUMEHSIEMOTO
uHruourtopa nporeassl BUY u BiaustHus nunruOurtopa nporeassl BUY na metabonns3m puroHaBupa.
MakcumanbHO€ WHTHOMpOBaHHE MeTaboiu3Mma Inpu coBmecTHoM mnpumeHnenun MII BUY, kak
MpaBUJIO, JOCTUTAETCS MpH 103€ putoHaBupa ot 100 mr oaun pa3 B cyTku g0 200 Mr 1Ba pasa B
CYTKH M 3aBHCHT OT coBMecTHO npumensemoro MIT BUY. JlomomHuTEeNbHYI0 WHGOPMAIUIO O
BJIMSIHUM PUTOHABHpa Ha METAa0OJIM3M COBMECTHO NpUMEHseMoro mHruOurtopa mnporeasst BUY
(cm. pasmen 4.5.), Takxke cileAyeT O3HAKOMUTBbCS C MHCTPYKIHEH IO MPUMEHEHHUIO
coorsBercrByromux UIT BUY.

Ilpumenenue pumonasupa 6 Kauvecmee aHMUPemMmpoB8UPYCHO20 CPeocmed

PuronaBup mpencrasisier coboit uaruburop acnaptui-nporeas BUY-1 u BUY-2 nns npuema
BHYTpb, aKTUBHBIN MENTUAOMUMETHK. MHrubupoBanue nporteazsl BUU mpensTcTByeT pa3pbiBY
HoJMMnpoTenHa-npeamecTsenHnka Gag-Pol, 4ro mpuBomutr k oOpasoBanuto uvactuir BUY c
He3peo MopQoJIoTHed, KOTOPBIE HE CITOCOOHBI K MH(MUIIMPOBAHUIO KJIeTOK. PuTOHaBUp 00a1aeT
CEJIEKTHBHBIM CpOACTBOM K mpoTeaze BUY u mposBiaseT HE3HAUUTEIbHYI0 HHTHOMPYIOIIYIO
AKTUBHOCTb B OTHOILLIEHUH ACTIapTHJI-IIPOTEA3bl YEIOBEKA.

PutonaBup OblT TEpBBIM WHTHOUTOPOM TpoTeasbl (0modpeH B 1996 rony), sddexTuBHOCTH
KOTOpOro Oblila J0Ka3aHa B UCCIIE0BaHUU C KIMHUYECKUMU KOHEUYHbIMH ToukamMu. OJTHAaKO U3-3a
MeTabONMYeCKUX HHTHOUTOPHBIX CBOWMCTB pPUTOHABUpPA €ro IMPUMEHEHHE B KadecTBe
(apMaKOKMHETUYECKOTO YCHIIUTENs JApPYTUX HWHTUOMTOPOB TMpoTeasbl sBJseTcs Oosee
pacnpoCTpaHEeHHBIM B KITMHUYECKOM NpakTHKe (cM. paszzen 4.2.).

Bruanue na KT’

WutepBan QTCF ornennBany B paHIOMH3MPOBAHHOM, TUIANe00- ¥ aKTHBHO- (MOKCH(DIOKCAITUH

400 Mr ogMH pa3 B JIeHb) KOHTPOJHMPYEMOM IE€PEKPECTHOM HCCIeoBaHUM y 45 310pOBBIX
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COOQTBETCTBYET QKCIHEFTHOMY QITHETY
ot 22.08.2024 Ne 17591
B3pocnbix ¢ 10 n3mepennsmu B Tevenne 12 facos Ha|fews 3 MaxeumansHas cpemaas (95 %o

BEpXHSIsl JOBEpUTENIbHAs rpaHuia) pazuuna B Q [ CF oT miianeoo cocrasisia 5,5 (7,6) mist 400 mr
2 pa3a B CyTKH IPUMEHEHHUS pUTOHABHpPA. Y pOBEHb pUTOHABUPA Ha JleHb 3 Ha0IIr01aj1cs IPUMEPHO
B 1,5 paza Bblie, uem npu npuMeneHnu 600 Mr 2 pa3za B CYTKH B CTaIllMOHAPHOM COCTOsIHUU. Hu 'y
OJIHOTO HMCTBITYeMOTO He HaOmoaanock yBenuueHus QTCF B teuenune 6onee 60 mc ot 6a3oBoi
nuHUK wim uHTepBana QTCF, mpesbimaromniero noTeHNUaIbHO KIMHUYECKH 3HAYMMBINA TIOPOT B
500 mc.

HesnauntensHoe mnpoasieHue uHTepBajia PR Takke oTMeHasloch y MAllMEHTOB, MOMyYaBIINX
pUTOHABHUP B TOM ke uccienoBanuu Ha [lenp 3. Cpennue u3zMeHeHHs OT 0a30BOM JTUHUHU B
untepsane PR Bappupoanucs ot 11,0 1o 24,0 mc B 12-yacoBoil MHTEpBa MOCJIE€ IPUMEHEHUS
n03bl. MakcuManbHblid nHTEpBall PR coctaBisn 252 mc, u 010Kaabl cepiia BTOpOil WK TpeThel
cTereHu He HabroaaI0Ch (M. pasaen 4.4.).

Pezucmenmnocmo

N3onsitet BUY-1, pe3aucrTeHTHbIE K PUTOHABHPY, OBbLIM BbIICJICHBI IN VIO W y NalMCHTOB,
MOJTyYaBIIUX TEPANIEBTHYECKUE O3B PUTOHABUPA.

CHMKeHUEe aHTUPETPOBUPYCHON aKTUBHOCTH PUTOHABUPA CBSA3aHO, MPEKIE BCETO, C MyTallUsIMU
nporea3sl V82A/F/T/S u 184 V. HakoruteHue Qpyrux MyTalMii B TeHe MpoTeasbl (B TOM YKCIIE B
nonoxenusx 20, 33, 36, 46, 54, 71 u 90) Taxke MOXET CIOCOOCTBOBATh PE3UCTEHTHOCTH K
putoHaBHpy. I[lOCKONBKY HAKAIUIMBAIOTCS MYTallid, CBS3aHHBIE C PE3UCTCHTHOCTHIO K
PUTOHABUPY, BOCIIPUMMYUBOCTD K IPYTHM HHTUOUTOpPAM MpPOTEa3bl MOXKET YMEHBIIAThCS U3-3a
MEPEeKPECTHON Pe3UCTEHTHOCTH. CleayeT MPOKOHCYIbTUPOBATHCS Sl MOTYYSHHs] KOHKPETHOU
UH(GOPMAIIUK O MYTAIUAX IMPOTEa3bl, CBA3AHHBIX C YMEHBIIICHUEM PEAKIIUHU Ha JIAHHBIC BEIIECTBA
B COOTBETCTBHHM C WHCTPYKIIMEH 110 TPHUMEHEHHUIO JPYTrUX HWHTHOMUTOPOB TIPOTEa3bl WU
O(pUIATEHBIMA OOHOBJICHHUSIMH.

Dapmaxoounamuveckue KiuHuU4ecKkue OaHHble

BimsiHne putoHaBHpa (IpH MOHOTEpANUU WM B COYETAaHWH C JAPYTHMHU IPOTHBOBHPYCHBIMHU
mperapaTaMu) Ha OHOJOTHYECKHE MapKephl aKTUBHOCTH 3a00JICBaHHS, TaKWe KaK KOJUYIECCTBO
CD4 xnetok u BupycHoit PHK, omneHuBanucy B MHOTOYUCICHHBIX HCCIEAOBAHUAX C Y4aCTHEM

BUY-uHbUIMPOBAHHBIX MAIUEHTOB.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.08.2024 Ne 17591
5.2. ®apmMakOKHHETHYECKHE CBOHCTBA (NMOCNEONOBATENBHOCTE 0002)

AOGcopouus

AbcomoTHas OMOJOCTYITHOCTh U CTENIEHb BCACHIBAHUS PUTOHABHPA HE YCTAHOBIICHA, MIOCKOJIBKY
OTCYTCTBYET JIeKapCTBeHHas (opma [Uisi MapeHTepaibHOro BBelneHus. {dapmMakOKHHETHKa
pUTOHAaBHpa MpPU MHOTOKPAaTHOM MPUMEHEHMH He HaToumak Obula wu3ydeHa y BUU-
UHQHUIMPOBAHHBIX B3pPOCIBIX J0OpPOBOJIBLIEB HE Haromak. IIpu MHOTOKpaTHOM THpueMe
KyMyJISILIMS PUTOHABHpa HECKOJIbKO MEHbILE, YEM pacCuMTaHHasi Ha OCHOBAHMM OJHOKpPATHOMU
JI03bl, U 3aBUCHUT OT BPEMEHM JICYEHUS U J0303aBUCHMOIO YBEJIMYEHHUS KAXKYIIErocs KIMpEeHca
(C1/F). Bbio 0OHApY»KEHO, YTO OCTATOYHAS KOHIIEHTPAIIUS PUTOHABHPA HEMHOT'O yMEHbIIAIACh
C TEUYEHUEM BPEMEHH, BO3MOXKHO, M3-3a MHAYKIUH (PEPMEHTOB, OJHAKO, CTAOMIM3UPOBAIIACH K
OKOHYAHUIO JIBYX Heaenb. BpeMms nOCTHKEHHS MakcUMallbHOM KoHUEeHTpauuu (Tmax) Ipu
YBEJIMYEHUH J103bl OCTABAJIOCHh ITIOCTOSIHHBIM HAa YpOBHE, NPUMEPHO paBHOM 4 yacaM. [loueunsrii
KIIUpEeHC cocTaBisieT B cpeaneM MmeHee 0,1 J1/4 M OTHOCHUTENHHO MOCTOSIHEH MpPHU MPUMEHEHUU
Pa3IUYHbIX JO3UPOBOK.

®apMaKOKMHETUYECKUE [1apaMeTphbl, HAOJI0JAaeMble C pa3IMYHbBIMH CXEMaMHM JO3UPOBaHUS

TOJIBKO pUTOHAaBHpPa, IIOKAa3aHbI B Ta6n1/1ue HHMIKC.

Cxema 103MpOBaHMSI PUTOHABHPA
100 mr 100 Mr 200 mr 200 mr 600 mMr
1 pa3 B cyTKu 2 pa3a B 1 pa3 B cyTKu 2 pa3a B CyTKH | 2 pa3a B CyTKH
cyTku®
Crnax 0,84 +0,39 0,89 34+1.3 45+1,3 11,2+3,6
(MKr/™MIT)
Ctrough 0,08 0,04 0,22 0,16 0,10 0,6 +0,2 3,7+2,6
(MKr/™MIT)
AUC 12 w24 6,624 6,2 20,0 £ 5,6 21,92+ 6,48 77,5+31,5
(MKT*4a/MiT)
tye (9) ~5 ~5 ~4 ~8 ~3 105
(C1/F) () 17,2+ 6,6 16,1 10,8 + 3,1 10,0+ 3,2 8,8+3,2

! 3Hauenns BLIpaKEHBI B BUJIE TEOMETPUYECKUX 3HAUYEHUN. [[pUMeYanre: pUTOHABHMD BBOMIIH TIOCIIE €/IbI
JUISL BCEX NEPEUYUCIEHHBIX CXEM.

Brnuanue nuwu na nepopanvroe ecacviéarnue
[Ipy mpuMeHeHUM TMpenapaTa BO BpeMsl IpHeMa MUIIM IMPOUCXOAUT HEOOJIBIIOE CHIKEHHE
OMOIOCTYITHOCTH TabJIETOK PUTOHABUPA.

Pacnopenenenune

Kaxymuiics o6bem pacnpenenenus (Ve/F) puronasupa coctasiser npumepHo 20—40 i1 mocie
oJTHOKpaTHOM 10361 600 Mr. CBs3bIBaHNE PUTOHABHpPA C OETKaMU IJIa3Mbl y YeJIOBEKa COCTABIISIET

0k0J10 9899 % 1 sIBIIIETCS HOCTOSIHHBIM B Tuana3one koHuentparuit 1,0-100 mxr/min. Putonasup
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COOTBETCTBYET QKCNEPTHOMY OTHETY
ot 22.08.2024 N2 17591
CBA3BIBAETCS KaK C anb(ai-KUCIBIM TIMKONPPTENIOM (HET@BeKa (AAG), FTaK, Mo abOyMABoM

ChIBOPOTKH 4enoBeka (HSA) co cpaBHUTENTBHO OJAMHAKOBBIM CPOJICTBOM.

Wccrnenosanus pacipeenenus B TKaHax ¢ “*C-MeueHbIM PUTOHABUPOM Y KPBIC TIOKA3ajIH, YTO B
IICYCHH, HAAIIOYECYHHUKAX, IIODKEIIYJOYHOMN JKeJle3e, MOYKaxX U IMUTOBUIHOU XKelle3e CONEpIKaTCs
HauOoJbIINEe KOHUEHTpauuu puToHaBupa. COOTHOLICHHE pacHpeAeieHHus TKaHb/IjIa3Mma,
U3MEPEHHOE B JIMM(pATHUECKUX y3JIaX KPBIC, COCTABISET MPUOIM3UTENBHO | U peanoaraer, 4ro
PUTOHABHP PACIPOCTPAHICTCA B TKaHU JTUMQATUYECKOH CHUCTeMbl. PUTOHaBUpP MUHHMMAaIbHO
IIPOHMUKAET B MO3T.

buotp aHC(bODMaI_[I/IH

Bb110 0TMEYEHO, YTO PUTOHABUP WHTEHCUBHO META0OIM3UPYETCs ¢ ydacTueM nutoxpoma P450
MIEYCHU, B OCHOBHOM C ydactueM u3odepmenta nuroxpoma CYP3A u, B MCHbIICH CTEIICHH,
CYP2D6. VccrienoBanus Ha )KHBOTHBIX, @ TAK)KE SKCIIEPUMEHTHI iN Vitro ¢ MUKpOCOMaMH TIEYSHU
YyeloBeKa IOKa3aJlid, YTO PHUTOHABUP B IMEPBYIO oOuepelb IOJBEPrajicsi OKHCIUTEIbHOMY
MeTaboIH3My.

VY ugenoBeka HaizeHo 4 MerabonuTta puTOHaBHpa. OCHOBHBIM SIBISICTCS OKHCIUTEIHHBIN
MeTabonut wuzonponuiaTazon (M-2), TpOTUBOBUPYCHAs AaKTUBHOCTh KOTOPOTO OJIMHAKOBa C
UCXOAHBIM coenrHeHrneM. OHAKO MIIOMIAb MO KPUBON 3aBUCUMOCTH KOHIICHTPAIIMH BELIECTBA
or Bpemenu (AUC) merabomura M-2 cocraBiser Bcero 3 % or AUC camMoro ucXoIHOTO
COETUHEHMUSI.

Huskue 1036l pUTOHABHpa OKa3bIBAIOT CUJIBHOE BIIMSHUE Ha (APMAKOKMHETUKY JpyTuX
UHTUOUTOPOB TMpoTea3bl (M Jpyrux BemiectB, Metabonusupyembix CYP3A4), a ngpyrue
UHTUOUTOPBI TIPOTEA3bl TAK)KE MOTYT BIHMATH Ha (JapMaKOKUHETHKY pUTOHaBHpa (cM. paszaen 4.5.).
OJIUMUHAINS

HccnenoBanus 4enoBeKa C paJuOaKTUBHO MEUYEHBIM PUTOHABUPOM IIOKA3ajd, YTO PUTOHABHP
BBIBOJMTCS, IJIABHBIM 00pa3oM, 4Yepe3 IenaToOMIMapHy CUCTeMy; MpHOIM3uTenbHo 86 %
pPaAMOAaKTUBHOM METKM OBLIO BBIAENEHO M3 Kaja, 4acTb KOTOPOW, BEPOSATHO, COOTBETCTBYET
HeabcopOMpPOBaHHOMY PUTOHABUPY. B 3THUX MccnenoBaHUSIX BBIBEJIEHUE Yepe3 MOYKHU He ObLIO
00Hapy’KeHO KaK OCHOBHOI CIIOCO0 BBIBEJICHUS pUTOHABHPA. DTO COOTBETCTBOBAIO HAOIIIOICHHUSIM
B HCCJIEJOBAHMSIX HA )KUBOTHBIX.

[ToyeyHast HETOCTATOYHOCTD

DapMaKOKMHETHYECKUE NapaMeTpbl PUTOHABUPA HE M3YYEHBl y INAIMEHTOB C HapYIICHUSAMH

(I)YHKLII/II/I ITOYCK. OI{HaKO, IOCKOJIBKY MMOYEYHBIN KIIMPEHC pUTOHAaBHpa OYCHL MaJl, HUKAKHX
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COOQTBETCTBYET QKCIHEFTHOMY QITHETY
ot 22.08.2024 N2 17591
M3MEHEHUH O0IIEro KIMPEeHca Tena He OKUIAees y NaupHToB £ HAPYINCHIANY-(DYHRUMHE T0YeK.

Ileuenounas HEAOCTATOYHOCTD

[Tociie MHOTOKpPAaTHOTO JO3UPOBAaHUSI PUTOHABHpPA 3J0POBEIM JH00poBosbiaM (500 mr 2 pasa B
CYTKH) U TIAIIUEHTaM C JISTKUMH WJIM YMEPEHHbIMU HapylIeHUsIMU GYHKIUH reyeHu (kiaacc A u B
no mkaie Yaina-ITeto, 400 Mr 2 paza B CyTKH) pUTOHABUP MOCE HOPMAJIU3AIMK 10361 HE ObLI
CYIIECTBEHHO Pa3JIMu€H MEXAY STUMHU JBYMS TPYIIIAMHU.

JInna mosKuJioro Bo3pacra

PutonaBup B miasme y namueHtoB 50—70 net npu npumeHenuu B no3e 100 mr B coueranuu ¢
JIONIMHABUPOM UJIM B O0Jiee BBICOKUX J103aX, HO 0e3 MHruouTopos nporeassl BUY He oTiinyaercs
OT TaKOBOH y NAI[MEHTOB 00JIee MOJIOAOr0 BO3pacTa.

eTH
YcraHoBieHHbIE (PapMAaKOKMHETHUECKUE TapaMeTpbl pUTOHABUPA ObLIN OLleHEeHb! y feteit ¢ BUY-
uH(pekuuen crapuie 2 JeT, MOoJIy4aBIIUX 036l OoT 350 mr/M2 1o 400 mr/m? nBa pa3za B CyTKH.
KoHmeHTpamys puToHaBupa B KPOBH Mocie mpueMa 103 oT 350 mr/m? o 400 mr/m? nBa pasa B
CYTKH Yy J€Tell cpaBHMMa C KOHLEHTpalMel PUTOHABUPA y B3pOCIBIX, MpuHUMaBmMX 600 mr
(oxom10 330 Mr/m?) 1Ba pasa B CyTKH.
Bo Bcex rpynmax 703 KIMpeHe HpH epopaibHoM Tipueme putonasupa (CL/F/m?) 6bu1 npumepHoO
B 1,5-1,7 pa3a ObicTpee y aereil crapiue 2 JIeT, YeM y B3pOCTbIX.
CrabunbHble (hapMaKOKMHETHYECKHE TapaMeTpbl olleHuBanu y aereit ¢ BUU-undexnueit mnammie
2 ner, momyudaBmmX A03bl oT 350 mr/m? no 400 mr/m? gBa pasa B cyTku. KoHIeHTpamuu
pUTOHAaBHpa B 3TOM MCCIIEJOBAaHUM ObUIM OYEHb BapHalelbHbl M HECKOJIBKO HHUXKE, YeM Y
B3POCIEIX, TTOTy4aBmmx 600 mr (mpubmmsuTensHo 330 Mr/mM2) Ba pasa B CyTKH.
Bo Bcex rpynmax 03 knuperc puronasupa (CL/F/m?) yMeHbIIAICS ¢ BO3PACTOM CO CPEHHMH
sHauennamu 9,0 1/4/M? y neTeit B BospacTe 10 3 MecseB, 7,8 n/4/M? y feTelt B Bo3pacTe oT 3 10

6 mMecsies u 4,4 1/a/M? y neTeit B Bo3pacTe OT 6 10 24 MecsIIeB.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB
Kpaxman kykypy3HbIit

JlakT03BI MOHOTHIPAT

Tanpk

Marnus creapat
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 22.08.2024 N2 17591
Kamncyna TBepast xeaaTHHOBASL: (NOCNEOOBATENBHOCTE 0002)

Cocmase kancynwi:
Twurana nuoxcung

Kematun

6.2. HecoBMecTHUMOCTD

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

2 roja.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHHUH

He xpanuts npu remmneparype Boitie 25 °C. XpaHuTh B OpPUTHHATILHON yIaKOBKE (TIaYKe).

6.5. Xapakrep 1 cojep:xaHue NePBUYHOH YNIAKOBKH

ITo 10 kamcyn B KOHTYpHYIO SYEHKOBYIO YIAKOBKY M3 IUIEHKU MOJIMBUHWIXJIOPUAHON U (osbru
AIFOMUHUEBOM.

[To 30 xancyn B 0aHKy W3 MHOJUATUJIEHA BBICOKOH IUIOTHOCTH, YKYHNOPEHHYIO KpBIIIKOW W3
MOJIMIIPOIIMIIEHA ¢ KOHTPOJIEM NIEPBOI'O BCKPBITHSL.

CB0060IHOE MTPOCTPAHCTBO B OAHKE 3aMOIHSIOT BaTONH MEIUIIMHCKON THIPOCKOIMYECKOM.

Opnny 6anky niu 1, 3, 6, 9 win 10 KOHTYpPHBIX STYEHKOBBIX YITAKOBOK BMECTE C MHCTPYKLHKEH IO

MCIUIUHCKOMY INMPUMCHCHUIO IMTOMENIIAIOT B MMAYKYy M3 KapTOHA.

6.6. OcoOble Mepbl MNPEAOCTOPOKHOCTH TMPU  YHHYTOKEHUM  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 TMpemapara MWJIH  OTX0A0B, MOJYYEHHbIX MOcCJe MpPUMEHEeHUus:
JIEKAPCTBEHHOT0 Mpenapara, ¥ Apyrue MaHUuMyJIsIUU ¢ PenapaTom

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHMUOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanus

000 «ITPOMOME/]] PYC»

Anpec: 129090, r. MockBa, mpocnekT Mupa, nom 13, ctpoenue 1, oduc 13
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COOTBETCTBYET KCNEPTHOMY OTYETY
o1 22 08.2024 Ne 17591
Tenedon: +7 (495) 640-25-28 (MOCNEOOBATENBHOCTE 0002)

DnekTpoHHas moura: reception@promomed.pro

7.1. llpeancraBuTe b AepKaTesisi PerucCTPAIMOHHOTO YA0CTOBEPEeHUSA

[Iperen3zun HOTDG6PITCJ'ICI>1 HaIIpaBJIATH I10 aApECy.

Poccniickas @enepanys

000 «ITPOMOME/] PYC»

Anpec: 129090, r. MockBa, ipocriekT Mupa, 1om 13, ctpoenue 1, opuc 13

Tenedon: +7 (495) 640-25-28

Kpyrnocyrounsiit Tenedon ropsaeit tuann papmakonamzopa: 8-800-777-86-04 (6ecrutatHo)

DnekTpoHHas moura: reception@promomed.pro

8. HOMEP PEIT'UCTPAHIMOHHOI'O YAOCTOBEPEHUA

9. IATA TIEPBUYHOM PEIMCTPAIIMMA (IIOATBEPXKJIEHUSA PETHMCTPAIIAMH,
NEPEPET'UCTPALINN)

JlaTta nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO11ast XapakTepUCTHKA JIEKapCTBEHHOT' O MpenapaTta PutoHaBup noctynHa Ha ”HPOPMALIMOHHOM
noprane EBpasuiickoro 3KOHOMHYECKOI'O COI03a B MHPOPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH

«WuTepuer» http://eec.eaeunion.org/
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