COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 19.06.2024 N2 12189

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'G HPEHAPAFA EHUCTE 0003)

1. HAMMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

BAPTOBAH, 100 mr, Tabs1eTKH, MOKPHITHIC INIEHOYHONH 000JI0UKOM.

2. KAYECTBEHHBIA U KOJTUYECTBEHHBI COCTAB
JlelicTByrolee BEIECTBO: pPUTOHABUD.
Kaxxnas TabneTka, HOKphITas IJIEHOYHOUW 000J109K0i, coaepkutT 100 Mr puToHaBUpa.

[TonHbI IepeyeHb BCIIOMOraTeIbHbIX BEIIECTB MPUBEIICH B pazene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPBITHIE TNIEHOYHOH 000I0YKOH.

Tabnerku oBaJibHOW (POPMBI, TBOSKOBBIITYKJIbIE, IIOKPBIThIEC IJIEHOUYHOW 000JI0YKOM OT CBETIIO-
PO30BOrO J0 PO30BOr0 IBETA, C PUCKOW HA OJHOM CTOPOHE M TPaBUPOBKOM «f» Ha Ipyrou
CTOPOHE.

Jlunus paznoma (pucka) He IpeaHa3HaYeHa I pa3jiaMblBaHUs TaOIETKU.

4.  KIIMHUYECKUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHHIO

[TIpemapar BAPTOBAH mnoka3zan B3pocibiM U jaeTssM crapiie 3 ser ans nedenus BUY-1
UH(EKIMH B COCTaBE KOMOMHUPOBAHHON TEpaIHH.

4.2. PeuM 103MPOBAHMSA H CNIOCOO MPUMEHEHUS

PuronaBup nomkeH Ha3HayaThCs BpayaMH, UMEIOIMMU OMbIT JeueHus BUY-undexuun.

PexxuM 103upoBaHus

Ilpumenenue 6 kauecmee hapmaKoOKUHEMUUECKO20 YCUTUMEIISL

[Ipy Ha3HaYeHHM CHI)KEHHBIX /103 PUTOHABHpPAa B KOMOMHAIMM C JIPYTMMH HHTHOMTOpaMu
nporea3 BUY (manpumep, B ciayyasx, Korja pUTOHaBUpP MCIONB3YEeTCI B KayecTBE
(apMaKOKMHETHYECKOTO YCUIIMTENS APYruX UHIHOUTOpOB mpoteas BUY) criexyer, B ToM umcne
PYKOBOJICTBOBAThCSl HMH(OpMaIuei, cojepxaiieiics B MHCTPYKIHUSIX IO MPUMEHEHHIO U
JAHHBIMU KJIMHUYECKUX HCCIEOBAaHUN COOTBETCTBYIOMIMX HWHTHOUTOpOB Tmiporeas BHY.
[lepeuncnennple Huke HHruOUTOpHl mpoTeassl BUY-1 paspemiensl K NOpUMEHEHUIO B
KOMOUWHAIMK C pUTOHABUPOM B KadecTBE (apMaKOKUHETUYECKOTO YCHIIUTEIS.

Awmnpenasup 600 mr aBa pasa B cyTku ¢ putoHasupoM 100 mr aBa pasza B CyTKH.

AtazanaBup 300 Mr ofuH pa3 B cyTkH ¢ puToHaBupoM 100 Mr oivH pa3 B CyTKH.

®ocamnpenasup 700 mMr nBa pa3a B cyTku ¢ putoHaBupoM 100 Mr iBa pa3a B CyTKH.
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Jlonuuasup/puToHaBup (KoMOHHKpoBaHHas hopma) 400 M/ rOb it 800! i/200 e 102

CaxBuHaBup (y NaLMEHTOB, KOTOPHIE PAHEE MOIYYaId aHTUPETPOBUPYCHYIO Tepanuto): 1000 mr
JIBa pa3a B cyTku ¢ putoHaBupom 100 Mr aBa pasza B CyTKHU.

CakBuHaBup (y MalMEHTOB, KOTOpbIE paHee HE MOJydald aHTHUPETPOBUPYCHYIO TEPAIHIo):
cakBuHaBup 500 mr aBa paza B CyTkM ¢ puToHaBupoMm 100 Mr gBa pa3a B CyTKHM B TEUYEHHUE
nepBbIxX 7 aHel, 3areM cakBuHaBup 1000 mr nBa pasza B cyTku ¢ putoHaBupom 100 Mr gBa pasa B
CYTKH.

Tunpanasup 500 mr aBa pasza B cyTku ¢ puroHaBupoM 200 Mr 1Ba pa3a B CYTKU (THIPaHABUD B
KOMOHMHAIIMY C PUTOHABUPOM HE CIieAyeT MPUMEHSTh y MallMeHTOB, KOTOPBIE paHee He MOTydaln
AHTUPETPOBUPYCHYIO TEPAIIUIO).

JapynaBup (y NnauueHTOB, KOTOPBIE paHee MONydalud aHTUPETPOBUPYCHYIO Tepamnuio): 600 mr
IBa paza B cyTku ¢ putoHaBupoMm 100 Mr nBa pa3a B cyTku. Taxxke BO3MOXKHO MPHUMEHEHUE
napyHasupa 800 Mr oguH pa3 B Cyrku ¢ putoHaBupom 100 mr oauH pa3 B cyrku. s
nojiyueHus: Oosnee moapoOHON MH(pOpMaluu, BKIIOYas NPUMEHEHHE Ipenapara OJUH pa3 B
CYTKM Yy MAlUEHTOB, KOTOpPbIE paHee NPUMEHSUIM AHTHUPETPOBUPYCHYIO TEPAINHIO, CIEAYET
BHUMATEJIbHO U3YUYUTh HHCTPYKIUIO IO IPUMEHEHHIO TapyHABUPA.

JapynaBup (y MalMeHToB, KOTOPbIE paHee He MOIydalu aHTHPETPOBUPYCHYIO Tepanuio): 800 mr
OJIMH Pa3 B CyTKHU ¢ puToHaBupoM 100 Mr oauH pa3 B CyTKH.

Ilpumenenue pumonasupa 6 Kauvecmee aHMUPemMmpoB8UPYCHO20 Cpeocmea

[To 600 mr (6 Tabnerok) ABa pa3a B cyTku. CyTouHas no3a cocrasiseT 1200 mr. [Tocrenennoe
yBenmuuenue A03bl  npenapata BAPTOBAH B HauanbHbI NEpHOJ  JIEUEHUS MOXKET
CIoCOOCTBOBAThH YIYUIIEHHUIO IEPEHOCUMOCTH Tpenapara. HauanbHast 103a JOKHA COCTABIATh
He MeHee 300 mr 1Ba pa3a B CYTKM B TE€UEHHE NEpPBBIX 3 JHEH, danee 103y YBEIUYHUBAIOT
(xaxxmoe yBenuueHue 103bl — Ha 100 Mr 2 pa3a B cyTku) 10 600 Mr 2 pa3za B CyTKH B T€UEHUE
nepuoaa, He mpeBbllIaromiero 2 Heaens. He ciegyer nponoipkaTh JIEYEHHE IPENapaToM
BAPTOBAH B no3e 300 mr 2 pa3za B cyTku 0oJiee 3 THEeM.

Kombunuposarnnvie cxemul aeyenus ¢ 08yma uneubumopamu npomeasol BUY (UI1)

Knuauyecknif  onmplT  KOMOMHHUPOBAaHHOW — Tepamuy, MpeaycMaTpUBaloLIel MpUMEHEHHE
TEpaneBTUUECKUX /103 PUTOHABHpPAa B COYETAaHUM C JPYrUM HHTruburopom mnpoteazsi BUY,
orpaHuueH. PUTOHABHp B 3HAUUTEITHLHOW CTENEHU CHUXAET METa0O0JM3M OOJIBIIMHCTBA APYTUX
MHTMOUTOPOB BUPYCHBIX TMporeas. CrenoBaTenbHO, MPU Ha3HAYCHUM KOMOMHHUPOBAHHOMN
Tepanmuu  C  [PUMEHEHHWEM  pUTOHABUpAa  CIEAyeT  IpPUHUMATh BO  BHHMMaHHE
(apMaKOKMHETHYECKOE B3aHMMOACUCTBHE W JIaHHBIE 1O O€30MaCHOCTH TNPHUMEHSEMBIX
JIEKapCTBEHHBIX IMpemapaToB. /s 3TOro Kjacca IMpernapaToB XapaKTepHa BbIpa)KeHHas

MepEeKPECTHAsT PE3UCTEHTHOCTh. [IpeamouTUTENhHO CleAyeT WCIOIh30BaTh KOMOMHAIMIO JBYX
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WIT ¢ HaWMeHBIICH IMEePEeKPECTHONH pPE3UCTEH HOCTHIG. | T—ipv;] SO B AR At bIIfbHal'a' a B

COCTaBC JAHHBIX CXCM CJIICAYCT YUYUTHIBATH BCC BBLINICIIPUBCACHHBIC (I)aKTOPLI.

Oco0BbIe IPVIIILI TAIUEHTOB

HpumeHeHue 6 Kauecmee ¢apMaK0KuH€muLl€CK020 ycuaumei

Hayuenmul ¢ Hapywenuem QbVHKuuu no4yex

PuronaBup B OCHOBHOM MeTa0oOaM3MpyeTCs B  I€4eHU. BO3MOXHO IpUMEHEHHE
(C OCTOpPOXHOCTBIO) PHUTOHABUpPA Kak (PapMaKOKHHETUYECKOTO YCUIIUTENs Y MAIUEHTOB C
MOYEYHOW HEOCTATOYHOCTHIO B 3aBUCHMOCTH OT KOHKPETHBIX HMHIHOMTOpOB mportea3 BUY, c
KOTOPBIMH TpUMEHsSeTCcss puToHaBUpP. OJHAKO, MOCKOJBKY MOYECYHBIA KIMPEHC PHUTOHABHPA
HUYTOXHO MaJl, TO YMCHBUICHUC O6H.[CFO KIIMPCHCA HC OXHNAACTCA Yy IMAIMCHTOB C OYEYHOH
HEJIOCTaTOYHOCThI0. [l monydeHus moApoOHON WHPOpMAIUU O PEKHUME JTO3UPOBAHUS Y
NAIlMEHTOB C TIOYCYHOW HEJOCTATOYHOCTBIO CIEAYeT OOpaTUThCS K HHCTPYKIMH TI0
NPUMEHEHHIO COBMECTHO TIPUMEHIEMOT0 HHIHOUTOpa poTeassl BY.

Tayuenmul ¢ Hapywenuem CbVHKZ/{Z/lZ/l nevyeru

PutonaBup mpOTHMBOMOKA3aH B KadecTBEe (hapMaKOKWHETHUYECKOTO YCHIIUTENS y TAalHUeHTOB C
JICKOMIIEHCUPOBAHHBIM ~ 3a0ojieBaHMeM IMedyeHu. OTCyTCTBYIOT JlaHHbIE O IPUMEHEHHUH
pPUTOHABHpA y HAMEHTOB CO CTAOMJIBHO TSKEJIOM CTENEHbIO MEYEHOUYHOW HEJOCTAaTOYHOCTU
(xmace C no mkane Yainna-ITet0) 6e3 Mpu3HAKOB JEKOMIICHCAIIMH, IIOATOMY CIIEAYET COOII0IaTh
OCTOPOKHOCTh IPU IPUMEHEHUH PUTOHABHPA B Ka4eCTBE (PApMaKOKMHETUUYECKOIO YCUIIUTENS Y
JAHHOW TpyNIbl IMALMEHTOB B CBS3U C PUCKOM IIOBBILICHHWS KOHLEHTPALMd COBMECTHO
npuMeHsieMoro uHruOutopa mnporeassl BUY. Jlns momyudeHust moapoOHON HH(OpManuu o
peXuMe JA03MpPOBaHUS y MAMEHTOB C MEYEHOYHOM HEJOCTATOUYHOCTHIO CJIENyeT OOpaTHTHCS K
MHCTPYKIMHU IO TPUMEHEHHIO COBMECTHO IPUMEHIEMOro HHrubuTopa nporeasst BUY.
Ilpumenenue pumonasupa 6 kauecmee aHMUpPemposUpPyCcHo20 cpeocmaa

HCZMMEHmbl NOoJAHCUJI020 603pacma

Koppekuust 10361 He TpedyeTcs.

Hayuenmul ¢ Hapywenuem qbwmuuu no4yexK

I[aHHBIe 0 TIMPUMCHCHHWHN pPUTOHABHUpa Yy IIAHUCHTOB C MMOYEYHON HEIOCTaTOYHOCTHIO
OTCYTCTBYIOT. HpI/IHI/IMaﬂ BO BHHMAHHC, YTO MMOYECYHBIN KIIMPEHC PUTOHABUpPA HUYTOXKHO Mall,
CJICOOBATCIIBHO, MAJIOBEPOATHO YMCHBIICHUC O6H.[€FO KIIMpCHCa Yy IMAIMCHTOB C MOYCTHOM
HEAOCTATOYHOCTHBIO. PI/ITOHaBI/Ip B BBICOKOI CTEICHH CBI3BIBACTCS C OEJIKAMH IIIa3MBbI KpOBH,
MaAJIOBCPOATHO CYHICCTBCHHOC CHUIKCHHUC €0 KOHLCHTpAUHWU B PE3YJIbTATC IEeMOJualiM3a HIIN

MNEPUTOHCATILHOI'O JUaJIn3a.
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TENBHOCTE 0003)

Hayuenmul ¢ napywenuem d)VHKuuu neyeru (nl"l:"'_IE":l'l""' BA

PutoHaBup B OCHOBHOM MeTa0onM3upyercs B TneueHH. DapMaKOKMHETUYECKHE JaHHbIC
YKa3bIBAalOT Ha TO, YTO KOPPEKLUMs J03bl Yy IMALUEHTOB C JIETKOW M CpEIHEH CTENEHBIO
MEYCHOYHON HEJOCTaTOYHOCTU He Tpelyercs. PUTOHaBUP MPOTHMBOMNOKA3aH y NAIMEHTOB C
JNEKOMIICHCUPOBaHHBIMU 3a00JIEBAaHUSIMU TICUYCHHU.

eTH
[Ipenapar He cienyeT Ha3Ha4aTh (MPUMEHSTH) y nererd B Bozpacte oT 0 10 3 jeT aig naHHOU
JIEKapCTBEHHOM ()OPMBI B CBSI3U C HEBO3MOXHOCTBIO 00€CIIEUUTh PEXXHUM JO3UPOBAHUS.
Ilpumenenue pumonasupa 6 Kauecmee aHMUPempoOB8UPYCHO20 cpedcmaa
JersMm HaumHas ¢ 3 JeT CclIeAyeT Ha3Ha4yaTb pPUTOHABUP B KOMOWMHAIMM C JPYTHMMHU
IIPOTUBOBUPYCHBIMU IIpeniaparaMu. PekomeHnoBanHas no3a npenapara BAPTOBAH nns nereit
cocrapiser 350-400 mr/mM? moBepXHOCTH Tena 2 pa3a B CYTKH, M OHA HE JOJDKHA IPEBBINIATH
600 mr 2 pa3a B CyTKH.
Hauanenas no3a coctapiaseT 250 Mr/m? IOBEPXHOCTH Tela, ee clelyeT yBeIMuHMBaTh C
uaTepBagoM 2-3 mHs Ha 50 Mr/m? moBepXHOCTH Tena 2 pa3a B CyTKH. Ecim marumeHTsl He
MEPEHOCAT MAKCUMAJIbHYI0 CYTOYHYIO 103y B CBSI3U C MOOOYHBIMH SIBICHHUSMH, HA3HAYarOT
MakCUMajJbHO TiepeHocumyro gao03y mnpenapata BAPTOBAH B komOuHanuu ¢ Apyrumu
AHTUPETPOBUPYCHBIMU IIperiapaTaMHu.

[Tnomane moBepxHocty Tena (III1T) MoxkeT ObITh paccunTaHa 1Mo CIIeAyIoIIeH Gopmyie:

Poct (cm) X Macca Tesa (Kr)
3600

[T (M?) =

Crooco0 nmpuMeHeHus

BnyTps.
[Mpenapar BAPTOBAH npuHUMaiOT nepopajibHO BO BpeMsl efbl (CM. pasaen 5.2).

TabneTku, TMOKPBIThIE IUIEHOYHOM O0O0OJOYKOM, clleyeT MporjiarbiBaTh ILIEIUKOM, HE
pa3KeBbIBas, HE JIOMasi U HE U3MeJIbyasl.
4.3. TIpoTHBONMOKa3aHMA
e ['unepuyBCTBUTENBHOCTh K PUTOHABUPY WJIU JIIOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,
NePEYUCIICHHBIX B pazzene 6.1.
e Ecnu puroHaBup npumeHsieTcsi B KauecTBe (PapMaKOKHMHETHUYECKOTO YCHIIUTEINS IPYTruX
uHruOuTOpOoB  mpoteassl  BUY, HeoOxommmo — yuuThIBaTh ~ MHMOpPMAIUIO O
NPOTUBOMNOKA3aHUAX,  COJEp)Kallylocsl B HUHCTPYKIUSAX MO  IPUMEHEHHUIO

COOTBETCTBYIOLIMX HHTHOUTOPOB npoTtea3sl BUY.
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e PuToHaBUp MPOTUBOIOKA3aH B Kaye¢TBE (bd&alkoﬁgéfﬁﬁezﬁ%w%ngﬁféﬁﬁﬁ '

AQHTUPETPOBUPYCHOTO Tpenapara y MarleHTOB ¢ JCKOMIICHCHPOBAHHBIM 3a00JICBaHUEM
[ICYCHHU.

e B wuccrengoBanusx in Vitro m in ViVO OBUIO YCTaHOBJIEHO, YTO PHUTOHABUD SIBIACTCS
MOIIIHBIM UHTHOUTOPOM MeTabonmmueckux peakiui, onocpenyembix CYP3A u CYP2D6.
Huke mepednciieHsl JIeKapCTBEHHBIE MPENapaThl, IPUMEHEHHE KOTOPBIX OJHOBPEMECHHO
C PUTOHABHPOM IPOTHUBOIMOKA3aHO. Eciin He yka3aHO MHOE, TO 3TH MPOTHBOIMOKA3AHHUS
OCHOBaHbl Ha MHTHOMPYIOIIEM JICHCTBUM PUTOHABHUPAa Ha METAOOJHM3M OJIHOBPEMEHHO
PUMEHSEMBIX JIEKAPCTBEHHBIX IIpenaparoB. MHruoupyoiiee AeiCTBUE COMPOBOKIACTCS
HOBBIIIIEHUEM YPOBHS CHCTEMHOM 3KCITO3HMIIMKM U PUCKA Pa3BUTUSA KIMHHUYECKHA 3HAYUMBIX
000YHBIX 3P HEKTOB YKa3aHHBIX JICKAPCTBEHHBIX PEMapaToB.

Moaynupyomiee AeiCTBHE PUTOHABHPA HA AKTHBHOCTH (DEPMEHTOB 3aBHUCHUT OT JIO3BI.
IIporuBoOmOKa3aHusi K MPUMEHEHHIO HEKOTOPBIX  JIEKAPCTBCHHBIX  IIPEIapaToB
OJHOBPEMEHHO C PHTOHABUPOM OoOJiee aKTyalbHbI JIJII PHTOHABHpAa B KadecCTBE
AQHTUPETPOBHUPYCHOTO Mpernapara, a He (papMaKOKHHETHUYECKOTO YCHIUTENsl (HampuMep,

Juist pudadyTUHA U BOPHUKOHA30J1a):

Kaacce 1iekapcTBeHHOTo IIpeacraBurens kjaacca O0ocHoBaHue
cpeacTBa
Tlogviuienue unu cHudICeHUue yposHs 00HOBPEMEHHO NPUMEHAEMO20 npenapama
AHTaroHUCTHI Angy3o3uH [oBbIlIeHHE KOHLEHTpALMK andy303uHa B IUIa3ME, YTO CBSA3aHO C
anb(ai-apeHOPeenTOPOB PHCKOM TUIIOTOHHH BBICOKOH CTEHNEHH TsDKECTH (CM. paszen 4.5).
O0e300sMBaOIIME MPEnapaThl Ilernaun [oBbIlIEHHE KOHIIEHTPALMHU B I1a3Me HOPIIETUAMHA, TUPOKCUKAMa U
TTupoxcukam npornokcudeHa B IUIa3Me KpOBH. Bo3pacTaer pHCK TSIKENOro
ITponokcuden YTHETEHHS JBIXaHUs, TeMaTOJIOTHYECKHX OTKJIOHEHHH M IPYTHX
CEpPbE3HbIX  HEKENATeNbHBIX  SABICHUH, CBOWCTBEHHBIX 3THM
Ipenaparam.
AHTHaHTHHAIBHBIE CPEJICTBA Panonazun IToBbImIeHHe KOHIEHTPAlMH paHONA3WHA B IUIa3Me KPOBH MOXKET

HOBBICUTh PUCK BOSHMKHOBECHMS CEPbE3HBIX M (WJIH) YrpOXKarOIIHX
JKU3HHU peakuuii (cM. paszaen 4.5).

TIpoTuBoomyxoseBbIe mpenapaTsl Beneroxmakc IToBbIIEHNE KOHIEHTpAIlMM BEHETOKJIAKCa B TIIa3Me KpOBH.
VBelnueHUe pUcKa Pa3sBUTHS CHHAPOMA JIM3KCA OMyXOJM B Hadale
JICYSHHS U Ha TIPOTsKEHNH (pa3bl THTPOBAHMUS JI03BI (CM. pasjen 4.5).
Heparnan6 IToBbIIEHNE KOHIEHTPAIMM HEpPaTHHHOA B IUIa3Me  KpPOBH.
VBeINUMBACTCS PHUCK PasBUTHS CEPbE3HBIX W/WIM ONACHBIX IS
JKH3HH HOKEIATENIbHBIX peakiuii (cM. paznen 4.5).

Amnamyramus Anamyramuy  ABIAETCS  yMEPEHHBIM/CHIIBHBIM  HHJYKTOPOM
nzopepmenta CYP3A4, 4yTo MOXKeET NPUBECTH K CHUKEHMIO dPdexTa
PHUTOHABHpA U TTOTEHIIMAIBHON MOTEpe BUPYCONOTHIECKOTO OTBETA.
Kpome Toro, moBbINIEHNe KOHIEHTPAIMH amalyTaMHaa B ILIa3Me
KPOBH MOXKET TPUBECTH K CEPhE3HBIM HEXKEIATEIbHBIM SBICHUSM, B
TOM YHCIIE CY/IOpOTaM.

AHTHApUTMHYECKUE CPEACTBA Amuopnapox INoBblneHre KOHIEHTPAUK aMHOJAapOHa, OenpuIuia, JpoHeIapoHa,
Benpunun SHKaHHHIA, (IekauHuaa, nponadeHoHa U XHHHIWHA B IIa3Me
JlpoHenapon kpoBH. IIpn 3TOM Bo3pacTaeT pHCK apUTMHH M JIPYTHX CEPbE3HBIX
DOHKauHUA HeXeNaTelbHBIX SIBJICHUH, CBOICTBEHHBIX 9TUM IIperapaTaM.
DdnexanHU
IMponadenon
XHWHUIAH
AHTHOHOTHKU Dy3umoBast KUCIOTa INoBblnieHre KOHIEHTpanuy (y3UI0BOH KHUCIOTHL M PHTOHABHPA B
I1a3Me KpoBH.
TIpoTuBOrpHOKOBEIE MpEenapaTsl Bopuxonason Ipumenenne putonaBupa (400 mr 2 pasza B cyTku u Oosee)

OZIHOBPEMEHHO C BOPHKOHA30JIOM IIPOTHBONOKA3aHO B CBSA3H CO
CHIDKCHHEM KOHLEHTPAIMM BOPHKOHA30Jla B IUIa3Me KpOBU U
BO3MOKHBIM CHIDKEHHEM €ro TepameBTh4eckoro sdgexra (cm.

pazgen 4.5).
AHTHTHCTaMUHHBIE TIpEnapaTsl Actemuzon IToBbIlIEHNE KOHIEHTpAMK acTeMHu3oia M TepdeHaanHa B IUIa3Me
Tepdenanuu KpoBH. Bo3pacTaeT puck pa3BUTHS CEPhE3HbIX apUTMHUIA.
IIpoTuBonogarpuyeckue Konxuuux B03MOXKHO pa3BHTHE CEpbE3HBIX H/WIM YIPOXKAIOIIMX KU3HHU
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AHTUMHKOOAKTEpHAIIbHBIC
npemnaparbt

Pugabyrun

ITpumenenue puronaBupa (500 Mr 2 pasza B CyTKH) B KadecTBE
AQHTHPETPOBUPYCHOTO TIperapara OIHOBPEMEHHO C pPH(paOyTHHOM
HPOTHBOINOKA3aHO B CBA3M C IIOBBIINICHUEM KOHIEHTPALMH
pucdabyruHa B CHIBOPOTKE KPOBH M PHCKOM  DPa3BHTHA
HEeXEJNaTeNIbHbIX peakUud, BKkioYas yBeuT (cM. pasgen 4.4).
PexoMeHpanuyM 1O NPUMEHCHHMIO pHTOHaBHpPAa B  KauecTBe
(hapMaKOKHHETHIECKOTO YCHINUTENSI OOHOBPEMEHHO ¢ pU(haOyTHHOM
IIpUBEJIeHbI B pasjene 4.5.

AHTHIICUXOTHKH/
Heiiponentuku

Jlypasunon

INoBblmIeHre KOHIEHTpAlUK JIypa3sHAOHA B IUIa3Me KPOBH MOXKET
MOBBICUTH PHCK BO3HHKHOBEHHS CEPHE3HBIX U (MJIM) YIPOXKAIOIIMX
JKU3HHU peakuuii (cM. paszaen 4.5).

Knozamuua
TTumosun

IMoBbIICHHE KOHLEHTPALMK KJIO3alHMHA ¥ IMHMO3MAQ B ILIa3Me
KpoBH. Bo3pactaer pHCK pasBHTHSI CEpbE3HBIX Ie€MaTOIOIMYECKHX
OTKJIOHGHHH U JPYTHX CEPbe3HBIX MOOOYHBIX 3)(PEKTOB NpenapaToB.

Ksernanun

INoBblmieHre KOHIIEHTpAlM KBETHANlMHA B IIa3Me KPOBH MOXKET
npuBecTH K Kome. IIpuMeHeHHe pPUTOHABHpPAa OJHOBPEMEHHO C
KBETHAIIMHOM IIPOTUBONOKA3aHo (cM. paszen 4.5).

HpOI/I3BOZ[HBIC AJIKAJIOU10B

JMruposproraMut OproHOBHH

IToBbrieHne KOHLOEHTpau IMPOU3BOJAHBIX aJIKAJIOMJAOB CIIOPBIHBU B

CIIOPBIHBH OproramMuH IU1a3Me KPOBH BEJET K OCTPbIM TOKCHYECKMM 3(dekram, BKIOYas
MeTHIproHOBHH Ba30CIAa3M U HLIEMHIO.
CTHMYISATOPEI MOTOPUKH Iu3anpun INoBblmieHHe  KOHIEHTpalMHM NM3aOpHAa B  IUIa3Me  KPOBH.
XKEITyJOYHO-KHUIIIEYHOT0 TPaKTa BospacTaeT puck pa3BUTHS CEPbE3HBIX APUTMUM.
(KKT)
VIHrHOUTOpPHI peyKTassl JloBactatuH, IToBbInIeHHe KOHIEHTPALMH JIOBACTATHHA ¥ CHMBACTaTHHA B IUIa3Me
I'MI'-KoA CuMBacTaTuH KPOBH, 4YTO BEAET K IOBBIIICHUIO PHCKA MHUOIATUH, BKIIOYAs
pabdaomuonu3s (cM. pasaen 4.5).
VIHrHOUTOPHI MHKPOCOMAJILHOTO Jlomuranuz IToBbImIeHHe KOHLEHTPAILMHM JIOMUTANUAa B IUIa3Me KPOBH (CM.
OeKa-TiepeHOCYrKa pasnen 4.5).
TPUTIMLEPHIOB
Wuruburopst Gpocdoauscrepass ABanadun [oBbIlIeHHE KOHIIEHTpaLUK aBaHaduia B mia3me (cM. paszenst 4.4
5-ro tuna (®/13-5) u 4.5).
Cunpenadun IlpoTHBONOKAa3aH TOJIBKO IIPH HCIIONB30BAHUM JUIL  JICUCHUS
JITOYHOW apTepUalIbHOM runepreH3uu. [1oBbllIeHHe KOHIEHTpaLul
cuiieHaduia B 1ia3me KpoBu. Bospacraer BEpOATHOCTH pa3BUTHS
HEXEJIAaTeNbHBIX  SIBICHMI,  CBA3aHHBIX C  IPUMCHEHHEM
cuiieHaduia, BKIIOYasi TMIIOTEH3UIO M OOMOPOKH. YKa3aHUs IO
OZIHOBPEMEHHOMY IPHUMEHECHHIO CuiieHaduIa y MalHeHToB C
IPEKTHIBHON HUCcyHKIMEH cM. B pasnenax 4.4 u 4.5.
Bapaenadun [oBbllIeHHE KOHLIEHTpAalMK BapleHaduia B IUIa3ME KPOBH (CM.
paszzenst 4.4 u 4.5).
CenaTuBHBIE H CHOTBOPHBIS Knopasenar IToBbIIEHNE KOHIEHTPAIMK KJIOpa3erara, Juasernama, 3CTa3oliama,
npernaparbl Junazenam (uypasenama, npeaHa3HAUYCHHBIX U1 IPHEMa BHYTPb MUJa30/1aMa 1
Ocrazonam TpHasollamMa B TIuIa3Me KpoBH. Bospacraer puck n30BITOUHOM
Odrypazenam COHJIMBOCTM W yrHeTeHHs JbixaHus. OcoOble yKa3aHUS IO

IIpennazHayeHHbIe A1 HIpHEMa
BHYTPb MHIa30J1aM M TpHa30J1aM

MHJIa3071aMy, BBOJUMOMY ITapeHTepallbHO, CM. B pasjene 4.5.

CHuoicenue yposHs pumonasupa

PacTutenpHbIe TeKapCTBEHHbIE
TIpenaparsl

3Bepoboii

[lpuMeHeHHe  pPAaCTUTENBHBIX  JIEKAPCTBEHHBIX  IIPENApaToB,
cozepxammx 3Bepoboit (Hypericum perforatum), oxHoBpemeHHO C
PHUTOHABMPOM TIPOTHBOIOKA3aHO B CBS3M C DPUCKOM CHUIKEHHS
KOHLIEHTPAlldM ~pPUTOHABUpPa B IUIa3Me U OClableHds  ero
KIMHIYECKHX 3¢ dekToB (cM. paszen 4.5).

4.4. OcoOble yka3aHHSl M Mepbl PEAO0CTOPOKHOCTH NPH NPUMEHEHU U

HpI/IHI/IMaTB C OCTOPOXKXHOCTBIO ITPU CICAYHOIIUX 3a00JICBaHUSX

- I'CIIaTUT,

— JpyTHe COMYTCTBYIOIINE 3a00I€BaHUS TICUEHU;

- IIOBBIIIICHUE aKTUBHOCTHU «(IICYCHOYHBIX)» Q)epMeHTOB;

- NCYCHOYHAasA HEAOCTATOYHOCTD CpCIIHGfI CTCIICHHU TAXCCTH,

— TsDKeJasi CTereHb NnedeHouyHoi HexocTtarouHocTu (kiacc C mo mkane Yannn-ITsio) 6e3
MIPU3HAKOB JAEKOMIIEHCaluu (Tpy MPUMEHEHUH PUTOHABHpPA B KauecTBe (papMaKOKHMHETUYECKOTO

YCUJIUTES);
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paccTpoiicTBaMM IPOBOJSAIIEH CUCTEMBI CEpALla WM MalUEHThbl, IPUHUMAIOLIUE IpPEnaparsl,
yanuHsonme narepBai PR (Takue kak BeparnaMui UiM aTa3aHaBUp);

- COBMECTHOE IPUMEHEHHE HE PEKOMEHIYETCsd CO CIEAYIIUMHU IpenaparaMu
(cm. pasmenst 4.4 u 4.5): docamnpenaBupom (1036l puTOHaBUpA BhIIe, yeM 100 mr 2 pasa B
CyTKM), aTazaHaBUpoM, MHAMHaBUpoM (800 Mr 2 pa3a B CyTKM COBMECTHO C PUTOHABUPOM
100 Mr 2 pa3za B CyTKH), pUBapoOKca0aHOM, BOpamakcapoM, CalMETEPOJIOM, PHUOIMTYaTOM,
CHUMEIIPEBUPOM, (UIyTHKA30HA MPOIUOHATOM, OyI€COHUIOM, TPHAMIUHOIOHOM.

Cremyer IpUMEHSTh ¢ OCTOPOKHOCTBIO CO CISAYIOIMUMH IpenaparaMu (cM. pazaensl 4.4 u 4.5):
adaTHHUOOM, LEPUTHHUOOM, TPA30J0HOM, AaIPa30JaMOM, JUTOKCHHOM, CUJIeHaQuioM u
taganaduiaoM (I IeUYEeHUS SPEKTHIBHON AUCHYHKIMK), MUAAAa30JaMOM (IIPU MapeHTepaIbHOM
IPUMEHEHUN ), AaTOPBACTaTUHOM, PO3YBAaCTaATHHOM, KETOKOHA30JI0OM.

Crnenyer u3berarb COBMECTHOI'O NPUMEHEHUS CO CIEIYIOIUMHU IpenaparaMu (cM. pasnensl 4.4
u 4.5): 6e1aKBUIMHOM.

PuronaBup He m3neunBaer ot BUY-1 mHpeknum u cuHIpOMa MPUOOPETEHHOTO MMMYHHOTO
nebunura (CIIUA). Y mnanumeHToB, TMOJAYYarOMIMX PUTOHABUP WIM JIIOOYI0 JpYryro
AHTUPETPOBUPYCHYIO TEpalMio, MOTYT MPOJOJDKATh pPa3BUBATHCA  OINIIOPTYHHUCTUYECKUE
uHeKn U apyrue ocnoxuenus BUY-1 uadexnmm.

[lpy mpuMeHEeHWHM PHUTOHABHpA B COCTaBe KOMOMHHMPOBAHHOW aHTHPETPOBHPYCHOW Teparuu
JI0Ka3aHo 3P QPEeKTUBHOE MOJABJIEHHE BUPYCA, YTO 3HAUUTENIBHO CHIDKaeT puck nepegaun BUY
HOJIOBBIM ITyTE€M, OJHAKO, MPH 3TOM MOJHOCTBIO puck mepeaaun BUY wuckmodyeH ObITh He
MOJKET.

[TarueHTsl JOMKHBI COOMIOaTh COOTBETCTBYIONINE MEPbl O€30MacCHOCTH AJIs MPEAOTBpalllEHUs
nepeaaun BUY-ungexum.

[lpy Ha3HayeHMM pUTOHABUpPAa B KOMOMHAIMM C JPYTMMH HMHruOuUTOpamMu mnporeas BUY
(Hampumep, B ciyyasix, KOrJja pUTOHABUP MCIIOJIB3YeTCS B KauecTBEe (PapMaKOKMHETUYECKOTO
YCUJIUTENST Jpyrux HHruburopos mnporeas BUY) crnenyer yuutbiBaTh uHGpOpMAaLUIO,
COJIepKAIIYIOCSd B MHCTPYKIMSX IO HNPUMEHEHHIO COOTBETCTBYIOLIMX HHTMOMTOPOB IpOTEa3
BHY.

Ilpumenenue  pumonasupa 6  Kauecmee  AHMUPEMPOBUPYCHO20  CPeOCmed Uil
Gapmarokunemuuecko2o ycuiumers

Hayuenmui ¢ xpouuueckou duapeeit uiau Maﬂba6cop6uueﬁ

P CKOMCHAYCTCA I[OHOHHHTCHLHLIﬁ MOHUTOPHUHT IMPU BO3HUKHOBCHUU IOHUAPCH. OTHOCUTENBHO
BBICOKAsA YacCcToTa AHUApPCU BO BpPEMA JICUCHUA PUTOHABUPOM MOXKCET IMPUBECTHU K HAPYIICHHIO

BCACHIBAaHMSI W CHIDKCHHIO dS()PEeKTUBHOCTH (BCJIEICTBHE CHWIKEHUS KOMIUJIACHTHOCTH)
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“MEPTHOMY OTYETY

NEPCUCTUPYIOIIAass PBOTA W/MIM AMapes, CBA3aHHAs C HCIOJIb30BAHWEM DPHUTOHABHpPA, TAKKE
MOYKET MPUBECTH K HapyIIEHUIO (PyHKIMH No4YeK. PeKkoMeHIyeTcss KOHTPOIMPOBATh (PYHKITUIO
MOYEK y MalMEeHTOB C HapylIeHHeM (PYHKIHUU MOYEK B aHaMHE3e.

Lemodhunus

VY mauueHToB ¢ remModuianel Tuma A wiu B, moiyyarommx JiedeHue MHrMOUTOpaMy BUPYCHBIX
nporeas BHY, orMeuanuce ciydadm yCWIEHHMs KpPOBOTEYEHMS, BKJIKOYasi CIIOHTaHHOE
o0Opa3oBaHHe KOXXHBIX FeMaToM M reMaprpo3a. HexkoTopbsiM manueHTam ObL1 JOMOJHUTEIBHO
HazHaueH (akTop VIII. bonee yeM B MoJOBMHE OMHCAHHBIX CIIy4YacB JICUCHHWE WHTHOMTOpaAMU
BUpYCHBIX TpoTrea3 BUY Obl10 MpoIomKEeHO WM BO300HOBJIEHO. MMeroTcs yTBEp»KACHUS O
HAJIMYUKA TPUYUHHO-CIECTBEHHOW CBS3HM, XOTS MEXaHU3M JCUCTBHS YCTAHOBJIEH HE OBLIL
[TaruenTsl ¢ remoduuiuel AOMKHBI OBITH MPOUMH(POPMUPOBAHBI O BO3MOXKHOCTU YCHUIICHUS
KPOBOTECUCHUH.

Macca mena u nokazamenu oomena eeulecnie

Bo Bpems aHTHpeTpOBUpPYCHOH Tepamuu MOMKET IPOUCXOJUTh YBEIUYEHHE Macchl Teja,
HOBBIIIEHNE KOHLEHTPAlMK JMIUIOB U TJIOKO3bl B IIa3Me KpoBU. Takue M3MEHEHHs] MOTYT
ObITh YAaCTUYHO CBSI3aHbl C KOHTpOJeM 3a0oyieBaHMs M 0Opa3oM >Xu3HU. [l moBbIIEHHS
KOHLEHTPAllUU JIMIHJIOB B HEKOTOPBIX CIy4yasx CYLIECTBYIOT CBUAETEILCTBA BO3JACHCTBUS
TEpanuy, B TO BpeMsI KaK CBUJETEIIHCTB CBS3H MPUPOCTA MACCHI Tella ¢ KAKMM-TTHO0 KOHKPETHBIM
neyeHueM HeT. Ilpu oTciexMBaHMM KOHLEHTPALUHU JIMIOUIOB M IJIIOKO3bI B KPOBU CIEAyeT
OpPUEHTHPOBAThCsSl Ha pa3zpaboTaHHbIE PyKOBOACTBa Mo JiedeHuto BUYU-undexkunu. Hapymenns
JUIHUIHOTO 0OMeHa HE0OX0AMMO KOPPEKTUPOBATh B 3aBUCUMOCTH OT KIIMHUYECKOW CUTYALINH.
HeoOxonuMo wuMers B BUAY BO3MOXKHOCTbH IaHKpeaTHUTa IPU MOSBICHUM KIMHUYECKHX
CHUMIITOMOB (TOILIHOTa, pBOTa, 0OJb B JKUBOTE) U OTKJIOHEHUH J1a0OpaTOPHBIX MOKa3aTeneil oT
HOpMBI (IIOBBIIIEHHE YPOBHS JIUMa3bl MM amMuia3bl B ChIBOpPOTKe). [lamumeHTsl c
NEPEYUCIIEHHBIMU  NpPU3HAKaMM WM CHUMITOMaMH JIOJDKHBI MPOWTH  JOTIOJHUTEIHHOE
oOciiefioBaHUE, a B Cily4ae IOATBEPKACHUS MArHO3a IaHKpPeaTUTa JICYEHUE IpernapaTom
BAPTOBAH cnenyer npekpaTuTh.

CMH@DOM 60CCMAHOBIAEHUA UMMYHUNIEema

Y BUY-uHQUUIMPOBAHHBIX MAalUEHTOB C TSAXKEJIbBIM UMMYHOAEPHUIIMTOM Ha MOMEHT Hayaia
KOMOMHHMPOBAaHHOW aHTHUpeTpoBUpycHOU Tepanuu (KAPT) mMoxkeT pa3BUTbCS BOCHAIUTENbHAS
peaknus Ha OECCUMITOMHBIC MM OCTATOYHBIE OMIMOPTYHUCTHUECKHE WH(EKIUH, YTO BEIET K
Cepbe3HBIM KIIMHUYECKUM COCTOSHUSM WM YXYAIIEHHIO CUMITOMOB. Takue peakiuu oOBIYHO

HaOJIOAI0TCS B TIEPBBIE HECKOJBLKO HEEb WIH MecsIeB oT Hadasa KAPT. B kaduectBe mpumepa



COOTBETCTBYET 3KCNEPTHOMY OTYETY
~ or19.06. 2024 N2 12183
MOXKHO IPUBECTH LMTOMEraJOBUPYCHDIA PETHHHT, rég@ﬁaﬂmaéﬁféﬂﬂtwﬂh)-r dokalbHbIe

MHKOOAKTepUaIbHble MHPEKIIMU 1 THEBMOHUIO, BEI3BaHHYIO Pneumocystis jiroveci.

Bce cuMnToMBl BOCTIa@HHUsI TOJKHBI OBITH JOMOJHUTEIHHO OLEHEHBI, a MPH HEOOXOIUMOCTH
ClelyeT HavyaTh JeUeHue.

Takxke Ha QoHe CcHHAPOMAa BOCCTAaHOBIEHUS HMMYHUTETa COOOILIAIOCH O pPa3BUTUU
ayTOMMMYHHBIX 3a00JeBaHMH (TakuX Kak 0oyie3Hb ['peiiBca), 0JJHAKO 3TO MPOUCXOIUT B pa3HbBIE
CPOKH, JaKe CIIyCTs MHOT'O MECALIEB [10CJIE HAa4ajla JICUEHMUSI.

3abonesanusn neyenu

PuTtonaBup He ciiegyeT Ha3HAyaTh MAlMEHTaM C JIEKOMIIEHCUPOBAaHHBIM 3a00J€BaHUEM ME€UEHH.
IIpy Ha3HaueHMM KOMOMHUPOBAHHOM AaHTUPETPOBUPYCHOM TEpalmuu Yy NAIUEHTOB C
XpoHuueckuM renatutoM B mnm C cyliecTBYyeT NOBBIIIEHHBI PUCK pPa3BUTHS TSKEIbIX U
NOTEHLIMAJIBHO ONACHBIX JJIA JKU3HM HEXKEIATEJIbHBIX pEakLUi cO CTOPOHBI NeYeHU. B ciaydae
COITYTCTBYIOIEH NMPOTUBOBUPYCHOM Tepanuu renatuta B mnn C HeoOXOAMMO 03HAKOMHTBHCS C
MHCTPYKLMEHN 110 IPUMEHEHHUIO COOTBETCTBYIOIIMX ITPENapaToB.

Y m[anueHToB ¢ WMEIOMUMCS B aHaMHe3e HapylleHueM (YHKIUM T[€YeHH, BKIOYas
XPOHMYECKHI aKTUBHBIM renaTut, Ipu KOMOMHUPOBAHHON aHTUPETPOBUPYCHON TEPAaTUM MOXKET
HaOJII0aThCSl TMOBBIIMIEHHAs] 4YacTOTa pa3BUTHs HapylmleHUH (QYHKIUM IEeYeHH; 3a TaKUMHU
NalUEeHTaMM CJEeIyeT TLIATeJbHO HAOMI0AAaTh B COOTBETCTBUU CO CTAHAAPTHBIMU IPOTOKOIAMU
nedeHus. Eciau y 3TUX MalueHTOB MOSBISIOTCS CUMIITOMBI YXYIIIEHUs 3a00JIeBaHUS NEYEHU,
CJIelyeT PacCCMOTPETh BOIIPOC O IIPEPHIBAHUM UJIU NIPEKPALLECHUY JICUEHUS.

3abonesanusn nouex

He oxxunaercs cHmkeHne o011ero KJIMpeHca puTOHaBupa y MaldeHTOB ¢ HapylleHneM (QyHKIUN
MIOYEK B CBSA3HM C HE3HAYUTEJIbHBIM OYEUHBIM KIINPEHCOM PUTOHABUPA.

Ha ¢one npumenenus c teHodoBHpa IU30MpOKcHiIa (hymMapaToM B KIMHHUYECKOW MpaKTHUKE
coo0uianock O Ppa3BUTUM TOYEYHOM HEJIOCTaTOYHOCTH, HapylIeHHMH (QYHKLIHUU TOYeEK,
MOBBILICHUH YPOBHS KpeaTMHUHA, runodocdareMun ¥ TyOyJomaTUM MPOKCHUMAJIbHOTO THIIA
(Bxir04ast cuHapoM DaHKOHM).

Ocmeonexkpos

Coo0manoce 0 ciiydasiX OCTEOHEKpO3a, OCOOEHHO y MAalMEHTOB C IMPOrPECCUPYIOLIEH cTanuen
BUY w/unu npu 10ArocpouHOM NpUMEHEHUN KOMOMHUPOBAHHON aHTHUPETPOBUPYCHOM Tepanuu,
XOTS ATHOJIOTHS 3TOTO OCJOXHEHHSI CUMTAeTCsl MHOTro(akTopHOHM ((pakTopamu pucka B TOM
quciIe SIBJISIOTCS MPUMEHEHHE TIIIOKOKOPTUKOCTEPOUAOB, YIMOTpeOJIeHHUE alKorojs, TshKenas
UMMYHOCYTIpECCHs, BBICOKUH MHJIEKC Macchl Tena). Ecnu manueHT omrymaer 0oiib B cycTaBax,

HX TYTrOIOJABUKHOCTE, TPYAHOCTH IIPHU IBUKCHHUU, EMY CIICAYET O6paTI/ITI)C$[ K Bpauy.
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Yonunenue unmepeana PR (NOCNEQCBATENEHOCTE 0003)

Ha ¢one mnpuema puTOoHaBUpPa y HEKOTOPBIX MAIMEHTOB OTMEYAIOCh YMEPEHHOE
O6eccumnTomMHoe yanuHeHue untepsaia PR. Ilpu mpueme puToHaBUpa COOOIIATOCH O PEAKHX
ciy4asx arpuoBeHTpUKYJsipHOW Osokanel II m Il cremeHw y manmweHTOB € OPraHUYECKUM
3a00JieBaHWEM Ceplilla U CYIIECTBYIOUIMMH paHee pacCTPOMCTBAMU TMPOBOJIALICH CHCTEMBbI
cepAua WIK y NalMeHTOB, IPUHUMAIOIIUX Mpenaparsl, yaauHsAommue narepain PR (Takue kak
BepallaMMJl WM aTa3aHaBup). Y TaKUX [AIUEHTOB pPUTOHABUP CIEAYET INPUMEHATh C
OCTOPOKHOCTBIO.

Bzaumooeticmeue ¢ Opyeumu nexapcmeenHviMu cpeocmeamu

Ipumenenue pumonasupa 8 KA4ecmee aumupemposupyCcHo2o cpedcmea

Crnenyrone mOpeaynpexaeHuss U Mepbl MPEJOCTOPOKHOCTH CJEAYeT YYMUThIBATh, KOTJa
PUTOHABHUP MHCIIONB3YeTCs B KayecTBe aHTUPETPOBUPYCHOrO cpenctBa. Ecimu puToHaBUp
UCIIONIb3YETCS B KauecTBe (papMakoKHHeTHUYecKoro ycunurens B 1o3e 100 mr u 200 mr, Henb3s
CUHMTaTh, YTO CJCAYIONIMEC MPEAYIPEIKACHUS W MEPhl MPEAOCTOPOKHOCTH TakkKe OymyT
npuMeHsATbCs. Korma puToHaBUp MCIIONB3YETCS B KauecTBE (PapMaKOKHHETHYECKOTO YCHIIUTEIIS,
HEOOXOJUMO  YUYUTHIBaTh IMOJHYI0 HMHPOPMAIMIO O NOPEOyNpEeXKICHUSX U Mepax
MPEIOCTOPOKHOCTU JJIi COOTBETCTBYIOILIEr0 MHruOuTOpa mnporeassli BUY, mostomy ciemyet
03HAKOMHTHCSI C MHCTPYKIIMEH MO MPUMEHEHUIO COOTBETCTBYIOIIETO Mpernapara.
e Uuruburopst ®J12-5
CrnenyeT mNpOSIBIATH OCOOYIO OCTOPOXHOCTh TPH HA3HAYCHHWHM CHIICHAQWIA WIH
Taganadpuiaa s JICUCHUS SPEKTUIBHON JUCPYHKIMU y TAlMEHTOB, MPUMEHSIOIINX
putoHaBup. OXUJAETCsA, UYTO OJHOBPEMEHHOE IPUMEHEHHWE PUTOHABHpPA C OSTHUMHU
JIEKAPCTBEHHBIMU MpENapaTaMy 3HAYUTENbHO MOBBICUT MX KOHUEHTPALMIO B IJIa3Me
KpPOBU W MOXET TPHUBECTH K Pa3BUTHUIO HEXENATeNIbHBIX pEeaKIMil, TaKuX Kak
apTepuaigbHas TUTIOTEH3US U MPOJIOHTUPOBaHHAS dpekius. OTHOBpEMEHHOE TPUMEHEHNE
aBaHaduiIa WM BapAeHauiIa C PUTOHABUPOM MPOTHBOINOKa3aHO. OIHOBpEMEHHOE
NpUMEHeHUe cuieHaduIa ¢ pUTOHABUPOM MPOTHBOMOKA3aHO Y MAlMEHTOB C JIETOYHOM
apTepUaIbHOW TUIIEPTEH3UEH.
e Uuruburopsl 'MI'-KoA-penykra3zsl
Wurubutoper ['MI'-KoA-peaykTa3sl CHUMBacTaTMH U JIOBaCTaTMH B 3HAYUTEILHOMN
cTteneHn  Mmerabonusupyrorcs  u3zopepmentom  mnuroxpoma CYP3A4, mnostomy
OJIHOBPEMEHHOE HCIOJIb30BAHME PUTOHABUPA C CUMBACTATUHOM WIIA JIOBACTaTUHOM
MIPOTUBOIOKA3aHO BCJEACTBUE IMOBBIIMICHUS PHUCKAa pa3BUTUS MMOIATUH, BKIKOYAs
pabmomuonu3. Heobxoammo Takke COONIOAATh OCTOPOXHOCTh M CHIDKATh O3Bl MPHU

OOIHOBPCMCHHOM HAa3HAUYCHHWH PHUTOHABHpPA C aTOPBACTATHHOM, KOTOpBIﬁ B MEHBIIEH
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AIIMMUHALIMS pPO3yBacTaTHHA HE 3aBUCUT OT n3odepmenTta nuroxpoma CYP3A, onucano
NOBBILIEHUE O3KCIO3UIMM pO3yBacCTaTMHA IpPU OJAHOBPEMEHHOM IPUMEHEHMHM C
puUTOHAaBUPOM. MexaHH3M 3TOr0 B3aUMOJICHCTBUS HE ICEH, HO MOXKET OBbITh Pe3yIbTaTOM
MHTHOMpOBaHUA mepeHocunka. [Ipy oIHOBpEeMEHHOM Ha3HAYEHHM C PUTOHABUPOM B
KadecTBe (PapMaKOKMHETUYECKOTO YCHUJIMTENsI WIM B KaueCTBE AHTUPETPOBUPYCHOTO
CPEJICTBA JOJKHBI UCIIOJIb30BaThCsl HAMMEHBIINE BO3MOYKHBIE J103bl aTOpBAaCTaTUHA UJIU
po3yBactatuHa. MeTabonu3M mpaBacTaTiHa W (UiyBacTaTMHAa HE 3aBUCUT OT
n3oepmenta muroxpoma CYP3A4, u uX B3aMMOJEHCTBHS C PUTOHABUPOM HE
oxunaercs. Eciam  mokasano  jedeHue  uHruoutopom  I'MI-KoA-penykrassbl,
pPEKOMEHAYETCS IPUMEHSTh IPaBacTaTHH WK (IyBacCTaTHH.

Komxunun

Cpenu ManMeHTOB, MPUHUMABIIMX KOJXUIUH M MOIIHbIE MHTHOUTOpHI H30(epMeHTa
nuroxpoma CYP3A, Takue Kak puTOHABUP, BBISBICHBI CIy4ad YIPOXKAIOLIETO KU3HU U
CMEPTENIBHOTO B3aMMOJECHCTBUA MpenaparoB. COBMECTHOE NMPUMEHEHHE KOJXUIHMHA U
PUTOHABHpA NPOTUBOIIOKA3AHO.

JIMroxkcuH

CrnenyeT nposiBIATh 0COOYIO OCTOPOXKHOCTh NPU HA3HAYEHWU PUTOHABHMpA IALUEHTaM,
MPUHUMAIOIIUM JIUTOKCUH, MOCKOJIBKY OXHUIAE€TCS, YTO OJHOBPEMEHHOE MPUMEHEHHE
pUTOHABUpa C JUTOKCMHOM IPUBEAET K YBEJIWYEHUIO KOHLIEHTPAUMU JUTOKCHHA.
VYBenuueHrne KOHIEHTPAUU IUTOKCHHA MOXKET YMEHbILATHCS C TEYEHHUEM BPEMEHHU.

VY nanueHToB, KOTOpBIE YK€ IPUHUMAIOT IUTOKCHH, CIEeIyeT YMEHBIIUTD €ro J03Yy BJIBOE
Opy Hayajie Tepamuy PUTOHABMPOM, U 3a MAIMEHTaMH HeoO0XoIuMo HalmojaTh Oosee
BHUMATEJIbHO, 4Ye€M OObIYHO, B TEUEHHUE HECKOJbKUX HEJeNnb Iocie Hayana
OJIHOBPEMEHHOT'O TMPUMEHEHUS PUTOHABHpAa M JUTOKCHMHA. Y TAIMEHTOB, YXKe
NPUHUMAIOIIMX PUTOHABUP HAa MOMEHT Hauyaja JIeYEeHUs JAUTOKCUHOM, JIEUCHHE
JUTOKCUHOM JOJDKHO NPOBOAMUTHCS OoJiee MOCTENEHHO, 4eM 00bIYHO. B 3TOT mepuof
HE00X0/IMMO MPOBOJAUTH 00Jiee MHTEHCUBHBI MOHMTOPUHI YpPOBHS JAMIOKCHHA, a MpH
HEOOXO/IMMOCTH CIIeyeT MPOBOIUTH KOPPEKTUPOBKY /103bl, UCXOS U3 KIMHUYECKUX U
3EeKTpOoKapAuOrpauIecKuX JaHHBIX U YPOBHS JUTOKCHHA.

OTHHUIACTPANOI

Cnenyer wucnosnb3oBaTh OapbepHbIE WM MHBIE CpEICTBA KOHTpPALENLUU, KpoMe
TOPMOHAJIBHBIX IMPENApaTOB, MPU HUCIIOJIB30BAHUHA PUTOHABHPA B TEPANEBTUUECKUX WIIU

HU3KHUX 1103aX, TaK KaK PUTOHABUP MOKCET CHHKATb B(I)(I)CKTI/IBHOCTB TOPMOHAJIbHBIX
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KOHTPALIETITUBOB U HU3MEHSTHh NPOPUIIb MaTouHb '%ng%ﬁgﬁgbﬂfl g%{BEME{OM

HA3HAYEHHUH C ICTPATUOI-COAECPKAIMMU KOHTPALEITUBAMHU.
['TFOKOKOPTUKOCTEPOU B

He pexomenayercsi oJHOBpEMEHHOE NPUMEHEHHE PUTOHABHUPA C (IYTHKA30HOM MWIIH
IPYTMMH  TJIOKOKOPTHKOCTEPOUJAMH, KOTOpble  METa0OJU3UPYIOTCS  CHCTEMOM
n3oepmenta muroxpoma CYP3A4, xpome ciiydaeB, KOrjaa IOTEHIMAIbHAS TOJIb3a
JIEUYEHUs MIPEBBILIAET PUCK CUCTEMHOTO JIEHCTBUS KOPTUKOCTEPOUIOB, BKIIIOUAsl CUHAPOM
Nnenko-KymuHra u noxasieHrne GyHKIUN HAIOYSYHHKOB.

Tpazonon

Crnenyer mposiBISTH 0COOYI0 OCTOPOKHOCTH NMPH HAa3HAYEHUHM PUTOHABHPA MAIMEHTaM,
NPUHUMAIOIIMM Tpa3oA0H. Tpa3oqoH sBIsSETCS CyOCTpaToM H30(hepMeHTa IUTOXpoma
CYP3A4, u oxupaercsa, 4TO OAHOBPEMEHHOE INPUMEHEHHE PUTOHABMpA IPHUBENET K
YBEJIMUEHHUIO KOHILIEHTpAallMM Tpa3ojoHa. B wuccienoBaHusx B3auMOAEWCTBUA (IIpU
OJIHOKpaTHOM IPUMEHEHUH) Y 3J0pOBBIX JIOOPOBOJIBLIEB HAOJIONAINCH TaKHe
HEeXeNaTelIbHbIe PEeaKIui, KaK TOUIHOTA, TOJIOBOKPYKEHUE, apTepUalibHasi TUIIOTEH3US U
0OMOpOK.

PuBapokcaban

He pexomennyercss IpUMEHATh PUTOHABHP Y MAIMEHTOB, MOIYYAIOIIUX PUBapoOKcadaH,
BCJIE/ICTBUE YBEJINYEHHS pUCKA KPOBOTECUCHHUSI.

Puonuryar

CoBMecTHOE TpUMEHEHNE HE PEKOMEHIyeTCs M3-32 BO3MOXHOTO YCUJIEHHS BO3JEHCTBUS
puonMryara.

Bopamnakcap

CoBMeCTHOE IPUMEHEHUE HE PEKOMEHIYETCS M3-3a BO3MOYKHOIO YCUJIEHUS BO3JAEHCTBUS
BOparakcapa.

benaxsunun

CunbHble uHruOuTOpsl M3odepmenta muroxpomMa CYP3A4, Takue Kak HHTHOMTOPHI
nporeazsl BUY, MoryT yBeianuMBaTh HKCHO3UIMI0 O€TaKBUIMHA, YTO B CBOIO OYEpE/b
MOKET NOBBIIIATh PUCK PA3BUTHS CBSI3aHHBIX C O€JaKBUIMHOM HEXeJaTeJIbHbBIX
peakuuii. Takum oOpa3om, cieayeT n3deraTb Ha3HaYeHUs OeTaKBUIMHA B KOMOMHAIIUH C
pUTOHAaBUpOM. TeM He MeHee, €CIM IO0Jb3a IEPEBEIINBACT IOTCHIMAIbHBIA PHUCK,
OJIHOBPEMEHHO Ha3HayaTh O€TaKBUJIMH C PUTOHABUPOM HEOOXOAUMO C OCTOPOKHOCTHIO.
Pexomennyercss Oosiee 4acThlii MOHUTOPUHI DJIEKTPOKAPAUOTPAMMBI U KOHTPOIb

AKTUBHOCTHU TpaHCAMHUHA3 (CM. HUHCTPYKIMUIO MO MPUMCHCHUTIO JJIA 6CﬂaKBI/IHI/IHa).
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(NOCNEQCBATENEHOCTE 0003)

o Jlemamanung

OnHOBpeMEHHOE NPUMEHEHHUE JelaMaHu]la C CWJIBHBIM HHTUOMTOPOM H30(epMeHTa
mutoxpoma CYP3A (puTOHaBUPOM) MOXKET YBEIMUYMBATH HKCIO3UIUIO METa0OIUTA
JielaMaHKua, 9YTO MOXKET HMPUBOAUTH K yanuHeHHro uHTepBana QTc. Takum obGpaszom,
€Clli OJHOBPEMEHHOE IpUMEHEHHME JelaMaHuJa U PUTOHABHpPA HEOOXOAMMO,
PEKOMEHIYeTCsl O4YeHb YacTO KOHTPOJIMPOBATh 3Jekrpokapauorpammy (OKI) Ha
IPOTSKEHUH BCETO MEPUOJa JICUEHHs JeaMaHuIOM (CM. HHCTPYKLHIO 110 IPUMEHEHUIO
JUI AeIaMaHuA).

Pumonasup npu npumenenuu 6 kauecmee dmpma;coxuﬂemuttecxozo ycuaumeiii

[Tpodunm B3aumomeicTBusl ¢ HHTHOUTOpamMu Tporeassl BUY, mpumeHseMbIX 0JTHOBPEMEHHO ¢
HU3KOW /1030 pUTOHABHMpA, 3aBUCAT OT KOHKPETHOTO OJHOBPEMEHHO IPHUMEHSEMOTO
uHruourtopa nporeassl BUY.
Onucanne MeXaHW3MOB U BO3MOXHBIX  MEXaHHU3MOB, CIOCOOCTBYIOIIUX  MPOQHITIO
B3aumozeictBus ¢ UII (cm. pasmen 4.5). Taxoke ciieayeT 03HAKOMHUTHCS C MHCTPYKIIHCH IO
npuMeHeHuto cooTBeTcTByromero UII.
e (CakBHUHABHUD
He cnenyer na3znauats putoHaBup B jo3ax Beinie 100 mr nBa pasza B cytku. [lokazano,
yTO 0O0J€e BBICOKHE J103bl PUTOHABHUpA CBS3aHbl C IMOBBIILIEHHOW YacTOTOW pa3BUTHUS
HEeXeNnaTelbHbIX peakiuil. OJHOBpEMEHHOE NPUMEHEHHE CAaKBMHABHpPAa W PUTOHABHpA
NPUBOAWIO K Pa3BUTHIO TSDKEIBIX HEXKENATEIbHBIX peakiuil, B OCHOBHOM
IMabeTUYecKoro KeToaluua03a M HapyleHUH CO CTOPOHBI IEYEHH, OCOOEHHO Yy
MNAIMEHTOB € YK€ UMEIOIIMMHUCS 3a00I€BaHUSIMU [TEYEHHU.
BcrnenctBue pucka TsKelnoi renaroTOKCUYHOCTH (IIPOSBISIOIIEHCS B BHJIE MOBBIIICHHS
aKTUBHOCTH TpaHCaMMHA3) CAaKBUHABUDP/PUTOHABHP HE CJelyeT Ha3HayaTb BMeECTE C
pudaMIuIIHOM.
e Tunpanasup
Nmerotca cBeneHus, 4TO OJAHOBPEMEHHOE NPHUMEHEHUE THUIpaHaBUpa B COYETAHUU C
puToHaBupoM B J103¢ 200 MI cOMpOBOKIAIOCH PAa3BUTHEM relaTUTa ¢ KIMHUYECKUMU
IPOSIBJICHUSAMU U NEYEHOYHON JEKOMIIEHCAMH C JIETAJbHBIMUA UCXOJAMH B HECKOJIBKUX
ciydasx. Ocobyr0 OCTOPOXKHOCTh HEOOXOAUMO MPOSBIATH B OTHOIIEHUH MAI[EHTOB C
COITYTCTBYIOIIUM XpOHUYECKUM renaTutoM B mmam C, OCKOJIbKY Yy HUX TMOBBIIIEH PUCK
renaToTOKCUYECKOro AeMCTBUS 3TUX MPEenapaToB.
Jlo3sl putoHaBupa MeHee 200 Mr /1Ba pa3a B CyTKHM HE CIIEIyE€T UCIOJIb30BaTh BMECTE C

TUIPAHABUPOM, TaK KaK 3TO MOXKET YXYALIUTh POk 3PPEKTUBHOCTH KOMOUHAIUH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 19.06.2024 N= 12185
o  DocaMupeHaBHp (NOCNEQCBATENEHOCTE 0003)

PutonaBup B pgo3ax Bbimie, yemM 100 Mr nBa paza B CYTKH, HE U3y4ajici MOpHU
OJTHOBPEMEHHOM TPHUMEHEHHH C (HOCAMIPEHABUPOM B KIMHUYECKHX HCCIECIOBAHUSAX.
Hcnonp3oBanue Oojee BBICOKMX [03 PUTOHABUPA MOXET YXYALIIUTH Npoduib
0e30MacHOCTH KOMOMHAINH, U TO3TOMY HE PEKOMEHIyeTCsl.
e Ara3zaHaBup
OpnHoBpeMeHHOE MPUMEHEHHE aTa3aHaBUpPa C PUTOHABUPOM B J103ax Bbiile, yem 100 mr
OJIMH pa3 B CYTKH, HE U3y4ajoch B KJIMHUYECKUX HccleAoBaHuaX. Mcnonp3oBanue 6oiee
BBICOKMX JI03 PHTOHABHpA MOXET YXYAIIUTh NpoQuib OE30MaCHOCTH ara3aHaBHUpa
(kapauonorndyeckue d3(GeKTe, TUNepOMINpyOMHEMHS), U IO3TOMY COBMECTHOE
NpUMEHEHHEe He peKoMeHayeTcs. B ciydae ecnu aTazaHaBUp C  PUTOHABUPOM
MPUMEHSIIOTCSI OJTHOBPEMEHHO ¢ 3(haBUPEH30M, /103y PUTOHABHPA MOKHO YBEIUYUTH IO
200 Mr omuH pa3 B CyTKH. B 3TOM ciiyyae HEOOXOOUM TINATEIBHBIM KIMHUYECKUU
MOHUTOPHHT. J[s mMoMydeHus IONMOTHUTEIBHOH HH(POpPMAIMK CM. HHCTPYKIHUIO IO
MPUMEHEHHUIO aTa3aHaBUpA.
4.5. B3aumoneiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHbIMHU IIpenapaTamMu M JApyrue BH/bI
B3aMMO/EHCTBHUSA

HDI/IMGHGHI/IG PUTOHABHUPA B Ka4deCTBC d)aDMaKOKI/IHeTI/ILIGCKOFO YCUIIHUTEIA NI

AHTHPCTPOBUPYCHOI'O IIpfapara

PutonaBup o0nanaeT BHICOKUM CPOJACTBOM K HECKONbKUM u3ohopMaM 1uroxpoma P450 (CYP)
U uHrubupyer okucieHue B cuenywomeM nopsanke: CYP3A4 > CYP2D6. Ilpumenenue
pUTOHAaBHpAa OJHOBPEMEHHO C JIEKapCTBEHHBIMH IIpernapaTamMH, MeTabO0IN3UpyEeMbIMU
npeumyiiectBeHHO CYP3A, MOXET NPUBECTH K YBEIMYEHHUIO KOHIIEHTpPALMM OJHOBPEMEHHO
IIPUMEHSEMOTr0 JIEKapCTBEHHOT'O IIpeTapara B IUIa3Me KPOBH U, KaK CJIEICTBUE, K YCUIICHUIO WU
IPOJUIEHUIO €r0 TeparneBTUYECKOro 3 (eKTa 1 HeXKeNnaTeNbHbIX siBiIeHul. [Ipu ogHOBpeMEHHOM
OPUMEHEHUN  OTHENbHBIX  JIEKAPCTBEHHBIX  IpenapaTroB  (Hampumep,  ajmpa3ojiama)
uHruoupytomee paeiicreue puroHaBupa Ha CYP3A4 wmoxeT CHUXKATbCI CO BpPEMEHEM.
PutonaBup Tarxke o0yiagaeT BBICOKMM CpPOJACTBOM K P-TTUKONpPOTEMHY M MOXKET OKa3bIBaTh
MHTUOMpYyolee BO3JecTBUE Ha 3TOT NepeHocuuk. VHrubupyromee neiicTBUe pUTOHABHpA,
UCIIOJIb3YEMOT0 OTJENbHO WJIM B KOMOWHAIMU C JAPYTUMU HHTUOMTOpaMHM MpoTeasbl, Ha
aKTUBHOCTh P-TMKONpoTEenHAa MOXET CHUXAThCsl CO BpeMEHeM (B KauecTBE MpUMeEpa CM.
Tabmuiy «3¢ddeKTsl puTOHaBUpPaA HA HEAHTUPETPOBUPYCHBIE MPEMAPAThly) HIKE).

Puronasup mnaynupyer rimokyponusanuio u okucienue uepes CYP1A2, CYP2C8, CYP2C9 n
CYP2C19, uto compoBoXkaaercss ycuiaeHHeM OMoTpaHCPOpMaIMi HEKOTOPBIX JIEKapCTBEHHBIX

MpenapaTroB, META0OJM3UPYEMBIX C y4acTHEM JTHX H30(DEpPMEHTOB. DTO MOXKET MPUBECTU K

14
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omHoBpEetHO P MEHstehbix Hekapitatibix

CHHUXXCHUIO YPOBHSA CHCTCMHOTO BOSI[GI\/'ICTBI/UI

“MEPTHOMY OTYETY

npenaparoB ", COOTBCTCTBCHHO, YCTPAHCHUIO WX COKPAICHUIO JIIUTCIIBHOCTU HUX

TepaneBTHYECKOTo 3P deKTa.
BaxxHple cBelGHUS O B3aUMOJCHCTBHUSAX PUTOHABHpA, KCIOJIb3YEeMOr0 B  KadyecTBe
(apMaKOKHHETHYECKOTO YCHIIUTENS, C JICKAPCTBEHHBIMH IperapaTaMy TakKe MPUBEACHBI B
MHCTPYKLIUU OJJHOBPEMEHHO MTPUMEHSIEMOT0 HHTHOUTOpa MPOTEasbl.

.HeKaDCTBeHHBIe npenaparhbl, BIMAOIMNKME Ha KOHIICHTPAILIMIO PUTOHABHPA B KPOBHU

YpOBHU pUTOHABHpPA B CHIBOPOTKE KPOBHU MOKET CHUKATHCSI IPU OJTHOBPEMEHHOM IMPUMEHEHUU
pacTUTENBHBIX JCKApCTBCHHBIX IpenapaToB, coaepskamux 3Bepoboit (Hypericum perforatum).
OTO CBS3aHO C HMHIYUUPYIOIMIMM JieiicTBUEeM 3Bepo0osi Ha (epMEHTHI, METa0OIU3UPYIOIINE
JICKapCTBEHHBIE TpemapaThl. PacTuTenpHBIE JIEKAPCTBEHHBIE IMpemaparhl, COJCpPIKAIIHNe
3Bepo00li, HeNb3sl HCMIOIb30BaTh OJHOBPEMEHHO C puUTOHaBHpoM. Eciam Ha MOMEHT Haudana
JIeYeHUsT PUTOHABUPOM IMAlMEHT Y€ MPUHUMAET PACTUTENbHBIE Mpenapartbl, coAepkKaliue
3Bep0o00i, HEOOXOUMO MPEKPATUTH JICUCHUE UMK M TIPU HEOOXOJUMOCTH MPOBEPUTH YPOBEHB
BUpYCHOW Harpy3ku. Ilocie mpekpaimieHuss JIedeHUs JICKApPCTBEHHBIMH Ipenaparamu,
CoJlepKallMMH 3BEpOOOH, YpOBEHb PUTOHABUpPA MOXKET BO3pacTU. MokeT mnoTpeOoBaThC
KOPPEKTUPOBKA J103bl pHUTOHaBUpa. WHAymupylomee aeiiCTBHE MOXET COXPaHAThCS Ha
MPOTSHKCHUH, KaK MUHHMYM, JIBYX HEIEIb TIOCJIC MPEKPAIICHUS JICUYCHUS PACTUTEIHHBIMHU
npenaparamu, CoaepKairuMu 38epo0oit (cM. paznen 4.3).

YpoBeHb PUTOHABUPA B CHIBOPOTKE KPOBU MOXKET MEHATHCS MPU OJHOBPEMEHHOM MPUMEHEHUU
OTJIeNbHBIX JICKAPCTBEHHBIX MpenapaToB (HampuMmep, AelaBuUpaAnHa, ddaBupeH3a, GEeHUTOMHA U
pudammnuimHa). OTH B3aUMOJECUCTBUS ONMCAHBI B TAOJMIIAX B3aMMOJICUCTBHI JIEKAPCTBEHHBIX
MpermapaToB HUKE.

JIekapCTBEeHHBIE IIpenapaThl, Ha KOHIIEHTPAIIUI KOTOPBIX BIUSIET PUTOHABUD

B Tabnuuax HMXe pacCMOTPEHBbI B3aUMOACWUCTBUS MEXAYy PHTOHABHPOM M HHIMOMTOpaMHU
IIpoTeaspl, JIPYTMMH AHTUPETPOBUPYCHBIMM IpenapataMd MW HE aHTHPETPOBUPYCHBIMHU
npenaparam.

B3anmopneiicTBHE JIEKAPCTBEHHBIX NMPENapaToB: PUTOHABHP M HHTHOUTOPHI NPOTEa3bl

OaHoBpeMeHHO Jlo3a 01HOBpeMEHHO Jlo3a puToHaBUpa, MT OuennBaemblii Minomans nox  |MuHUMAaIbHAS
TpUMeHsieMblIii NpUMEHsIeMOro JIeKAPCTBEeHHBII KPHBOii KOHIIEHTPALAsI
JieKapCTBeHHbIi JIEKAPCTBEHHOTO npemnapar (AUC) (Chin)
npenapar npenapara, Mr
AwmrmipeHaBup 600 xaxxzapie 12 yacoB 100 xaxxzpie 12 yacoB Awmmnpenasup’ 1 Ha 64% 1 B5pa3
PuToHaBMp TOBBINIAET YPOBEHb aMIIPEHABUPAa B CHIBOPOTKE KpOBH BeieAcTBHe uHrmOmposanms CYP3A4. B
KIMHUYECKUX HCCICIOBAHUAX IOATBEPKICHB! 0e30macHOCTh H 3()(EeKTHBHOCTh MPUMEHEHHUs aMIIPEHABHpa B 703€
600 mMr 2 pa3a B CYTKM OJHOBPEMEHHO ¢ puTOoHaBHpoM B jgo3e 100 mr 2 pasa B cytku. [ns nomyueHus
JIOTIONTHUTENBHBIX CBEJICHUH 00 aMIpeHaBHpe CM. HHCTPYKIHIO MO IPUMEHEHHIO.
ArtazaHaBup 300 kaxapie 24 vaca 100 kaxsie 24 yaca ArtazaHaBup 1 na 86% 1811 pa3
ArazanaBup® 1 B2 pasa 1 B 3-7 pas
PuToHaBHp TIOBBINIAECT YPOBEHh aTa3aHABUPA B CHIBOPOTKE KpOBH BeiencTBue mHrnOuposanus CYP3A4. B xone
KJIMHUYECKUX UCCIICIOBaHU MOATBEPKICHBI 0€30MacHOCTh U 3P )EeKTHBHOCTh MPUMEHEHUs aTa3aHaBupa B po3e 300
Mr | pa3 B CyTKHM OJHOBPEMEHHO C pHTOHaBHUpoM B Jo3e 100 mMr 1 pa3s B CyTKM y paHee JICUCHBIX NAIHEHTOB.
JlomotHUTE b HBIE CBEJICHNS 00 aTa3aHAaBHPE CM. HHCTPYKIIHIO 110 TIPUMEHEHHUIO.
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JlapynaBup 600 oHOKpaTHO | 100 xaxcmwie 12vacos | ',i_i '_,Ita;)y_}igw_‘.ﬂ W EI'-'ITEJ'T_iﬂHMﬁad- T‘.Fl AN

PuToHaBUp MOBBILIACT YPOBEHb JapyHABHPa B CHIBUPUTKE KPUBW BCICACTBIE MHIMONPOBannT € Y P3A— Hapymasnp

HEOOXOAUMO HCIIONb30BaTh ONHOBPEMEHHO C PHTOHAaBHPOM C LENbI0 TapaHTUPOBAHHOTO JOCTIDKEHUS
TepaneBTHeckoro 3¢dekra. [[puMeneHne napyHaBUpa OJHOBPEMEHHO C PUTOHABHPOM B J103ax Bhime 100 Mr 2 pasa
B CYTKH M3Yy4eHO He ObuIO. J[ONOJHHUTENbHBIC CBEACHHSA O NAapYHABUPE CM. B COOTBETCTBYIOIICH MHCTPYKLMH IO
IIPUMEHEHUIO.

®docamnpeHaBup 700 xaxble 12 yacoB | 100 xaxxapie 12 yacoB | AMnpeHaBup | 1B 2,4 paza | 1811 pa3

PuroHaBUp MOBBIIIAET YPOBEHb aMmIpeHaBHpa (oOpasyromerocs u3 (OcaMIPEHaBHpa) B CHIBOPOTKE KpPOBH
BenencrBre nHrHOuposanus CYP3A4. ®ocammpenaBup HEOOXOJUMO HCIIOIb30BaTh OAHOBPEMEHHO C PUTOHABUPOM
C LENbI0 TapaHTHPOBAHHOTO JOCTWXKEHUs TepaneBTHYeckoro 3¢dekra. B xone KIMHUYECKHX HCCIIEIOBAHUM
MOATBEPKACHBI 0e30MacHOCTh M d(P(GEeKTHBHOCTh HMpUMEHEeHHUs (ocammpeHasupa B go3e 700 mr 2 pasa B CyTKH
OJHOBPEMEHHO ¢ pUTOHaBUpPOM B po3e 100 mr 2 pasa B cytku. [IpumeHeHHe (ocaMIpeHaBHpa OZHOBPEMEHHO C
no3amu putoHaBupa Bbimie 100 Mr 2 pa3a B CyTKM M3y4eHO HE ObUIO. JIONOJNHHUTENbHBIE CBEIEHUS O
(hocamnpeHaBHpe CM. B COOTBETCTBYIOIEH HHCTPYKIUH TI0 IPUMEHEHHUIO.

Wununasup 800 kaxapie B 12 yacoB 100 xaxxapie 12 yacoB I/IH;muaBup3 T Ha178 % H/0
Puronasup 1 Ha 72% H/0

400 xaxapre 12 gacoB 400 xaxapre 12 gacoB WunuHaBup® — 1 B4 pasza
Puronasup — —

PuroHaBup MOBBINIAET YPOBEHb HHIAMHABHPA B CHIBOPOTKE KpoBH BeiencTBHe uHruouposanus CYP3A4. [lns sroit
KOMOMHAIIUH HE YCTAHOBJICHBI ONTHMAJbHBIEC C TOUKH 3peHHUsI 3PHEKTHBHOCTH U 6€30MaCHOCTH 103bl. MUHUMAIIbHAS
nosb3a (papMaKOKMHETHYECKOTO YCHIICHHS, OHOCPEIyeMOr0 PUTOHABHPOM, MOXET OBbITh HOCTHIHYTa IIPH €ro
IpUMeHeHNH B fo3ax Beimre 100 mr 2 pasa B cyrku. IIpum mpumenenun puroHasupa (100 mr 2 pasa B CyTkn)
OIHOBpeMEHHO ¢ uHauHaBupoMm (800 mMr 2 pasa B CyTKHM) HEOOX0nuMO coOoAaTh OCOOYH OCTOPOXXHOCTh
BCJIC/ICTBHE TIOBBILIEHHOIO PUCKA Pa3BUTHs HE(POINTHA3A.

Hendunasup 1250 kaxzpie 12 yacos 100 xaxxapie 12 yacos Hendunasup 1 na 20-39% H/0
750 ogHOKpATHO 500 kaxzapie 12 yacoB Hendunasup 1 Ha 152% H/0
Putonasup > >

PuroHaBUp MOBHIIIAET YPOBEHb HEN(HUHABIPA B CHIBOPOTKE KPOBH BeiencTBre nHrnoupoanus CYP3A4. s sroit
KOMOMHAIIUK HE YCTAHOBJICHBI ONTUMAJIBHBIC C TOYKHU 3peHus 3G (eKTHBHOCTH 1 6e30IacCHOCTH /103bl. MUHUMAIbHAS
nons3a (papMaKOKHHETHYECKOTO YCWJICHHS, ONOCPELYyeMOr0 DPUTOHABHPOM, MOXKET OBITh JOCTUTHYTa IIPH €ro
TIpUMEHEeHHH B 103ax Bbime 100 mr 2 pasa B CyTKH.

CakBrHaBUP 1000 kaxnple 12 yacoB 100 xaxxzble 12 yacoB CaxsuHasup? 1815 pa3 1 BS5pa3
Puronasup > >
400 xaxxzapie 12 yacos 400 xaxxapie 12 yacoB CaxsuHasup? 1817 pa3 H/0
Puronasup — <

PuroHaBHp TOBBIIAET YPOBCHb CaKBHHABUpPA B CBHIBOPOTKE KpoBU BcienctBue wuHruOupoBanus CYP3A4.
CakBHUHABUP HEOOXOAMMO HMCIHOJIB30BATh TOJIBKO B KOMOMHAIMU ¢ PUTOHABUPOM. [Ipu nmpuMeHEeHUW pUTOHABHpPA B
no3e 100 Mr 2 pasza B CyTKH OJJHOBPEMEHHO ¢ cakBHHaBUPOM B 03¢ 1000 Mr 2 pa3a B CyTKH YpOBEHb CHCTEMHOTO
BO3/CIHCTBHSl CaKBHHABHpPA Ha MHPOTSHKEHUH 24 9 CXOHEH C COOTBETCTBYIOIIMM YPOBHEM IpH INPUMEHCHUH
cakBuHaBupa 1o 1200 mr 3 pasa B cyTkM 0€3 pUTOHaBMpa WJIM INPEBBIIIACT €ro. B KIMHUYECKOM HCCIIEIOBAaHUU
B3anMozeiicTBust pubamnuuuna (600 mr 1 pa3 B cytku) u cakBunasupa (1000 mr) ¢ puronasupom (100 mr 2 pasa B
CYTKH) Yy 3IOpOBBIX JOOpOBOJBLEB HAOMIOAINCH CIIyd4ad TSDKENOH TIeNaTOLEUIIONIPHON TOKCHYHOCTH C
MOBBILIIEHUEM YPOBHS TpaHcamuHa3 Oosiee yeM B 20 pa3 OTHOCUTENBHO BEpXHEW TIPaHUIBI HOPMBI CIYCTS
1-5 nHel COmyTCTBYIOLIETO NpUMEHEHHs. TakuM 00pa3oM, KOMOMHALMIO CAKBUHABUPA M PUTOHABHpA HE CIIEYET
HCTIONB30BaTh OJHOBPEMEHHO C PH(AMITUIINHOM B CBSI3H C PHCKOM TSDKEJIOH TellaTOTOKCHYHOCTH. J|OIOIHUTEIbHBIE
CBEJICHHS O CAKBUHABUPE CM. B COOTBETCTBYIOIIEH HHCTPYKIMHU O IPUMEHEHHIO.

TunpanaBup 500 xaxble 12 yacos 200 xaxxzaple 12 yacoB Tunpanasup 1811 pa3 1B 29 pa3
PuronaBup | Ha 40% H/0
PuTtoHaBUp TOBBINIAET YpPOBEHb THUIIPAHABHPAa B CHIBOPOTKE KpOBU BeieacTBue UHruOupoBanust CYP3A4.
TunpanaBHp HEOOXOIVMO HCIIONB30BaTh OJHOBPEMEHHO C HH3KAMH J03aMH PHTOHaBHpa C  IIEJBIO
rapaHTHPOBAHHOTO JIOCTHXKCHMS TepareBTHdeckoro 3¢dekra. IIpn 3TOM pUTOHABHP HE CIEIyeT HCIIONB30BaTh B
mozax Menee 200 mr 2 pasa B CYTKH, IOCKOJBKY 3TO MOXKET TMOBIHATH HA 3(P(HEKTHBHOCTH KOMOWHAIIMH.
JloTmoIHUTEeNbHBIE CBEICHNSI O THIIPAHABHPE CM. B COOTBETCTBYIONIEH HHCTPYKIIMH 110 IPUMEHEHHUIO.

H/0: HE ONpe/esIeHO.

'Ha ocHOBaHMU CpaBHEHHs C MOHOTepanueii aMmnpeHasupom B 1o3e 1200 Mr 2 pasa B CyTKH 10 JAHHBIM PasHBIX MCCIIEI0BAHMH.
’Ha 0CHOBaHHH CpaBHEHHs C MOHOTepariel atazaHaBupoM B 103e 400 Mr 1 pa3 B CyTKHU 1O JaHHBIM Pa3HBIX UCCIIEJOBAaHUH.
°Ha ocHOBaHMM CpaBHEHHs C MOHOTepanueil HHAMHABMPOM B 03¢ 800 Mr 3 pa3a B CyTKM MO JaHHBIM Pa3HbIX HCCIIEI0BAHMI.
“Ha ocHOBaHMM CpaBHEHHs C MOHOTepanueil cakBUHABUPOM B 1o3e 600 Mr 3 pasa B CyTKH 110 JAHHBIM Pa3HBIX HCCIIEIOBAHMUIA.

B3aumoneiicTBUA JIeKAPCTBEHHBIX TMpeNaparoB: PUTOHABHP M AHTHPETPOBUPYCHbIE
npenaparsl, OTJIHYHbIC 0T HHTHOUTOPOB NPOTEa3bl

OaHOBpEMEHHO Jl03a 01HOBpPEeMEHHO Jlo3a puToHaBupa, Mr OuennBaeMblii AUC Chin
TIpUMeHsIeMBbIii TIPUMEHsSIEMOT0 JIeKapcTBeHHbI
JieKapCcTBeHHbIi JIEKAPCTBEHHOTO npemnapar

npemnapar npenaparta, Mr

Jnnano3un 200 kaxzpie 12 yacoB (600 kaxble 12 u/ yepe3 2 u Jlugano3un | ua 13% —

ITockonbKy pPUTOHABHP HEOOXOAMMO NPHHUMATH BO BpeMsl €Ibl, a IWAAQHO3MH — HATOLIAK, ITH IperapaThl
HE00X0IMMO MPUHKUMATH ¢ MHTepBajoM 2,5 4. KoppekTupoBka 103 He TpedyeTcs.
JenaBupaun 400 xakasie 8 yacoB 600 xaxxapie 12 yacos [lenaBHp;[nﬁl — —
PuronaBup 1 Ha 50% 1 Ha 75%
CpaBHeHHEe C paHee IIOTy4CHHBIMHM [JaHHBIMU II0Ka3ajo, YTO PUTOHABHP HE BIMSET Ha (PapMaKOKHHETHKY
nenaBupavHa. [Ipy NpUMEHEHWH PUTOHABHpa B KOMOHMHAIIMU C JENABUPAMHOM MOXKET MOTPEeOOBATHCS CHIDKEHHE
JI03BI PUTOHABHPA.
DdasupeHi 600 xaxxapie 24 yaca 500 xaxzple 12 yacoB Ddasupenn 1 ua 21%
Puronasup 1 Ha 17%
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ot 19.06.2024 N= 12189
[pu npuMeHeHHH S(aBUpensa oxHoBpeMeliHO ¢ puronaBupom | khbedae. lalmhpErpobupychsro npduapara
Haﬁmoz[anacr; 0Oojiee BBICOKAs 4YacToTa HEKCTaTCIBHBIX pcam.m;l (HanpyUMCP;  TOMOBOKPY/KCHITT,  TOITHOTHI 1
[IapECTe3HH) U OTKIOHEHHMIT JIJAOOPATOPHBIX MTOKa3aTesIei OT HOPMBI (ITOBBILICHHE YPOBHSI [ICYCHOYHBIX (DCPMEHTOB).

MapaBupok 100 kaxpie 12 vacos | 100 kaskpie 12 vacos MapaBupok | 1Hal6l% | 1Ha28%
PuTOHABHp MOBBINIACT YPOBEHb MapaBUPOKa B CBIBOPOTKE KPOBH BeieacTBre nHrnouposanus CYP3A. Mapasupok
MOJKHO HCIIOJB30BaTh OJHOBPEMEHHO C PUTOHABHUPOM C LEJIBIO MOBBIICHHS YPOBHSI SKCIIO3UIHH. J[OIIOIHHUTEIbHbIE
CBEJICHHS O MAPBUPOKE CM. B COOTBETCTBYIOLIEH HHCTPYKLIMH 110 IPUMEHEHHIO.

Hesupanun 200 xaxapre 12 gacos 600 xaxxable 12 yacoB HeBupanux > —

Puronasup — —
IIpuMeHeHHEe PUTOHABHPA OJHOBPEMEHHO C HEBUPAIIMHOM HE COINPOBOXIAETCS KIMHUYECKU 3HAYUMbIM H3MCHEHHEM
(hapMaKOKHHETHKH [PEHapaToB.

PanterpaBup 400 oHOKPATHO | 100 xaxcpie 12 yacop | Panrerpasup | | Ha 16% | | Hal%
IIpuMeHeHHE PHUTOHABHPA OMHOBPEMEHHO C PAITErpPaBUPOM BEIET K HE3HAYUTEIBHOMY CHIDKCHHIO YPOBHS
pasTerpaBupa.

3uI0BYIMH 200 xaxaple 8 yacoB | 300 xaxzple 6 yacoB | 3unoByIHH | | Ha 25% | "/o
PUTOHABHp MOKET HHTHOMPOBATh TUIFOKYPOHM3ALMIO 3UIOBYAMHA, YTO COIPOBOXKIACTCS HE3HAYHTEIBHBIM
CHIDKEHHEM YPOBHs nocneaHero. KoppektupoBka /103 He Tpebyercs.

H/0: HE ONpEACICHO.

1Ha OCHOBAaHHWU CPABHEHUS B NapAJJICIIbHBIX T'PDYIIIax.

Bausinne pUTOHABHPpA Ha OTHOBPEMEHHO IMPpUMCEHAECMbBIC HCAHTHPETPOBUPYCHLIEC
JIEKAPCTBCHHLBIC MPeIapaThbl
OnHoBpeMeHHO Jlo3a oqHOBpEeMEHHO Jlo3a puToHaBHpa, MT Biausinue Ha AUC Bausinue Ha
NpHMeHsieMble NpPUMeHsieMBbIX 0JITHOBPEMEHHO MaKCHMAJIbHYIO
JeKapcTBeHHbIe JIeKapcTBEHHBIX NMpHMeHsieMbIX KOHIEHTPANHIO (Crax)
npenaparsl npenapaTos, Mr JIeKapcTBEHHBIX 0/THOBPEMEHHO
npenapaToB NpUMEHseMbIX
JIEKapCTBEHHBIX
npenapaTon

AHTATOHUCTBI O-aJipeHopenenTopoB

Andysozun

OJIHOBpEMEHHBI! MPHEM PUTOHABHPA MOXKET HPHMBECTH K IIOBBILICHHIO KOHIEHTPALUM aib(y303HHA B ILIa3Me
KPOBH, B CBSI3U C YeM OH NIPOTUBONOKa3aH (cM. paszaen 4.3).

IIpousBoaHble aMdpeTaMHHA

Amdperamun

IIpuMeHeHre OJJHOBPEMEHHO C PUTOHABMPOM, UCIIOJIb3yEMbIM B KAYECTBE aHTHPETPOBUPYCHOTO MPENapara, MOXeT
BecTH K nHrnoupoBanuio CYP2D6 u, kak CIIeACTBHE, K MOBBIICHUIO KOHIIEHTPAIIMK B KPOBH am(peTaMHiHa M €ro
MPOU3BOMHBIX. [Ipy MPUMEHEHHH ITHX JIEKAPCTBEHHBIX MPENapaToB OJHOBPEMEHHO C PHTOHABHPOM B KaueCTBE
AHTUPETPOBUPYCHOrO IIPENapara PEKOMEH/IOBAH YCHICHHBI MOHHUTOPUHI TepaleBTHYECKOro sddexra u
HEKeJIATeNIbHBIX SBJICHUM (CM. paszen 4.4).

O0e300uBaOLIKE IPENAPAThI

Bynpenopdun 16 kaxxzasle 24 vaca 100 kaxxzapie 12 yacoB 1 Ha 57% 1 Ha 77%
HopGynperophux 1 Ha 33% 1 Ha 108%
T'moxypoHuHbIE - -

MeTaOOJINTHI

TloBbimienue ypoBHs OynpeHopdHMHAa M €ro akTUBHOrO MeTadoiuTa B IUIa3M€ KPOBH HE CONPOBOXKIAETCS
KJIMHAYECKH 3HAYMMBIMH M3MEHEHHsMU (apMakoOJUHAMHUKH B TPYIIEC MANHEHTOB, YCTOMYHUBBIX K OMHOUIHBIM
a”anpretukaM. TakuM 0Opa3oM, IpH NPHMEHEHHH OyNpeHOp(pHHA OHOBPEMEHHO C PHTOHABHPOM KOPPEKTHPOBKA
ux 103 He TpeOyercs. [Ipy nmpuUMEHEHHM PUTOHABUpA B KOMOWHALMM C JPYTHM HHTHOMTOPOM IpOTEas3bl W
OynpeHnopduHOM, ocoOble yKa3aHHs 10 MOA00pY JO3bI JUIsl MAIMEHTOB U3 TAHHOW IPYIIBI CM. B MHCTPYKLUH JUTS
0JTHOBpeMeHHO npumeHsiemoro UIT

Tletunun, IMupoxcuxam,
IIponokcuden

OJIHOBpEMEHHBII IPUEeM PUTOHABHPA MOXKET MPHUBECTH K ITOBBILICHUIO KOHI[CHTPALMH TIETHANHA, MMPOKCHKaMa H
nponokcugeHa B I1a3Me KPOBH, B CBS3U C Y€M OH MPOTUBOIOKAa3aH (cM. pazaen 4.3).

DenTaHmIT

IIpuMeHeHne pUTOHABHpPA B KadecTBE (papMaKOKMHETHYECKOIO YCIIINTENS MM aHTHPETPOBHPYCHOrO IpenapaTa
Bener k uHrubupoBannio CYP3A4 u, kak ciiencTBHE, MOBBIIIEHHIO KOHICHTPAMH (DEHTaHMIA B IUIa3Me KPOBH.
Ilpu mnpumenennn GeHTAHWIA OTHOBPEMEHHO C PHTOHABHPOM PEKOMEHIOBAaH YCHJICHHBIH MOHHTOPHHT
TepaneBTHIECKoro 3(pdeKTa n HeXeNaTeNbHBIX SBJICHUH (B TOM YHCIIe YTHETCHHS TbIXaHHs).

Mertamon®

5 OJTHOKPAaTHO | 500 kaxmsre 12 yacoB | | na 36% | | Ha 38%
Ilpu npUMEHEHUH OJHOBPEMEHHO C PUTOHABHUPOM, HCIIOJB3YeMbIM B KayecTBE aHTHPETPOBHPYCHOTO Iperapara
i (HapMaKOKHHETHYECKOrO YCHIIUTENs, HEOOXOANMO HCIOIb30BaTh IOBBIIICHHbIC J03bI METAJOHA B CBSI3U C
HHIyKIHeil TmoKypoHusanuy. KoppekTupoBka H03bI JODKHA IPOBOJUTBCS MCXOIS M3 KIMHUYECKOTO OTBETA Ha
METaJIOH.

Mopouu

IIpu nmpuMeHeHHH OIHOBPEMEHHO C PUTOHABHPOM, MCIIONB3YyeMBIM B KaueCTBE aHTHPETPOBUPYCHOTO Iperapara
wiH  (papMaKOKUHETUUECKOTO YCUIIUTENs, ypoBeHb MOp(HHA MOXKET CHIDKAThCS B CBSI3M € UHOyKIHei
TIIIOKYPOHU3ALUH.

AHTHAHTHHAJbHbIE npenaparbl

Panonasun

W3-3a wnnarnbuposanms CYP3A puroHaBupoM mpenmonaracTcsi yBEIMYEHHE KOHIEHTPAlMM paHOJa3HHA.
CoBMecCTHBIH IIpHEM ¢ paHOIA3MHOM IIPOTUBOIIOKA3aH (cM. paszen 4.3).

“pOTMBOapHTMH‘ICCKHC npenaparbl

Amuonapos, OIHOBpPEMEHHBIII TPHEM PUTOHABHPA MOXKET NPUBECTH K IOBBIIICHUIO KOHIIEHTPAMH aMHOJapoOHa, OCHpHInIa,
Benpuan, NPOHENapOoHa, JHKaWHWIa, (rekanHuma, mnpornadeHoHa M XWHUIWHA B IUIA3ME KPOBH, B CBS3H C 4YeM OH
JlponenapoH, MIPOTUBOMOKA3aH (cM. paszen 4.3).
DHKauHUI,
dnekanHum,
IponagenoH,
XUHUIAH
Jlurokcun 0,5 0HOKpATHO B/B 300 kaxapie 12 yacos, B 1 ua 86% "/o

TEUYEHHE 3 THEH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 19.06.2024 N= 12189
OnHOBpeMeHHO J103a 0IHOBpEMEHHO Ho3za putotaupa, Mr | T Baubmud kaA0C E1 B U Bausuhe sd
npuMeHsieMbIe MPUMEHAEMBIX OAHOBPECMCHHO [ MAaKCAMATIGHYTO
JIeKApPCTBEHHbIE JIEKAPCTBEHHbIX NpUMeHsIeMBIX KOHUEHTPAMIO (Cray)
npenaparbl npenapaTos, Mr JIEKaPCTBEHHBIX 0JHOBPEMEHHO
npenapaToB NPHMEHsSIeMBbIX
JIeKapCTBEHHbIX
npenaparoB
0,4 OZIHOKPATHO BHYTpPb 200 kaxasie 12 gacos, B 1 Ha 22% o
TeueHue 13 nHei

DTO B3aMMOJIEHCTBHE MOXET OBITH CBSI3aHO C MOAMUMHUIMPYIOIUM BIMSHHEM DHTOHABUPA, HCIIOIB3YEMOTO B
KauecTBe aHTHPETPOBHPYCHOTO Iperapara WM (apMaKOKHHETHUECKOrO YCWIINTENs, Ha J(QIIOKC IUTOKCHHA,
omocpenyemblii P-rmukonporenHoM. CTeneHb MHOBBIIIEHHS YPOBHS JUIOKCHHA Y IAIUCHTOB, IOIyYalOINX
PHUTOHABHP, MOXKET CHUKATHCS CO BPEMEHEM 110 Mepe Pa3BUTHS MHAYLUPYIOIIEro AeicTBus (M. pasnen 4.4).

HpOTl/lBOaCTMaTl/l‘leCKl/le nmpenaparbl

Teodunun* 3 mr/kr kaxcsie 8 uacoB | 500 kaxcere 12 acos | | Ha 43% | | Ha 32%
Ilpu npuMeHeHNH OZHOBPEMEHHO C PUTOHABHPOM MOXKET IOTPEOOBAThCS MOBBIIICHHE J03bI TCODHIUIMHA H3-32
uunykin CYP1A2.
ITpoTHBOONYX0/IeBbIE MPENapaThl
Adaturnd 20 Mr OTHOKpaTHO 200 kaxnpre 12 gacos/ 1 Ha 48% 1 Ha 39%
3a 1 gac
40 Mr OTHOKpATHO 200 xaxapie 12 yacos/ 1 na 19% 1 Ha 4%
OJIHOBPEMEHHO
40 Mr OTHOKpATHO 200 xaxzapie 12 qacos/ 1 na 11% 1 na 5%
yepes 6 4acoB

KoHneHTpanus B CBIBOPOTKE KPOBU MOXKET MOBBICHTHCS BCJICICTBHE MHTHOMPYIOIIETO JSHCTBHS PUTOHABUpa Ha
0EJOK JIEKapCTBEHHOH YCTOWYMBOCTH paka MojouHoit skene3sl (BCRP) u 3HaumMoro HHruOUpoBaHHs
P-rmukonporenna. Crenenp noBbimieHUst AUC u Cpax 3aBUCHT OT PEKUMa INPUMEHEHUs puToHaBupa. [lpu
npuMeHeHnn adaTnHNGa OIHOBPEMEHHO C PHTOHABUPOM HEOOXOIMMO COOMI0IaTh OCOOYI0 OCTOPOXKHOCTBH
(cm. mHCTpYKIHMIO st adatunnba). TpeGyercss MOHHTOPUHT HEXKENAaTeIbHbIX PEaKIHii, CBA3aHHBIX ¢ ahaTHHHOOM.

AbeManukiIno B cBsasu ¢ unrubuposanmeM CYP3A4 puroHaBHpOM KOHIEHTpALHsi B CHIBOPOTKE KPOBE MOMKET BO3PACTaTh.
Crnemyer n36erath 0ZIHOBPEMEHHOTO IIPUMEHEHHs abeMaruKkinba u puToHaBHpa. B ciydae, ecim oTHOBpEMEHHOTO
NPUMEHEHUS JIaHHBIX IIpenapaTtoB H30ekaTb HE yHaeTcs, HeoO0XoaumMa KOppekuus J103bl abeMauukinba B
COOTBETCTBUH C €r0 HHCTPYKIMEH 10 puMeHeHnto. HeoOXoquM MOHHTOPUHT HeXKENaTeNbHBIX SBICHUH, KOTOPhIS
MOTYT OBITh BBI3BaHBI IPHMEHEHHEM abeMaliKInoa.

Leputunu6 IIpn npuMeHeHUM OIHOBPEMEHHO C PUTOHABUPOM MOXKET BO3PacTaTh KOHIEHTPALUS B CBHIBOPOTKE KPOBHU
BCIeACcTBHE MHrHOHMpylomero neifctBus puronasupa Ha CYP3A u P-mmxonporemn. Ilpm npumeHeHHn
[IEPUTHHNOA OJHOBPEMEHHO C PHTOHABUPOM HEOOXOAMMO COOIIOAATh 0COOYI0 OCTOPOXXHOCTB. PexomeHnanmu mo
KOPPEKTHPOBKE J103bl CM. B MHCTPYKLUUM Ui LEepUTHHHOA. TpeOyercss MOHUTOPUHI HEXENATEJIbHbIX Peaklui,
CBSI3aHHBIX C IIEPHUTHHIOOM.

JlazaTunuo, IIpn npuMeHeHMH OJHOBPEMEHHO C DPUTOHABUPOM MOXET BO3pACTAaTh KOHIEHTpALUs OJTUX MpernapaToB B
Hunorunuo, CBIBOPOTKE KPOBH H, KaK CJIEICTBHE, MOXKET IOBBIIIATHCS YaCTOTA PA3BUTHUS HEXKEIAaTEIbHbIX PEaKIHil.
Bunkpucrus,

Bunbaactun

No6pyTuHu6 IIpy COBMECTHOM NPUMEHEHMH C PUTOHABUPOM MOXKET HPOWU3OWUTH IOBBIIICHUE KOHLEHTPALMH NpenapaTtoB B

CBHIBOPOTKE KpoBH. COBMECTHOE IPHMEHEHHE NOPYTHHIOA W PUTOHABHPA MOXKET YCHIHTH JeHCTBHE HOPYTHHHOA,
YTO MOXKET IPHBECTH K CEpbe3HOMY PHCKY Pa3BUTHs CHHIPOMA JH3HCA OMYXOJH.

Heparnan6 B cBa3sm ¢ wunrmOmpoanmeM CYP3A4 putoHaBHpOM KOHIIEHTpAIMs B CBHIBOPOTKE MOXKET BO3DACTaTh.
OnHOBpEMEHHOE NpPHMEHEHHe HEPaTWHHOAa W PHTOHABHpA IIPOTHBONOKA3aHO MO TPHYMHE PHCKA Da3BUTHSA

Cepbe3HBIX W/HIM YIPOXKAIOIIMX JKU3HHU HEXeNaTeIbHBIX PeaKLHil, B TOM YHCIe FeNaTOTOKCHYHOCTH (CM. paszeln
4.3).

Beneroknakc Bcenencreue marnoupyroniero aeicreus putonasupa Ha CYP3A MoeT IIpon30HTH MOBBIIEHNE KOHIEHTPAIlH B
CBIBOPOTKE KPOBH U, KaK CJIE/ICTBUE, MOBIIIEHHE PUCKA PA3BUTHs CHHAPOMA JIM3KCA OIyXOJIH B Hayaje JEUCHUs U
Ha TPOTsHKEHNN (ha3bl HapallMBaHUS JI03bI (CM. pa3jen 4.3 W WHCTPYKIMIO 110 NIPHMEHEHUIO Ha BEHETOKINIAKC). Y
TAIMEHTOB, 3aBEPIIMBIIMX a3y HApAIMBAHWS J03bl M TPHHUMAIOMINX IOCTOSHHYIO CYTOYHYIO JI03Y
BEHETOKJaKca, J03y MpemapaTa cielyeT CHH3UTh MHUHMMyM Ha 75% Tpu OJHOBPEMEHHOM TNpPHUMEHEHHM C
MommHbME nHTHONTOpaMu CYP3A (CM. HHCTPYKIIHH Ha BEHETOKJIAKC).

Onkopadenno, OnHOBpeMEHHOE TpHMEHEHHe JHKopadeHnOa WM HWBOCHACHHOA M PHTOHABHpA MOXET YBEIMYHTh CHCTEMHOE

WBocunenu6 BO3/ielicTBUE SHKOpadheHnba MM HBOCHACHHOA, YTO MOXKET MOBBICHTh PUCK PA3BUTHS CEPhE3HBIX HEKENATeIbHbIX
peakIuii, TaKuX KaK yjurnHeHne narepsana QT.

Ananyramug TlockonmbKy amanxyTaMuz SBISIETCS YMEpeHHBIM/CUIbHBIM HHAYKTOpoM CYP3A4, 3TO MOXeT NPHUBECTH K

CHIDKEHHUIO CHCTEMHOT'O BO3ICHCTBHS puToHaBupa. Kpome Toro, mpy 0AHOBPEMEHHOM TIPUMEHEHNH anaTyTaMu/a ¢
PHUTOHABHPOM KOHIICHTPALIMH anadyTaMuIa B CBIBOPOTKE MOTYT BO3PACTaTh, YTO MOXKET MOBBICUTH PUCK Pa3BHTHS
CEePhE3HBIX HEXKENATENbHBIX PEaKIMi, TaKuX Kak cymopord. OJHOBPEMEHHOE NpPHUMEHEHHE amanyTaMuia |
pUTOHABHMpA NPOTHBOIOKA3aHO (cM. pazzen 4.3).

AHTHKOAryJISIHTbI

Pusapokcaban 10 oTHOKpaTHO | 600 xaxzpie 12 yacoB | 1 ua 153% | 1 Ha 55%
Benencreue mnrubuposannst CYP3A u P-rimmkonporenHa BO3pacTaloT ypOBEHb pHBapoKcabaHa B IIa3Me U €ro
(apmaxonornyeckie d(pQEKTH, YTO CONPOBOXKIACTCS ITOBBIICHHEM pPUCKAa KPOBOTEUEHHH. TakuM oOpasom,
IOpUMEHEHHE PUTOHABHPA Y MAI[HEHTOB, IIOTyYaIOIIHX PUBAPOKcaOaH, He PEKOMEH/IOBAHO.

Bopanakcap Ilpn npuMeHeHNH OJHOBPEMEHHO C PHUTOHAaBHPOM MOXKET BO3pAcTaTh KOHIEHTPALMS B CBHIBOPOTKE KPOBHU
BCJIEACTBHE WHrHOMpyromero aedctBusi putoHaBupa Ha CYP3A. OnHoBpeMeHHBIH NpUEeM Bopamakcapa Hu
pUTOHABHpPA HE peKoMeHayeTcst (cM. pazaen 4.4 U MHCTPYKLMIO 10 IPUMEHEHHIO BOpanakcapa).

Bapgapun 5 OJTHOKpaTHO 400 xaxxzaple 12 yacoB

S-aHaHTHOMED 1 Ha 9% | ua 9%
BaphapuHa

R-sHanTHOMED | na 33% B
Bap(dapuHa
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JMY OTUETY

ot 19.06.2024 N2 12185
OnHOBpeMeHHO J103a 0IHOBpEMEHHO Ho3za putotaupa, Mr | T Baubmud kaA0C E1 B U Bausuhe sd
npuMeHsieMbIe MPUMEHAEMBIX OAHOBPECMCHHO [ MAaKCAMATIGHYTO
JleKapcTBeHAbIe JIeKAPCTBEHHBIX NpAMeHsIeMbIX KkoHIeRTpannio (Cray)
npenaparsl NpenapaTos, Mr JIEKAPCTBEHHbIX O/IHOBPEMEHHO
MpenapaTos NpHMeHsIeMbIX
JIeKapCTBEeHHBIX
npenapaTos

Benencreue unaynupyrouiero peiicteus putoHasupa Ha CYP1A2 u CYP2C9 cumxaercst ypoBeHb R-sHaHTHOMEpA
BapdapuHa B IUIa3Me, TOrJa Kak BIHSHHE PHTOHABHpa Ha (PapMAaKOKHHETHKY S->HaHTHOMepa BaphapuHa
HesHauuTenbHO. CHmkeHHe ypoBHS R-sHaHTHOMepa BapdapuHa B IUIa3Me COINPOBOXKIACTCS CHIDKCHHEM
AKTHUBHOCTH AHTUKOATYJISIHTHOW CHCTEMBI, B CBS3M C 4YeM IPH IPUMECHEHWH Bap(hapuHa OIHOBPEMEHHO C
PHUTOHABHPOM, NCIONb3yeMbIM B KadecTBe AaHTHPETPOBHPYCHOIO mpemapara WM (HapMaKOKMHETHYECKOTO
YCHIIUTEJIs, PEKOMEH/I0BaH MOHUTOPHHT ITOKa3aTeleld CBEpThIBAEMOCTH.

IIpoTHBOCYNOpPOKHBIE PenapaThl

Kap6amazennn PuronaBup, ucrone3yeMslii B kauecTBe (hapMaKOKHHETHYECKOTO YCUIIUTENS WM aHTHPETPOBHPYCHOTO Ipernapara,
narudupyer CYP3A4 u, kak CHeACTBHE, MOBBILIACT KOHLECHTpAUWIO KapbamasemuHa B Iuia3mMe KpoBu. I[lpu
IOPUMECHEHNH KapOaMaselnMHa OJHOBPEMEHHO C PHTOHABHPOM DPEKOMEHJOBAH TINATEIbHBIH MOHHTOPHHT
TepaneBTHIECKOro d(deKTa U HeXNKeNaTeNbHBIX SBICHUIL.
JluBanmpoekc, PuronaBup, ucnons3yemslit B kadectBe (papMaKOKHHETHYECKOTO YCHIIMTENS WM AaHTUPETPOBUPYCHOTO IIpenapara,
JlamoTpuKHH, UHIyLIUpYeT okucieHue, onocpexyemoe CYP2C9, u rirokypoHU3AIHIO H, KaK CIIEICTBHE, CHIDKAET KOHIICHTPALHIO
DeHuTouH IPOTHBOCYIOPOXKHBIX MHpENapaToB B Iula3Me KpoBU. IIpu NpUMEHEHMH OJTHX JIEeKapCTBEHHBIX IpEnapaToB
OJIHOBPEMEHHO C PHTOHABHPOM DPEKOMEHIOBAH YCUJICHHbI MOHHUTOPUHI MX YPOBHS B CBIBOPOTKE KPOBHU H
TepaneBTHYeCKUX JeicTBui. [Ipu mpumeHeHnu (EHTOMHA OJHOBPEMEHHO C PHUTOHABUPOM CHIDKACTCS YPOBEHB
HOCJIEJIHETO B CHIBOPOTKE KPOBH.
AHTHIENIPECCAHTHI
AMUTPUNTUIINH, PuronaBup, HcTIoNe3yeMslil B KauecTBe aHTHPETPOBUPYCHOTO Ipenapara, nuHruoupyer CYP2D6 u, kak ciencrsue,
diyokceTuH, HOBBIIIACT KOHILECHTPALMIO HUMHIPAMUHA, aMHUTPUNTAIMHA, HOPTPUITWINHA, (IIyOKCETHHA, MAapOKCETHHA WM
Vmunpamus, ceprpanuHa. [Ipy npUMEHEHHU ATHX JIEKapCTBEHHBIX IIPENapaToB OJHOBPEMEHHO C PHUTOHABHPOM B KauecTBe
Hoprpuntiiys, AQHTHPETPOBHPYCHOTO IperapaTta PEKOMEHJOBAH YCWJICHHBIH MOHHTOPHHI TepameBTHYecKoro i3ddexra u
ITapokcerun, HEeXeNaTebHbIX SBIeHUH (cM. pasen 4.4).
Ceprpanun
Jlezunpamux 100 ogHOKpaTHO BHYTPh | 500 xaxxapie 12 yacoB 1 Ha 145% 1 Ha 22%
Bemumunabsl AUC u Crax 2-rumpokcumeTaboiuTa cHmkamiucs Ha 15 u 67%, coorBercTBenHO. Ilpu mpuMeHeHHH
OJJHOBPEMEHHO C PHTOHABHPOM B KauecTBE aHTHPETPOBHPYCHOIO Iperapara pPeKOMEHIYeTCsl HCIIONb30BaTh
CHIDKCHHBIE JI03bI JIe3UITpaMUHa.
Tpazonon 50 OZHOKPATHO | 200 xaxmsie 12 vaco | 1824 pasa | 1 Ha 34%
IIpy npuMeHeHHH OJHOBPEMEHHO C PHTOHABHPOM, HCIIOJIB3YyeMBIM B KadeCTBE aHTHPETPOBHUPYCHOTO IIperapara
WM (papMaKOKHHETHYECKOTO YCUIIMTENs, HAOJIF01aJI0Ch MOBBILICHHE YaCTOThI Pa3BUTHS HEXKEIATEIbHBIX PEaKIUii,
CBSI3aHHBIX C IIPUEMOM Tpa30d0HA. lcmonp3oBaTh KOMOMHALUIO Tpa3oJOHA M PHUTOHABHpa CIEAyeT C
OCTOPO’KHOCTBIO: HAUMHAThH JICUYEHHE TPA30JOHOM HYXHO C MHHHMAJIBHOW 1036l M HPOBOAUTHE MOHUTOPHHI
KJIMHUYECKOrO OTBETA U MIePEeHOCUMOCTH.
IIpoTHBONOAAarpHYeCKHE NpPeNapaThl
Komxummua IIpn npuMeHeHMH OIHOBPEMEHHO C PHUTOHAaBHPOM KOHIICHTpAIWs KOJXHIMHA MOXKET IIOBBINIATHCS. Ilpm

MIPUMEHEHUH KOJIXUI[MHA OJHOBPEMEHHO ¢ puToHaBupoM (nHruburop CYP3A4 u P-riamkonporenHa) y mauieHToB
C HapyMIECHHIMH (QYHKIMH IOYeK M (WIM) IIEYeHH COOOIAIoCh 00 YrpOXKAaIOIMX JKU3HH JICKApPCTBEHHBIX
B3aMOJEHCTBHSX, IIPUBEIINX K CMEPTEIEHOMY HCXORY (CM. pa3aens 4.3 u 4.4). JlonoiHATENbHYI0 HH)OPMALHIO
CM. B HHCTPYKIIMH [0 IPUMEHEHHUIO KOJIXHIMHA.

AHTHTHCTAMHHHbIE npenaparsl

Actemusor, O/IHOBpPEMEHHBII MPHEM PUTOHABHPA MOXKET HPUBECTH K ITOBBIIICHUIO KOHIIEHTPALNK acTeMH3071a U TepdeHaanna
Tepdenanun B IUIa3M€ KPOBH, B CBSI3U C Y€M OH MPOTHBOMOKa3aH (cM. pasnen 4.3).
Dexcodenanin PutonaBup, HCTIONB3yeMBlil B KauecTBe aHTHPETPOBUPYCHOTO Iperapara WiN (papMaKOKHHETHIECKOTO YCHIIUTENS,
BiusieT Ha 3¢duokc (excodeHannHa, onocpeyeMslii P-TIHKOIPOTEHHOM, YTO CONpPOBOXAAETCS IOBBILICHHEM
KoHIeHTparuu (ekcodenaauna. [ToBBIIICHHBIH YpOBeHb (eKcO(peHaJuHa MOXKET CHHKATBhCS CO BPEMEHEM IO
Mepe pa3BHTHSI HHAYIHUPYIOIIEro NeHCTBHS.
Jlopatagua PuronaBup, Ucnons3yemslit B kadecTBe (papMaKOKHHETHYECKOTO YCHIIUTEIS MIIH aHTHPETPOBUPYCHOTO Mperapara,

narnbupyer CYP3A u, Kak ciieicTBHE, MOBBIMIAET KOHIIEHTPAIMIO JIOpaTaJiHa B Iu1a3Me KpoBu. [Ipyu npuMeHeHnn
JI0paTalHa OJTHOBPEMEHHO C PUTOHABUPOM PEKOMEH/IOBAH TIIATENbHbII MOHUTOPHHT TepaneBTHIeckoro 3¢ dekra
U HeKeNlaTeIbHbIX SBJICHHH.

AHTHOAKTEpPHAJbHBIE I

enapaTbl

dy3unoBas KUCIoTa

OJIHOBpEMEHHBIH NMPHEM DPHTOHABHPA MOXET MPHBECTH K MOBBIICHHUIO KOHIECHTpAud (y3MAOBOH KHCIOTHI U
PHUTOHABHPA B IUIa3Me KPOBH, B CBSI3H C YeM OH MPOTHBOMNOKAa3aH (CM. pasznen 4.3).

Pugabyrun’

150 B cyTkn 500 xaxple 12 4 1 B4 pa3za 1B2,5paza

25-0-n1e3a1eTUI0BbII
MeTa0oIuT pHpadyTHHA

1 B 38 pa3 1B 16 pa3

B cBs3u co 3naunTensHbIM yBenuenneM AUC pugpabyTiHa ero npuMeHeHHe OTHOBPEMEHHO ¢ PUTOHABHPOM Kak
AQHTHUPETPOBUPYCHBIM IPENapaToM MpOTHBOMOKa3aHo (cM. pasnmen 4.3). Ilpu npumenenuu otaensHbiXx WIT
OJTHOBPEMEHHO C PHUTOHABUPOM, HCIIOJb3yeMbIM B KauecTBe (PApMAaKOKMHETHUECKOTO YCHIIUTEINS, HOKa3aHO
CHIDKeHHe 11036l pupadyrina no 150 mr 3 pasa B Hemenmo. OTnenbHble PEKOMEHAALMU CM. B MHCTPYKLIUH IIO
IPUMEHCHHIO Ha COOTBETCTBYIOIIHI MHIMOUTOP MpoTeasbl. Heo6XoauMo MpHHUMATh BO BHUMaHHE O(UIIHATbHBIC
PEKOMEH/IALIUH 110 JIeYeHHIO TyOepKyne3a y BUU-HHGHUIMPOBaHHBIX MAIHEHTOB.

Pupammuumn

Hecmotpst Ha TO, 4TO prDAMIUIMH HHAYLMPYET METab0IN3M PUTOHABHPA, OTPAHUYCHHBIC JaHHbIC YKA3bIBAIOT Ha
TO, YTO TPU MPUMEHEHUH pU(DaMITUIIMHA OJJHOBPEMEHHO C BHICOKMMH J103aMU puToHaBupa (600 Mr 2 pasza B CyTKH)
JIOTIOJIHUTENBHOE HHAyLHUpYIomiee NeicTBHE pHMaMIUIMHA (ZOMONHHUTEIFHOE II0 OTHOLICHHWIO K JIEHCTBHIO
PUTOHABHPA) HE3HAYMTEIBHO M HE OKa3bIBACT KIIMHUYECKH 3HAYMMOTO BIIMSHHS Ha KOHIICHTPALMIO PUTOHABUPA B
paMKax BHICOKO/IO3HOM Tepamuy pUTOHABHPOM. BimsiHue putoHaBrpa Ha praMIMIMH HE YCTAaHOBIICHO.

Bopukonazon

200 xaxcapie 12 yacoB

400 xaxapie 12 yacoB

| Ha 82%

| Ha 66%

200 xaxkapie 12 yacoB

100 xaxnapie 12 yacos

| ua 39%

| Ha 24%
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OnHoBpeMeHHO
npuMeHsieMbIe
JIeKApPCTBEHHbIE
npenaparbi

J103a 01HOBPEMEHHO
MPUMEHAEMBIX

Ho3a pHTOHaBHPA, M |

T Bakbmidhd A0 1]

OTHOBPCMCHHO

TEA e ke

[ MaKCAMATBHYT0

KOHIEHTPAUHIO (Crax)
OJTHOBPEMEHHO
NpPHMeHseMbIX

JeKapCTBEeHHbIX
npenapaTos

JIEKAPCTBEHHBIX
npenapaToB, Mr

NpHMeHsSIeMbIX
JIEKAPCTBEHHBIX
npenapaToB

IlpumeHeHne puUTOHAaBMpa B KadyecTBE AHTHPETPOBHPYCHOIO IIperapara OAHOBPEMEHHO C BOPHUKOHA30J0M
[POTHBOIOKA3aHO MO MPHYMHE CHIDKCHMS KOHILCHTpAalMH BOpHKOHa3oima (cMm. paszaen 4.3). Ilpumenenue
BOPHKOHA30J1a OZIHOBPEMEHHO C PUTOHABHPOM, HCIIOIb3YEMBIM B KauecTBE (PapMaKOKHHETHYECKOTO YCHIINTEIIs, He
PEKOMEH/IOBAHO, 33 MCKIIOYCHHMEM CIIy4acB, KOTJa IpEAroaracMas II0jb3a TaKOro JICYCHHS IPEBOCXOAUT
[OTCHUHAIBHBIA PUCK JUIS IALHCHTA.

ATOBaxoOH

PuronaBup, ucnons3yemslit B kadectBe (papMaKOKHHETHYECKOTO YCHIIMTENS MM aHTUPETPOBHPYCHOTO IIpenapara,
HHIYIUpPYeT TIIOKYPOHM3alUIO M, KaK CICACTBHE, CHIDKAeT KOHIIEHTpALMIO aTOBaXOHA B IUIa3Me Kposu. [Ipum
IPUMCHEHNH aTOBAXOHA OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHJIOBAH YCHJICHHBIH MOHUTOPUHI KOHIIEHTPAIIHU
HIEPBOIO B CIBOPOTKE KPOBH U €I'0 TePAEBTHYECKOr0 3 dekTa.

Benaxsunun

WccnenoBanus B3aUMOJCUCTBHS C OJHUM TOJNBKO PHUTOHABHPOM HE NPOBOIWINCH. B  HccienoBaHUH
B3aUMOJICHCTBHSL OIHOKPATHOIH [03bl O€JaKBWIMHA M MHOTOKPATHBIX JI03 JIONMHMHABHpa B KOMOWHAIMK C
putoHaBupoM HaGmionanocs ysenudeHne AUC OemakBunuHa Ha 22%. OTO MOXHO OOBSCHUTH JeiicTBHEM
PUTOHABHpPA, U MPH MPOAOJDKUTEIFHOM COMYTCTBYIOIIEM IPHUMEHEHHH IPenapaTtoB MOXET HaOIromathes Oonee
BBIpaXXCHHBIH dPdexT. OTHOBPEMEHHOTO NMPUMEHEHHsSI ATHUX MPENapaToB ClIeAyeT M30eraTtb B CBS3HM C PUCKOM
Pa3BUTHsL HEXKENATEIbHbIX SBICHHUI, CBSI3aHHBIX C IPHEMOM OelakBHIMHA. TeM He MeHee, eCli OXKUAaeMast ojb3a
MIPUMEHEHUS] O€laKBUIIMHA OJHOBPEMEHHO C PHTOHABHPOM IIPEBOCXOMUT PHCK, TO OHO JIOMYCKAeTCs IIpH
COOJIFOICHNU 0COOBIX Mep TMPEJOCTOPOKHOCTH. K 3THM MepaM HpeIoCTOPOKHOCTH OTHOCATCS Oojiee 4acThlid
MOHUTOPHHT 3JIEKTPOKAPAUOrPAMM H KOHTPOJb YPOBHS TpaHcamMuHa3 (cM. pasmed 4.4 W HHCTPYKUHH IO
MEIMIIMHCKOMY IPUMEHEHHIO OCIaKBUIINHA).

Knapurpomunyx

500 xaxzble 12 yacos 200 xaxxzaple 8 yacos 1T HA7TT% 1 Ha 31%

14-runpoxcumeTadboauT
KJIAPUTPOMHUIIMHA

| Ha 100% | Ha 99%

B cBsi3M ¢ MIMPOKHM TEPANEBTUYECKUM HAMA30HOM KIAPUTPOMHIMHA MPU €ro MPUMEHEHHH Yy MAIL[HEHTOB C
HOPMAJIBHOM (yHKLMEH MOYEK CHIXKATh 103y He TpeOyercs. [Ipu npuMeHEHHH OIHOBPEMEHHO C PUTOHABHPOM,
HCIIOJB3yeMbIM B KadeCTBE AaHTHUPETPOBHPYCHOrO Ipemapara Wid (apMakOKHHETHYECKOTO — YCHIINTENs,
KJIapUTPOMHILIMH CJIEAyeT HCIOIb30BaTh B J03aX He Bbimie 1 r/cyrku. KiaputpomuIims crieqyer HCrmoib30BaTh B
CHIDKCHHBIX [103aX y TMALHEHTOB C HAPYLICHUSAIMH (GYHKIHH MOYEK; MMAlMeHTaM C KIMPEHCOM KpEaTHHHHA
30-60 mu1/mMuH 103y cieayer cHu3HuTh Ha 50%, ¢ KiupeHcoM KpeatnHuHa MeHee 30 mu/mMuH Ha 75%.

JenamaHu

HccnenoBanus B3aMMOJEHCTBHA C OJHUM TOJNBKO pHUTOHABUPOM HE MPOBOAMINCh. B HccrnenoBaHun
JIEKapCTBEHHOT'O B3aMMoOZEHcTBUA nenamanuzga B no3e 100 mr 2 pa3a B CyTKM W KOMOWHAIMH JIONMHABHpA U
puronaBupa B no3e 400/100 Mr 2 pa3a B CyTKH AIUTENBHOCTEIO 14 1HEHl y 3M0pOBBIX JOOPOBOJIBIEB OTMEYAIOCh
MOBBILIEHHE YPOBHS CHCTEMHOrO BO3JEHCTBUS Merabonuta nenamanuna DM-6705 Ha 30%. B cBa3u c
MOBBIIICHHBIM PUCKOM yumHeHust uarepBana QTc mox meiictBuemM DM-6705 npu HEOOXOAMMOCTH IPHMEHEHHS
JielTaMaHK1a OJTHOBPEMEHHO C PUTOHAaBHPOM PEKOMEH/IOBAHO OYeHb yacToe noxydeHne JKI' Ha mpoTsHkKeHuH BCero
NepHo/Ia JICYSHUs AeNaMaHuIoM (CM. pa3zien 4.4 M MHCTPYKUMIO JUIsl IeJlaMaHKR).

DpUTPOMHLIUH,
Hrpakonason

PuTOHaBHUp, MCIONB3yeMbIil B KauecTBE (papMaKOKHHETHYECKOTO YCHIIMTENS MM aHTUPETPOBUPYCHOTO Iperapara,
uurubupyer CYP3A4 u, kaK CIEICTBHE, MOBBIIIACT KOHICHTPALMIO SPUTPOMUIMHA U MTPAKOHA30Ja B IUIa3Me
kpoBu. [Ipu nprMeHEHUN SPUTPOMUIIHA OJHOBPEMEHHO C PUTOHABHUPOM PEKOMEHIOBAH YCHICHHbBIH MOHUTOPHHT
TepaneBTHIECKOro 3(deKTa U HeXKEeNaTeNbHBIX SIBICHHUIL.

Kerokonazon

200 B cyTKH | 500 kaxzapie 12 yacoB | 1 B3,4 paza | 1 na 55%

PutoHaBup MHruOUMpyer MerabonMyecKkue MNpeBpalleHus] KeToKoHaszona, omocpeayembie CYP3A. B cBssu ¢
TIOBBIICHHON YacTOTON Pa3BUTHSI HEXENATeNbHBIX PEaKIHil CO CTOPOHBI JKETyIOUYHO-KUIIIETHOTO TPAKTA U NeYSHH
[pH PUMEHEHNH KETOKOHA30/1a OJJHOBPEMEHHO C PUTOHABUPOM, UCHOJIB3yEMbIM B Ka4€CTBE aHTHPETPOBUPYCHOTO
nperaparta Win (papMaKOKHHETHYECKOTO YCHIIMTENs, CJIELYeT PacCMOTPETh HEOOXOAMMOCTb CHIDKEHHS O3Bl
KETOKOHA30J1a.

Cynbdamerokcazon/
TpumeTonpum?

800/160 ogHOKpaTHO 500 xaxzable 12 yacoB | Ha 20% / 1 na 20% —

M3menenne 103l Cynb(haMeToOKca3osia/TpUMETONpPHMa BO BpEMs CONYTCTBYIOIISH Tepalmuy DPUTOHABHPOM HeE
Tpedyercst.

AHTHIICUXOTHKH/HepoJIeNnTHKH

Knozamnus, OnHOBpEMEHHBIN TIPHEM C PUTOHABMPOM MPOTUBONOKA3aH, T.K. MOKET MPHBECTH K MOBBIIICHHIO KOHIIEHTPAIUU
TTumosu KJIO3aMMHa M MMMO3U/1a B TU1asmMe (cM. paszen 4.3).
Tanonepuyon, PuronaBnp, npruHUMaeMslii B kKadecTBe aHTHPETPOBUPYCHOTO Tpenapara, narubupyer CYP2D6 u, kak ciencraue,
Pucnepunon, TMOBBIIIAET KOHIEHTPAIHIO TajloNepHI0iIa, PUCTIEPH/IOHA U THOPHIA3HHA B IIa3Me KpoBH. [Ipu mpumenenun 3tux
Tuopunasun JIEKapPCTBEHHBIX TMpPENapaToB OJHOBPEMEHHO C PHTOHABUPOM B KayeCTBE AaHTHPETPOBMPYCHOTO Mpenapara
PEKOMEH/I0BaH TIIATETbHBI MOHUTOPHHT TEpareBTHUECKOro 3 (eKTa N HeXKeNaTeNbHBIX SBICHUH.

Jlypasunon Beuny wunrnbuposanus CYP3A puTOHaBHpOM NpenmoyiaraeTcsi YBEIMYEHHE KOHLEHTpPALUK JIypa3uIoHa.
COBMECTHBIH IPUEM C JIypa3uIOHOM TIPOTHBOIIOKa3aH (cM. paszen 4.3).

Kaernamun B cBs3u ¢ mHrHOMpyrommM feiictBuem putoHaBupa Ha CYP3A mpenmonaraercst yBelMdeHHe KOHIEHTPAIUU

KBeTHanuHa. [IpiMeHenne puToHaBUpa OJHOBPEMEHHO C KBETHATIMHOM TIPOTHBONOKA3aHO, TIOCKOIBKY 3TO MOXKET
TPUBECTH K MOBBIIIEHHOMY TOKCHYECKOMY JISHCTBUIO KBETHANNHA (CM. paszen 4.3).

Bo-apeHOMUMETHKH (JUTUTEILHOTO Al CTBHS)

Canmereporn

B cBs3u ¢ wunHruOupyrommm geiictBueM putoHaBupa Ha CYP3A4 oxwumaercs BBIpaXEHHOE ITOBBILICHHE
KOHIIEHTPAllMA OJHOBPEMEHHO IPUMEHSIEMOro CaJMeTeposia B IUIa3Me KpPOBU. B CBS3M ¢ 3THM OJHOBpEMEHHOE
PUMEHCHHE TaHHBIX IPEapaToB He PEKOMEH/I0BAHO.

AHTAaroHHUCThI KAJIbIHEBbIX KAHAJIOB

AMITOTATIVH,
Jluntuazem,
Hudenummn

PutonaBup, ucrone3yeMslil B kKauecTBe (hapMaKOKHHETHIECKOIO YCUIIUTENSI WII aHTHPETPOBUPYCHOTO Tpenapara,
unrubupyer CYP3 A4 u, kak ciiencTBUe, NOBBIIACT KOHIICHTPALIUIO aHTATOHUCTOB KaJbIIMEBBIX KAHAIIOB B ILIA3Me
KpoBU. IIpM TpHMEHEHHMH 3THX JICKApCTBCHHBIX IPENApaToB OIHOBPEMEHHO C PHTOHABHPOM PEKOMEHIOBAaH
TIIATENBHBI MOHHTOPUHT TEPaeBTHYECKOro 3 (eKTa H HeXKENATEIbHBIX SIBICHHUIL.
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OnHOBpeMeHHO J103a 0IHOBpEMEHHO Ho3za putotaupa, Mr | T Baubmud kaA0C E1 B U Bausuhe sd
npuMeHsieMbIe MPUMEHAEMBIX OAHOBPECMCHHO [ MAaKCAMATIGHYTO
JleKapcTBeHAbIe JIeKAPCTBEHHBIX NpAMeHsIeMbIX KkoHIeRTpannio (Cray)
npenaparsl NpenapaTos, Mr JIEKAPCTBEHHbIX O/IHOBPEMEHHO
MpenapaTos NpHMeHsIeMbIX
JIeKapCTBEeHHBIX
npenapaTos

AHTaroHHUCTbI YHI0TEJTMHOBBIX peuenTopoB

boszenran

TIpumeHeHne 003eHTaHa OTHOBPEMEHHO C PUTOHABUPOM CONIPOBOXKAAETCS MOBBIIICHHEM Crax 1 AUC 003eHTaHa.

Puonuryar

IIpu npuMeHeHUM OJHOBPEMEHHO C PUTOHAaBUPOM MOXKET BO3pacTaTh KOHIEHTPALUs B CBIBOPOTKE KPOBHU
BCIIEJICTBHE HHTHOHpylomero neiicTsust puroHaBupa Ha CYP3A u P-mmxonporenn. OnHOBpeMEHHSBIH IpueM
PHOLITYaTa C PUTOHABUPOM He peKoMeHyeTcs (cM. pa3aen 4.4 1 HHCTPYKIHUH 110 IPUMEHEHHIO PUOIINTYaTa).

IIpou3BoaHbIE AJKATOH,

J10B CIIOPbIHBH

Jlurunposproramus,
OpProHoBUH,
Oproramus,

MeTmIproHoBHH

OnHOBpEMEHHBI IPHeM C PUTOHABUPOM IPOTUBOIIOKA3aH, TOCKOJIBKY MOKET BECTH K ITOBBIIICHUIO KOHI[CHTPALIUI
[POM3BO/HBIX AIKAIIOMIOB CIIOPHIHBY B IL1a3Me (cM. pasnen 4.3).

Crumyasitopsl Motopuku JKKT

uzampun

OIHOBPEMEHHBI MPHEM C PUTOHABHPOM HPOTHBOIOKA3aH, T.K. MOXET HPHUBECTH K MOBBICHUIO KOHLECHTPALUH
IIM3alpHa B IUIa3Me KPoBH (CM. paszmen 4.3).

AHTAroHUCTBI pPenenTo

0B FOHAJ0TPONHH-PUIH3HHT ropmona (CHPT)

DIaroauKc

OnHOBpEMEHHOE IIPUMEHEHHUE DIIArOJIMKCAa C PUTOHABUPOM MOXKET YBEIMYUTH KOHIEHTPAIUIO HJIArOIHKCA ITyTeM
nnrudupoBanus CYP3A u P-rmukonporenna. M3BecTHbIe cepbe3Hble HEXeTaTENbHbIC PEAKLIUH MIPU HPHUMEHEHHH
9JIaroJMKca — CyHIHJalbHbIe MBIC/IU U IIOBBIIEHUE YPOBHEH NeueHOUHbIX TpaHcaMuHa3. Kpome Toro, anaronukc
SBJsIeTCST cIaObIM/yMepeHHBIM HHIYKTopoM CYP3A, KOTOpBI MOXET yMEHBIIaTh CHCTEMHOE BO3/CHCTBHE
puroHaBupa. HeoOxomumo oOpaTUThCA K MHCTPYKIUH IIO MEIMIMHCKOMY HPHMEHEHHIO O3JarojumKca Uit
NoJTy4eHuUs! MHOPMALIMHK O JI033X HJIAr0JIMKCa NPU MPUMEHEHUH C CHIIbHBIM HHruoutopamu CYP3A4.

IIpoTHBOBHpPYCHBIE IIpe!

naparsl NPSIMOTO j1eficTBHs jUlsi JeueHust Bupyca renatura C (BI'C)

I'nexanpesup/
ITu6penTacup

B cBs3u ¢ unrubupoBanuem P-rnmkonporenHa, BCRP u OATP1B putoHaBHpOM KOHLIEHTPALMU B CHIBOPOTKE
MOTYT yBennuuBaThes. OIHOBpEeMEHHOE IIPHMEHEHHE pPHTOHaBHpa M IJIeKalpeBHpa/NMUOpeHTacBHpa He
PEKOMEH/TyeTCsl HM3-3a IIOBBIIIEHHOTO pHCKa IOBBIIEHUS ypoBHs AJIT, BBI3BAHHOTO pPOCTOM KOHIIEHTpPALMH
TJIeKaIpeBupa.

HNuruéurop nporeasst BIC

Cumernpesup

200 B cyTKH | 100 xaxxzapie 12 yacoB | 1872 paza | 1 84,7 paza
PuToHaBUp TOBBILIAET KOHLEHTPAILMIO CHMENpEBUpa B Iula3Me B cieactBue uHruOuposanus CYP3A4.
OIHOBpEMEHHOE NPYMEHEHNE PUTOHABHPA U CHMEIIPEBHpa He PEKOMEHIOBAHO.

HNuruduropsl peaykrassl 'MI'-KoA

ATtopBacTaTHH,
®diryBacTaTHH,
JloBacTaTuH,
IIpaBacraTuH,
PozyBacraTtus,
CumBacTaTua

IIpn nmpuMeHEeHUH OJHOBPEMEHHO C PUTOHABHUPOM, HCIIOIb3yEeMBbIM B KayeCTBE aHTHPETPOBHUPYCHOTO Ipenapara
WM (HapMaKOKMHETHYECKOTO YCUIIUTEINS, OXHAACTCS BBIPAKCHHOE IIOBBIIICHHE B IUIa3ME KPOBHU YPOBHS
uHruburopoB peaykrassl 'MI'-KoA, Takux Kak JIOBaCTaTWUH M CHUMBACTAaTHH, IOCKOJIBKY HX METaboIM3M B
BbICOKOI crenieHn onocpenoBad CYP3A. Ilpu MNOBBIICHHH KOHLGHTPAlMM JIOBACTaTHMHA W CHMBAcTaTHHA
BO3pacTaeT MpeapacroioKeHHOCTh NAIMEHTOB K MUOIIATHSIM, BKJIFOYas pabJIOMHUOJIN3, B CBS3HM C YeM NPUMCHEHHE
9TUX JICKAPCTBEHHBIX MPENApaToOB OJHOBPEMEHHO C PHTOHABHUPOM IMIPOTHBOIOKa3aHO (cM. pasmen 4.3).
Merabonu3M aTopBacTaTHHA B MeHbIIeH crenenu onocpenoBan CYP3A. BriBenenne pozyBacTaTHHA HE 3aBHCHT
or CYP3A, omHako mpu €ro NpUMEHEHWH OJHOBPEMEHHO C DHTOHAaBUPOM COOOMANOCH 00 YBENMYCHUN
SKCIO3UIIMH PO3yBacTaTHHA. MeXaHU3M 3TOr0 B3aUMOJICHCTBHS HE BBIICHEH, OJTHAKO 3TO MOXET OBITh CIEACTBHEM
MHTHOMPOBAHUS NepeHocunKa. [Ipi mprMeHeHNN pUTOHAaBHpPa B KauecTBe ()apMaKOKHHETHIECKOTO YCHIIHTEIS HIIN
AQHTHPETPOBHPYCHOTO Iperapara 0OJHOBPEMEHHO C aTOPBACTATHHOM WJIH PO3yBaCTaTHHOM IOCJIEHUE HEOOX0IUMO
Ha3Ha4YaThb B KaK MOKHO Oojiee HHM3KHMX jJ03ax. MeraGoiu3M mnpaBacTaTHHA M (IyBacTaTMHAa HE OINOCPEIOBaH
CYP3A, B cBSI3M ¢ 4eM B3aHMOJCHCTBHS C PHTOHABHPOM HE Ipexanoyaraercs. IIpy HeoOXOOUMOCTH JEUeHUs
uHrHoHTOpoM penykrassl 'MI'-KoA pekoMeHayeTcst BRIOHpaTh NpaBacTaTHH W (IIyBaCTaTHH.

MHruouTops! KMHA3BI

®docramMaTHHUO

OnHOBpeMEHHOe NpHMeHeHHe (GocTaMaTHHHOA W PHTOHABHPAa MOXKET YBEIMYHTh CHCTEMHOE BO3ZIEHCTBHE
Mmerabonuta (ocramaTrHrOa R406, 4TO MOXET NMPHUBECTH K HEXKENATENbHBIM PEAKIHAM, 3aBUCUMBIM OT JO03bI,
TaKUM KaK IellaTOTOKCHYHOCTh M HEHTPOICHHUSL.

T'opMoHa/IbHbIE KOHTPALENTHBBI
DTHHHIICTPAIHOI 50 MKT OJJHOKPATHO | 500 kaxmsre 12 yacoB | | na 40% | | Ha 32%
Ilpy npuMeHeHMM STHHWISCTPAJMONAa ONHOBPEMEHHO C pPUTOHABHPOM, WCIONB3YEMBIM B  KauecTBE
AHTHPETPOBUPYCHOTO Mpernapara Win GpapMaKOKHHETHIECKOTO YCHIINTENs, HEOOXOMMO HICIIONB30BaTh OapbepHbIe
WM IPYTHE HErOPMOHAIbHBIE METO/IBI KOHTpAaLeNMK. PutonaBup n3Menser npoduib MaTOYHOTO KPOBOTEUEHHUS U
CHIDKAET 3()(PEKTHBHOCTB ICTPA/IHON-COASPIKAIIMX KOHTPALETHBOB (cM. pasuen 4.4).
HMmmyHoOaenpeccanThI
Luknocnopus, Puronasup, ucrons3yeMslii B KauecTBe (papMaKOKMHETHYECKOTO YCHJIUTEN MM aHTHPETPOBUPYCHOTO CPEJICTBA,
Takponumyc, narubupyer CYP3A4 u, kak CleACTBHME, TIOBHIIAET KOHIEHTPAIMIO IMKIOCIIOPUHA, TAKPOIMMYCa WITH
OBeponumyc 9BepoNMMyca B TIasMe KpoBH. IIpm TpHMMEHEHMH STHX JIGKapCTBEHHBIX IIPEMapaToB OJHOBPEMEHHO C

PHUTOHABHPOM PEKOMEH/IOBAH TIIATEIbHBI MOHHUTOPHHT T€PaneBTHIECKOT0 Y deKTa U HexKeNnaTeNbHbIX SBICHHI.

IpenapaTel, IOHM:KAIOUIHE KOHIIEHTPALHIO JUIIHI0B

Jlomuranumg

Jlomuranua sBAs€TCS YYBCTBUTENBHBIM cyOcTparoM s merabonusma ¢ momouiblo CYP3A4. MHruburops
CYP3A4 yBenmum4MBAalOT KOHIIGHTPAL[MIO JIOMHTAN{Aa B IUIa3Me, a MOLIHBIE HHTHUOMTOPHI YBEIHYHBAIOT
KOHIIEHTpALUIO TIPUMEPHO B 27 pa3. OJHOBpeMEHHOE IPUMEHEHHE JIOMUTAIUIA ¢ PUTOHABHPOM IIPOTHBOIIOKA3aHO
(CM. MHCTPYKIIUIO 10 MEIMIMHCKOMY MPUMEHEHHMIO JIOMHUTANuAa u paszaen 4.3).

Huruéurops! pochommicrepasnl (PJI-5)

ABanHadpun 50 oHOKpATHO | 600 xaxple 12 yacoB | 1813 pa3 | 1B 2,4 paza
OnHOBpEeMEHHOE NPYMEeHEeHNEe aBaHa(uiia M pUTOHABUpA IIPOTHUBOINOKA3aHOo (cM. paszen 4.3).
Cunpenaduin 100 ogHOKpaTHO I 500 xaxxzple 12 yacoB I 1811 pa3 | 1 B4 pasa

IIpu npumenenun cuiageHaduIa ¢ IENbIO JICUCHHUS DPEKTHIBHON AUCHYHKIHM OJHOBPEMEHHO C PHTOHABHPOM,

MCIOJB3YEMBIM B KAa4YE€CTBC aHTUPETPOBUPYCHOI'O mpemnapaTta HIH (bapMaKOKI/IHeTI/I‘leCKOTO ycuiauTes,
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Jlo3a oqHOBpEeMEHHO Ho3za puTmIaBnpa, mr |,

JMY OTUETY

BT Binsuie da
OMHOBPEMEHHO [ MAKCHMATGHY IO
NPHMeHsIeMbIX koHueHTpanuo (Cray)

JIEKAPCTBEHHBIX

O/IHOBPEMEHHO
npenaparos MpPHUMeHsIeMbIX

JIeKapCTBEHHBIX
npenapaTos

NpHMeHsIeMBIX
JIEKAPCTBEHHBIX
npenapaToB, Mr

HEOOXOIMMO COOIOAaTh 0COOYI0 OCTOPOXKHOCTH, a 032 CHiAeHadHIa He JODKHA OpeBbluath 25 Mr 3a 48 4
(cM. pasgmen 4.4). ComyTcTByIOIlee NMPUMEHEHUE CUZieHaduiIa U PUTOHABHPA NMPOTHUBOINOKA3aHO MAIMEHTaM C

Tananadun

JIETOYHOHU apTepuabHON runepTeH3uei (cM. pasuen 4.3).

20 0HOKPATHO | 200 xaxcsie 12 wacos 1 Ha 124% =

IIpun npumeHeHuu Tajmanaduiaa ¢ IENbIO JICUEHUS SPEKTWIBHONH AUC(HYHKINM OJHOBPEMEHHO C PHTOHABHPOM,
UCIOJB3yeMbIM B KayecTBE AaHTHUPETPOBHPYCHOrO Ipemapara Win (apMakOKHHETHYECKOTO — YCHIINTEN,
HEOOXOIMMO COOMIOaTh 0COOYI0 OCTOPOXKHOCTB, a Tajanadui HeoOXOIMMO Ha3HA4YaTh B CHIDKGHHBIX J03aX HE
6onee 10 Mr ¢ uHTEpBaNOM B 72 4 IPH yCHICHHOM MOHHTOPHHIE HEXKENATENIbHBIX peaknuil (cM. paszen 4.4). Ilpu
HPUMEHEHHH Tajanaduia 0JHOBPEMEHHO C PUTOHABUPOM Y NMALMEHTOB C JICTOYHOH apTepHAlIbHON I'MIIepTeH3HeH

Bappenadun

HeOGXOZ[PIMO COGJ’I}OZ[HTL YKa3aHus U3 MTHCTPYKIWU 110 TIPUMEHCHUIO Tﬁ[IaIIﬁCI)I/IJ'Ia.

5 OZIHOKPATHO 600 kaxapie 12 yacoB I 1 B 49 pa3 1B 13 pa3

OnHOBpEeMEHHOE NPHMEHEHHE BapAeHA(MIa U PUTOHABUPA NPOTUBOMOKAa3aHo (cM. paszaen 4.3).

CeaTHBHBIE/CHOTBOPHBIE NPENapaThl

Kinopasenar, [na3zenam,
Dcrazonam, Dirypaszenam,
MpeAHa3HaYCHHBIN JUIs
IpueMa BHYTpb U
napeHTepaibHO
Munazonam

OJIHOBpEMEHHBII IIPHEM C pPHTOHABUPOM IIPOTHBOIOKA3aH, IOCKOJIbKY MOXET IPHBECTH K MOBBIIICHUIO
KOHIIEHTpallUM KJIopasemara, Iuasenama, icTazonama H (uypasemama B IDIasMe KpoBu (cM. paszgen 4.3).
Merabomu3M MugazonamMa B BbICOKOH cTemeHn omocpenoBaHn CYP3A4. IIpumeHeHHe ORHOBPEMEHHO C
PHUTOHABUPOM MOXET COINPOBOXAATHCSA ~CYIIECTBEHHBIM IIOBBILICHUEM KOHLCHTPALMH OEH30AHAa3CHMHA.
HccnenoBanus B3aMMOJEHCTBHS PUTOHABUPA U OCH30AMA3eNMHOB HE NMPOBOAMWINCE. Ha OCHOBaHMM NAaHHBIX IS
npyrux uHruouropoB CYP3A4 xoHneHTpamus MujpasojamMa B IUIa3Me NP €ro NPUMEHEHWH BHYTPh Oyner
3HAYUTEJBHO BbIlIE. TakuM 00pa3oM, pUTOHABHP HE CIEAYET NPUHUMATh OJHOBPEMEHHO C MUA30J1aMOM (BHYTpb)
(cm. pasmen 4.3), a IpH €ro NPUMEHEHHWH OJHOBPEMEHHO C MHUJa30J1aMOM, BBOAMUMBIM ITApEHTEPANIbHO, CIEHyeT
cobmmonaTe  0coOyr0 OCTOPOXKHOCTB. JlaHHBIE 00 ONHOBPEMEHHOM IPMMEHEHHM MHJa30/aMa, BBOAMUMOTO
HapeHTePaIbHO, U APYTHX MHIHOMTOPOB MPOTEa3bl YKA3bIBAIOT HA BO3MOXKHOE MOBBILICHHE YPOBHS MH/a30/1aMa B
mwia3Me KpoBH B 3-4 pasa. Ilpm HEoOXOAMMOCTH NPHMEHEHHs PHTOHABHpPa OJHOBPEMEHHO C MHIAa30J1aMOM,
BBOAMMBIM IAPEHTEPATBHO, 3TO CIEAYET OCYIIECTBISITH B OTIENCHHHM DPEaHHMAIMd U WHTCHCHBHOH Tepanuu
(OPUT) unu B aHAJIOTHYHBIX YCIOBUSAX JUISl YCUJICHHOTO KIMHMYECKOTO MOHMTOPHHIA U HAJUICKALIETO JICYECHHS B
Cllydae pa3BHTHS YTHETECHHUS JbIXaHM U (WIN) JUINTENBHOH cenaruu. MoxeT HoTpedoBaThCst KOPPEKTHPOBKA JJO3BI

Tpuasonam

MuJa30amMa, 0COOCHHO IPU MHOTOKPATHOM BBE/ICHUH.
0,125 ogHOKpaTHO | 200, 4 10361 | 1> 820 pa3 | 1 Ha 87%

OIHOBpPEMEHHBI IpHEM PHUTOHABHpa IPOTHBOIOKA3aH, T.K. MOXET NPUBECTH K MOBBINICHHIO KOHIIEHTPALUH
TpHa3ojama B IIa3Me KpoBH (cM. pazaen 4.3).

TleTtnaun

50 Mr, OTHOKPaTHO 500 kaxxzapie 12 yacoB | Ha 62% | na 59%

Hopnernannossrit
MeTaboIHUT

1 Ha 47% 1 Ha 87%

OIHOBpEMEHHOE NPUMEHEHHE NeTHMHA ¥ PUTOHABHpPA IPOTHBONOKA3aHO B CBS3U C BO3MOXKHBIM IIOBBIIICHHEM
KOHILIEHTPAallM  HOPHETUIMHOBOrO MeTabonuTa, KOTOpBIH oOmamaer 00e300/HMBAOIIMM  JeHCTBUEM H
OJIHOBPEMEHHO CTUMYIMPYeT UeHTpanbHylo HepBHyto cucremy (I[HC). Ilpu mOBBILIEHHOW KOHUEHTPALUH
HOPIIETHIMHA BO3pPAcTaeT PHCK Pa3BUTHS MOOOYHBIX peakuuii co ctoponsl IIHC (Hanpumep, snmiienTuopMHBIX
TIPUIIAJIKOB), cM. pazzen 4.3.

Anmpazonam

1 OTHOKpATHO 200 xaxxapie 12 94 B TeueHHe

2 nHen

1B 2,5 paza

500 xaxxapie 12 4 B TeueHHuE
10 nuei

| na 12% | 1a 16%

Beeznenne B cxeMy JiedeHHs] PUTOHABHPA COMPOBOXKIANOCH MHIMOMPOBaHWEM MeTabomi3Ma anmpasonama. Ilocie
IPUMEHEHHs] PUTOHABMpA Ha MpoTshkeHuu 10 aHell MHrHOMpyrouee AeHCTBHE McYe3ano. B mepBble HECKOIBKO
JIHEH MPHMEHEHHs ajlpa3osiaMa OHOBPEMEHHO C PHTOHABUPOM, HCIIOIB3YEMBIM B Ka4eCTBE aHTUPETPOBUPYCHOTO
npernapara Wi (papMaKOKHHETHUECKOTO YCHIIMTENs, 1O Pa3BHTHSA HHIYIUPYIOIIETo JEWCTBHS Ha MeTaboNH3M
anmnpasosiama, Heo0X0AUMO coOIM0AATh 0COOYI0 OCTOPOXKHOCTD.

bycnupon

PuronaBup, ucnone3yemelil B KadecTBe (papMaKOKHHETHIECKOTO YCUIIMTEIS MITH aHTUPETPOBUPYCHOTO TIpenapara,
narnbupyer CYP3A n, kak clieZicTBYE, TTOBBIIIAET KOHIIEHTPANNIO OyCITMpoHa B mia3Me kKposH. IIpy npuMeHeHnn
OycrupoHa 0JJHOBPEMEHHO C PUTOHABHPOM PEKOMEH/IOBAH YCHJICHHBIH MOHHTOPHHI TepaneBTHYecKoro s¢dexra u
HEKENATENIbHBIX SIBJICHUI.

CHOTBOpHBIE Npenapar

bl

3onnuaemM

5 | 200, 4 o351 | 1 Ha 28% | 1 Ha 22%

TIprMeHerue 30imHIeMa OTHOBPEMEHHO C PUTOHABHPOM JIOIYCKAETCS TP YCHIICHHOM MOHHUTOPHHTE H30BITOYHBIX
ceIaTHBHBIX Y(Q(HEeKTOB.

IIpenaparsl JUIsi 0TKa32

OT KypeHusi

bynponunon

150 100 kaxzpre 12 gacoB | Ha 22% | Ha 21%

150 600 kaxxpie 12 yacoB | Ha 66% | Ha 62%

Bbynporon merabomusupyercs npenmymectsenHo CYP2B6. Ilpn npuMeHeHnu OynporioHa OJHOBPEMEHHO C
MHOTOKDATHBIMH JI03aMH PUTOHABHUpAa MOXKET CHMXKAThCS €ro ypOBeHb. JTOT 3(P(PEeKT MOXKHO OOBSCHUTH
MHAYIUPYIOIUM JeHCTBHEM pPUTOHaBHMpa Ha MeTabomusMm OymporuoHa. Tem He MeHee, PHTOHABHpP TaKkKe
unrubupyer CYP2B6 in vitro, B cBsf3u ¢ 4eM OympomMOH CleAyeT HCMOJIB30BaTh B JI03aX HE BBIIE
pekoMeHayeMblX. B ornmume or a¢dekToB mpu NpOZOKUTENPHOM NPUMEHEHHH DPUTOHABHpA, ITIOCIE €ro
MIPUMEHEHHUS. B HU3KHX J103aX Ha MPOTSHKEHUH KOpOoTKoro mepuozaa (200 mr 2 pa3a B CyTKM B TEUCHHE 2 JHEH)
3HaYNMBIX B3aHMOJCHCTBHII ¢ OYIPONMOHOM He HaOJI0IaI0Ch, HA OCHOBAHWH Y€rO MOXKHO IPEATIONOKHUTH, UTO
KOHIIGHTpAIUs OyNpoNMoHa HAYMHACT CHMKATHCA CITyCTs HECKONBbKO AHEH Mociae Hadyana COMyTCTBYIOUIETO
NpUMEHEHHs PUTOHABUPA.

Crepoubl

dyTrka3oHa

[ Ipy mpuMeHeHHH PHTOHABHPA OJHOBPEMEHHO C (IYTHKA30HA NPOMMOHATOM, BBOZMMBIM HHIAIIIMOHHO HIIH
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OnHOBpeMeHHO J103a 0IHOBpEMEHHO Ho3za putotaupa, Mr | T Baubmiud hkaABC EITER U Bausuked 2 |
NpHMeHsieMble NpHMeHsIeMBIX OAHOBPEMEHHO | MaKCHMATHHYTO
JIeKapCTBeHHbIE JIEKAPCTBEHHBIX NpHMeHsSIeMbIX KOHUEHTPAMIO (Cray)
npenaparsl NpenapaTos, Mr JIEKAPCTBEHHbIX O/IHOBPEMEHHO
MpenapaTos NpHMeHsIeMbIX
JIeKapCTBEHHBIX
npenapaTos
Ipomnyonar, HHTPaHA3aJIbHO, COOOIIATIOCh O Pa3BUTHH CUCTEMHBIX 3(P()EKTOB KOPTHKOCTEPOHIOB, BKIIOYas cuHapoM HieHKo-
MIPUMEHSEMBIH Kymmura n yraereHue (GyHKIMH HAAIIOYEYHHUKOB (B BBIIICYNIOMSHYTOM HCCIIEIOBAHHU YPOBEHb KOPTH307a B
HMHTAJILMOHHO, miazmMe cHusmics 10 86%). AnanoruuHbie 3(QeKThl TaKKe HAOMIOJAIMCh HPU NPHMECHEHHHM pHTOHAaBHpA
HMHTPaHAa3aJIbHO, OJIHOBPEMEHHO C JIPYIHMH KOpTHKOCTepouaamu, MmerabomusupyembiMd CYP3A, Hanpumep, OyaecoHHIoOM u
HOCPEACTBOM MHBEKIHH, | TPHAMIHOIOHOM. TakuM 00pa3oM, IPUMEHEHHEe PHTOHABHpPA B KaueCTBE aHTUPETPOBHPYCHOTO Hperapara MU
byneconnn, (hapMaKOKMHETHYECKOr0 YCHJINTENS OJHOBPEMEHHO C JAHHBIMU INIIOKOKOPTHKOMIHBIMM IIperapaTtaMu He
TpuaMuHHOIOH PEKOMEH/IOBAHO, 3a MCKJIIOYCHHEM CllydaeB, KOTJa IIOTEHLMAJbHAs I0JIb3a TAKOIO JICYCHUS IPEBOCXOIUT

MOTEHI[HANBHBII PUCK Pa3BUTHS CHCTEMHBIX d((EeKTOB, CBA3AHHBIX C NMPHEMOM KOPTUKOCTEPOHIOB (CM. pasien
4.4). B nocnenHeM ciyyae HEOOXOAMMO HCIIOJNB30BATh CHMXKEHHBIE J103bl TVIIOKOKOPTHUKOUHOIO Ipenapara U
MIPOBOJIUTh YCUJICHHBIH MOHMTOPMHI MECTHOIO M CHCTEMHOrO JeHCTBHs, MO0 NEpexXoiuTh Ha JpYroi
TIIIOKOKOPTHKOMIHBIN Ipemnapat, He sBittonuiics cyocrpatom CYP3A4 (mampumep, Oexnomerason). bonee toro,
B Cllyyae OTMEHBI IIIOKOKOPTHUKOMIHBIX IIPENapaToB MOKET IOTPeOOBAThCS IOCTENEHHOE CHHIXKEHUE N03bl Ha
HPOTSHKEHUH JUIUTEILHOIO BpeMEHH.

JlexcameTazoH PuronaBup, ucnonb3yeMblil B kauecTBe (papMaKOKUHETHUECKOTO YCHINTENS WM aHTHPETPOBUPYCHOTO IIperapara,
narubupyer CYP3A u, kak ciencTBue, MOBBIACT KOHIEHTPALMIO JeKcaMeTa3oHa B IUIa3Me KpoBH. I[lpu
IOPUMCHEHUH JeKCaMeTa30Ha OJHOBPEMEHHO C PUTOHABUPOM PEKOMEHIOBAaH YCHJICHHBIH MOHUTOPHHT
TepaneBTHIECKOro d(pdeKTa U HeXNKeNaTeNbHBIX SIBICHUIL.

Ipennuzonon 20 | 200 kaxmsre 12 yaco | 1 Ha 28% | 1 Ha 9%

IIpn npuMeHeHHMM TNIPEIHH30JIOHA OJHOBPEMEHHO C PHTOHABHPOM pEKOMEHIOBAaH YCHWJICHHBIH MOHUTOPHHI
TepaneBTHIeCKoro 3dekra M HexenaTeNbHBIX siBIeHHi. Uepes 4 u 14 1qHEH COMYTCTBYIOIIETO NPHMEHEHHS
npenHu3onoHa M puroHaBupa BemmumHa AUC Merabonuta mnpeqHus3onoHa Bospociaa Ha 37% wu 28%,
COOTBETCTBEHHO.

H/0: HE Ompe/esIeHO.
'Ha ocHOBE cpaBHEHMs MapaUIeIbHBIX TPYIIIL.
’Cyib(haMeToKCa3011 Ha3HAYATH OJTHOBPEMEHHO C TPUMETONPHMOM.

[lpy mnpuMeHEHNMH pUTOHABHpPAa OJHOBPEMEHHO C AM30MHMPAMUAOM, MEKCHWJICTHHOM U
He(]a300HOM COOOMIATIOCh O PAa3BUTHHM HEXKENATENbHBIX SIBJICHUH CO CTOPOHBI CepAala |
HepBHOﬁ cuctembl. Helb3s HMCKIIOYNTE BO3MOKHOCTH B3aI/IMOI[CI\/JICTBI/I$I OTUX JICKAPCTBCHHBIX
IperapaToB.

[loMruMO  BBIIENIEPEUNCICHHBIX ~ B3aMMOJCHCTBHI  CYIIECTBYET BEPOSTHOCTH  YCHIICHHS
TEpaIieBTUUECKMX M TOKCHYECKUX IEHCTBH, YTO CBSI3aHO C BBICOKOW CTENEHBIO CBS3BIBAHUS
PpUTOHaBHUpa C OeJIKaMU IIIa3MBbl H, KaK CJICACTBHUEC, BBITCCHCHUCM OAHOBPEMCHHO IMMPHUMCHACMBIX
JICKAPCTBCHHLBIX NPEapaToB U3 CBA3U C HUMMU.

[IpuMeHEHNE PUTOHABHUPA B KAYECTBE d)aDMaKOKI/IHCTI/I‘-ICCKOl"O YCUITUTEIIA

BaxxHble cBeneHMSA O B3aUMOJACUCTBUSAX  PUTOHABUPA, MCIOJIB3YEMOrO B  KayecTBE
(apMaKOKMHETHUECKOTO YCUJIUTENSA, C JIEKapCTBEHHBIMHU IIpernapaTaMHl TakKXKe MpPUBEICHBI B
MHCTPYKILUU JJI1 OTHOBPEMEHHO MPUMEHSEMOT0 HHTMOUTOpPA MPOTEa3bl.

I/IHFI/I6I/ITODH OPOTOHHOI'O HACOCa U 6J'IOK3.TODI:>I Ho-rucTaMUHOBBIX PELIEITOPOB

[Ipy mnpuMeHeHMM MHIHOMTOPOB MPOTOHHOIO Hacoca U 0yokaTopoB Hz-THCTaMHHOBBIX
pelenTopoB (HAampUMep, OMENpa3oyia WIH PAHUTHAWMHA) MOXKET CHIDKATHCS KOHIICHTpAIUs
OOIHOBPECMCHHO MNPHUMCHACMBIX I/IHFI/I6I/ITOpOB IIPOTCA3kbI. HO)IpO6HI)Ie CBCCHHA O BJIMAHUHU
OJIHOBPEMEHHOI'0 IIPUMEHEHUsS JIEKapCTBEHHBIX IIPENApPaToOB, CHWKAIOIMMUX KUCIOTHOCTb,
OpPUBEJCHbBl B MHCTPYKIUHM JJIS OJHOBPEMEHHO MPHUMEHSEMOro WHIHOMTOpa MpOTeasbl.
CornacHo pe3ynbTaTaM HCCIIEOBAHUN B3aUMOJEHCTBUI C MHTUOUTOpAMU MPOTEasbl, EeHCTBUE

KOTOPBIX YCHJIMBA€T PUTOHABUP (JIOMMHABUP B KOMOMHAIIMU C PUTOHABUPOM, aTa3aHaBUp), MpU
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KadecTBe (apMaKOKMHETHUYECKOTO YCHIHMTENs, 3()()EKTUBHOCTH MOCIECTHEr0 3HAUYMMO HE
MEHSIETCSl, HECMOTPSI Ha HEOOJbIIOE M3MEHEHHE YPOBHSI CUCTEMHOTO BO3JCHUCTBHS (IPUMEPHO

Ha 6-18%).

4.6. @epTHIBHOCTH, 0€PEMEHHOCTH U JAKTALUS

bepemenHOCTD

bonbmmoe kommuectBo OepemMeHHBIX >keHIIUH (6100 ciydaeB pOXKACHHS KXUBOTO peOCHKA)
MOJIyyall PUTOHABUP BO BpeMs OepeMeHHOCTH; W3 HUX B 2800 ciydasx poKIEHHs >KUBOTO
peGeHKa KEHIIMHBI MOJIYyYald Ipernapar B IEpBOM TpuMmecTpe. B OonbmMHCTBE 3TO Ciiydan
NPUMEHEHHS PUTOHABHPA B COCTaBE KOMOMHUPOBAHHOM TEPAINMU U B HETEPANIeBTUYECKHX 032X,
TO €CTh B 00Jiee HU3KHUX /103aX B KauecTBe (PapMaKOKHHETUYECKOro ycunuTens st aApyrux UIL.
OTU JaHHBIE MMOKA3bIBAIOT OTCYTCTBUE MOBBIIICHUS YaCTOTHI MOPOKOB Pa3BUTHUS OTHOCUTEILHO
YacTOThI, 3apErHCTPUPOBAHHONW CHUCTEMaMH MOHUTOPHHIA IOPOKOB PA3BUTHUS B TOIYJISIUH.
PesynmbraTel  mccieoBaHWMN Y JKMBOTHBIX — YKa3blBAlOT Ha HAJMYUE PENPOIYKTUBHOU
TOKCUYHOCTH.

B uccrenoBanusix Ha >KMBOTHBIX PErHCTPUPOBAIKCH Clydyau 3MOpUOQETaTbHON TOKCHUYHOCTH
npernapara y Kpbic (paHHssS pe30pOIs KOCTHOW TKaHU, CHUKEHHE MacChl Tejla IUI0/a, 3a/IepiKKa
occu(UKAIUKM U JPYrHe OTKJIOHEHHUS B Pa3BUTHH) MPOUCXOAWIA MPU 033X, IPUMEHIEMBIX Y
OepeMeHHBIX KpbIC 75 MI/KI/CyTKH (CpelHss KOHIIEHTpalus B IIa3Me KpoBH 45 MKrxu/mi).
Taxoke HaOII0a70Ch HE3HAYUTEIbHOE YBEIMUYCHHE 3a00J€BAEMOCTH KPHUITOPXM3MOM Yy KpPBIC
npu 1o3ax 35 Mr/kr/cytku (34 MKrxu/min).

B unccrenoBaHusX Ha JKMBOTHBIX PETHCTPHPOBAINCH CIy4an IMOPHOQPETaTHbHON TOKCHYHOCTH
npenapara y KpOJIMKOB (pe3opOIusi KOCTHOM TKAaHU, YMEHBIIEHHE YHCIEHHOCTH IOMeTa U
YMEHBIIEHHE Macchl Tella IJI0oJa) MPOMCXOIWIa MpH [03aX, NMPUHUMAEMbIX OepeMEHHBIMU
kposukamu 110 mr/kr/cyTku (34 MKrxu/mi).

B cBsi3m ¢ Tem, 4TO HMCCIENOBaHUS PENPOAYKTUBHOW (DYHKIIMH KHBOTHBIX HE BCET/a MOXKHO
JKCTpanoiupoBate Ha Jrojei, mnpemnapatr BAPTOBAH mnpu OepeMeHHOCTH BO3MOXHO
OPUHUMATh TOJBKO B TOM cCiy4ae, €CiM HIpeiroiaraeMas IMojib3a JJIsi MaTepu IMPEeBOCXOAUT
MOTEHIMATBHBIN PUCK JIJIS TT0AA.

Jlakranms

CylecTBYIOT OrpaHHUYEHHBIE JIUTEpaTypHbIE JaHHBIE O BBIJCIEHHUH PHUTOHABHpA C TPYIAHBIM
MojsokoM. OTcyTcTByeT HMH(OpManus O BIMSHUM PUTOHABHpAa HA JIeTeH, HaxXOIAIUXCS Ha
TPYIHOM BCKapMJIMBaHWW, WM BIMSHUU TIperapara Ha BBIPaOOTKY MoJloKa. Bsumy

noTeHuManbHoro pucka nepenaun BHUY BHUY-orpunarensHblM MiajeHIAM W pa3BUTHUSA

24



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 19.06.2024 N= 12183

&l Bakke Scephshbix

o NOC )1
BUPYCHOW pe3ucTteHTHocTH 'y BHUY-momox TeTBHBIN -Mﬂlgeliﬂgh,-

HEXEJATENIbHBIX peaklUil y JeTed, HaXOAIUXCS Ha IPYAHOM BCKapMIIMBaHUU, TPYyIHOE
BckapminBanne BUY-uHQUIMPOBaHHBIMY JKEHIIMHAMH MTPOTHBOIIOKA3aHO.

DepTUILHOCTE

JlaHHbIEe O BAMSIHUM PUTOHABHpa Ha (GEpTHIILHOCTB y Y€JIOBEKa OTCYTCTBYIOT. B nccnenoBanusx
y )KUBOTHBIX HEOJIArONPUATHOTO BIMSHUS pUTOHABUPA HAa (HEPTUIBHOCTh HE OTMEUYANIOCH.

4.7. BJuausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHU CPeICTBAMHU M padoTath ¢
MeXaHU3MaMH

B nepuon neueHust He0OXOAUMO COOJIIOJATh OCTOPOXKHOCTb IIPU YIPABIECHUU TPAHCIIOPTHBIMU
CpPEICTBAMM M 3aHATUM JPYTUMHU IOTEHIMAJIBHO OMNACHBIMH BHMJIAMHU JI€ATEIbHOCTH,
TpeOyIOIMMHU MOBBIILIEHHON KOHLIEHTPALIMY BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX PEAKIIMM,
TaK KakK IpenapaT MOXET BbI3bIBATb COHJIMBOCTb, TI'OJOBOKPY)KEHHE MU JApYyrue MOOOYHbIE
SIBJICHUS, KOTOpPbIE MOTYT BIIMATH HAa yKa3aHHbIE CIIOCOOHOCTH. MccienoBaHust criocoOHOCTH K
BO’KJICHUIO aBTOTPAHCIIOPTA U YIPABJICHUSI MEXaHU3MaMU HE MPOBOININCH.

4.8. HexenatelbHbIe peaKIuu

Pesrome mpoduisg 6e3onacHoOCTH

Ilpumenenue pumonasupa 6 kavecmee PapmMaKoOKUHEMU4ecKko20 yCUuIumens

HexenarenbHble  peakiuu, CBsI3aHHbIE C I[PUMEHEHHMEM pUTOHABHpAa B  KauecTBe
(apMaKOKUHETUYECKOTO YCHIJIMTENS, 3aBHCAT OT BBOAMMOTO COBMECTHO CHEHH()UIECKOTO
uHruouropa nporeas BUY. Jlnsa nonydenus nHGOpMauy o HeXenaTeIbHbIX PeaKIUsIX CIe1yeT
O0paTUThCSI K HWHCTPYKIMHU TIO MEIUIMHCKOMY IPUMEHEHHI0 KOHKPETHOIO COBMECTHO
pUMEeHsieMoro uHruouTopa nporeas BUY.

IIpumenenue pumonasupa 6 kavecmee aHMUpemposUPYCHO20 CPeOCcmea

Heoicenamenvnvie peaxkuyuu, NnoJy4€eHHble 6 KIUHU4YeCcKux UCCNIe008AHUAX u 6

nocmpezucmpayuOHHOM nepuoée Y 63DOCNIbIX NAYUEHINOE

HauOoinee yacteiMu 3apCruCTPpUPOBAHHBIMH HEKCIATCIbHBIMU PCAKIHUAMU CPCAU MALUMCHTOB,
MOJIYYaAIOLMX MOHOTEPANUI0 PUTOHABUPOM WJIM PHUTOHABUP B KOMOMHAIMM C JAPYrUMHU
AHTUPETPOBUPYCHBIMH TperapaTamMu, ObUIM HApyIIEHUS CO CTOPOHBI MUIIEBApUTEIHHON
CUCTEMBI (BKIItOUasi TUAPEI0, TOIIHOTY, PBOTY, OOJb B )KMBOTE (B BEPXHHUX U HIKHUX OTJElNax)),
HApYIICHUS CO CTOPOHBI HEPBHOW CHCTEMBI (BKJIFOYAS MMAPECTE3UU W TAPECTE3HMI0 CIIM3HCTON
000JI0YKH pTa), a TAKXKE YTOMISIEMOCTH/aCTEHUIECKUI CHHIPOM.

Coo0manoch 0 pa3BUTHH CIEIYIOMIUX HEXKETATeTbHBIX pPEaKIUid OT CpeaHEeHl M0 TsKENIon

CTCIICHU TSAXKCCTHU, BO3MOXKHO HJIU BEPOATHO CBA3AHHBIX C IIPUCMOM PUTOHABHPA.
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TENBHOCTE 0003)

o oC JBA
Pe3ioMe HeXenaTebHbIX Peakui (MOCNEONOBA

HexxenarenbHble peakMy MPEACTaBIECHBl B COOTBETCTBUU C MOPaKEHHEM OPraHOB U CUCTEM
OpraHoB B TIOCJIEJOBATEIILHOCTH MEAMIMHCKOTO CIIOBaps Uil HOPMAaTHUBHO-TIPABOBOM
nesrenbHocTH (MedDRA). Yacrora BO3HMKHOBEHHUS paclpeiessulach B COOTBETCTBHU CO
CJICYIOIIMMH KaTeropusMu: odeHb yacto (>1/10), gacto (>1/100, Ho <1/10), meuacto (>1/1000,
HO <1/100), peaxo (>1/10000, vo <1/1000), ouens penko (<1/10000), gacrora HensBecTHA (Ha
OCHOBAHMHU UMEIOIIUXCS TAHHBIX OI[CHUTh HEBO3MOXKHO).

Hapywenus co cmopoubi Kposu u aum@amuueckou cucmemvl. 4acTO — CHUXKEHUE 4YHcia
JEUKOLUTOB, CHWKEHME KOHIEHTPALUU TIeMOIVIOOMHA, CHMXKEHME 4YHciIa HEUTpOQHIIOB,
NOBBIIIEHUE YHCIa HSO3MHOPWIOB, TPOMOOIMTONECHHUS; HEYacTO — TIOBBIIICHHE YHCIIA
HeHTpoduiIoB.

Hapywenus co cmoponbl uMMyHHOU cucmemvl. YaCTO — PEAKIMM TI'MIIEPYyBCTBUTEIIBHOCTH,
BKJII0Yasl KpalMBHUILY U aHTMOHEBPOTHUYECKUI OTEK; peIko — aHAPHUIAKTHUECKUE PEAKIIUH.
Hapywenus Memaboauzma u NUMAaHUs: 9acTo - THIIEPXOJIECTEPHHEMHUS,
TUIEPTPUTINIEPUIEMHES], TOJarpa, OTEKH, B TOM YHUCIE Nepudepudeckre, 00e3BOKMBAHHUE
(0OBIYHO CBSI3aHO C CHUMIOTOMaMHM CO CTOPOHBI IHIIEBAPUTEIBHOM CHUCTEMBI); HEYacTo —
caxapHbIi uabeT; peko — THIeprIIMKeMusl.

Hapywenus co cmopoHbl Hep8HOll cucmembl: 09€Hb YacTO — JUCTEB3Hs, MTAPECTE3UN CIU3UCTOM
o0omoukn pra u nepudepuyecKre IapecTe3nd, TOJNOBHass O00Jb, TOJOBOKpYKEHHE,
nepugepuyeckas Helponatus; 4acTo — OECCOHHMIA, BO30YXKAEHHE, CIYTaHHOCTh CO3HAHUS,
HapyllIeHHe BHUMaHUS, CHHKONAJIbHBIE COCTOSIHUS, SIMMICNTHUECKUE ITPUITAIIKH.

Hapywenus co cmopoHbl opeana 3penus; 9acTo — HEYETKOCTh 3PEHUSI.

Hapywenus co cmoponwl cepoya. HedacTo — nH(PAPKT MUOKapA.

Hapywenus co cmopoHbl cocy0og: YacTo — apTepuaibHas TUIEPTEH3Ms, apTepualibHas
TUIOTEH3MsI, BKJIIOYash OPTOCTATUYECKYIO apTepHalibHYI0 THUIOTEH3UI0, Nepudepudeckas
THIIOTEPMHUSL.

Hapywenus co cmopoHvl ObiXamenbHOU CUCHeMbl, OP2AHO8 2PYOHOU KIeMKU U CPEOOCMEeHU.:
OYEHb YacTO — (PapuHIUT, 60 B POTOTJIOTKE, KAIIEb.

Kenyoouno-kuweynvle Hapywienus: OY€Hb 4YacTO — OOJIb B JKMBOTE (BEpXHUE M HUKHHE
OTJIeNbl), TOLIHOTA, auapest (BKIoyas TSHKEIyo (OpPMY C AJIEKTPOJIMTHBIMU HapyIICHUSMH),
pBOTa, PacCTPOWCTBO MHIICBAPEHHS; YACTO — AaHOPEKCHS, METEOPU3M, S3BBI POTOBOHM MOJIOCTH,
KPOBOTEUCHHE U3 OPraHOB JKEITYJA0YHO-KHILIEYHOT0 TpakTa, ractpos3odareanabHas peQIioKcHas

6OJ'IC3HL, IMMaHKPCaTUT.
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Hapywenus co cmoponsel neuwenu u oicenyes eoaﬂmdy';{j;}n—@;';@&gEDtr@r;ﬁ T '(IBﬂ*J'ﬁéqaﬂ

nosbimenue aktuBHoctu ACT, AJIT, I'T'T), noBbilieHne KOHIEHTPALUU OUIHMPYyOHMHA B KPOBU
(BKITFOUASI KENTYXY).

Hapywenus co cmoponsl Kodcu u NOOKOMCHbIX MKAHel: OYeHb 4acTO — 3YII, ChIb (BKIIOYAs
SPUTEMATO3HYI0 U MAaKyJIONamyJe3HYIO ChIllb); YaCTO — aKHe;, peako — cuHapom CTHBeHca-
JxoHCcOHa, TOkcHYecKuit anuaepmanbHblid Hekpoiu3 (TEN).

Hapywenus co cmoponvt mvluieunou, ckeiemHou u coeoOuHumenbHou mKauy. OYeHb 4acTo —
apTpairusi u 6011 B CIIMHE; YaCTO — MUO3UT, pabIOMHUOIIN3, MUANITHS, MUOIIATUS/TIOBBILICHHOE
coaepxxkanue KOK.

Hapywenusa co cmoponvl nouek u MOuebl800AWUX Nymel: YacTo — y4YalleHHOe
MOYCHCITyCKaHWE, HapylieHHne (QYHKIMH T[OYeK (HAampuMmep, OJIMTYpHs, IOBBIIICHUE
KOHIIEHTPAllMU KpEaTHMHHMHA); HEYacTO0 — OCTpas I[OoYeyHas HEeJAOCTaTOYHOCTh;, 4YacToTa
HEU3BecTHA — He(hpOIUTHA3.

Hapywenus co cmoponvl penpo0ykmusHou cucmembl i MOJTOYHBIX Jicelle3. YaCTO — MEHOpPparus.
Obwue HapywieHus u peakyuu 6 mecme 68edeHus; OYEHb YacTo — CIabdoCTh, BKIOYAs
ACTEeHUYECKUN CUHAPOM, CIIPUIIHBBD», YyBCTBO *kapa; 4acTo — JUXOPaaKa, HOTeps Beca.
Jlabopamopuvie u uncmpymenmanvusie OaHHble: 4acTO — TOBBIINIEHWE AKTUBHOCTH aMHIIa3bl,
CHW)KCHHE KOHIICHTpAIlMK CBOOOJHOTO M OOIIEro THPOKCHHA, HEYACTO — TIOBHINICHUE
KOHI[CHTPAIIUU TJIFOKO3bI, TIOBBINICHUE KOHIICHTPAIIMA MAarHWs, IIOBBINICHUE aKTHBHOCTHU
niesIouHoM ocdarasbl.

Peakuuu, oTMeueHHBIE KaK UMEIOIIHE HEU3BECTHYIO YaCTOTY BCTPEYaEMOCTH, ObLIH OTMEUEHBI B
MOCTPETUCTPAIIMOHHBINA TIEPHOI.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKHI/Iﬁ

[ToBblIeHNEe AKTUBHOCTH IE€YEHOUYHBIX TPAaHCAMHMHA3, B MATh pa3 U Oojee NpeBbllIaroIee
BEPXHIOIO TpaHUIly HOPMaJbHBIX 3HAYECHHUM, KIIMHUYECKAs KapTUHA TElaTUTa U KEITYXHU
Pa3BUBAIMCH y NALMEHTOB, MOJYYaOIUX PUTOHABUP B KAYECTBE MOHOTEPANIUU WIA PUTOHABUD
B KOMOMHAIMU C APYTUMU aHTUPETPOBUPYCHBIMU MIpenapaTaMu.

Tlokazamenu memabonuzma

YBenuueHue Macchl Tena, a TAKXKE IMOBBIILIEHUE MAacChl JIMIIHUIOB U IVIIOKO3bl B KPOBU MOIYT
Ha0JII0/IaThCS BO BpeMsl NIPOBENIEHUsI aHTUPETpoBUpYycHOIl Tepanuu. Y BUY-unpunupoBanHbIX
MNAlMEHTOB C TSDKEIbIM HMMYHOAE(QHUIIMTOM Ha MOMEHT Hayajla KOMOMHHpPOBAaHHOMU
AQHTUPETPOBUPYCHOM TEpAalMU MOI'YT Pa3BUTHCS BOCHAIMTENIbHBIE PEAKLUU HA IIPOTEKArolue
0ECCUMITOMHO MM OCTaTOYHbIE OMNIOPTYHUCTHUYECKHE HH(eKuu. Takxke cooOIanocs o

CIIydasiX pa3BUTHsI ayTOMMMYHHBIX HapylleHHH (Takux kak Oosie3Hb ['peliBca); TeM He MeHee,
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HayaJjia Tepanuu.
VY nanueHToB, MOJY4YaBIIUX TEPANHUI0 PUTOHABUPOM, BKJIOYAs TEX, y KOr0 pa3BUBAJIACh
TUTICPTPUTIUIEPUICMHES], HAOIIOMAINCh CITydyad Pa3BUTHUS MaHKpeaTUuTa (B HEKOTOPBIX CIIydasx
co cMmepTenbHBIM ucxoaoM). Ilarmentsr ¢ BUY-undeknueld Ha mo3aHel cTagud MOTYT OBITh B
rpYIIE PUCKA MOBBIIIEHHOTO COJAEPKAHUS TPUTIUIIEPHUIOB KPOBU U Pa3BUTHS TaHKPEATUTA.
Takke perucTpupoBaIUCh ClIydal OCTEOHEKpPO3a, B YaCTHOCTH, Yy TMAalMEHTOB C
obmen3BecTHEIMU (pakTopamu pucka, ¢ BUU-undekuueir Ha Mo3aHEH CTaAWKM WU JTUTEIHHO
MOJTYyJaroNuX KOMOWMHUPOBAHHYIO aHTHUPETPOBUPYCHYIO Tepamuio. MX dyactora BCTpeuaeMOoCTH
HEU3BECTHA.
eTH

[Tpoduns 6e30macHOCTH PUTOHABUpA Yy JIeTeil B Bo3pacTe OT 3 JIET U CTapIlle CXOJAEH C TAKOBBIM
Y B3pOCJIBIX.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo01marh 0 mo03peBaeMbIX HEXKEIATENbHBIX PEAKIUIX [10CJIE PErUCTpalluy Npenapara
C 1menplo o0OecredYeHHus HENmpephIBHOTO MOHHUTOPUHIA COOTHOIIGHHUS <II0JIb3a — PHCK»
JICKapCTBEHHOTO TMpernapara. MeIuuHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIIaTh O JIF0OBIX
[I0J103PEBAEMBIX HEXKENATEIbHBIX PEAKLMSIX JIEKApCTBEHHOrO Ipenapara 4yepe3 HalMOHaJbHbIE
CHCTEMBI COOOIICHHSI O HEXENaTeIbHBIX pPEaKIUsAX TOCyJapCTB — WIEHOB EBpasuiickoro
3KOHOMHUYECKOI'0 COI03a.

Poccuiickas ®enepanus

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIAAb, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru/

Pecniy6nuka benapychb

PVII «lleHTp 3KCnIepTU3 U UCHIBITAHUH B 3{PaBOOXPAHEHUN

Anpec: 220037, r. MuHck, nep. ToBapuieckuii, 2a

Tenedon/dakc: +375 17 242 00 29

Caiit: www.rceth.by

Pecniybnuka Kazaxcran

PI'TI na [IXB «HauuoHanbHBIA LEHTP JKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEIMIMHCKUX
A3 ICITNI)

Anpec: ZOOT6ES (010005) r. Acrana, paiton baiikonsip, yi. A.MmanoBa, 13
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Caiit: www.ndda.kz

Pecny6iinka ApmeHust

«HayuyHbIll LEHTp »SKCHEPTHU3bl JIEKAPCTB W MEIWLMHCKUX TEXHOJOTMM MM. aKaJeMHKa
D.I'abpuensnay AO3T

Anpec: t. EpeBan, 0051, p. Komuraca, 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

Caiit: www.pharm.am/index.php/ru

Ksipreizckas PecryOnmka

JemapraMeHT  JIGKapCTBEHHBIX CPEACTB M MEIUIMHCKUX  W3Aeiuii  MuHUCTEpCTBa
3npaBooxpaneHust Keipreizckoit PecrryOnuku

Anpec: 720044, r. buiukek, yi. 3-1 auHus, 25

Tenedon: (996) 312 21-92-86

Caiit: www.pharm.kg

4.9. Tlepeno3upoBka

CuMOTOMBI

Jannsle 00 oCTpoil mepeno3upoBKe MpU MPUMEHEHHH PUTOHABHpA y UYEJIOBEKa OrPaHUYCHBI.
OauH mManMeHT, NPUHUMABIIMM Y4YacTHE B KIMHUYECKOM HCCICAOBAHUH, NPHUHSIT 103y
putoHaBupa 1500 wmr/cyTkm B TedeHHMe 2 [HEH, MOCIE 4Yero HaONIONAINUCh TPOSBICHHS
napecTe3nu, KOTOphbIe HCUE3U MOCIe CHIKEHUS 103bl. B mocTperucTpainoHHOM Meprojie ObLI0
HOJY4eHO COOOIIeHHEe O TMOYEYHOH HEeIOCTaTOYHOCTH M 303MHODWIMK TPH IEepelo3UpOBKE
puToHaBUpa. PUTOHaBHp XapakTEepU3yeTCs HU3KHMM IMOTEHIMAJIOM OCTPON TOKCUYHOCTH TPH
epOpaTbHOM MPUMEHEHHH.

Jleyenue

Cneuuduueckuid  aHTUAOT JUIsl PUTOHABUpAa OTCYTCTBYeT. JledeHuwe mepeno3upoBKU
PUTOHABHPOM JOJKHO BKJIHOYATh OOIIME CUMITOMAaTUYECKHUE MEphl, B TOM YHUCIIE KOHTPOJIb
OCHOBHBIX I[IOKa3zaTejell JKU3HENEATENbHOCTH M  KIMHMYECKOTO COCTOSIHUSI —MAallMeHTa.
[Ipennaraercss Takke BKJIIOYATh B CXEMY JICUEHHUS MEPEAO3UPOBKM IPOMBIBAHUE KEIYIKA U
NPUMEHEHHE aKTHBUPOBAHHOTO yriig. Tak Kak pPUTOHABUP WHTEHCHBHO METa0OIU3UPYETCS B
MIEYEHU U B BBICOKOM CTENEHM CBS3BIBAETCS C OelKaMH IIa3Mbl KPOBH, JWAIN3, BEPOSITHO, HE

IMMO3BOJIMT ITPOU3BECTU BBIBCACHUC ITPEIIapaTa U3 opraHudMa Ha 10CTaTOYHOM YPOBHE.

5.  ®APMAKOJOIMYECKHUE CBOMCTBA
5.1. dapmakoanHaMHuyecKHe CBOWCTBa

®apMakoTepaneBTUUECKasi TpyNIa: MNPOTUBOBUPYCHBIE CPEICTBA CHUCTEMHOIO JEHCTBUS,
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MIPOTUBOBUPYCHBIE CPEJCTBA MPSAMOI0 ACHCTBYUS; HHrH6hQ6ﬁBT-1LEn§i~e§§T-

Kon ATX: JOSAEQS.

Mexanusm aeiictBus U hapMmakonuHamuueckue 3O GEKThI

Ilpumenenue pumonasupa 6 kavecmee PapmMaKoOKUHEMUYecKo20 yCUIumerns

JleilictBue puTOHAaBHpa Kak (PApMaKOKMHETUYECKOTO YCHIIUTEN] OCHOBAaHO HA AaKTMBHOCTHU
pUTOHAaBHpa KaK MOIIHOTO HWHTHOMTOpa MeTaboyin3Ma, OMOCPEIOBAaHHOIO H30(epMEHTOM
nutoxpoMa CYP3A. Crenenp ycuieHus cBsi3aHa ¢ METa0OJM3MOM COBMECTHO IPHUMEHSEMOIO
uHruouTopa mporeasbi BHY wu BiusHMs wHruouropa mnporeassl BMY nHa Merabonmsm
puToHaBHpa. MakcuMalbHOE€ MHTUOMpOBaHME MeTa0oJu3Ma IMPU COBMECTHOM IPUMEHEHHH
uHruourtopa nporeassl BUY, kak npasuio, nocturaercs nmpu go3e puroHasupa ot 100 mr onux
pa3 B cyTku 70 200 Mr aBa pas3a B CYTKH, ¥ 3aBUCUT OT COBMECTHO NMPHUMEHSIEMOIr0 HHIHOUTOPA
npotea3sl BUY. JlonmonHuTeNnbHYI0O MH(GOPMALUIO O BIMSHUM PUTOHABHpPA Ha MeTa0OJIU3M
COBMECTHO IpHUMEHseMoro HuHruouropa mnporeassl BUU cm. pazmen 4.5, Take cienyer
O3HAKOMUTHCSI ¢ MHCTPYKIHUEH IO NMPUMEHEHUIO COOTBETCTBYIOIIMX HHTHOMTOPOB MPOTEa3bl
BUY.

IIpumenenue pumonasupa 6 Kavecmee aHMUpemMposUPYCHO20 npenapama

PutonaBup mpencrapiser coboit mHrHOMTOp acnaptmi-nporeas BUU-1 u BUY-2 nns npuema
BHYTpb, aKTUBHBII nentugoMuMmeruk. Murubuposanue nporeassl BUU npenstcTByeT paspbiBy
NOJHUNpOTEeHHa-TIpeaiecTBeHanka Gag-Pol, uro npuBoauT k oOpaszoBanuio wactui, BUY ¢
He3penol Mopgoisiorueil, KoTtopele HE CIHOCOOHBI K MH(MUIMPOBAHUIO KIETOK. PUTOHaBHp
o0najaeT CeNeKTUBHBIM CpPOJCTBOM K mporeaze BUY u mnposBisger HE3HAYUTEIbHYIO
MHTHOUPYIOLIYI0 aKTUBHOCTh B OTHOIIEHHWU acHapTUJI-TpoTea3bl yenoBeka. PutronHaBup ObuI
NEepBbIM HMHIHMOUTOPOM TmpoTea3bl (0100peH B 1996 roay), addexTuBHOCTH KOTOpOro Oblia
JI0OKa3aHa B HCCIENOBAaHUM C KIMHWUYECKMMM KOHEYHbIMM Toukamu. OpHako u3-3a
METa0OJMYECKUX HHTMOMTOPHBIX CBOWCTB PpPUTOHAaBUPAa €ro INPUMEHEHHE B KadyecTBe
(apMaKOKMHETHUYECKOTO YCWJIUTEISl JPYrMX HWHIUOMTOPOB IMpoTeas3bl sBiseTcs Oosee
pacrpoCcTpaHeHHBIM B KIIMHHYECKOH MpakTUKe (CM. paszen 4.2).

Brusanue na OKI”

Nutepan QTcF ouenuBanu B paHIOMHU3HUPOBAHHOM, IJIane00- U aKTUBHO- (MOKCH(IOKCAIIMH
400 Mr omuMH pa3 B JIEHb) KOHTPOJHUPYEMOM TIEPEKPECTHOM HCCIEAOBAaHUU y 45 370pOBBIX
B3pocibiXx ¢ 10 m3mepenusmu B TeueHwe 12 yacoB Ha «JleHp 3». MakcumanbHasi CpeaHss
(95 % BepxHss noBeputenbHas rpanuia) pazuuna B QTcF ot mane6o cocrasnsna 5,5 (7,6) mis
400 mr 2 pasa B CyTKM IpUMEHEHHs pUTOHABHpa. Y POBEeHb pUTOHaBHpa Ha JleHb 3 Habmoancs
npuMepHo B 1,5 pasa Beime, yeM npu npuMeHeHnH 600 mr 2 pasza B CyTKM B CTallMOHAPHOM

cocrossHuU. Hu y onHoro ucneityemoro He HaOmonanock yBenuueHus: QTcF B Teuenue Gonee
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3HauuMbIi nopor B 500 mc.

HesnauutenbHoe mnpoanenue uHTepBana PR Taxke oTMmMedanoch y MalMEHTOB, IMOJy4YaBIIMX
PUTOHABUP B TOM e uccienoBaHuu Ha «Jlenb 3». Cpennue u3MeHeHHUs OT 6a30BOM JTUHUH B
unrepBajie PR BappupoBanuce ot 11,0 no 24,0 mc B 12-4acoBoi WHTEpBaJ MOCIE TPUMEHEHUS
n03bl. Makcumanbhbiil uHTEpBai PR cocraBisan 252 mc, u 6510Kajbl cepilia BTOPOil Wi TpeTben
CTEIeHU He HA0JIrF01a10Ch (CM. pasjaer 4.4).

Pezucmenmuocms

W3zonsater BUY-1, pe3nucTeHTHBIE K PUTOHABHUPY, OBLIM BBIACIACHBI IN VILr0O W y HalMeHTOB,
[IOJIyYaBLINX TEPANEBTUUECKHUE J03bl pUTOHAaBUpA. CHUKEHUE aHTUPETPOBUPYCHON aKTHUBHOCTH
pPHUTOHaBHpA CBS3aHO, PEX/E BCero, ¢ MyTanusiMu rpoteassl V82A/F/T/S u 184V. Hakonnenue
IpYTUX MyTaluil B reHe mpoteasbl (B ToM uucie B monoxeHusx 20, 33, 36, 46, 54, 71 u 90)
TaK)K€ MOXKET CIOCOOCTBOBATH PE3UCTEHTHOCTHM K pUTOHaBHPY. [1OCKONBKY HaKamauBaroTCs
MyTallid, CBSI3aHHbIE C PE3UCTEHTHOCTHIO K PHUTOHABUPY, BOCHPHUUMYUBOCTH JIPYIHMM
MHIMOMTOpaM MpOTEa3bl MOXKET YMEHbBIIATHCA M3-3a MEPEKPECTHON pe3ucTeHTHOCTH. Cremyer
MPOKOHCYJIBTUPOBATHCS JJIsI TONyYEHUS KOHKPETHON HHQPOpMAIMK O MYTalusX MpOTeasbl,
CBSI3aHHBIX C YMEHBIICHHUEM PEaKIMU Ha JAHHBIE BEIIECTBA B COOTBETCTBUU C MHCTPYKLMEH 110
NPUMEHEHHIO APYTrUX HHTHOUTOPOB MPOTEa3bl WM O(QUIHATIEHBIMU OOHOBJICHUSMH.
Dapmakoounamuieckue KiuHu4ecKue OaHHble

Bnusinue putroHaBupa (Ipy MOHOTEpANUU WIM B COYETAaHUU C APYTUMH MPOTUBOBUPYCHBIMH
npenapaTtamMi) Ha OMOJIOTHYECKUE MapKepbl aKTUBHOCTH 3a00JIeBaHHUs, TaKWe KaK KOJIMYECTBO
CD4 xnerox u PHK, oneHuBanuch B MHOTOYHCIEHHBIX KIMHUYECKHUX MCCIEHOBAHUIX C
yuactueM BUY-uH(puIupoBaHHbBIX NAI[UEHTOB.

5.2. dapmMakoKHHeTHYeCKHe CBOicTBa

Abcopbrus

AGcomoTHas OMOIOCTYITHOCTh U CTENIEHb BCACHIBAHUS PUTOHABUpPA HE YCTAHOBIIEHA, TOCKOJIBKY
OTCYTCTBYET JIEKapCTBEHHas (opma g NapeHTepalbHOro BBeaeHUsA. {dapmMakoKnHETHKa
pUTOHaBMpa TIpPU MHOTOKPAaTHOM IPUMEHEHHMM HE HaTomak Oblma wu3ydeHa y BUU-
MHOHUIMPOBAHHBIX B3pOCIBIX JOOPOBOJBIIEB HE HaTomlak. IIpu MHOTOKpaTHOM IpueMe
KyMYJISIUS. PUTOHABUpPAa HECKOJIbKO MEHbINE, YeM pacCUMTaHHAs HAa OCHOBAaHMM OJHOKpPATHOMN
JI03bl, U 3aBUCHUT OT BPEMEHHU JIEUCHUS U J10303aBUCHMOTO YBEJIIMYEHHS KaXXyIIErocss KIMpeHca
(CVF). bbuto oOHapy»XeHO, UTO OCTaTOYHasi KOHIEHTPAllUs PUTOHABUPA HEMHOTO YMEHbIIANACh
C TEYECHHEM BPEMEHHU, BO3MOXHO, M3-3a MHIYKIMHU (PEPMEHTOB, OHAKO, CTAOMIN3UPOBAIACH K
OKOHYAHMIO JIBYX HeIelb. Bpems NOCTHXEeHHsT MaKcuMalbHOW KOHUEHTpanuu (Tmax) mpu

YBEJIMYEHHUH J103bl OCTABAJIOCh MOCTOSHHBIM Ha YPOBHE NMPHUMEPHO paBHOM 4 yacaM. [loueunslii
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KJIIMPEHC cocTaBisieT B cpenneMm menee 0,1 n/4 u ornddHTETIRo TGt sek Hptr -F[ Mekermm

MY OTYETY

Pa3IUYHBIX JO3UPOBOK.
®apmakokunernueckue (OK) napamerpsl, HabMt01aeMble C PA3IMYHBIMU CXEMaMU JTO3UPOBAHUS

TOJIBKO pUTOHABHPA, IIOKA3aHbI B Ta6n1/1ue HUMIKC.

CxeMa J103UpOBaHMs PUTOHABUPA
[Mapamerpsr ®K 100 mr 1 pas B cyrku| 100 mr2 pasas |200 mr 1 pas B cyrku| 200 mr 2 pasa B 600 mr 2 pasa B

cyTku* CyTKH CYTKH
Cmax, MKT/MJI 0,84+ 0,39 0,89 34+13 45+13 11,2+ 3,6
Cirough, MKI/MIT 0,08 + 0,04 0,22 0,16 +0,10 0,6 0,2 3,7£2,6
AUC 1 s 24, MKIXU/MIT 6,6+24 6,2 20,0+£5,6 21,92 + 6,48 7754315
[epuon nonyssisenenus (Tyy), 4 ~5 ~5 ~4 ~8 ~3-5
CI/F, n/a 17,2+ 6,6 16,1 10,8 £3,1 10,0 + 3,2 8,8 +3,2

13HCI’¢€H1/I}1 6blpAIICEHDL 8 euoe ceomenmpudyecKux 3Ha4eHuu. PumOHaeup NPUMEHAICA nocie eovl
ons ecex nepeduUcieHnblx CxXxem.

[Ipy mpuMeHeHMM Mperapara BO BpeMsl NpUEMa MHIMM MPOUCXOAUT HEOOJNBIIOE CHHKCHHE
0MOAOCTYIHOCTH TabJIETOK PUTOHABUPA.

Pacupenenenue

Kaxymuiics oo6bem pacnpenenenust (Ve/F) puronasupa cocrasisier npumepro 20-40 1 mocie
onHOoKpaTHOM 1036l 600 wmr. Cpsi3piBaHME€ pUTOHaBHpa C O€IKaMU IUIa3Mbl Yy YEJIOBEKa
cocraBisieT Okoiao 98-99% wu gBAsgeTcs MOCTOSHHBIM B JMAana3o0HE KOHLEHTpauui
1,0-100 mkr/mn. PuroHaBup CBSI3BIBAETCS Kak C anb(ai-KUCIBIM TIUKOMPOTEUAOM UeIOBeKa
(AAQG), Tak u ¢ aTbOyMHUHOM ChIBOPOTKH KpoBH 4enoBeka (HSA) co cpaBHUTEIBHO OMHAKOBBIM
CPOJICTBOM.

Wccnenosanus pacipeenenus B TKaHAX ¢ 1*C-MedeHbIM PUTOHABUPOM Y KPBIC MOKA3a/H1, UTO B
MEYCHU, HAIMOUYCYHHUKAX, MTODKEITYJOUHOM Kele3e, MoYKax U IMUTOBUAHOM Kele3e couepiKarcs
HauOoJbIINe KOHIEHTpauu puToHaBupa. COOTHOIIEHHE pacmpeleNeHuss TKaHb/IIa3Ma,
U3MEpPEHHOE B JUM(pAaTUYECKUX Yy3J1ax KpPbIC, COCTABISAET MPUOIM3UTENBbHO | M Ipeanosaraer,
YTO PUTOHABHP pacHpOCTpaHsieTCs B TKaHU JUMpaTuyeckoil cuctemMbl. PUTOHaBHp MUHHUMaIbHO
NPOHHUKAET B MO3T.

BI/IOTDaHC(bODMaHI/IH

BbI710 0TMEYeHO, YTO pUTOHABHP WHTEHCHBHO METAOOIM3HpYyeTCs cucTemMoi nuroxpoma P450
MeYeHU, B OCHOBHOM, ¢ ydactueMm muzodepmenTa mutoxpoma CYP3A u, B MeHbIIeH CTENEHH,
CYP2D6. UccrnenoBanuss Ha KHUBOTHBIX, a TaKXkKe JKCIHEPHUMEHTHI IN VIitro ¢ MHKpocoMamu
MEYEHHU YEJIOBEKA MOKA3al, YTO PUTOHABUP B MEPBYIO OUYEPEIb MOABEPTalICd OKUCIUTEILHOMY
MeTaboIu3MYy.

VY ugenoBeka HaimeHo 4 wmetabonuTta putoHaBHpa. OCHOBHBIM SIBJISICTCS OKHCITUTEIHHBIN
MeTabomuT u3onponuiaTuazon (M-2), TpOTHBOBUpPYCHAs aKTUBHOCTh KOTOPOTO OJIMHAKOBa C
ucxoausiM coequHeHneM. Oqnako AUC merabonurta M-2 cocraBusieT Bcero 3% ot AUC camoro

HCXOAHOIo COCAUMHCHUS.
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Huskue 1036l PUTOHABUPA OKAa3bIBAIOT CHIILHOE Bﬂﬂgﬁ:e_l%':ééﬁgﬁi%g&ﬂjﬂ Hp@/rnx

WHTHOUTOPOB TMpoTea3bl (M Apyrux BemecTB, Merabommsupyembix CYP3A4), a nppyrue
MHTUOUTOPHI MPOTEa3bl TAKXKE MOTYT BIUATh Ha (DAPMAKOKMHETHUKY PUTOHABHpa (CM. pasieln
4.5).

OJIMMHUHALNS

HccnenoBanus 4enoBeKka ¢ paJlOaKTUBHO MEUEHBIM PUTOHABUPOM IIOKa3aM, YTO PUTOHABHpA
BBIBOJIUTCS, TJIABHBIM 0OOpa3oM, uepe3 TemaToOMIUapHYI CHUCTEMY; NpUOIH3UTENHLHO 86%
paZMoOaKTUBHON METKH OBbLIO BBIAENECHO W3 Kajla, 4YaCTh KOTOPOW, BEPOSTHO, COOTBETCTBYET
HeabcopOMPOBAaHHOMY PUTOHABUPOM. B 3THX nccieIoBaHUSAX BBIBEJACHUE Yepe3 MOUYKHU HE ObLIO0
OOHapy€HO Kak OCHOBHOM cHoco0 BBIBEIEHUS PUTOHABHpPA. OTO COOTBETCTBOBAJIO
HaOJIOICHUSM B HCCIIEJIOBAHUSIX HA )KUBOTHBIX.

IlouyeuyHas HETOCTATOYHOCTh

PapMaKOKMHETUYECKUE MapaMeTpbl PUTOHABUpA HE M3Y4YEHBl Y IALUEHTOB C HAPYIICHUAMU
¢yHkuu nouek. OJIHAKO, MOCKOJBKY IMOYEYHBIH KIMPEHC PUTOHABHpPA OUYEHb Majl, HUKAKUX
M3MEHEHUN OOIIEero KJIMpEeHca Tejla He 0XKMJACTCsl y MallMeHTOB C HapyLIeHUsIMH (yHKUUU
IIOYEK.

IleyeHOUHAs HEIOCTATOYHOCTh

[Tocne MHOTOKpAaTHOTO TO3UPOBAHHS PUTOHABHpA 340POBBIM jno0poBosbiaMm (500 mr 2 pasza B
CYTKHM) U MAIIMEHTaM C JIETKUMH WA YMEPEHHBIMHU HapylmeHusIMU (yHKIUH TedeHn (Kiacc A u
B o mkane Yaitng-IIsto, 400 Mr 2 paza B CyTKH) pUTOHABHP TOCIIE HOPMATU3ALUU J03bI HE ObLIT
CYIIECTBEHHO Pa3JIMU€H MEXAY 3TUMH JIByMs I'pyIIaMu.

JInia moKuJioro Bo3pacra

PutonaBup B mmasme kpoBu y manueHtoB 50-70 mer mpu npumenenuu B noze 100 mr B
COYETaHUM C JIONMMHABUPOM MJIM B O0jiee BBICOKHMX J03aX, HO 0e3 MHIMOUTOpoB mnpoteazsl BUY
HE OTJINYAETCs OT TAKOBOW y MAIIMEHTOB 00Jiee MOJIOIOTO BO3PACTa.

eTH
VYcraHoBieHHBIE (DapMaKOKMHETHYECKHE MapaMeTpbl PUTOHABUpa OBLIM OLEHEHBl y JEeTeH ¢
BUY-undeknueii crapme 2 €T, MONyd4aBIUX A03bI oT 250 mr/m? no 400 mr/m? sgBa pasa B
cyTku. KOHIIeHTpanys puTOHaBUpa B KPOBU MOCIE MpueMa 103 oT 350 mr/m? 10 400 mMr/m? nBa
pa3a B CyTKM y JeTeil cpaBHHMMa C KOHIIEHTpAlUeil pUTOHABHpA y B3POCIBIX, MPUHUMABIINX
600 mr (oxomo 330 mMr/m?) 1Ba pa3a B CYTKH.
Bo Bcex Tpymmax 103 KIMPEHC pU MepopanbHoM npueMe putoHasupa (C1/F/m?) 651 mpuMepHO
B 1,5-1,7 pa3 ObicTpee y neTeii crapiie 2 JIeT, YeM Y B3POCIIBIX.
CrabunbHble (papMaKOKMHETHYECKHE MapaMeTpbl pUTOHaBHpa oleHuBanu y nereit ¢ BUY-

nHbeKmeil Muaame 2 NeT, MoTy4aBIIuX A036l oT 350 mr/m? go 450 mr/m? mBa pasa B CyTKH.
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HIDKE, YeM Y B3pOCIbIX, moaydasmux 600 Mr (mpubnusutensno 330 Mr/m?) 1a pasa B cyTku. Bo
BCceX Ipymmax 103 kmupeHc purtoHasupa (Cl/F/M?) yMeHbIIancs ¢ BO3PAcTOM CO CPEIHUMH
3HaueHusMH 9,0 11/4/M? y JeTel B Bo3pacTe 10 3 MecsIes, 7,8 1/a/Mm? y JIeTei B Bo3pacTte OT 3 110

6 Mecsnes u 4,4 71/a/M? y AeTel B Bo3pacTe oT 6 110 24 MecseB.

6. ®APMAIEBTUUYECKHUE CBOWCTBA

6.1. IlepeyeHnb BcmoMoraTeJbHBIX BelIECTB

Komnosunon

Marunus aaroMOMETaCUIuKaT

Kpemuus 1MoKcuI KOJIIOUAHBII

Copburana naypar

IloBunon

Harpus kpockapmeriosa

Hatpus creapundymapar

IInenounas obonouxa:

Komno3zuius u1st I€HOYHOT0 NOKPBITUS pPO30BOIo 1IBETa

(Ha OCHOBE NOJMBHUHUJIOBOTO CIIUPTA):

IToNnMBUHUIOBBINA CIIUPT

Turtana auokcun (E171)

Tanpk

Makporosa 3350/4000 (TTOIUATUIICHTIIUKOIB)

Kpacutens xene3a okcup kpacHblil (E172)

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpoxk rognoctu (Cpox XxpaHeHHs )

3 roxa.

6.4. OcoOble Mepbl MPeI0CTOPOKHOCTH NIPH XPAHEHUH

XpaHuTs 1pu TeMreparype He Boime 25 °C.

6.5. XapakTtep u coep:kaHue NePBUYHON YIIAKOBKH

[To 10 TabneTok B KOHTYpHOU SYEHKOBOW yNaKOBKE, COCTOAIIEH U3 (OJIbIY OPUEHTHPOBAHHBIN
noauamugy/anmoMuaui/monuBuHUIXIopua (OITA/An/IIBX) u ¢donsru amoMUHHEBON NedaTHON
JIAKUPOBAHHOM.

ITo 3, 6 Wi 9 KOHTYPHBIX STYEHMKOBBIX YIAKOBOK BMECTE C JIMCTKOM-BKJIAJIBIIIIEM MMOMEIIAIOT B

MayKy KapTOHHYIO.
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6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH npu'-n'fﬂﬂ%}@ﬁlﬂiﬂEijf!fﬁbgb%bh'z'rﬁ!ﬁoro

JICKAPCTBCHHOI'0 MpemnapaTa ujid 0Txo10B, IOJYYCHHBIX ITOCJI€ NPUMEHCHUA NMpemapara, u
APyYrue€ MaHuMnyJsiiuu ¢ nmpemnaparomMm

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIHUMOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanys

000 «M3Bapuno Papmar

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BHykoBckoe), asia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

Onekrponnas moura: info@izvarino-pharma.ru

7.1. TlpencraBuTe/ib JAep:KaTessi perucTPAllMOHHOIO YI0CTOBEPEHH s

[Iperen3nu norpeduTeNe HAOPABIATE 10 aAAPECY:

Poccuiickass ®enepanusi, Ksipreizckas Pecnybnuka, Pecnybnuka Apmenus, PecmyOnmka
benapyce

000 «M3Bapuno dapmar

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BuykoBckoe), a8ia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®daxkc: +7 (495) 232-56-54

OnexTponHas noura: info@izvarino-pharma.ru

Pecniy6nuka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST (JIekapcTBeHHas 6€3011aCHOCTB )»

Anpec: 050047, Kazaxcran, ropon Anmatel, Anatayckuil paiioH, Mukpopaiion Casnsl, 1. 16,
KB. 8

Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

DnexkTponHas noyra: adversereaction@drugsafety.ru

8.  HOMEP PETHCTPAIHMOHHOI'O YAOCTOBEPEHUSA

9. JIATA IEPBUYHOM PETUCTPAIIMM (ITOATBEPKJIEHUSA PETUCTPAIINA,
INEPEPETUCTPAIIHN

JlaTa niepBoii perucTpanuu.

10. JATA NEPECMOTPA TEKCTA
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O6mas  XapaKTEpUCTHKA  JIEKAPCTBEHHOTO npendﬂf;’; N KproBAlp C&)E“Pygmlég ! na

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO CO03a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT http://eec.eaeunion.org/
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