COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 03.12.2025 N= 30019

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPETTAPATA

Hupmatpensup-AMEJIAPT, 150 mr, TaGaeTKH, MOKPHITHIE TIIICHOYHON 000JI0YKOH.

2. KAYECTBEHHBINA U KOJTUWYECTBEHHbBINA COCTAB

JeiicTBytollee BEIIeCTBO: HUPMATPEIBUP.

Kaxxnas tabnerka comepxkut 150 Mr HUpMaTpenBupa.

BcnomorarenbHbI€ BelllecTBa, HATMYUE KOTOPBIX HAJIO YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npemnapara: jaktosa (cm. paszuen 4.4).

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCACH B pa3aciic 6.1.

3. JIEKAPCTBEHHASA ®OPMA
TabneTKH, MOKPHITHIC INICHOYHOU 000T0YKOM.
OBasibHbIC TBOSKOBBIMYKIIbIE TaOJETKH, MOKPBITHIE TUIEHOYHON 000J0YKOM Oenoro Wiu MmouTu

OeJoro 1BeTa.

4. KIMHUYECKUE JAHHBIE

4.1. Tloxka3aHusi K NpUMeHEeHHUI0

[Tpenapat Hupmarpensup-AMEJIAPT B koMOMHAIIMU ¢ pUTOHABUPOM IOKa3aH K IPUMEHEHHUIO y
B3pOCIIBIX B Bo3pacte OT 18 neT s nedeHus HOBOM kopoHaBupycHo# mH(peknuu (COVID-19)
JIETKOT'O WJIA CPEIHETSKEIOr0 TEUEHUsI, B TOM YHCJIE C MOBBIIIEHHBIM PUCKOM IIPOrPECCUPOBAHUS
3a0o0eBaHMs /10 TSDKENIOoro TedeHus (cM. pasgen 4.4) u He TpeOyroIuX JAONOIHUTEIbHOM

OKCUT'CHOTCPAIINN (B KOM6I/IHaLII/II/I C HU3KOM J1030H pI/ITOHaBI/Ipa).

4.2.  Pe:xxum 103MPOBAHUS U CMOCO0 MPUMEHEHHUS

PexxuM 103upoBaHus

Hns neyenuss COVID-19, Bwi3BanHOU BHpycoM SARS-CoV-2, y B3pocCibIX peKOMEHIyeTcs
CIIEIYIOIINN PEKUM JO3UPOBAHUS:

—no 300 mr npenapata Hupmarpensup-AMEJIAPT (2 tabieTkn) nepopajibHO /Ba paza B CyTKU
(xaxnpie 12 gacoB);

— no 100 Mr putoHaBHpa NEPOPATBHO C KaXAbIM INpUEMOM Ipenapara Hwupmarpensup-
AMEJIAPT, nBa pa3a B cyTku (Kax/sle 12 yacos).

Takum oOpa3zom, pa3oBas n03a coctasisger 300 mr Hupmarpensupa (npenapar Hupmarpensup-

AMEJIAPT) + 100 Mr putoHaBupa.
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pUTOHABHpA.

[TpoaOmKUTENBHOCTD Kypca JIE€UeHUsl — 5 CYTOK.

Jleuenue JekapcrBeHHbIM mnpenapatom Hupmarpensup-AME/IAPT B komOuHamum c
PUTOHABHPOM J0JKHO ObITh HAYATO KAaK MOKHO PaHbLIE IOCJe MOCTAHOBKH JHATHO32
COVID-19 u/niau B TeyeHue 5 aHel mocie nosiBjaeHus NepBbIX CAMIITOMOB 3200JIeBaHUSI.
Eciy manueHT NpoIycKaeT Ha3HAYeHHOE BpeMsl NpUeMa OYEpEeTHOM J/103bl JIEKAPCTBEHHOI'O
npenapata ¥ pUTOHABHMpA, TO IPOMYIIEHHYIO /03y IMpernapara ¥ pUTOHABUPAa HEOOXOIMMO
IPUHATH B TE€YEHUE § 4aCOB OT HA3HAUYEHHOI'0 BPEMEHH ITpHeMa.

Ecny nmanueHT He NpUHAT OPONYLIEHHYIO /103y B T€UEHHE 8 4acOB OT HA3HAYEHHOI'O BPEMEHU
IpUEMa, TO MPONYLIEHHYIO /103y NPUHUMATh HE HYKHO, BMECTO 3TOT0O HEOOXOAWMO NPUHSATH
CJIEAYIOUIYIO 703y B 3alUIaHUpOBaHHOE BpeMs. [lalueHT He JOJKeH yABauBaTh J03Y, YTOOBI
KOMIIEHCUPOBATh MIPOMYIIEHHYIO J103Y.

Pexomennyercst 3aBepuieHHE MOJIHOIO S5-IHEBHOTIO Kypca JICUEHHUs, Jake €CIM I0Cie Havaila
TEpanuy NAalMeHTy TPeOyeTcsl TOCIHUTAIM3alMsi B CBSI3U C MPOTPECCHPOBAHUEM 3a00JIEBaHUS
COVID-19 1o tskennoro jgedeHus.

Ecnn nocne Havana jieyeHMs NalMEHTy TpeOyeTcs ToCHUTalIn3alus, TO €My HeoOXOIMMO
IIPOKOHCYJIBTUPOBATHCS CO CBOUM JIEUAIIMM BpauoM O HEOOXOMMOCTH 3aBEpILLIECHUs S—IHEBHOIO

Kypca JICYCHUSL.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmsi ¢ HapyweHuem QyHKyuy novex

[TarueHTaM c JIErKoM CTENEHbIO MOYEUYHOM HEA0CTATOYHOCTH (pacueTHasi CKOPOCTh KITyOOUKOBOI
¢unbTpanuu (pCKD) ot 60 10 90 Mmu/MHUH) KOppeKLIUs 03bl HE TpedyeTcsl.

VY mamnuMeHToB CO CpeHei crernenpio moyeuHoi HemoctarouHocT (pCKD ot 30 mo 60 mur/muH)
no3a cocrasisieT 150 mr mupmarpensupa u 100 Mr puroHaBupa zBa pa3a B CyTKM B TEUEHHE
S nHeil.

[Ipenapar HupmatpenBup-AME/IAPT B kxomOWHamuu ¢ pUTOHABUPOM IPOTHBOMOKA3aH K
IOPUMEHEHHUIO Yy TallUEHTOB C  TSDKEIOM  CTENEHbIO  IOYEYHOM  HEJOCTaTOYHOCTU
(pCK® < 30 mn/MuH, BKJIIOYas  TAIMEHTOB C  TEPMHUHAIBHOM  CTaaued  MOYEUHOM
HEJ0CTAaTOYHOCTH, HAXOAAIIUXCS HAa TEMOINATIU3E).

Ilayuenmul ¢ napywenue hyHKyuu neyenu

He tpeOyercsi xoppekTupoBku a03bl mpenapara Hupmarpensup-AMEJIAPT B xomOuHanmu c
PUTOHABUPOM JIJIsl TTAIIMEHTOB C JIETKOH (kimacc A mo kinaccudukanuun Yaina-I1sto) nnm cpenneit

(xmacc B mo knaccudukaruu Yainna-I1s10) cTenenpro meueHoYHOM HeIOCTaTOYHOCTH.
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MalUEeHTaM C TSDKEJION MeUYEeHOYHOU HEeJJOCTaTOYHOCThIO (CM. pazzaen 4.4, 5.2).

BaxHble JiekapCTBEHHBIE B3aUMOJIEHCTBUS

Koppekuus 103 mpu OJHOBPEMEHHOM INPUMEHEHMM C IPYIMMHM IIpenaparaMu, COIAEpKallMMU
PUTOHABHUP WM KOOMLIMCTAT, HE TPeOyIOTCS.
[TanmenTam, MONydYalOMIMM CXEMBI JICYeHHS BUpyca MMMyHojaeduuuTa udenoBeka (BUY) wim
Bupyca renarura C, cogepaliue puTOHaBUp WIM KOOULIUCTAT, CIEAYET IPOJOJKATh JIEUEHHUE B
COOTBETCTBUH C ITOKA3aHUEM.
ITepen m Bo Bpems Tepanuu npenaparom Hupmarpensup-AMEJAPT Heo0X0auMO y4HUTHIBATH
NOTEHLIMAJbHbIE JIEKAPCTBEHHBIC B3aUMOJICHCTBUS U IIPOBEPSITH COMYTCTBYIOIINE MPENapaThl BO
Bpems Tepanuu npenaparom Hupmarpensup-AMEJIAPT (cM. paznenst 4.3, 4.4, 4.5).

eTH
be3zonacHocTs 1 3¢)(pekTUBHOCTD Mpenapara B KOMOMHALMU C PUTOHABUPOM Y JIeTeil B Bo3pacTte
ot 0 1o 18 neT He ycTaHOBJEHBI. JJaHHbBIE OTCYTCTBYIOT.

Cnoco0 nnpuMeHeHus

[Tpenapatr Hupmarpensup-AMEJIAPT npunuMaercss BHyTph HE3aBUCHUMO OT MpUeMa MUIIH (CM.
paznen 5.2).

TabneTku ciieAyeT TIIOTaTh LETHMKOM, HE Pa3KeBbIBas, HE JIOMas W HE pa3/aBiBasi, 3aluBast
JIOCTATOYHBIM KOJIMYECTBOM KUJKOCTH.

Hupmatpensup cienyer NpUMEHATh OJHOBPEMEHHO C PUTOHABUPOM JBa Pa3a B CYTKH KaxkIble
12 yacoB. HenpaBuiibHbIM COBMECTHBIHM NPHEM HUPMATPEJIBUPa C pUTOHABUPOM MOKET ITPUBECTH
K TOMY, YTO YPOBHHM HUpMaTpeNBUpa B IJ1a3Me KpOBU OyIyT HEIOCTATOUHBIMH JJIs1 TOCTHKEHUS
JKEJIaeMOro TepaneBTu4eckoro 3 dexra.

[Tpumenenue npenapara Hupmatpensup-AMEJIAPT B koMOMHAIIMM C pUTOHABUPOM BO3MOXKHO

TOJIBKO 11O Ha3HAYCHUIO U 110/ Ha6J'IIOI[eHI/ICM Bpaya.

4.3. TIporuBomoka3aHus
. ['MnepuyBCTBUTENBHOCT, K PUTOHABHPY, HHUPMATpENBUPY WIM K JioOoMy U3

BCIIOMOTATEJIbHBIX BEIIECTB, IEPEUNCICHHBIX B pazzene 6.1.

. Tsoxemast cTeneHb nmedeHOYHOM HepocTtaTouHocTH (kiace C mo kmaccudukanuu Yam -
[Tb10).

. Tsoxenast creneds nmouedHoi HepoctaTouHOCTH (pCKD < 30 mur/mun).

. JlekapCTBEHHBIE CPENICTBA, KIIMPEHC KOTOPBIX CHIILHO 3aBUCUT OT CYP3A u 17151 KOTOpBIX

IMOBBIIICHHBIC KOHICHTPAIIUU CBA3aHbI C CEPbE3HBIMU W/WIH OITACHBIMU AT )KU3HU pCaKIUsIMUA.
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3HAYUTENIBHO CHIDKAIOT KOHLEHTPAIMY HUpMATPeIBUPa/pUTOHABUPA B IJIa3Me KPOBHU, YTO MOXKET
NPUBOJIUTH K TIOTEPE BUPYCOIOTHYECKOTO OTBETA U BO3MOKHOMY PA3BUTHIO PE3UCTEHTHOCTH.

. IIpuem mnpenapata Hupmarpensup-AMEJIAPT Henb3ss HauuHath cpa3y [ocie
IpeKpalleHus Tepary JII0ObIM U3 clieAyIomuX HHAYKTOpoB CYP3 A u3-3a AMUTENHOTO IEpHoaa
MOJIYBBIBEJICHUS HEJTABHO OTMEHEHHOTO IIpenapara (cM. pazzaen 4.5).

o JlekapCTBEHHbIE CpPEJCTBA, IIEPEUUCIICHHBIE HIXKE, CTPOro IMPOTUBOMOKA3aHbl JJIs
coBMecTHOro npuema ¢ npenaparom Hupmarpensup-AMEJIAPT. JlanHsblii nepeueHb sBIsSETCS
00s13aTeJIbHBIM, HO HE MCUEPIIbIBAIOILUM:

o anb(dai-agpeHoOI0KaTOPhI — andy303UH;

O aHaJBIeTHKHU — NETUINH, TUPOKCHKAM, IPOTIOKCU(EH;

O AaHTHAHTWHAJIBHBIC CPEACTBA — PAHOJIA3UH,

O THPOTHUBOOIYXOJIEBbIE CPEACTBA — BEHETOKJIAKC, HEPATUHHO;

O AaHTHAPUTMHUYECKHUE CpEeACTBa — AaMHMOAAPOH, OEmpHUIW, IPOHENAPOH, HHKAMHU],
¢bnekannua, nponadeHOH, XUHUINH;

O aHTUOMOTHKH — (y3uI0Bast KUCIOTA, PUPAMITUIIH;

O MPOTUBOCYIOPOXKHBIE CpEe/ICTBA — KapOamasernuH, peHo0apOuTa, (eHUTOUH;

O TNPOTHUBOMNOAATPUYECKHE CPEICTBA — KOIXHUIHH;

O AaHTUTHCTAaMHUHHBIE CPEJCTBA — ACTEMH30J1, TepdheHa uH,;

O AHTUIICUXOTUYECKHE CPEJICTBA/HEUPOJENTUKA — JYPa3HIIOH, INHMO3MI, KIIO3allH,
KBETHAIWH;

O TPOM3BOJHBIC AJKAIOMIOB CHOPBIHBM — JUTHIPO3PTOTAMUH, SPTOHOBHUH, 3PrOTAMUH,
METHJIDPrOHOBHH,

O CTHMYJSTOPBI MOTOPHKH JKEITYTOYHO-KHIIEYHOTO TPAKTa — IIU3ATPHUI;

O pAacTUTEJbHBbIC JICKAPCTBCHHBIC CPEACTBa — 3BepoOOi mpoabipsiBaeHHbI (Hypericum
perforatum);

O areHThl, MOJU(PHUIUPYIONINE JUMHUIBI: HHIHOUTOPBI  PEayKTasbl  3-THIPOKCH-3-
MetmwirnyTapui-kosu3uma A (I'MI'-KoA-peaykrassl) (10BacTaTMH, CHUMBACTaTHH),
MHTUOUTOPHI MUKPOCOMAIBHOTO OeNKa-epeHoCYrKa TPUIIIULEPUIOB (JIOMUTATINN);

o wuHruourtops! pochoausrcrepassl 5 tuna (OJII5) — aBanadun, cunaenadpun, BapaeHapu;

O CemaTHBHBIC/CHOTBOPHBIE CPEACTBA — KJIOpasemnar, Juasenam, 3cra3oiiaM, ¢urypasenam,

NEepOpabHBIM MUAA30J1aM U TPHA30JIaM.

4.4. QOco0Oble ykazaHus U Mepbl MPeI0CTOPOKHOCTH NPHU NPUMEHEHUH
B HmkenepeuncieHHBIX Cllydasx Ipenapar cielyeT IPUHUMATh ¢ OCTOPOXKHOCTBIO:

o IToBBIIIEHNE TTEYEHOYHBIX TpaHCaMHHA3.
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) [TeueHouHass HEIOCTATOYHOCTh CpeaHEH cTeneHu TsbkecTn (kimacc B mo mikame Yaitnn-
ITp10).
. [Toyeunas HemocTaTouHOCTH cpenner crenenu TspkecTu (PCKD ot 30 mo 60 mur/mMuH).
. [TanmeHTBl C OpraHUYEeCKUMHU 3a00JICBaHMSAMHU CEpJlla M CYIIECTBYIOIIUMH paHee

paccTpoiicTBaMu NMPOBOASIICH CUCTEMBl CepAlla WIM MALUEHTHI, IPUHUMAIOLIUE IPEernaparsl,
yuMHAomme uHTepBan PR (Takme kak BepamamMuil WIM aTa3aHaBUp, NpPU IMPUMEHEHUU
pUTOHaBHpa B KadyecTBE (PAPMAKOKMHETHUECKOTO YCWIMTENS B TEUCHHE S5-AHEBHOM Tepamuu
npenapatoM Hupmarpensup-AMEJIAPT u B nozuposke 100 Mr 2 pasza cyTkn).

o CoBMecTHOE INpPUMEHEHHE HE PEKOMEHIYeTCs C IpenapaTaMy, HNEpedMCICHHbIMU B
pasnenax 4.3,4.4,4.5.

daxTopsl pucka oporpeccuposanust COVID-19 no TsHKeaoro TeueHus

Pan comyrcTByromux 3a0ofieBaHU yBEIMUMBAIOT pucK mporpeccupoBanus COVID-19 no
TSOKEJIOr0 TCUCHHsI, B TOM 4HCie: Bo3pacT > 60 jer, oxupenue (uHmexc maccel tena (MMT)
30 kr/m?), caxapHelii [uaber, XpoHUUecKas MOYeYHas HEJOCTATOUHOCTD, TSUKEIbIe 3a00/IeBaHus
CEpJICYHO-COCYIUCTON CHUCTEMbI, XpOHHYECKas OOCTPYKTHBHasi OOJE€3Hb JErKHUX, AKTHBHBIC
37I0Ka4e€CTBEHHbIE HOBOOOPA30BaHHUS.

[Tpumenenne npenapara Hupmatpensup-AMEJIAPT B KoMOMHAIIUM C PUTOHABUPOM BO3MOXKHO
TOJIBKO 10J1 HAaOJII0/IEHUEM Bpaya.

[Tpu pa3BuTHU MTOOGOYHOTrO AEHCTBUS HEOOXOIMMO COOOIIAaTh 00 TOM B YCTAHOBJIIEHHOM HOPS/IKE
JUTSL OCYIIIECTBIICHUS MEPOIIPUATHI 10 (hapMaKOHAI30DYy.

EGDGMGHHOCTI) " IrpyaHO€ BCKapMJIMBaAHUEC

[Ipu HaszHaueHuu JnekapcTBeHHoro mnpenapata Hupmarpensup-AMEJIAPT B kxomOunanuu c
PUTOHABUPOM KEHIIUHAM, CIOCOOHBIM K JIETOPOXKIEHUIO (B TOM YHCIIE B TIOCTMEHOINAy3€ MEHEe
2-X JIeT), HEOOXOJUMO IMOATBEPIUTh OTPHULATENLHBIA pe3yabTaT TecTa Ha OEepeMEHHOCTh J0
Hayaja jedeHus. [IoBTOpHBINA TecT Ha OEpEMEHHOCTh HEOOXOJUMO IPOBECTH MOCIIE OKOHYAHUS
IIpUeMa JIEKapCTBEHHOTO IIpernapara U pUTOHABUPA.

JXeHmumHaM JETOPOAHOrO BO3pacTa CleAyeT u30eratb OEpEeMEHHOCTH BO BpEMsl JICUEHUS U B
TedeHue 7 JHEell mocie 3aBepluieHus JseudeHus npenapatoMm Hupmatpensup-AMEIAPT B
KOMOWHAIMU C pUTOHABUPOM.

[IpumeHeHre puUTOHaBUpPA B KauecTBE (apMAKOKUHETHUECKOTO YCHJIMTENs MOXKET CHHU3UTh
3¢ pexTUBHOCT  KOMOMHUPOBAHHBIX  TOPMOHAJIBHBIX  KOHTpauenTuBoB. llamuentkawm,
UCTIOJIB3YIONIMM KOMOMHHPOBAHHBIE TOPMOHAIbHbIE KOHTPALIETITUBEI, CIEeyeT PEKOMEHI0BATh
UCMOJIBb30BaTh 3(P(EKTUBHBIM albTePHATUBHBIA METOJ KOHTpALENLUU WM JIOTOJHUTEIbHBIN

6apbeprH71 MCTOJ KOHTpau€niguu BO BpPEMA JICHCHHA W 0 OKOHYAaHHA OJHOI'0 IIOJTHOI'O
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KOMOMHAIMK C PUTOHABUPOM.

Hcxoas n3 BO3MOXKHOCTH Pa3BUTHUS TOOOYHBIX PEAKIMI y MIIaJIEeHIIa, TPYIHOE BCKApMIIMBAaHUE HE
PEKOMEH]IyeTCsl BO BpeMsl JICUeHHUs U B TeUeHHe 7 JHEH mocie mocieIHel 1035l JIEKapCTBEHHOTO
npenapara Hupmarpensup-AMEJIAPT B koMOMHAIIUKM ¢ pUTOHABUPOM.

Puck CEPHE3HBIX HCKCIATCIbHbBIX DeaKHI/Iﬁ n3-3a BSaHMOZ[GfICTBHSI C ApYIruMH JICKAPpCTBCHHBIMU

cpcacTBaMmu

CosmMmectHblii ¢ mpenapatom Hupmarpensup-AMEJ/IAPT npuem putoHaBupa, SBISIOIIETOCS
uaruoutopom  CYP3A, 'y  manmWeHToB,  MOJy4YaloIIUX  JICKAPCTBEHHBIE  CPEJCTBA,
metabonusupyembie CYP3A, nin Havano npuema JeKapCTBEHHBIX CPEACTB, METa0OIM3UPYEMBIX
CYP3A, y nauueHros, yxe nonydaromux npenapat Hupmarpensup-AMEJIAPT B xomOunanuu
C PUTOHABUPOM, MOXKET MOBBICUTH KOHLEHTPALMIO JEKAPCTBEHHBIX CPEICTB B IUIa3ME KpPOBH,
metabonusupyembix CYP3A.

Hayasno npuema yiekapCcTBEHHBIX IpenapaToB, KOTOpble MHTUOUPYIOT Wik HHAYLIUpYoT CYP3A,
MOKET TaKK€ YBEJIWYUTh WIM YMEHBIIUTh KOHLEHTpauuio npenapara Hupmarpensup-
AMEJIAPT, coOoTBETCTBEHHO.

OTH B3aMMOJEICTBUSA MOT'YT IIPUBECTH K:

— KJIMHUYECKHU 3HAaYMMbIM HEXKEJATEeJIbHbIM PEaKIMSIM, TOTEHIIMAIbHO IPUBOIALIUM K TSHKEIIbIM,
OMACHBIM JJIl JKU3HU WM CMEPTENbHBIM HCXOJaM B PE3yJbTaTe MOBBIIIEHHOTO BO3JEHCTBUS
COITYTCTBYIOILIUX JIEKAPCTBEHHBIX CPEACTB;

— KJIIMHUYECKH 3HAUMMBIM HEXXEJIATEJIbHBIM PEAKLIUAM, BBI3BAHHBIM IIOBBIIEHHBIM BO3/I€HCTBUEM
npenapara Hupmarpensup-AMEJIAPT,;

— notepe TepaneBTuueckoro s¢gekra npenapata Hupmatpensup-AMEIAPT u Bo3MoxHOMY
Pa3BUTHIO BUPYCHOHN PE3UCTEHTHOCTH.

B Ttabmuue 1 mnpuBeneHbl JI€KapCTBEHHBIE CPEICTBA, KOTOpPbIE MPOTHBOIOKA3aHbl IS
OJIHOBPEMEHHOT'O IPUMEHEHUS C COBMECTHO MPUMEHSEMbIMU HUPMATPEIBUPOM U PUTOHABUPOM.
B3aumonelicTBue HUpMaTpeIBUP/pUTOHABUP IpeACTaBieHO B pasaene 4.5. Crneayer y4uThIBaTh
BO3MO>KHOCTb B3aUMOJIEHCTBUS C IPYTMMHU JIEKAPCTBEHHBIMH CPEICTBAMU JI0 U BO BPEMsI TEpaIluu
npenapatoM Hupmatpensup-AMEJIAPT; Bo Bpems Tepanuu mnpenaparom Hupmarpensup-
AMEJIAPT cnenyer mepecMOTpeTh COMYTCTBYIOIIME JIEKAPCTBEHHBIE CPEICTBA, W IMAlUEHT
JOJKEH HaxOJIUThCS MOJ HaONIoJeHHEeM Ha MpeAMeT NOOOYHBIX pEeakiuil, CBS3aHHBIX C
COITYTCTBYIOIIMMH JIEKAPCTBEHHBIMH CPEICTBAMH.

[Ipy coBMeCTHOM NpPUMEHEHHH KOMOWHAIMM HUPMATPEIBUP/PUTOHABUP C WHTHOMTOpaMHU
KaJbIIMHEBPUHA (LMKIOCIOPUH, Takpoiumyc) u wuHruouropamu mTOR (sBepomumyc u

CHUPOJIMMYC) HEOO0XOJIMMa KOHCYNbTAIUS KIWHUYECKUX (HapMaKoJoroB IS TPOBEACHUS
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KOpPpCKUOHUU 03I UMMYHOCYIIPECCCAHTOB B COOTBETCTBUU C UX I/IHCprKI_II/Ief/’I o MCAUIUHCKOMY
MpUMEHEHHUIO (CM. pazaen 4.5).

Tspoxenmas moyeyHast HEJJOCTATOYHOCTh

Knunuueckue naHHbIE O TMAalMEHTaX C TKENONW IMOYEHYHOH HEJOCTaTOYHOCThIO (BKIIIOUast
MAlMEHTOB C TSOKEJIOW IMOYEYHONM HEAOCTAaTOYHOCThIO) OTCYTCTBYIOT. (OCHOBBIBAsICh Ha
(dapMaKOKMHETHUECKUX JaHHBIX (CM. pasnen S5), mpuMeHeHue mpemapata HupmarpenBup-
AMEJIAPT B KOMOMHAIMu C PUTOHABHPOM Yy TMAIMEHTOB C TSOKEIOM TMOYECYHOM
HEJOCTATOYHOCTBKD MOXKET IPUBECTU K YPE3MEPHOMY BO3JCUCTBUI0 C MOTEHLIMAIBHOU
TOKCHYHOCThIO. Ha paHHOM »JTame He yaanock pa3paboTaTh HUKAKMX PEKOMCHIAIUN B
OTHOLIEHUH KOpPPEKTUpOBKH na03bl. Iloaromy mnpenapar Hupmarpensup-AMEJIAPT B
KOMOMHAIIUM C PUTOHABUPOM HE CJENyeT MNPUMEHSATh MallMeHTaM C TSOKEJIOW MOYeYHOU
HenoctaroyHocThio (pCK® <30 wmur/mMuH, BKIIOYas MAMEHTOB C  TSOKEIOW TMOYEYHOU
HEJI0OCTATOYHOCTHIO, HAXOSAIIUXCS HA TEMOIUAIIH3E).

Tsoxenmas meueHOYHAS HEAOCTATOYHOCTD

®apMaKOKMHETUYECKUE M KIMHUYECKHWE JaHHbIE Yy MaIlMEHTOB C TSDKEJIONW IEeYEHOUYHOU
HEJOCTATOYHOCTbIO  OTCYTCTBYIOT. IlosTomy mpenapar Hupmarpensup-AMEIAPT B
KOMOWHAIIUM C PUTOHABUPOM HE CIIEAYeT MPUMEHSTH MAIlMeHTaM C TSDKEJIOW IMeYeHOYHOU
HEJ0OCTATOYHOCTBIO.

['enaToTOKCUYHOCTh

VY mnanueHTOB, MOJYYaBLIMX PUTOHABUP, HAOMIONANOCHh IOBBIIIEHWE YPOBHS IEUEHOYHBIX
TpaHCaMMHa3, KIMHUYECKUI rematut u xkentyxa. [loatoMy cienyer cobioaTe OCTOPOKHOCTD
npu HaszHaueHuu npenapata Hupmarpensup-AMEJIAPT B koMOuHanmuum ¢ pUTOHABUPOM
HalMeHTaM C yXe CyLIECTBYIOIIUMU 3a00JI€BaHUSAMHU [I€YE€HH, HapyIIeHUSIMH (PEPMEHTOB MEYEHU
VI TENaTUTOM.

Puck paszsutus pesucrearHoct K BUY-1

ITockonbKy HUpMATPENBUP HA3HAYAETCS OJHOBPEMEHHO C PUTOHABUPOM, TO MOXKET BO3HUKHYTh
puck pasButus ycroidumBocth BHUY-1 k wuHrmburopam mporeasst BUY y nunm ¢
HEKOHTPOJIMPYEMOH MJIM HEMarHOCTUpOBaHHOM nHpekueit BUY-1.

BcnoMorarensHble BEIECTBA

[Tockoneky mnpenapar HupmarpenBup-AMEJIAPT conepkuT nakTo3y, MamueHTaM ¢ PeaKo
BCTpeYarolIeiics HacaeICTBEHHON HEMepeHOCUMOCTBIO I'aJIaKTO3bl, Ae(UIIUTOM JaKTa3bl Jonapen

WM TJII0KO30-TaIaKTO3HOM Maﬂba6C0p6HI/ICI71 HC CJIICAYCT IPUHUMATD 3TOT MpPCIiapar.

45. B3aumoneiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHbIMH IpenapaTamMd W JApyrue BH/bI

B3aNMO/1eCTBUA
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B IUTa3Me JIEKAPCTBEHHBIX CPECTB, KOTOPhIE B OCHOBHOM MeTabomm3upyrotcs CYP3A.
JlekapCTBEHHbIE CpPEICTBA, KOTOPbIE 3KCTEHCUBHO MeTabonm3upyrorcs muroxpomom CYP3A u
UMEIOT BBICOKHI ypOBEHb MeTa0O0JIM3Ma IpPU MEPBOM IIPOXOXKIEHHUH, [10-BHIUMOMY, Haubosee
IIOJIBEP>KCHBl 3HAUYUTEIBHOMY YBEIMUYEHUIO DKCIO3ULMM IIPH COBMECTHOM IIPUMEHEHUU C
HUPMaTPEIBUPOM/PUTOHaBUPOM.  TakuM  00Opa3oMm, MPOTHBOIIOKA3aHO  OJHOBPEMEHHOE
NpUMEHEHHE HUPMATPeIBUPa/PUTOHABHPA C JIGKAPCTBEHHBIMU CPEIICTBAMH, KIMPEHC KOTOPBIX
criIbHO 3aBUCHT 0T n3oepmenTa CYP3A u 17151 KOTOPBIX HOBBIILIEHHBIE KOHIIEHTPALIUY B IUIa3Me
KPOBH CBSI3aHBbI C CEPbE3HBIMU U/MJIM OIMACHBIMU JUJIsl )KU3HU sIBIEHUAMH (cM. Talbnuny 1).
PurtonaBup 001amaeT BEBICOKUM CPOJCTBOM K HECKOJIBKUM u30dopmam ruroxpoma P450 (CYP) u
MOKET MHTUOMPOBaTh OKUCIIeHHE B cienytomieM nopsiake: CYP3A4 — CYP2D6.

PuTtonaBup Takxke UMeET BBICOKOE CPOJCTBO K P-riukonporenny (P-gp) u Moxer HHruOupoBaTh
9TOT NEPEHOCUHK.

PutoHaBup MOXET WMHIYIHPOBATH TIIOKYpPOHHM3alMI0O W okucieHue c¢ nomompbio CYPLAZ2,
CYP2C8, CYP2C9 u CYP2CI19, tem campiM ycwimBasg OuoTpanchOpMaIyio HEKOTOPBIX
JIEKapCTBEHHBIX CPEJCTB, METaOOJIM3UPYIOUIMXCS ATUMHU MYTAMH, YTO MOXXET HPUBECTH K
CHM)KCHHIO CUCTEMHOTI'O BO3JCHCTBHS TAKUX JIEKAPCTBEHHBIX CPEACTB, U CHU3UTH MIIU COKPAaTUTh
WX TepareBTHUeCKui 3P (PeKT.

OnnoBpemeHnHoe BBeneHue npyrux cyocrtpatoB CYP3A4, koropple MOTYT MPUBECTH K
NOTEHIMAJIBHO 3HAUUMOMY B3auMoJieiicTBuio (cM. Tabnuna 1), cnenyer paccMaTpuBarh TOJIBKO B
TOM CIIy4ae, €CJIH M0J1b3a IPEBBIIIAET PUCK.

HupmarpenBup u purtonaBup sBistorcss cyoctpatamu CYP3A, mostomy JekapcTBEHHbIE
cpenctBa, unayuupyromue CYP3A, Moryr cHWXaTh KOHLEHTpAallMM HHUpMaTpelaBUpa U
pUTOHaBHpa B IUIa3Me, a, CIENOBaTelIbHO, CHMXKATh TepaneBTUUECKUM 3¢¢eKkT mnpenapaTa
Hupwmatpensup-AMEJIAPT B kOMOMHALIMU C PUTOHABUPOM.

B kauecTBe KOHCepBaTUBHON Mepbl, 1718 npenapara Hupmarpensup-AMEJIAPT, npumensiemoro
OJIHOBPEMEHHO C pHUTOHABHPOM, CJEAYeT MPUMEHATh JIEKapCTBEHHBbIE B3aUMOJICHCTBUS,
OTHOCAIIMECS K PUTOHABHPY, UCTONb3yeMoMYy IpHu xpoHuueckoi BUY-undexnun (600 mr nsa
paza B JIeHb, KOIJa OH II€PBOHAYAJIbHO MCIIOJIB30BAJICA B KAdyeCTBE AaHTUPETPOBUPYCHOIO
cpeactBa, u 100 Mr nBa pa3a B JI€Hb, KOTOPBIM B HACTOSIIEE BPEMS HCIIOJIB3YETCS B KAa4eCTBE
yeunuTenst GapMaKOKMHETUKH C aHTUPETPOBUPYCHBIMH CpelcTBaMu). bynymiue uccienoBaHus
MOTYyT  TO3BOJUTh CKOPPEKTUPOBAaTh  PEKOMEHAALMH,  KacalollUecs  JIEKapCTBEHHOIO
B3aMMOJEHCTBHUS, C Y4YETOM 5-AHEBHOHM IPOJOJDKUTEIBHOCTH JIEYEHMs] IIpernapaToM

Hupwmarpensup-AMEJIAPT B koMOMHALIMY C pUTOHABUPOM.
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CUUTAKOTCA UCUCPIIBIBAOIINM CITMCKOM BCCX BO3MOKHBIX JICKAPCTBCHHBIX ITPCIIApPaTOB, KOTOPLIC

MPOTUBONOKA3aHBI MJIM MOTYT B3aUMOJICHCTBOBATh C HUPMATPEIBUPOM/PUTOHABUPOM.

Tadauna 1. BzaumonelicTBHe HHpMATpEIBUPA/PUTOHABUpPA C JPYTHMH JICKapCTBEHHBIMU

Cpe€acTBaMu.

Kunacc n1ekapcTBeHHOr0
cpeacTBa

IpencraBuTeb Kiacca
JIEKAPCTBEHHBIX CPEICTB
(u3menenne AUC,
nzmenenne Cmax)

Kiaunndeckue KOMMEHTapumn

01-aIPEHOOIOKATOPEI

1Andy3o3un

IToBbimieHME KOHLEHTPALAN
as(py3031HA B IJIa3M€ KPOBH MOKET
[IPUBECTU K BBIPAKEHHOU
TUIIOTEH3UU u I03TOMY
MIPOTUBOIOKa3aHo (cM. paznen 4.3)

[IpousBoaHbIE
amperamuHa

TAmperamun

Putonasup, IPUHUMAEMBbIH B
KayecTBe AHTUPETPOBUPYCHOTO
CPEICTBa, BEPOSTHO HHIHOMpYET
CYP2D6, B pesynbrare 4Yero
0’KHUJAeTCst MOBBILLICHUE
KOHIICHTpaluu amM@eTaMuHa U €ro
MPOU3BOAHBIX. TmarenpHbIN
MOHUTOPHHT TOOOYHBIX 3PEKTOB
pPEKOMEHIyeTCs npu
OJIHOBPEMEHHOM IIPUMEHEHUM ITHX
IIpenapaToB c
HUPMaTPEIBUPOM/PUTOHABHPOM.

AHaJIbreTUKN

1bynpenopdun

(57 %, 77 %)
THopOynpenopdun
(33 %, 108 %)

[ToBbiieHNEe ypoBHS OynpeHopduHa
U €ro AakTHUBHOTO MeTalboiiuTa B
IIa3Me KpOBH HE TPUBOJIWIO K
KITMHHYECKU 3HaYHMBIM
bapMakoIMHAMHUECKUM
U3MEHEHUSIM B MOMYJISIINN
NalMeHTOB, TOJIEPAHTHBIX K
OTHOUAM. Takum obpazom,
KOPPEKTHPOBKA pi (033
OympenopduHa MOXET HE
noTpeboBaTbCs, IPU COBMECTHOM
IPUMEHEHHN.

Mletnauu
TIIupokcukam
TIponokcuden

IToBbIIIGHHEIE KOHIOCHTpaluu
HOPIICTUAWHA, IMUPOKCHUKaMa n
HpOHOKCI/I(I)eHa B IIa3dM€ MOXKCET
IMPUBCCTH K CECPHE3HOMY YIHCTCHUIO
JbIXaHUus MW TEMATOJOTHYCCKUM
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MIPOTUBOIIOKA3aHbI (CM. paznen 4.3).

T deHTaHuI

Puronasup, IIPUMEHAEMBII B
KauecTBe  (apMaKOKUHETHUYECKOTO
ycunutens, uaruoupyer CYP3A4, B

pesynbTare 9ero OXHJIACTCS
HOBBILICHUE KOHLICHTPALIUH
¢denTanma B a3Me.
Pexomennyercs TILATEJIbHBIN

MOHUTOPUHI TEPAaNEBTHYECKUX U
no0ouyHbIX  3(]dexToB  (BKIrOUAs

yrHETEeHUE JIBIXAHUS) npu
OJTHOBPEMEHHOM PUMEHEHHUU
(dheHTaHMIIA c

HUPMATPEIBUPOM/PUTOHABHUPOM.

IMetanon (36 %, 38 %)

IIpy COBMECTHOM NPUMEHEHUU C
PUTOHABUPOM, IIPUMEHSIEMBIM B
KagecTBe  (hapMaKOKMHETUYECKOTO
YCUJIUTENS,, MOXET MoTpeOoBaThCs
YBEJIMUEHHUE J103bI METaJOHa H3-3a
UHIYKIUH [JIIOKYPOHU3ALMH.
Koppekuuro J03Bbl clenyer
paccMaTpuBaTh ~ Ha  OCHOBAaHUHU
KIIMHUYECKOIO0 OTBETAa MAllMEHTa Ha
TEpaINIO METAIOHOM.

YpoBeHb Mop¢duHa MOXKET
CHUKATbC u3-3a WHIYKINH
TIIIOKYPOHHUIALIUU TIPH COBMECTHOM

|Mopdun MPUMEHEHUH  C  PUTOHABUPOM,
MIPUMEHSAEMBbIM B KauecTBe
(bapMaKOKMHETHUECKOTO YCHIIUTENS
HUpMaTpeNBHpa.
N3-3a uHTMOMpOBaHUS PUTOHABUPOM
CYP3A oxupmaercs yBeTUYCHHE
AHTHAHTUHATLHBIE KOHIICHTpaluH paHoJIa3uHa.
TPanonasun .
cpencTaa OHOBpEMEHHBIM npuemM c
paHOJa3WHOM TMPOTHUBOMOKA3aH (CM.
paznen 4.3).
1 AMHOIapOH o
CoBMECTHBIN MPUEM C PUTOHABUPOM
AHTHAPUTMHUYECKHE Tbenpuaun
MOXXET TPUBECTH K TOBBIIICHUIO
CpencTBa, 1 ApoHenapoH .
MIa3MEHHBIX KOHIICHTpaIui
KapAHMOTOHUYECKHE 1 dnexanHuI
aMHUO/IapoHa, Oenpuania,
CPEICTBA — CEPICUHBIE 1 OHKauHU]
JIpOHEIapOHa, bnexanHMIA,
TJIMKO3UBI T ponadenon
SHKAMHU/IA, npornagdeHoHa u
1 XuHUAUH

10
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MPOTUBOIOKA3aH (cM. pazzen 4.3).

DTO B3aWMOJCHCTBHE MOXKET OBITh
cBs3aHO ¢  Moaubpukanuendn P-gp-

OTOCPEI0BAaHHOTO BBIBE/ICHUS
1 Auroxcun JTUTOKCHUHA PUTOHABUPOM,
MPUHUMAEMbIM B KauecTBe

(hapMaKOKMHETHYECKOTO YCHIIUTES

HUpMaTpeNBUpA.

ITpu 01HOBPEMEHHOM PUMEHEHUH C
[IpotuBoactmaruueckue | | Teodummn PUTOHABHPOM MOXKET ITOTPeOOBATHCS
cpencTBa (43 %, 32 %) MOBBIIICHHAS /1032 TeODWIIIMHA U3-

3a uHaykunu CYP1A2.

KoHueHTpanus B CHIBOPOTKE KPOBU
MOJKET OBITh yBEJIMYEHA M3-3a OeKa
PE3UCTEHTHOCTH paKa MOJIOYHOU
xkenessl (BCRP) wu  octporo
uHTHOMpoBanus P-gp puToHaBHpPOM.
Crenenp yBenuueHuss AUC u Cmax
3aBUCUT OT BPEMEHU IpHeMa
puronasupa. Cienyer cobOa0AaTh
OCTOPOKHOCTh  IPU  HAa3HAYCHUU
adaTtuHuOa BMECTE v

1Adaruanod

HUPMaTPEIBUPOM/PUTOHABHPOM

(cMm. WHcTpykuuio o
MEIUIITHCKOMY IPUMEHEHHIO
(1MII) adaTuHNOa).
Kontponupyiite  HexenaTelbHbIe
[TpoTuBOOMYyXOJIEBBIE peakimu, cBsi3aHHbIe ¢ a)aTUHUOOM.

cpeacTBa KoHueHTpaluu B CHIBOPOTKE KPOBU
MOTYT MOBBIIIATHCS u3-3a
MHTHOMPOBAHMUS CYP3A4
putoHaBupoMm. Crenyer wusberarb
OJTHOBPEMEHHOTO PUMEHEHUS
abemanuxinba u
HUpMaTpenBHupa/puToHaBupa. Ecnu
TaKoe COBMECTHOE BBEJICHHE
CUHTaeTCs HEU30EKHBIM,
obparutecs k UMII abemanukinba

T Abemanukino

JUIL TIOYYEHHS PEKOMEHJIAIUN 10
Koppekuu 1103bl. KoHTposmpyiiTe
HEXeIaTelIbHbIE peakiuu,
CBSI3aHHBIE C A0EMAIMKINOOM.

Ananyramusi SIBISIETCS YMEPEHHBIM

1 Ananyramua
1503051 CUJIbHBIM UHIYKTOPOM

11
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CHH>KEHUIO 3KCIO3ULINHU
HUpMaTpeJIBHpa/pUTOHABUPA u
BO3MOXHOH moTepe

BUpYcoOJIOTHYECKOTro oTBeTa. Kpome
TOT0, KOHIICHTpAIH anajlyTaMu/a B
CBIBOPOTKH KpOBU MOTYT
MOBBIIATHCSI  IPU  COBMECTHOM
MPUMEHEHUHU C PUTOHABUPOM, UTO
MOXET TIPUBECTH K CEPbE3HBIM

HEeXeJaTeIbHbIM SIBIICHUSIM,
BKJIFOYAst CYJOpOTH.
OpHoBpeMeHHOE MIpUMEHEHUE
HUPMAaTpPEJIBUPA/PUTOHABUPA C

anajxyraMuioM HC pEKOMCHAYCTCA.

1 LepuTnHNUO

Konnentpauus  ueputuHuba B
CBIBOPOTKE KpOBHU MOXKET
MOBBIIIATHCS W3-32 WHTHOWPOBAHUS
CYP3A wu P-gp puroHaBupom.
Crnenmyer coOIt01aTh OCTOPOKHOCTH
OpyH  Ha3HAYeHUM  LEepUTHHHOA
BMeCTe c
HUPMATPEIBUPOM/PUTOHABUPOM.
PekoMenganuu 1Mo KOPPEKTHPOBKE
no3el cm. B HMMII  neputrunmnoa.
KonTponupyiite HEXKENaTeIIbHbIE
peakiuu, CBSI3aHHBIE c
HEPUTHHUOOM.

1 azatuHuno
THunotunu6
1 BuHKpUCTUH
1Bunbnactun

KoHueHTpanum B CHIBOPOTKE KpOBU
MOTYT MOBBIIIATHCS pu
OJHOBPEMEHHOM  IPUMEHEHUH C
PUTOHABUPOM, YTO MOXKET IIPUBECTH
K YBEITUYECHUIO YacCTOTHI
HEXENATeNIbHbIX PEaKIUil.

1OHKOpadeHno

Konnentpanuu sHrkopadennda B
CBIBOPOTKE KpPOBHU MOTYT
MOBBIMIATECS MIPU  OJHOBPEMEHHOM
NPUMEHEHUH C PUTOHABUPOM, YTO
MOXET MOBBIIIATh pHCK
TOKCHYHOCTH, BKJIIOYAass  PHUCK
CephE3HBIX HEXKEeNaTeITbHBIX
SBIICHWI, TaKUX KaK YJIHHEHHE
untepBana QT. Crnemyer wuzberath
OJTHOBPEMEHHOTO PUMEHEHUS
sHKOpadennda u puroHasupa. Eciu

12
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PHCK, M PHUTOHABHp HEOOXOIUMO
UCII0JIb30BATh, TO HaIMEeHTHI
JIOJKHBI HaXO/UTHCS noJ
TIIATEJIbHBIM ~ HAOJIIOJICHUEM  Ha
npeaMeT 6e30IacHOCTH.

1docramaTHHUO

CoBmecTHOE pUMEHEHHE
¢docramatnHnba C  PUTOHABUPOM
MOXET  yBEIMYUTh  HKCHO3HIIHUIO
metabonuta ¢ocramarnauda R406,
4TO MOKET IPUBECTH K
JI0303aBUCUMBIM  HEXKeJIaTeIbHBIM
SIBJICHUSIM, TaKUM KaK
renaToTOKCHYHOCTh, HEWTPOIICHHS,
apTepuaibHas THUIEPTEH3US WU
muapes. OOpatutece k  WMII
docramatnHuba AN TOXYYEHUS
PEKOMEHIAIi 10 CHUKECHHUIO JT03BI
B ClIydae BO3HUKHOBEHHUS TaKUX
SIBJICHUU.

TU6pyTHHNO

Konnentpauun  ubpyrunuba B
CBIBOPOTKE MOT'YT MOBBIIIATHCS U3-32
WHTUOMPOBAHMS CYP3A
PUTOHABHPOM, 4YTO NPUBOJUT K
MOBBINICHHOMY PUCKY TOKCHYHOCTH,
BKIIIOYass PUCK CHHIPOMA JIM3HCA
OTTyXOJIH. Cnenyer n3berathb
OJTHOBPEMEHHOTO MIPUMCHCHUS
nbpytuHnOa u purtoHaBupa. Ecmu
CUMTAETCS, YTO TOJb3a MPEBHIIIAET
PUCK M HEOOXOIMMO HCIOIB30BaTh
PUTOHABHUp,  yMEHBIIUTE 03y
nbpyruauba g0 140 wMr wm
BHHUMATEIHHO CIIe/INTE 3a
COCTOSTHUEM ITallHeHTa Ha MPEeIMEeT
TOKCUYIHOCTH.

THepatunu6

CBIBOPOTOYHBIE KOHIICHTpaLluU
MOTYT OBITh IOBBIINIEHBl  H3-32
MHTUOMPOBAHUS PUTOHABHPOM
CYP3AA4. OnHOBpEMEHHOE
MpUMEHEHNE HepaTuHuOa c
HUPMaTpPEIBUPOM/  PHUTOHABHPOM
MIPOTHBOIOKA3aHO n3-3a
BO3MOYKHOTO Pa3BHTHSI CEPbE3HBIX
u/unn YIPOXKAIOLTUX KU3HU

13
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renaToTOKCUYHOCTh  (CM.  pasjen
4.3).

KoHnenTpanuu B CHIBOPOTKE MOTYT
MOBBIIIATHCS M3-32 MHTMOMPOBAHUS
CYP3A PUTOHABUPOM, 4TO
MPUBOJIUT K TOBBIILIEHHOMY PHUCKY
CHHJIpOMa JIU3UCa OIYXOJIM B Hayaie
BBEJICHUS 1036l U BO Bpems (a3bl
HapacTaHus TI03BI, MIO3TOMY
COBMECTHBIN IIpUeM
MpOTHUBOMNOKa3aH (cM. pazznen 4.3 u
TBeneroknakc

obparutech k UMII BeHeTokakca).
Jns MAIUEHTOB, KOTOpBIE
3apepminiid  ¢dazy HapalluBaHWs U
MOJIY4al0T TOCTOSIHHYIO CYTOUYHYIO
703y BEHETOKJIAKCA, YMEHBIINTE
7103y BEHETOKJIaKCa KaK MUHUMYM Ha
75 % TUpu HCHOIB30BAHHH  C
cwibHbeiMA uHTHOMTOpaMu CYP3A
(cm. UMII BeneTokIakca).

WNurubuposanue CYP3A u P-gp
IPUBOAUT K IOBBIIMIEHUIO YPOBHS
puBapokcabaHa B  IUIa3Me U
(dapmakoguHAMUYECKUX YP(PEKTOB,
1PuBapokcaban 4TO MOXKET MIPUBECTU K
(153 %, 53 %) MOBBIIIICHHOMY pHCKY
KPOBOTEYCHHUS. IToaTOoMy
IIPUMEHEHNE pUTOHABUpa HE
pEKOMEHyeTCs narueHTam,
MOJTyYaroIUM puBapoKcabdaH.

KoHueHTpanum B ChIBOPOTKE MOTYT
MOBBIIIATHCS M3-32 MHTMOMPOBAHUS
AHTHKOAryJISIHTBI

CYP3A PUTOHABUPOM.

B OpnHoBpeMeHHOE MIpUMEHEHNE
fBopartaxcap BOpamnakcapa c
HUPMaTPEIBUPOM/PUTOHABUPOM HE
pPEKOMEHYETCS (cm. NMII

BOpanakcapa).

Nuanykmmas CYP1A2 u CYP2C9

MIPUBOJUT K CHHKEHUIO YpOBHS R-
Bapdapun PUBOZA P

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

BappapuHa, B TO BpeMs Kak Ipu
COBMECTHOM MIPUMEHEHUN c
PUTOHAaBUPOM OoTMeYaeTcs
HE3HAYUTEIIbHBIN

14
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Bappapuna. CHuxeHHe ypoBHS R-
BappaprHa MOXET MPUBECTH K
CHIDKEHUIO AQHTHUKOAryJITHTHON
AKTHBHOCTH, 03TOMY
PEKOMEHIYeTCsT  KOHTPOJIHMPOBATH
napaMeTpbl AHTUKOATYJISIIUN  [PU
npueme BapQaprHa 0JHOBPEMEHHO C
PUTOHABHPOM.

[IpoTBOCYIOpOXKHBIE
CpeacTBa

Kapbamazenun
denobapouTan
DOEeHUTONH

Kapbamazenun, ¢enodbapouran u
(EHUTOMH  SIBIIAIOTCS  CHJIbBHBIMH
unaykropamu CYP3A4, u 510
MOJET TIPHBECTH K YMEHBIICHUIO
BO3/ICHCTBUSI  HUPMATpEJIBHpa U
pUTOHABHpa W BO3MOXKHOH mOTEpE
BUPYCOJIOTHYECKOTO OTBETA.
OpnHoBpeMeHHOE IIPUMEHEHNE
kapOamazenuHa, QeHobapOuTana u
¢dennronna c
HUPMaTPEIBUPOM/PUTOHABHPOM

MIPOTHBOIIOKa3aHo (cM. pasnen 4.3).

AuBannposkc
lJTamMoTpuKHH
| DenutonH

PuTtonaBup, BBEJECHHBIH B KauecTBe
(apMaKOKMHETUYECKOT'O YCHIIUTEII,
MHAYLHUPYET OKUCIEHUE C TIOMOLIbIO
CYP2C9 u rirokypoHUpOBaHUE, B
pe3ynbraTe 4ero OXKHUJaercs
CHU)KEHHE KOHIICHTpalluu
IIPOTUBOCYJOPOKHBIX IMpEenapaToB B
mwiasme.  Ilppy  omHOBpeMEHHOM
IIPUMEHEHUN JTUX [pPEnaparoB C
PUTOHABUPOM pEKOMEHIyeTCA
THIATEJIbHBIN MOHHUTOPHHT
IIOKa3aTesIel CBIBOPOTKU KPOBH WIIU
TEpaNeBTUYECKUX b dexToB.
@DEeHUTONH MOXKET CHUXKATh YPOBEHb
PUTOHABHpPA B CHIBOPOTKE KPOBH.

T AMUTPUNITUIIUH
1D1yoKCceTHH
TUmunpamMuH
THoprpunrunux
TITapokceTnH
1CepTpanua

Puronasup, [IPUMEHAEMBII B
KauecTBe AHTUPETPOBUPYCHOTO
CpEICTBa, BEPOSATHO, WHTHOMpYET
CYP2D6, B pe3ymnbrare 4Yero
0’KUJAeTCs MOBBILLICHHE
KOHIEHTpaluu UMUIIPAMUHA,
aMUTPUIITWINHA, HOPTPUNTHIINHA,
(bayokceTrHa, TMApOKCETHHA WJIHN
cepTpaJlvHa. Pexomennyercs
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TEpAeBTHUECKUX U TOOOYHBIX
3¢(heKToB TpH  OJHOBPEMEHHOM
MPUMEHCHUN JTUX TMPENapaTtoB C
AHTUPETPOBUPYCHBIMH J103aMHU
pHUTOHABHpA.

AHTHIETIPECCAHTHI

1 de3unpaMuH
(145 %, 22 %)

AUC 1 Cmax 2-THIPOKCH METa00JINTA
cum3uinuch Ha 15 % um 67 %,

COOTBETCTBEHHO. IIpn
OJIHOBPEMEHHOM IIpUEMe C
PUTOHABUPOM PEKOMEHyeTC st

CHHU3UTH 03y AC3HUIIPpaMHHA.

[IpoTuBonomarpuyeckue
CpeacTBa

TKonxummu

Oxupaercs, 4YTO  KOHIICHTPAILHS

KOJIXULMHA YBEIUYUTCS pu
COBMECTHOM IIPUMEHEHUN c
PUTOHABUPOM. N MaLIUEHTOB,
MIOJIy4aBIIUX KOJIXULIUH u
pPHUTOHABHP, coo0mIanock 00

OTIACHBIX IS )KU3HU M CMEPTEIIbHBIX
JICKApPCTBCHHBIX  B3aMMOJICHCTBHUIX
(uarubupoBanue CYP3A wu P-gp).
OpxHoBpeMEHHOE MPUMCHCHHE
KOJIXHIIMHA C  HUPMATPEIBUPOM/
PUTOHABHPOM MIPOTHBOIIOKA3aHO
(cm. paznen 4.3).

AHTATUCTAMUAHHBIE
Ipernaparsl

TAcreMuson
1 Tepdbenanun

IToBeITIIEHHE KOHICHTpAalIuH
acteMu3oja U TeppeHaauHa B
wiasMe KpoBH. Takum oOpazom,
YBEIIMYMBAETCSI PHUCK  CEPbE3HBIX
apUTMHMA  OT 3THX AareHToB W,
CJIEIOBATEIIBHO, OJIHOBPEMEHHOE
NIpUMEHEHNE c
HUPMAaTPEIBUPOM/PUTOHABUPOM

MIPOTUBOIOKa3aHo (cM. pasnen 4.3).

1dekcodenanux

PuronaBup MoxeT MoaupuIupoBaTh
ornocpenoBanHbeiii P-gp Tpancnopr
dexcodenaarna npu NpUMEHEHNUH B
KayecTBe  (hapMaKOKMHETUYECKOTO
YCWINTENS, YTO  HPUBOAUT K
MTOBBIIICHUIO KOHLIEHTpaluu
dekcodenaamna.

TJloparaguu

Puronasup, IPUMEHSAEMBII B
KayecTBe  (hapMaKOKMHETUYECKOTO
yeunurens, uaruoupyer CYP3A, B
pe3yJbraTe 4ero OKuJaercs
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JopataguHa B  IUIa3M€  KPOBH.
Pexomenayercst TIIATENbHBIN
MOHHUTOPHHT TEPANeBTHUECKUX U
MOOOYHBIX a3 dexroB npu
OJTHOBPEMEHHOM PUMEHCHHUN
JopaTajfHa ¢ PUTOHABUPOM.

AHTUMUKPOOHBIE
npenapaTsl

1Pudadyrun (4-xpaTHbIH,
2,5-KpaTHbIi1)

TMetabonut 25-0O-
ne3aneTwipudadyTuHa
(38-kpatHbiii, 16-KpaTHBIIT)

N3-3a 3HAYUTENBHOIO YBEIWYCHUS
AUC pudabytuHa MOXKET OBITh
MIOKa3aHO CHUKCHUE JI03BI
pudabyruna no 150 mr 3 pasza B
HENeN0  1pU  OJHOBPEMEHHOM
OPUMEHEHHH C PUTOHAaBHPOM B
Ka4yecTBe  (papMaKOKHHETUYECKOTO
YCUIIUTETIS.

| BopukoHnason
(39 %, 24 %)

Cnenyet u3bderatb 0JJHOBPEMEHHOTO
NPUMEHEHHs  BOPHKOHA30Jla U
pATOHABHpa,  IIPUMEHIEMOIO B
KagecTBe  (hapMaKOKHHETUYECKOTO
yCWIINTENS, 32  HWCKIIOYCHUEM
Clly4aes, Korjaa OLICHKA
COOTHOUICHUS  TOJB3a/pUCK  JUIA
HalyeHTa ONpaB/IbIBacT IPUMEHEHHE
BOPHKOHA30J1a.

1Kerokonazon (B 3,4-kpaTHo,
55 %)

PuronaBup wunrubupyer CYP3A-

OTIOCPEIOBAHHBII MeTaboJIn3M
KETOKOHA30J1a. B CBSI3U c
YBEITMUECHUEM 4acTOTHI
HeKeNaTeIbHbIX peaxiuit co

CTOPOHBI  JKETYJI0YHO-KUIIEUHOTO
TpakTa M  MEYEeHH  CIeAyeT
pPaccMOTpPETh BOMPOC O CHIKEHUU

THUTpakoHazon
1OpUTPOMUIINH

JIO3BI KETOKOHA30J1a pu
COBMECTHOM IIPUMEHEHHUHN c
PUTOHABHUPOM.

Puronasup, [IPUMEHAEMBII B

KayecTBe  (hapMaKOKMHETUYECKOTO
YCUIIUTEIS HUPMAaTpPEJIBUPA,
unrubupyer CYP3A4, B pesynbrare
Yero  OXKUJAaeTcs  IOBBIIICHUE
KOHIEHTpAallMl  WUTpaKoHa3ojla U
SPUTPOMHUIIMHA B TU1a3me KposH. [lpu
OJIHOBPEMEHHOM NPUMEHEHUN
SPUTPOMHULIMHA WM UTPAKOHA30J1a C
PUTOHAaBUPOM pEKOMEHIyeTCA
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TCPANICBTUYCCKUX u HO60‘IHBIX
s hekToB.

|AToBakBOH

PutonaBup, BBEICHHBIII B KayeCTBE
(bapMaKOKMHETHUECKOTO YCHIIUTENS
HUPMAaTpPEJIBUPA, UHAYLIUPYET
TIIIOKYPOHU3AINIO, B  pe3ysibTare
Yero 0XKHIaeTCs CHIKEHUE
KOHIIGHTpAllMd B TIUIa3ME€ KpPOBHU
aToBakBOHA. [Ipu oOxHOBpEMEHHOM
MIPUMEHEHUHN aTOBAaKBOHA c
PUTOHABUPOM pPEKOMEHyeTCst
THIATENBHBI ~ MOHUTOPUHT  €rO
YpOBHEH B CHIBOPOTKE KpPOBU HIIU
TepaneBTHYECKUX (P PEeKTOoB.

1benakBunva

Her nmoctymHbIX  HccienoBaHuUi
B3aUMOJICUCTBUSA TOJIBKO c
PUTOHABHUPOM. N3-3a pucka
HEXENaTeJIbHbIX SBJICHUH,
CBSA3aHHBIX c OeJaKBUIIMHOM,
cienyer u3beratb UX COBMECTHOI'O
IIPUMEHEHHS. Ecin 10JIb3a
IIPEBBILIAET  PUCK,  COBMECTHOE
IIPUMEHEHNE OeaKBUIIMHA c
PUTOHABUPOM CJIEYET IIPOBOJUTH C
OCTOpPOKHOCTBIO.  Pekomennyercs
Oonee YacThIN MOHHUTOPHHT
AIEKTPOKAPAUOrPAMMBI u
tpancamunas (cMm. UMII npenapara
OCTaKBUJIUH).

JlenamaHug

Her nmocrymHbIx  wHccienoBaHUM
B3aNMOJICHCTBHSA TOJIBKO C
puToHaBupoM. B uccnenoBanuun
JIEKapCTBEHHOI'O B3aUMOJIEHCTBUS HA
3JI0POBBIX J00pOBOJIBLIAX
nenamanuga B 1o3e 100 mr nBa pasa
B CYTKH M JIONIMHABUPa/pPUTOHABHUPA B
no3e 400/100 mr nBa pa3a B CyTKH B
TedeHne 14 gHel  sKcno3uuus
Merabonura aenamanuga DM-6705
yBenmuuuBaiacb Ha 30 %. M3-3a
pucka ymmHeHus uHTepBaia QTc,
cBs3aHHoro ¢ DM-6705, npm
OJIHOBPEMEHHOM NPUMEHEHUN
JienaMaHua c PUTOHABUPOM

18




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 03.12.2025 N= 30019

T g RGNy eTed -Gubis. - dhcrnii

Mouutopur OKI' B TeueHue Bcero
nepuoja JIeUeHUs JeIaMaHuIoM (CM.
HUMII nenamannma).

N3-3a G0sbLIOrO TEpaneBTUYECKOIO
Jyana3oHa KJIAPUTPOMHUIIMHA HET
HEOO0XOMMOCTH B CHU)KEHUU JI03bl Y
MAIMEeHTOB C HOPMAJIbHOM (DyHKITHEH
nouek. Kiaputpomunun B Jo3ax
OGomee | r B CyTKM HE CleIyeT

Ha3Ha4aTh OJIHOBPEMEHHO c
TKnaputpomMunux PHUTOHABUPOM B KayecTBe
(77 %, 31 %) (bapMaKOKHHETUYECKOTO YCHIUTEIIS.
1 14-OH merabonut Jlms  manmMeHToB ¢ MOYCYHOM
kimaputpomuiuHa (100 %, HEeJO0CTaTOYHOCTBIO cienyer
99 %) pPaccMOTpPETh BONPOC O CHIKCHHH
JTO3bI KJIApUTPOMHUIIMHA: TUTSt
MAlEHTOB c KJIINPEHCOM

kpeatuauHa oT 30 mo 60 mi/MuH
703y ciefayeT yMeHbIuTh Ha 50 %,
JUIL  TAIMEHTOB C  KJIUPEHCOM
KpeaTuHHHa MeHee 30 MII/MUH 103y
cienyer CHU3UTh Ha 75 %.

H3MeHeHne 10361
Cynbhamerokcazon/ cylb(ameToKca3oa/TpuMeTOnpuMa
TPUMETOIIPUM BO BpEMs CONYTCTBYIOIIEH Teparnu
PUTOHABUPOM He TpeOyeTcsl.

OnHOBpEMEHHOE IIPUMEHEHNE
pUTOHAaBUpPAa MOXKET IIPUBECTH K
MOBBIICHUID  KOHLEHTpAllMu B
1dy3ua0Bas KUCI0Ta .

miasMe Kak (y3UJI0BOH KHCIOTHI,
TaK U PUTOHABUPA, U MOITOMY OHO

MIPOTUBOIOKa3aHo (cM. paszen 4.3).

Pudamnuuun sBAsSETCS  CUIBHBIM
unaykropom CYP3A4, u ato moxer

IIPUBECTH K YMEHBILIEHUIO
BO3/JEHCTBUSA
HUpMaTpeJIBUpa/pUTOHABUPA U
Pudamnunux BO3MOKHOHU rnorepe
BHUPYCOJIOTHYECKOTO OTBETA.
OnHOBpEMEHHOE IIPUMEHEHHE
pudamMnuHa c

HUPMAaTPEIBUPOM/PUTOHABUPOM

MPOTUBOMOKa3aHo (cM. pasaen 4.3).
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13d¢dasupens (21 %)

sdaBupeH3a c PUTOHABHPOM
HaOmomanace  Oojiee  BBICOKast
4acToTa 110OOYHBIX peakuuii
(manpumep, TOJIOBOKPYKEHHS,
TOLIHOTEI, napecTe3nn) "
OTKJIOHCHUH 71a00paTOPHBIX
HoKa3aTenen (TToBBILICHNE
AKTUBHOCTH IICYCHOYHbIX
(bepMeHTOB).

TMapasupok (161 %, 28%)

PuroHaBup NOBBIIAET  YpOBEHb
MapaBUpPOKa B CHIBOPOTKE KPOBHU B
pesynbTaTe uarnonpoBanus CYP3A.
MapaBupoK MOXHO Ha3zHa4yaTh C
PUTOHABUPOM  JUIsI  YBEJIMYEHUS
BO3JEHCTBUS  MapaBupoka. s
MOJIyYEHUs JIOTIOJIHUTEIHHON
uHpopmanuu cM. UMII mapaBupoka.

|Panterpasup (16 %, 1 %)

OpnHoBpeMeHHOE IIPUMEHEHNE
pHUTOHaBUpA u panrerpaBupa
OPUBOJUT K  HE3HAYUTEIHHOMY
CHIDKCHUIO YPOBHS PaITErpaBUpa.

|3unoBynun (25 %, ND)

PuTtoHaBup MOXET WHAYLUPOBATH
TIIOKYPOHUPOBAHUC 3UJ0BYyJIHUHA,
4TO MPUBOAUT K HE3HAYUTCIBbHOMY
CHWXXCHUIO YPOBHA  3HJOBYJUHA.
Koppekuust 10351 He TpedyeTcs.

[IpoTuBOBUpYCHBIE
CpeacTBa Uil JICYCHHUSA
MH(pEKIMH, BBI3BAHHBIX
BUpycoM renatuta C

1T nekanpeBup/mMUOPEHTACBHUP

KoHueHTpanum B CHIBOPOTKE MOTYT
MOBBIIIATECS U3-3a WHTMOMPOBAHUS
putoHasupom P-gp, BCRP n

OATPIB. OnHoBpeMEHHOE
IIPUMEHEHNE

riieKanpeBupa/nuOpeHTacsupa "
HUPMAaTpeJIBUpa/pUTOHABUPA HE

PEKOMEHIYETCS M3-3a YBEIMYEHUS
pucka mnosbimieHuss ypoBHs AJIT,
CBS3aHHOT'O c YBEIIMYECHUEM
BO3JICHCTBUA TJIEKAIIPEBUPA.

AHTHUIICUXOTHYECKUE
CpeacTBa

TKno3zanun
TIIumo3un

CoBmMmecTHOE MIpUMEHEHNE
pUTOHABUpPAa MOXKET IIPUBECTH K
ITIOBBIIIICHUIO KOHIOCHTpaunu
KJI03aITHa WJIM TTUMO3HJIa B TIIa3Me
KPOBH U TIOITOMY MPOTHBOIIOKA3aHO
(cm. paznen 4.3).
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CYP2D6, B pe3ynbrare 4ero
0XKHMIaeTCs MOBBIIIICHUE
KOHIICHTpALUU rajionepuaoia,
pucHepusioHa W THOPHUAA3HHA.
Pexomennyercs TINATEIbHBIA
MOHHUTOPUHI TEPaNeBTHUUECKUX U
MOOOYHBIX a3 dexroB npu
O/JIHOBPEMEHHOM TPUMEHEHUHU 3THUX
MpenapaToB ¢ AHTUPETPOBUPYCHBIMU
J103aMH pUTOHABHUPA.

TJlypa3zunon

Bcnencteue UHTUOMPOBAHUS
CYP3A puTOHaBUPOM OXKHAACTCS
MOBBILICHHE KOHIICHTpAIlUU
Jypa3uIoHa. OZIHOBpEMEHHBIHN
npueM c Typa3uoHOM
MPOTHUBOIOKa3aH (cM. pazzaen 4.3).

TKBetnanun

Oxupaercs, 4TO Hn3-3a
MHIMOMPOBAHMUS CYP3A
PUTOHABUPOM KOHIICHTpAIUS
KBETHAIHMHA BO3pAacTeT.
OpxHoBpeMEHHOE MIpUMEHEHUE
HUPMAaTpPEJIBUPA/PUTOHABUPA u
KBETHANMHA MPOTUBOMOKA3aHO, TaK
Kak  3TO  MOXET  TIOBBICHTH
TOKCHYHOCTh ~ KBeTHanmuHa  (CM.
paznen 4.3).

B2-anpeHOMUMETHUKH
(MTUTETHEHOTO ACHCTBUS)

1Canmerepon

PurtonaBup unrn6upyer CYP3A4, B
pe3yJpraTe 4ero OJKUJaeTcs
BBIPAXEHHOE NIOBBILICHHE
KOHLEHTpalluu  cajJMerepoja B
miasMe. Taxum oOpazom,
OJIHOBPEMEHHOE MPUMEHEHHUE HE
pPEKOMEHYyeTCH.

biokaTopsl  KaJbIIMEBBIX
KaHaJIOB

1T AMITOTATIH
T duntnazem
THudeaunun

Puronasup, IIPUMEHSAEMBII B
KayecTBe  (hapMaKOKMHETUYECKOTO
YCUIIUTEIS WIH
aHTUPETPOBUPYCHOTO CpEACTBa,
unrubupyer CYP3A4, B pesynbrare
4ero 0’KHJIAeTCs MOBBILICHHE
KOHIEHTpaluu aHTaroOHHCTOB
KaJIbIIMEBbIX KaHaJIOB B Ma3Mme. [Ipu
OJIHOBPEMEHHOM TNPUMEHEHUH ITHX
IIpenapaToB c PUTOHABUPOM
pEKOMeHyeTCs THIATEIbHBIN

21




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 03.12.2025 N= 30019

=
|.| L]

“MOHHTOPHHT  TePANCBTHICCRUX 1

00OYHBIX AP PEKTOB.

OpnHoBpeMeHHOE IIPUMEHEHNE

0o3eHTaHa Hu pUTOHAaBHpa MOKET

1bo3enTan YBEJIUYUTh PaBHOBECHYIO
MaKCUMaJIbHYO KOHLICHTPALHIO
(Cmax) 1 AUC 6o03eHTaHa.
KoHueHTpanuu B CbIBOPOTKE MOTYT
Bazogunarupyromue
MOBBIIIATHCS M3-32 WHTHOMPOBAHUS
CpeacTBa
P CYP3A wu P-gp puroHaBuUpOM.
OpnHoBpeMeHHOE IIPUMEHEHNE
TPuornuryar
puonuryara c
HUPMATPEJIBUPOM/PUTOHABUPOM HE
pPEKOMEHyETCS (cm. NMII
pHoLIUTyaTa).
OpnHoBpeMeHHOE IIPUMEHEHNE
pUTOHAaBUpa MOXET IIPUBECTU K
1 Auruapo3proraMud
MOBBILICHUIO KOHIICHTpALlu1
[IpousBoaHbIE 1OproHoBHH
IIPOU3BOIHBIX aJIKaJION10B
AJIKaJIOUJI0B CIIOPBIHBU 1Oproramun
CIIOPBIHBM B IUIa3M€ KpOBU U
TMeTHIB3ProHOBUH
MO3TOMY  IPOTHUBOIOKA3aHO  (CM.
paznen 4.3).
[ToBbilIeHME KOHLEHTpaLuu
uuM3anpuga B Iuia3Mme. Takum
0o0pa3oM,  yBEIMYMBAETCS  PHUCK
CTUMynATOpbl MOTOPUKHU M1 CEpbE3HBIX apUTMHH, H,
M3arpua
KKT P CIIEIOBATEIIBHO, OJHOBPEMEHHOE
IIPUMEHEHNE c

HUPMATPEIBHUPOM/PUTOHABUPOM
MPOTUBOMNOKa3aHo (cM. pazaen 4.3).

PacturensHoe
JIEKaPCTBEHHOE CPEJICTBO

3Bepo00ii  MPOABIPSBICHHBIH
(Hypericum perforatum)

TpassiHbIE TpenapaTel, coOAEpKaIUe
3BepoOoit MIPOJBIPSIBICHHBIN
(Hypericum  perforatum),
pUCKa CHUXXCHUSA KOHLCHTpAlWMU B

n3-3a

IJIa3Me U OCa0JICHUST KIMHUYSCKUX

¢ peKxToB HUpMaTpeJBUpa u
pHUTOHABUPA, HO3TOMY
OTHOBPEMEHHOE TPUMEHEHHE C

HUPMAaTPEIBUPOM/PUTOHABUPOM
MPOTHBOIOKa3aHo (cM. pasnen 4.3).

I'mmonunmneMudeckne
cpenctBa  (MHTHOUTOPBI
I'MI'-KoA-penykTasbl)

T ATopBacTaTHH
TdnyBacTaTuH
1JloBacratun
TIIpaBacraTuH
TPosyBacratun

Oxwupnaercs, 4To UHTHOUTOPHI [ MI'-
KoA-penykrassbl, KOTOPBIE B
3HAUYNTCILHOM CTEIICHU 3aBUCAT OT
Merabonu3ma CYP3A, Ttakme Kkak

JJoOBaCTaTUH W CHUMBACTAaTHH, 6y;[yT
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KOHI[EHTpAllMd B IUIA3M€  TpHU
COBMECTHOM BBEJICHUU c
PUTOHABUPOM B Ka4yeCcTBe
AHTUPETPOBUPYCHOTO areHTa WU B
KadecTBe  (hapMaKOKHHETHYECKOTO
YCHUITUTEJIS. [Tockonbky
MIOBBIIIICHHBIC KOHIICHTPAIIUU
JI0BacTaTHHA U CUMBACTaTHHA MOTYT
mpeapacroiaraTh — MAalUeHTOB K
pa3BUTHUIO  MUOINATUH,  BKIIOYas
pabaomMuonn3, KOMOWMHAIUS ITHX
JICKapCTBEHHBIX CpeAcCTB c
PUTOHABHPOM POTHBOIIOKA3aHA
(em.  pasgmen  4.3). Merabonuzm
aTopBacTaTHHA B MEHBIIICH CTCIICHU
3apucut ot  CYP3A. XoTst
IMMHUHALMS ~ PO3yBacTaTHHA  HE
3aBucut oT CYP3A, coobmazocs 00
YBEJIIMUCHUHT IKCITO3UITUU
po3yBacTaTHHA MPU OJHOBPEMEHHOM
OPUMEHCHHH  C  PUTOHABHPOM.
MexaHu3M 3TOro B3aUMOJCHCTBUS
HESICCH, HO MOJKET OBIThH
pe3yIbTaToOM WHTHOUPOBAHUS
Tpancnoprepa. [Ipu ncnonp3zoBanumn
pUTOHABHpA B KauecTBe
(hapMaKOKUHETHYECKOTO YCHIIATES
WA B KaueCcTBe
aHTHPETPOBUPYCHOTO CpencTBa
clenyeT Ha3HadyaTh MHUHUMAaJbHbIC
JTO3BI aTopBacTaTHHA 17001
po3yBacTaTHHa. MeTtabonuzm
nmpaBacTaTiHa W (QUIyBacTaTHHA HE
3aBUCHUT oT CYP3A, u
B3aMIMOJICHCTBUE C PUTOHABUPOM HE
oxunaetcs. Eciu mokazaHo jedueHue
UHTUOUTOPOM I'MTI'-KoA-
pEenyKTa3Hl, pPEKOMEHTYETCS
npaBacTaTUH WK (HIyBacTaTHH.

['opMoHnanbHBIE
KOHTpALENTUBbI

l9TuHUIACTpaIon
(40 %, 32 %)

W3-3a CHWXEHUS KOHLEHTpaLUu
THUHUIACTPAANOIIA cienyer
paccMoOTpeTh BO3MO>XHOCTh
UCIIOJIb30BaHUsl  OapbepHBIX  WIU
JIPYTHMX HErOpMOHAJIbHBIX METO/I0B

23




-
L

L

OTEETCTEYET 3KCTNEPTHOMY OTYETY

ot 03.12.2025 N= 30013

(T

e
)

':RJ)EITB‘E:tE'é‘nM Hpur bﬁ}fbﬁiﬁé‘f\féHHOM

MIPUMEHEHUN PUTOHABUPA, KOT/Ia OH
MIPUMEHSICTCS B Ka4yecTBe
AHTHPETPOBUPYCHOTO CPEICTBA WIIH
B KauecTBe (hapMaKOKHHETUYECCKOTO
ycunurtens. PuToHaBup, BEpoOSTHO,
U3MEHUT  NpoQWIb  MaTOYHBIX
KPOBOTCUCHHIA " CHH3HT
3G (HEeKTHBHOCT,  KOHTPAIICTITUBOB,
COJepXKAIUX ACTPAIUOI.

NMMmyHOCYynIpeccaHThl

HNHrundéutopsl
KaJIbLIUHEBPHUHA!
tuknocnopuH,
TTakpoaumyc.

WNuruduropsr mTOR:
19Bepoaumyc,
1Cuponumyc.

Puronasup, IIPUMEHAEMBII B
KayectBe  (hapMaKOKMHETUYECKOTO
YCWJIUTENsT HUpMATpenBUpa  WIN
aHTUPETPOBUPYCHOTO CpEICTBa,
unrubupyer CYP3A4, B pesynbrare
4ero 0’KHUJAETCSI IIOBBILLICHUE
KOHLEHTpaluu LUKJIOCIIOPUHA,
TaKpoJMMyca, IBEPOJINMYCA,
chpoiuMyca B IUla3Me€ KpoBuU. B
ClIy4a€ COBMECTHOI'O IPHUMEHEHUs
ATUX IPENapaToB € PUTOHABUPOM,
HE00X0AUMO IIPOBEJICHUE
TEPaNEeBTUYECKOTO JIEKAPCTBEHHOIO
MOHMTOPDMHIAa  KOHUEHTpaUud U
no00YHBIX A(P(EKTOB, C LENbI0
BO3MOKHOH KOppeKIuu JI03bI
MMMYHOCYTIPECCAHTOB B
COOTBETCTBUU C MUX MUHCTPYKIHEH 1O
MEAULIMTHCKOMY IIPUMEHEHHUIO.
BaxHo, YTOObI IIPOBEJICHHE
TEPaNeBTUUECKOTO JIEKAPCTBEHHOIO
MOHHMTOPHMHIA OCYILECTBISIOCH HE
TOJIKO BO BpPEMS MX COBMECTHOIO
MPUMEHEHHUS, HO U T0CJIE JICUEHUS.
Jnst OLeHKHM MEXJIEKapCTBEHHOI'O
B3aMMOJICHCTBHS HeoOxouma
KOHCYJIbTaIIHs KIIMHUYECKUX
(dapMakosoroB, TpHU COBMECTHOM
IIPUMEHEHHS JaHHBIX IpENaparoB
(cm. paznen 4.4)

I'mmonunmneMudeckne
CpeacTBa

TJTomuranuyg

HNuruduropst CYP3A4
YBEIUYUBAIOT HKCITO3ULIUIO
JOMUTANUA, a CUJIbHBIE
UHTHOUTOPBI YBEIUYHMBAIOT
AKCIIO3ULUIO NTpUMEpHO B 27 pa3. B
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putoHasupom CYP3A oxupaercs

IIOBBIIIICHUEC KOHIOCHTpAalUn
JIOMUTAIIN]A. OnHOBpeMEHHOE
pUMEHEHHE

HUpMaTpeIBUPa/PUTOHABUPA C

JIOMUTAIIUIOM MIPOTHUBOIIOKA3aHO
(cm. UMII nomurtanmma u pasuen
4.3).

WNHruduropst
dbochoamscrepaspl
(©J55)

TABanadpun  (13-kpaTHbIH,
2,4-KpaTHBbIi1)

OpnHoBpeMEHHOE IIPUMEHEHNE
aBaHaduIa c
HUPMaTPEIBUPOM/PUTOHABUPOM
MIPOTHBOIOKa3aHo (cM. pasnen 4.3).

tCunpenadun (11-kpaTHbIH,
4-KpaTHBIH )

OnHoBpeMEHHOE IIPUMEHEHHE
cuieHaduna JUIS JICYCHUS
IPEKTUIILHON TUCHYHKITIH c

PUTOHABHPOM, TPHHUMAEMBIM B
KauyecTBe AHTUPETPOBUPYCHOTO
CpeacTBa 17001
(bapMaKOKMHETHUECKOTO YCHIIUTENS
HUPMATpENBHUpa, JIOJDKHO  OBITh
OCTOPOXHBIM, 1 HH B KOEM CIy4yae
no3bl  cwiigeHaduiIa HE  JOJKHBI
npesbiiath 25 Mr 3a 48 yacos.
OpnHoBpeMeHHOE MIpUMEHEHNE
cunaeHaduia C
HUPMAaTPEIBUPOM/PUTOHABUPOM

MPOTUBOMNOKA3aHO  MalMeHTaM ¢
JIETOYHOM apTepuaIbHON
runeprensueii (cMm. paszaen 4.3).

1Tananadun (124 %, <)

OpnHOBpeMeHHOE pUMEHEHHE
Tananaduia TUTSt JIeYeHUS
DPEKTUIIBHOM TCHYHKITUH c
PUTOHABHPOM, TPHHAMAEMBIM B
Ka4yecTBe AHTHPETPOBHPYCHOTO
CpezcTBa WIn
(apMaKOKUHETUYECKOTO YCUIIUTES
HUpMAaTpeNBHpa, JIOJKHO
OCYILIECTBIISATBCSL C OCTOPO’KHOCTBIO
B YMEHBILIEHHBIX 703ax He Ooinee 10
Mr Tajganaduia Kaxiaple 72 daca ¢
MOBBIIIEHHBIM ~ MOHHUTOPUHTE 32
pa3BUTHEM TOOOYHBIX PEAKIINH.

TBapnenadun  (49-kpaTHbIH,
13-kpaTHbIii)

OnHOBpeMEHHOE IpUMEHEHHE
BapJeHaduIa c
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MIPOTUBOIOKa3aHo (cM. pasnen 4.3).

CenaTtuBHBIC/CHOTBOPHBIC
cpencTaa

TKnopazenar
1 Auazenam
13cTazonam
Tdnypazenam

OpnHoBpeMeHHOE IIPUMEHEHNE
pPUTOHAaBUpPAa MOXKET NPUBECTH K
HOBBILICHUIO KOHLICHTPALUH
KJIOpasenara, Jrasernama,
scrazojamMa W (¢uypasemama B
asMe  KpOBM U TOJTOMY
MIPOTUBOIOKa3aHo (cM. paznen 4.3).

TIlepopanbHbli

n

MapeHTePAIbHBIA MH1a30J1aM

Mupazonam UHTEHCHUBHO
METa0OoIN3UpPyeTCs CYP3A4.
OpHOBpeMEHHOE  NPUMEHEHHE C
HUPMAaTPEIBUPOM/PUTOHABUPOM
MOJKET  BBI3BaThb  3HAYUTEIHHOE
MOBBILICHHE KOHIICHTpAIlUU
MHIa30J1aMa. Oxumaercss,  4TO
KOHLEHTpaluss  Mujasojama B
mazMe OyleT 3HAYUTEIBHO BHIIIIC
npu epOPATEHOM npueme
Mygazonama. Takum  oOpaszom,
HUPMAaTPEIBUP/PUTOHABUP HE
clelyeT Ha3HauYaTh OJHOBPEMEHHO C
NepoOpabHBIM  MHJIA30J1aMOM  (CM.
paszznen 4.3), B TO BpeMs Kak clieflyeT
co0iroaTh  OCTOPOXHOCTh — TIpHU
OJIHOBPEMEHHOM MPUMECHCHUN
HUPMAaTpeJIBUpa/pUTOHABUPA U
MapeHTepaIbHOTO Mya3ojama.
JlaHHBIE 1O  OJHOBPEMEHHOMY
NPUMEHEHUI0O  MHJAa3oiama IS
NapeHTepaIbHOTO  BBEACHUSA  C
IPYTMMH WHTHOUTOpaMHU MPOTEa3bl
CBUJIETENILCTBYIOT O  BO3MOXXHOM
3—4-xpaTHOM TMOBBIIIEHUU YPOBHS
Myja3ojiiaMma B Iuiasme kposu. Ecnu
HUPMAaTpeIBUP/PUTOHABUD
Ha3zHayvaeTcs COBMECTHO c
napeHTepaIbHbIM MH/Ia30J1aMOM, 3TO
clefyeT JAenarb B OTAEJICHUHU
unteHcuBHou tepanuu (OUT) wiu B
aHAJIOTUYHOM YUPEXJIEHUU, KOTOPOE

o0ecrieynBaeT TIIATENbLHBIH
KJ'II/IHI/I‘ICCKI/Iﬁ MOHI/ITOpI/IHI‘ nu
COOTBETCTBYIOIIICE

MCIUKAMCHTO3HOC JICUCHUC B CJIy4yac
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IIPOJIOJKUTEIIBHON cefanuu.
Crnemyer paccMOTpPETh BOINPOC O
KOPPeKIIMH  JO03Bl  MHJA30J1aMa,
OCOOEHHO €CIM BBOAUTCI 0OoJiee
OJIHOH 7036l MHA30J1aMa.

1 Tpuaszonam (>20 pa3, 87 %)

OnHOBpEeMEHHOE MIPUMEHECHHE
pUTOHABHpa MOXET TIPUBECTH K
IIOBBIIIICHUIO KOHLOCHTpAalun
TpuazoinaMa B IUIa3M€ U TOATOMY
MPOTUBOIOKa3aHo (cM. pasnen 4.3).

Metumun (62 %, 59 %),
TMetabonutr  HOpHETHANWHA
(47 %, 87 %)

HpI/IMeHeHI/Ie IeTUuanHa n
pUTOHAaBHUpPaA IIPOTHUBOIIOKA3aHO HU3-3a

MTOBBIIIEHHBIX KOHIICHTpAIUi
MeTadoauTa HOPIICTUIMHA,
001a/1af01IETO KakK
AHAJIbI'€TUYCCKUM, TakK n

CTUMYJTUPYIOIIAM HEHTPAITBHYIO
HEPBHYIO CUCTEMY (ITHC)
JICHCTBUEM. [ToBbIlIeHHBIE
KOHIICHTPALMU HOPIETHIUHA MOTYT
YBEIIMYUTh PHUCK BO3JCHCTBUS Ha
HHC (mampumep, cynoporu) (cM.
paznen 4.3).

TAnmpaszonam (2,5-KpaTHbIH,

<)

Merabonu3zm ajimpasoiama
yTHETaeTCs rmociie BBEJICHUS
putoHaBupa. Cienyer coOatonaTh
OCTOPOXXHOCTh B TEYEHHE TMEPBBIX
HECKOJIbKUX THEN npu
OJTHOBPEMEHHOM MPUMEHEHUN
ailmpazojiaMa C pPHUTOHABUPOM B
KaueCcTBe AHTUPETPOBUPYCHOTO
CpeicTBa WA B KadecTBe
(hapMaKOKMHETHYECKOTO yCUITUTEII,
JI0 TOTO, KaK Pa30BbETCS WHIYKITUS
MeTabonr3ma anmpaszoiama.

1bycninpon

Puronasup, [IPUHUMAEMBII B
KayecTBe  (hapMaKOKMHETUYECKOTO
YCWJINTENST HUpMATpeNnBUpa  WIN
AHTUPETPOBUPYCHOTO CpEeICTBa,
unruodupyer CYP3A, B pesynbrare
4ero 0XKHMJIAETCS MTOBBIIICHHE
IIJIa3MEHHBIX KOHLIEHTpalun
Ooycniupona. [lpu oxHOBpeMEHHOM
npueMe OyCHMpOHAa C PUTOHABUPOM
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MOHUTOPUHI TEPANEBTHYECKUX U
n00OYHBIX AP PEKTOB.

CHOTBOpHBIE Cpe/IcTBa

13onmunem (28 %, 22 %)

3onmuaeM W PUTOHABUP MOYKHO
Ha3HAYaTh OJTHOBPEMEHHO c
TIHIATETBHBIM KOHTPOJIEM
Ype3MEpPHOro ceaTuBHOTrO 3 dekra.

[Ipenaparsl nis JieueHUs
HUKOTHHOBOU
3aBUCUMOCTH

|Bymponron (22 %, 21 %)

bymnponuon B OCHOBHOM
METa0OoIN3UpPYeTCs CYP2B6.
Oxupaercsi, 4YTO OJIHOBPEMEHHOE
MIPUMEHEHUE OymnpornuoHa c
MOBTOPHBIMU JI03aMH PUTOHABHpA
CHU3UT  ypOBEHb  OyNpOMNHOHA.
Cuntaerca, uto OdTH 3P(HEKTH
MPEJICTABISIIOT  COOOM  MHIYKITHIO
MeTabonmm3ma Oympornnona. OmHaKo,
MOCKOJIBKY IN VItro Takke ObLIO
MOKa3aHo, qTO PUTOHABUP
unruodupyer CYP2B6, He cunenyer
MPEBBIIIATh PEKOMEHIYEMYIO 103y
Oynponmona. B orimume  oT
JUIMTETILHOTO TIpUeMa PHUTOHABHUPA,
nociie KpaTKOBPEMEHHOTO BBEJICHUS
HU3KHUX 103 puTtoHaBupa (200 mr aBa
paza B Je€Hb B TeueHHEe 2 JHEH)
3HAYMMOTO  B3aUMOJICHCTBHA  C
OyIpONMOHOM HE HaOJI01a7I0Ch, UTO
MO3BOJISIET  TPEATONIOKUTH,  UYTO
CHIDKEHHE KOHIIEHTPALlUU
OymnponuoHa MOIJIO HayaThCs depe3
HECKOJIbKO JHEeW Tociie Hayaa
Ha3HAYEHUs] COBMECTHOIO IMpHeMa ¢
PUTOHABHPOM.

Crepouapl

NHranguuoHHbIe,
WHBEKIIMOHHBIE W
WHTpaHa3abHbIC
(dbyTukazoHa MPOTTOHAT,
OynecoHu 1, TPUaMIIMHOJIOH

N MallHEHTOB, MOJTy4aBIINX
PUTOHABHP M WHTAISIHUOHHBIA WIN
MHTpaHa3JIbHBIN ¢ryTHKa3oHa
IPOMHOHAT, cooOmranock 0
CHUCTEMHBIX apdexTax
KOPTUKOCTEPOUIOB, BKJTIOYAsI
cuapoM KymmHra wu yruerenue
(GYHKIIMM HAJIOYEYHHKOB (YPOBEHb
KOpPTH30J1a B IUIa3Me CHU3WIICS Ha 86
%), mnonoOHble >PGEeKTl MOryT
BO3HUKATh W TIPH TNPUMEHEHHU
JpYyTUX KOPTHUKOCTEPOUIOB,
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HaTIpuMep, OynecoHuga u
TpuamuuHoioHa.  CrenoBaTenbpHO,
OJTHOBPEMEHHOE BBEJICHUE
pUTOHaBHpA B Ka4yecTBe
AHTUPETPOBUPYCHOTO CPEJICTBA HIIH
B KauecTBe (papMaKOKHHETUYECCKOTO
YCHITUTES u ITHX
TIIIOKOKOPTHKOUIOB HE
pPEKOMEHAyeTCs, 3a HCKIIOYCHHEM
CllydaeB, KOTJa TOTCHIHAIbHAs
MI0JIb32 OT JICYEHUS MPEBBIIIAET PUCK
CHCTEMHBIX a3 dexToB
KOPTUKOCTEPOUJIOB. Crnenyer
paccMOTpeTh BONPOC O CHIDKCHHH
036l TJIOKOKOPTHKOWAA  TIpHU
TIHIATEJIbBHOM MOHUTOPUHIE MECTHBIX
U CHCTEMHBIX J(PQPEKTOB WU
nepexoAe Ha  TIIFOKOKOPTHKOU,
KOTOpBIM HE sBIseTCs cyOcTpaToM
JUIS CYP3A4 (manpumep,
Ooekiomera3oH). bomee Toro, B
cilydae OTMEHBI TIIFOKOKOPTHKOUIOB
MOJKET oTpedoBaThCs
IIPOTPECCUBHOE CHIDKEHHE JI03bl B
TEYEHUE Oonee JUTATEITEHOTO
nepuosa.

1 ekcameTa3oH

Puronasup, IIPUMEHSAEMBII B
KayecTBe  (hapMaKOKMHETUYECKOTO
YCUJIUTEIS WIH
aHTUPETPOBUPYCHOTO CpEICTBa,
unrubupyer CYP3A, B pesynbrare
4ero 0KHUJIAETCS MTOBBILLIEHUE
KOHIIEHTpallul JeKcaMeTa3oHa B
miasme KpoBu. [Ipu ofHOBpeMEHHOM
NPUMEHEHUH  JeKcaMeTa3oHa ¢
PUTOHABUPOM pEKOMEHTyeTcs
THIATEJIbHBIN MOHHUTOPHHT
TEpaneBTHUECKUX U TMOOOYHBIX
a¢hekToB.

M peaan3omnoH (28 %, 9 %)

Pexomenpayercs THIATEIbHBIN
MOHHUTOPUHI TEpaneBTHUUECKUX U
OOOYHBIX s dexToB pu
OJIHOBPEMEHHOM MPUMEHEHUN
IIPEIHU30JI0HA C  PUTOHABUPOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

O AR ST haiAboma

yBenuuuiach Ha 37 % u 28 % mnocie
4 n 14 nHell mpueMa pUTOHABUPA,
COOTBETCTBEHHO.

Coo61uanocr, O IMOCTMAPKCTUHI'OBBIX

INOTCHILMAJIbHOC B3aHMOHCﬁCTBHe

MEXTY npernaparam,
coaepKallumMu pUTOHABUP
3amecTuTenbHas
JICBOTUPOKCHUHOM. Heobxomumo
ropMoHaJibHasA TCparus
JIeBOTHPOKCHH KOHTPOJHUPOBATh YPOBEHB

FOPMOHAMH IIMTOBUIHON
tupeorponHoro ropmona (TTI) y
JKeJIe3bl

JICBOTUPOKCUH MO KpalHEeW Mepe B

Havaja W/WIA OKOHYAHHMS JIEYEHUS

PUTOHABUPOM.

ClIydasx, YKa3bIBArOIIUX Ha

IMaluCHTOB, IIoJIy4Jaromux

TCUCHUC IICpBOro Mmceciaua II10CIIC

Bimmsaue APYIuX JICKAPCTBECHHBIX CPCACTB HA HUPMATPECIIBUP

OnHOBpEMEHHBII MPUEM HECKOJIBKUX MEPOpalbHbIX 103 UTpakoHa3osa no 200 Mr yBenuyuBal
AUCty 1 Cmax HupMaTpenBupa. OTHOLIEHHUSI CKOPPEKTUPOBAHHBIX CPEJHUX I'€OMETPHUUECKUX
(90 % AN) mast AUCtau 1 Cmax HUpMaTpesaBupa coctaBuwin 138,82 % (129,25 %, 149,11 %) u
118,57 % (112,50 %, 124,97 %), COOTBETCTBEHHO, MpPH OJAHOBPEMEHHOM MPUMEHEHUU
HUPMAaTpEJIBUpPA/pPUTOHABUPA C MHOTOKPATHBIMHM J03aMHM HTpPAKOHA30Jla 110 CPAaBHEHHUIO C
MOHOTepanueit HUpMaTpeIBUpOM/PUTOHABUPOM.

CoBMecTHOE BBEICHHE HECKOJIBKMX IMEpOopajbHBIX 103 KapOamaszenuHa 1no 300 Mr cHMxaio
AUCint 1 Cmax HEpMaTpenBupa. OTHOMEHHSI CKOPPEKTHPOBAHHBIX CPETHUX T€OMETPUIECKHUX IS
AUCinf 1 Cmax arpMaTpensupa (90 % AN) cocrasmmm 44,50 % (90 % JAW: 33,77 %, 58,65 %) u
56,82 % (90 % HAN: 47,04 %, 68,62 %), COOTBETCTBEHHO, IOCJIE COBMECTHOTO BBEIACHUS
HupMaTpensupa/putoHaBupa 300 wmr/100 Mr ¢ MHOTOKpPAaTHBIMH TEPOPATIBHBIMH JI03aMHU

KapOaMasenuHa 1o CpaBHEHUIO ¢ HUPMaTPEJIBUPOM/pPUTOHABUPOM, BBOJUMBIM OTJIENBHO.

4.6. DepTUIBLHOCTH, 0ePEMEHHOCTb U JIAKTALMS

JKEHIMHEI ¢ ICTOPOAHBIM TOTSHITHAIOM

Het nanHHBIX 0 MpUMEHEHUN HUPMATPENBUPA C PUTOHABUPOM y OEpEeMEHHBIX >KEHIIHH, YTOOBI
MpeJICTaBUTh UH(OpPMALIUIO O pUCKE HEOJArOMpHUITHBIX UCXOA0B OEPEMEHHOCTH, CBA3AHHBIX C
npuemoM npenapara Hupmatpensup-AMEJIAPT B xomOunaiuu ¢ putoHaBupom. JKeHInHam
JIETOPOJIHOTO BO3pacTa cieayeT u3derarb 0epeMEeHHOCTH BO BpeMsl JICUEHUS U B T€UEeHUe 7 THeH

nocjie 3aBeplueHus JiedeHus mnpenapatom HupmatpenBup-AMEJIAPT B koMOuHanumum c
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IPYAHOIO BCKAPMIIMBAHMSI CM. B MHCTPYKLIMU 10 IPUMEHEHHUIO PUTOHABUPA.
[Ipn na3znaueHuw sekapctBeHHoro mnpenapara Hupmatpensup-AMEJIAPT B komOunammm c
PUTOHABUPOM >KEHIIMHAM, CIIOCOOHBIM K AETOPOXKACHUIO (B TOM YHUCIIE B IOCTMEHOIAay3€ MEHEee
2-X JIeT), HeOOXOAUMO MOATBEPAUTHh OTPUIATENILHBIN pe3yibTaT TecTa Ha OEpeMEHHOCTh [0
Hauana JiedeHus. [1oBTOpHBIN TecT Ha OepeMEHHOCTh HEOOXOMMO MPOBECTH MOCTIE OKOHYAHUS
IIpreMa JEKapCTBEHHOT'O Iperapara.

[TarueHTKaM, HCIOJIB3YIOIUM KOMOWHUPOBAHHBIE TOPMOHAIbHBIE KOHTPAICNTHUBBI, CIEAYET
PEKOMEHI0OBaTh HCIOJIb30BaTh A(PGEKTUBHBIN ajJbTEPHATUBHBIM METOJ KOHTpAleNIUd WIN
JIOTIOJTHUTEIIBHBIN OapbepHBIN METO/1 KOHTPALCIIIMKA BO BPEMS JICUCHHS U JIO OKOHYAHUS OJTHOTO
IIOJIHOTO MEHCTPYaJIbHOT'O IMKJa IOCJie MpeKpalleHus npuema npenapatra HupmatpenBup-
AMEJIAPT B koMOMHAIMU C pUTOHABUPOM. (CM. paznen 4.5).

bepemeHHOCTD

JlaHHbIE 110 MPUMEHEHUI0 KOMOMHAIIMY HUPMATpPEIBUpA U PUTOHABUPA Y OEPEMEHHBIX KEHIIMH
OTCYTCTBYIOT. JIOKIMHHUYECKHE UCCIIE0BaHNs HUPMATPEIBUPA B KOMOMHAIIMY C pUTOHABUPOM HE
MIPOBOJIUJIUCK.

[Tpu mpoBeeHUU TOKIMHUYECKUX UCCIEeI0OBAaHUN HUpPMATpEIBUpa HE ObUIO BBISBICHO BIUSHUS
pa3IUYHBIX 103 Ipernapara U PUTOHABHpPAa Ha MOPQOJIOTHIO IUIOJA WIIM >KM3HECIIOCOOHOCTb
AMOPHOHA-TIIIONA Y KPbIC U KPOJUKOB, XOTS Y KPOJIMKOB Habroanack 0ojiee HU3Kas Macca Tefa
IUI0/1a TIPH OTCYTCTBUM TOKCUYHOCTH Y caMok. CuctemHoe BozneiictBue (AUC24) y KpOJMKOB B
MaKCUMaJIbHOM /103€ IMpenapara U pUTOHABHpA MPUMEPHO B 3 pa3a MPEeBHILIANO BO3JAECUCTBUE Y
O B PEKOMEHIYyeMOW TEpamneBTUYECKON J103€ HUpPMaTpelBUpa W pPHUTOHaBHpa 0Oe€3
HeOJIaronpuUsITHOIO BO3JEHCTBHS Ha MacCy Telna MJIoja.

JlakTanus

Het mocToBepHBIX JaHHBIX O MPUMEHEHUH KOMOMHAIIMY HUPMAaTPeJIBUpa U PUTOHABUPA B TIEPUOT
TPYAHOTO BCKapMIIUBAHMUSL.

HeunsBectHo, BblAenseTcss JU HUPMATPEIBUP C TPYAHBIM MOJOKOM Yy JKEHIIUH WM CaMOK
JKUBOTHBIX. Take HeT JaHHBIX O BIUSHUU HUPMATPEIBUPA Ha HOBOPOXKJICHHBIX/IETEH TPyAHOTO
BO3pacTa U BIUSHUS Ha BEIPAOOTKY MOJIOKA.

I'pynHoe BckapMiimBaHue cjelyeT TMPeKPaTHTh BO BpeMsl JieYeHHs Mpenaparom
Hupmatpeasup-AME/IAPT B koMOMHALIMM C PUTOHABHPOM M B TeyeHUe 7 JHeH mocJje
NnpueMa nocJjeaHei 103l Npenapara ¥ pUTOHABUPA.

DepTUabHOCTD
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IpenapaToB B OTAEIBHOCTU Ha (EPTHIILHOCTD y YenoBeka. Hu HupmaTpenBup, HU pUTOHABUD HE

OKa3bIBAJIM BIUSHUA HA (PePTHIBLHOCTH Y KpbIC (cM. oapasen «bepeMeHHOCTbY, pa3nena 4.6).

4.7. Bausinue Ha cIOCOOHOCTH YNIPABJIATH TPAHCHOPTHBLIMHM CPeICTBAMM U PadoTaTh
¢ MeXaHNU3MaMH

Knumanuecknx I/ICCHGILOBaHHﬁ, OLCHHUBAKOIIINX BJIIHUAHUC KOM6HHI/IpOBaHHOFO MMPUMCHCHUA
HUPMATpEJIBUpAa U PUTOHABUPA HAa CIIOCOOHOCTb YIPABIATH TPAHCIOPTHBIMU CPEICTBAMHU U
paboTaTh ¢ MEXaHU3MaMH, He TPOBOAMUIIOCH.

Bo Bpems sieueHus ciieqyeT BO3JEP)KAaThCS OT YHpPABICHUS TPAHCIOPTHBIMU CPEICTBAMHU U

paboThI C MEXaHU3MAMH.

4.8. He:xenatenbHble peakuumn

Pesrome mpoduisg 6e3onacHOCTH

HanOonee 4yacTbIMU HEXeaTeIbHBIMU PEaKLUSIMHU, 3apPEerUCTPUPOBAHHBIMU BO BpEMs JICUECHUS
KoMOMHauue HupmatpenBup+putoHaBup B no3e 300+100 mr, kaxaele 12 yacoB B TeueHue
S IHEH ¥ Ha npOoTsKeHUU 34 THel 1ociie npuemMa nocieAHeN 103kl Ipenapara i puTOHaBUpa ObLIU
mucressus (5,6 %), nuapes (3,1 %), ronosnast 6o1b (1,4 %) u psora (1,1 %).

TabanuHoe pE3IOME HEKENATEILHBIX PEaKIUH

HesxenarenbHble peakiMyi HUKE YKa3aHbI 10 KJIaCCaM OPTaHOB U CHCTEM M YacTOTE Pa3BUTH.
YacToThl onpenesuiich CIeayIM o0pa3oM: o4eHb yacto (>1/10); gacto (>1/100, no <1/10);
Heyacto (>1/1 000, o <1/100); peaxo (>1/10 000, HO <1/1 000); ouens peaxo (<1/10 000);
YacTOTa HEU3BEeCTHA (HA OCHOBAHWUHU MMEIOIIMXCS IAHHBIX OIICHUTh HEBO3MOIKHO).

Ta6auna 2. HexenatenbHble peaklivy py IpueMe KOMOUHAIIMY HUPMaTpPEIBUpP+PUTOHABHP.

CucremMHO-OpraHHblii Kjacc Yacrora HexenatenbHasi peakums
Hapymenue Bocipusitus
Hapymienust co cTopoHsl
. Yacto BKYcCa (JIMCreB3us);
HEPBHOW CHUCTEMBI
I'onoBHas Gonb
KenynouHo-kuieuHbie q Muapes;
acTo
HapyLIECHUS PBota

HexxenaTenpHBIC PEaAKIIMU IIPHU IPUMEHCHHUU PUTOHABHPA

HNudopmannio 0 HeXeaTeldbHbIX PEaKLUUsAX PUTOHABHpPA CM. B MHCTPYKLUHU 10 MPUMEHEHUIO
pPHUTOHABHpA.

[lepeuncienHple peakiu, UX THUII, TSKECTh U 4aCTOTa, COOTBETCTBYIOILIUE O0Jiee BHICOKON 103€
pUTOHaBUpa U OoJee JIUTEIBHOMY PUMEHEHHUIO Y TAIlUeHTOB C IaHHBIM 3a00JI€BaHHUEM, MOTYT
HE BO3HUKAaTh NpU NPUMEHEHWHM PUTOHABHpPA B TEUEHHE S5-THEBHOM TEpanmuu COBMECTHO C

npenapatoM Hupmarpensup-AMEJIAPT u B nozuposke 100 mr 2 pasza B CyTKH.

32



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 03.12.2025 N= 30019

JCNENC Ei.i.TEh EHOCTE 0003)

AL
Coo0111eHrEe 0 I0I03pEBAEMBIX HEXKEIATEIbHbIX DeaKHI/IHQ

BaxHo coo0mare O MOAO3PEBAEMBIX HEKEJIATEIbHBIX PEAKIMAX IOCIE PETUCTPaALUU
JICKapCTBEHHOTO Iperapara ¢ [elibl0 00eCTIeYeHNs] HePEPhIBHOIO MOHUTOPUHTAa COOTHOIICHHS
«I10JIb3a — PHUCK» JIEKAPCTBEHHOI'O Ipenapara. MeIuIUMHCKUM pabOTHUKAM PEKOMEH]yeTCs
coo0uaTe O JIOOBIX IOJO3PEBAEMbIX HEKENATENbHBIX PEaKIMIX JIEKapCTBEHHOI'O Ipernapara
Yyepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEKEIATEIbHBIX PEAKIMIX IOCY1apCTB — YICHOB

EBpa3uiickoro 3K0HOMHYECKOr0 COI03a.

Poccniickas @enepanus

@DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS

Anpec: 109012, r. Mocksa, CiiaBsiHCKast Iiomiaip, 1. 4, ctp. 1

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

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMAIIMOHHO-TEJIEKOMMYHUKAITUOHHON CeTH «MHTEpHETY!

http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

Her paHHBIX O cilydasx TEpeIo3WpPOBKH JICKAPCTBEHHBIX IMIPEMapaToB C KOMOWHAIHMEH
HUPMAaTpPEJIBUPA U PUTOHABUDPA.

Hudopmarinio o nepeo3upoBKe PUTOHABUPA CM. B HHCTPYKIIMH 110 TPUMEHEHHUIO PUTOHABUPA.
Jleuenue

B cnyuae nepenosuposku npemnapata Hupmarpensup-AMEJIAPT B koMOuHauu ¢ puTOHaBUPOM
JICYeHUE PEKOMEHJIOBAHO IPOBOJUTHh HAa OCHOBE OOIIMX MOJACPNKUBAIOIIMX MeEp, BKIIOUas
MOHHUTOPHHT  KJIMHMYECKOTO COCTOsiHMsI —manueHTa. Croenuduyeckoro aHTHAOTa TMpU

nepeno3upoBke mnpenapata Hupmarpensup-AMEJIAPT B komMOuHanuu ¢ pUTOHABUPOM HE

CYIIECTBYET.
5. ®APMAKOJIOT'NTYECKHUE CBOMCTBA
5.1. dapmMakoAUHAMHYECKHE CBOHCTBA

dapMakoTepareBTHYECKass TPYIa: MPOTHBOBHPYCHBIC CPEJICTBA CHCTEMHOTO JCHCTBUS;
MIPOTUBOBUPYCHBIC CPEJICTBA MPSIMOTO JACHCTBHSI; HHTHOUTOPHI IIPOTEa3.
Kox ATX: JOSAE.

Mexanuszm geiicTBus

HupmatpenBup sBAseTcsl MENTHIOMUMETHYECKUM HHTHOMTOPOM  OCHOBHOHM  MpoTeasbl
SARSCoV-2 (Mpro), takxke HaszpiBaeMoii 3C-moobHO# mpoTteaszoir (3CLpro) wim mporeazoi

nsps.
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MOJIMIIPOTEUHOBBIE  MPEAIIECTBEHHUKH, YTO MPUBOJUT K TNPEIOTBPAIICHUIO BUPYCHOU
pEIUINKALINH.

Hupmatpensup-AME/IAPT Ha3HayaeTcs COBMECTHO C PUTOHABUPOM, KOTOPBINA JCHCTBYET B
KayecTBe (bapMaKOKMHETHYECKOTO YCUITUTES. JeiicTBue pUTOHABHpA KakK
(apMaKOKMHETUYECKOTO YCHJIUTENS OCHOBAaHO Ha AKTHUBHOCTH PHUTOHABHpAa KaK MOIIHOTO
UHruOUTOpa MeTaboaM3Ma, onocpenoBanHoro u3opepmentom nutoxpoma CYP3A. Putonasup
uaruoupyer CYP3A-onocpenoBanHbIii METa00IM3M HUPMATPEIBHUPA, MPUBOJISA, TEM CaMbIM, K
YBEJIMYEHUIO TUIA3MEHHBIX KOHLIEHTPALUNA HUPMATPeJIBUpA.

dapmakoauaamuyeckue d3PpHeKTol

Ilpomueosupycuas akmusHocms

HDOmuSOGuDVCHCl}Z AKmMuBHOCMb in Vitro

HupwmatpenBup nposBisil IPOTHBOBHPYCHYIO aKTUBHOCTh B OTHOIIEHWU BUPYCHOW HH(EKIUU
SARS-CoV-2 na kynerype kietok ANHBE, nepBuuHON JTHHHK aJIbBEOJISIPHBIX SMUTEIHATBHBIX
KJIETOK JIeTKHX 4enoBeka (co 3HaueHusiMu ECso — 61,8 HM u ECgo — 181 HM) mocne 3 ngHei
BO3/ICIICTBUS Mpernapara.

HDOmuSOGuDVCHCl}Z AKMUBHOCHb N VIVO

HupmatpenBup o0magan mpoTHBOBUPYCHON aKTUBHOCTBIO B KYJIBTYpE KJIETOK (CO 3HAUYCHUSMHU
ECso B mmama3oHe HHM3KMX HAaHOMOJIAPHBIX 3HA4eHWH < B 3 pas3a M0 CPaBHEHUIO C H30JISATOM
USAWA1/2020) nportuB uzomnstoB SARS-CoV-2, mpunamnexkanmx Anbda (B.1.1.7), Tamma
(P.1), Henbra (B.1.617.2), JIamoaa (C.37), Mio (B.1.621) u Omukpon (B.1.1.529) Bapuantam.
bera (B.1.351) BapuanT ObU1 HaMMeHEEe BOCIPUUMYMBBIM TECTUPYEMBIM BapHaHTOM CO
CHI)KCHMEM UYBCTBUTEJIBHOCTH MPUOIM3UTENbHO B 3,3 pa3a MO CpPaBHEHUIO C H30JISITOM
USAWA1/2020.

Pesucmenmnocmo

B Hacrosmiee BpeMst HeT HHGOpPMALIUU O IPOTUBOBUPYCHOM PE3UCTEHTHOCTH HUPMATPEIIBUPA ITPH
neuenun SARS-CoV-2. HccrnemoBanmst 1o oreHke pesucteHTHOcTH SARS-CoV-2 K
HUPMATPEJIBUPY B KYJIbTYpe KJIETOK U B KIIMHUYECKHX UCCIIE0OBAaHUAX He 3aBepiIeHbl. JloCTyHbI
JTAHHBIE TOJIBKO U3 UCCJIEOBAaHHS PE3UCTEHTHOCTH IN Vitr0 ¢ MCIoIp30BaHHEM BUpYca TeraTuTa
mpiin (MHV)-Mpro. B wuccienoBanum ObUIO MOKa3aHO CHUXKEHHE YYBCTBUTEIBHOCTH
HUpMAaTpeJIBHpa K MyTAaHTHBIM BupycaMm B 4,4-5 pa3 ¢ 5 myrarmsamu (Pro55Leu, Serl44Ala,
Thr129Met, Thr50Lys, Prol5Ala) 8 MHV-Mpro nocne 10 maccaxeii B KyabType KIETOK.
3navenue 3toro g SARS-CoV-2 HensBecTHO.

Nudopmanuio o ¢apMakoIMHAMHYECKUX CBOMCTBAX PUTOHABHpPAa CM. B HMHCTPYKIUH TI0

IIPUMEHEHNIO pPUTOHABHPA.
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5.2. dapMaKOKHHETHYECKHE CBOMCTBY

[TockonpKky HHMpMaTpeIBUpP HE IIOKa3aH K IPUMEHEHUIO 0O€3 pUTOHABHPA, Y 3I0POBBIX
I0OpOBOJIBIIEB ObLIa M3yUeHa (papMaKOKMHETHKA KOMOMHALMY HUPMATPEIBUP+PUTOHABHD.
PutonaBup KOMOMHHUpOBAJCS C HHUPMATPEIBUPOM B KadecTBEe (hapMaKOKMHETHUECKOTO
YCUJIUTENsI, TPUBOJS K TOBBIIMICHUIO CHUCTEMHBIX KOHIEHTpauuii Hupmarpensupa. llpu
IIOBTOPHOM IPUMEHEHMHM HUpMaTpeiaBupa+puToHaBupa B go3ax 75+100 mr, 250+100 mr u
500+100 Mr mo aBa pas3a B JI€Hb, NPU JOCTUKEHUU PABHOBECHOI'O COCTOSIHUSI HAOJIIOAAIOCHh
YCHUJIEHUE CUCTEMHOT0 BO3/IEHCTBUSA, KOTOPOE, OJHAKO, HE OBLIO MPOMOPLHUOHATBHO IMOBBIIICHUIO
03Bl TIpernapara. PaBHOBECHOE COCTOSIHME JOCTUTajioch Ha 2-Ml IeHb C MPUMEPHO 2-KpaTHBIM
HAKOIUIEHWEM TP MHOTOKpaTHOM BBeZieHUH B TeueHue 10 queil. CuctemHoe Bo3aeiicTBUE Ha 5-
il IeHb OBLJI0 TaKKUM JKe, Kak ¥ Ha 10-# 1eHb, BO BCEX J103aX.

Nudopmanuio o ¢(apMakOKUHETHUECKUX CBOHCTBAX pPHUTOHABUPA CM. B HMHCTPYKIUHU IO
MIPUMEHEHHUIO PUTOHABUPA.

AOGcopouus

[Tocne ogHOKpATHOTO MEPOPATILHOTO MpUeMa HUpMaTpelBupa+putronaBupa B go3e 300+100 mr
CpEeIHEreOMEeTPUYECKUE 3HAYCHHs IOKa3aTellell MaKCUMaJbHON IUIa3MEHHOW KOHIICHTpPAIUU
(Cmax) ¥ TUIOIIAM TOJA KPUBOW «IJIa3MEHHAsi KOHIIEHTPAILUS — BPEeMsS» C MOMEHTa MpHema
jekapcTBeHHoOro mnpenapara a0 OeckoHedHOCTH (AUCinf) HupMaTpenBHpa B PaBHOBECHOM
coctossHuM coctaBmwin 2,21 mir/mia u 23,01 MKr-u/mi, COOTBETCTBEHHO. MeauaHa BpeMEHU
JOCTHXKEHHUST MAaKCUMaIbHOM KOHIIEHTPAITUH Cmax (Tmax) cocTaBmia 3,00 gaca.
Cpenneapupmernyeckoe 3Hau€HHE TEPMHHAIBHOIO IEPHUO/a TOJYBBIBEACHUS COCTABUIIO
6,1 yaca.

[Tocne 0JHOKPATHOTO MEPOPANBbHOIO IMpHeMa KOMOMHAIIMM HUPMATPEIBUP+PUTOHABHUD B J103€
300+100 mr cpemnereomerpuueckue 3HaueHus mnokazarened Cmax U AUCins puTOHaBHpa
coctaBunu 0,36 Mkr/ma u 3,60 MKr-4/mii, COOTBETCTBEHHO. MeanaHa BpPEMEHHU IOCTHKEHUS
MakcUMalbHON KOHIEHTpalMi Cmax (Tmax) coctaBmma 3,98 waca. CpenHeapudmeTnueckoe
3Hau€HUE TEPMUHAIBHOIO MIEPHO/Ia MOJIYBBIBEIEHUS cocTaBuio 6,1 vaca.

Bausnue nuwu na nepopanvroe écacviganue

[Tpu npueme cycnieH3uH HUpMaTPEJIBUPa COBMECTHO C TabJeTKaMy pUTOHABUPA, BMECTE C MUIIEH
C BBICOKMM COJEpKaHHEM XUpPa, HE3HAUUTEIbHO YBEIMYMBAJIACh SKCIO3MIIMS HUPMATpEIBHpa
(mpubnu3urensHo Ha 15 % oT cpenHero 3HaueHus nokaszarens Cmax 1 Ha 1,6 % oT cpemHero
3HaueHus nokaszaresss AUC|ast) IO CPaBHEHUIO € IPUEMOM IIperapara HaTOLIaK.

Pacnpenenenue

Cas3pIBaHNe HUpMATpeEIBUpa ¢ OeIKaMu B IUIa3Me KPOBU YEJIOBEKa COCTaBISET MpUMeEpHO 69 %.

buorpancdopmarms
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OPENONI0KUTh, YTO HHUpPMAaTpeNBHp mpeumylniecTBeHHO Merabommsupyercss CYP3A4. B
UcciIeoBaHuAX IN VItro ObUIO MOKa3aHO, YTO HUPMATPEIBHUP B KIMHHUYECKH 3HAYMMBIX J1033X
HeoOpartumo uarnoupyer CYP2D6, CYP2C9, CYP2C19, CYP2C8 muiu CYP1A2. Hupmatpensup
HE SBJBICTCS MHIYKTOPOM M cyoctparom st npyrux ¢pepmentoB CYP, kpome CYP3A, mns
KOTOPBIX HUPMATPEJIBUP/PUTOHABHUP SIBISETCS WHTHOMTOpOM. [IpuMeHeHHe HUpMaTrpelnBHupa C
PUTOHABHPOM I10/IaBIsIET MeTabO0JIM3M HUpPMAaTpenIBUpa. B mia3mMe KpoBU TOIBKO HUPMATPEIBUP
oOHapyXHUBaeTCsl B HEM3MEHEHHOM Buie. Hebombiioe KOIMYeCTBO OKHUCICHHBIX METaOOJIUTOB
00HapyXUBAJIKCh B KaJle U MOYe.

DJIMMHUHALMS

[Ipy coBMECTHOM IMpuUeMe€ MpenaparoB HUPMATPEIBUpAa M PUTOHABUpPA OCHOBHBIM IIyTEM
BBIBE/ICHUS HUpMAaTpeEIBUpa Oblia MoveyHasi SKCKpelrsl HUpMaTpeIBUpa B HEM3MEHEHHOM BUJIE.
Okono 49,6 % u 35,3 % ot npunsaToil 7036l HUpMaTpenBupa 300 Mr BBIBOJUTCS C MOYOM U ¢
KaJIOM, COOTBETCTBEHHO. B 3KCKpeMeHTax Hapsay ¢ HeMETa0OJIM3UPOBAHHBIM HUPMATPEIBUPOM
00HapPYKUBAIOCH HEOOJBIIIOE KOJTMIECTBO METAOOIUTOB, BOSHUKAIONINX B PE3yJbTaTe pPeakiuit
ruaponusa. [lpu sToM, B mja3Me KPOBH €IWHCTBEHHBIM KOJHMYECTBEHHO OIpeIeIsieMbIM
JIEKapPCTBEHHBIM MpenapaToM ObUT HEU3MEHEHHBI HUPMATPEIBHP.

Oco0ble IPVIIILI TAIUEHTOB

dapMaKOKMHETHYECKHUE CBOMCTBA KOMOWHAIIMU HUPMATPEIBUPTPUTOHABUD HE OIICHUBAIUCH B
rpyIIax no Bo3pacTy u Moiy.

Tlayuenmoi ¢ HapyweHuem QyHKyuu novex

[To cpaBHEHHIO CO 3IOPOBBIMH JIOOPOBOJBIIAMU TPYIIBI KOHTPOJISI y TAIMEHTOB C JIETKOM
CTEMEHbIO MOYEUYHON HEJTOCTATOYHOCTH MoKa3arenu (papMakOKMHETUKU HUpMaTpenBupa (Cmax U
AUC) 6pimu Beimie Ha 30 % u 24 %, COOTBETCTBEHHO. Y MAIMEHTOB CO CPEAHEH CTENEHBIO
noueyHor HeAocTaTOUHOCTH Cmax ObLT BhImIe Ha 38 %, AUC Ha 87 %, a y malueHToB ¢ TsKeIon
CTEIEHBI0 TOYESYHON HEAOCTATOYHOCTH — BbIIe Ha 48 % u 204 %, COOTBETCTBEHHO.

Ilayuenmul ¢ Hapywenuem QyHKyuu nevenu

Y nm[anuMeHToB CO CpeAHEM CTENeHbI0 TIeUYEHOYHOM HEJIOCTATOYHOCTH HE HaOII0Aanoch
CYIIIECTBEHHOTO OTINYHsI (PapMaKOKMHETUYECKHX TOKa3aTelleld HUpMaTpeIBUpa OT aHATOTHYHBIX
MoKazaTeJiel B TPYIIE 3J0POBBIX JTOOPOBOJBIEB. YTOYHEHHOE CpEIHEE T€OMETPHUUYECKOE
cootHomieHue (90 % 1) AUCinf 1 Cmax HUpMaTpEJIBHpA MPY CPABHEHHUH y MMAITIEHTOB CO CPEIHEH
CTETCHBIO NMEYCHOYHOU HEIOCTATOYHOCTH (TeCT) ¢ HOpMAIbHON (QyHKIIMEW MeueHu (CpaBHEHHE)
cocraBmwio 98,78 % (AU 70,65 %, 138,12 %) u 101,96 % (AU 74,20 %, 140,11 %),

COOTBETCTBCHHO.
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TSDKEJION CTENEHBIO ITEYCHOYHON HEIOCTATOUYHOCTH.

Pacosvle u smnuueckue epynnoi

CucreMHasi SKCIO3UIIMS TIpenapaTta U pUTOHABUPA CPENIU SIMTOHCKUX YYACTHUKOB HMCCIICIOBAHUS
Oblla HWXKE 10 BEJIMYMHE, HO KIMHUYECKH 3HAYMMO HE OTJIMYAJach OT SKCHO3UIUU Y
3a11aJHOEBPOIIEHCKUX YYACTHUKOB.

DdapMaKOKMHETUYECKOE B3aUMOJAEHCTBUE

CYP3A4 BHec OCHOBHOW BKJIaJ B OKHCIUTEIbHBI METa0OJM3M HUPMaTpPENIBHpa, KOTJa
HUpPMATpeNBHp ObUI MPOTECTUPOBAH OTIECIBHO B MUKpPOCOMax IEYEHU ueloBeka. PuToHaBup
sBrisieTcst ”HTuOuTOpoM CYP3 A 1 moBBIIIIaeT KOHIIEHTPALIMIO HUPMATPEIBUPA B TIa3Me KPOBH U
JPYTUX JIEKAPCTBEHHBIX CPEJCTB, KOTOphle B OCHOBHOM MeTabonusupyrorcs CYP3A. Hecmotps
Ha OJIHOBPEMEHHOE TPUMEHEHHE C PUTOHABUPOM B KauecTBe (PapMaKOKMHETUYECKOTO YCUITUTES,
CYLIECTBYEeT TOTEHIUAN /s CHJIbHBIX HMHTUOMTOPOB UM HHAYKTOPOB JJisi HW3MEHEHUs
(hapMaKOKMHETUKA HUPMATPEJIBUPA.

HupmatpenBup He okasbiBaeT obparmmoro mHrubuposanuss CYP2D6, CYP2C9, CYP2C19,
CYP2C8 wmmu CYPIA2 in VitrO B KJIMHHUYECKH 3HAYUMBIX KOHIICHTpAIMSX. Pe3yibTaThl
ucciaenoBanus iN VItro mokasaid, 4TO HUPMATpPENBUP MOXeT ObiTh HHAYKTOpoM CYP3A4,
CYP2B6, CYP2C8 u CYP2C9. Knunuueckas 3Ha4MMOCTb Hen3BecTHA. OCHOBBIBAsACH HA JAHHBIX
UCClieIoBaHmiA iN Vitro, HupMaTpenBup 00J1agaeT HU3KUM MOTeHIMantoM naruouposanus BCRP,
MATEZ2K, OAT1, OAT3, OATP1B3 u OCT 2. CymecTtByeT NOTEHIMAI y HUpMaTpesBHpa
unrubuposate MDR1, MATE 1, OCT 1 u OATP1B1 B knuHU4eCcKH 3HAUUMBIX KOHI[CHTPAIUSX.

6. ®APMAIEBTUUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB
[em1r0s103a MUKPOKpUCTAJUTMYECKAs]

JlakTo3a
Kpockapmenno3za Harpus
Kpemuus 1uokcua KoJsIOUIHbIN

Hatpus creapundymapat
I1nesouHas obosouka Onanpaii ® AMB 11 Gensrii 88A 180040

[TonuBunumnoseiit ciupt (E1203)
Tanbk (ES53b)

Turana quokcun (E171)

['munepu bl JKUPHBIX KUCTOT (T 1)

Hatpus naypuncynsgar
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6.2. HecoBMecTHUMOCTL

He npumennmo.

6.3. Cpok rognocTu (CpOK XpaHeHus1)

2 roja.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

ITpu Temneparype He Boie 25 °C.

6.5. XapakTep u coep:kaHie NEPBUYHON YIAKOBKHU

ITo 10, 20, 40 TabmeTox B OAaHKY M3 IMOJIMATHIICHA BHICOKOH IJIOTHOCTH C 3aBUHYHBAIOIIMMHUCS
KPBIIIKAMHA W3 TOJMATHJICHA BBICOKOW IUIOTHOCTH WJIM TOJIMIIPONMIICHA, C OCYIIUTEIEM, C
3aIUTON OT JIeTeH U KOHTPOJIEM MEPBOTO BCKPHITHSI.

[To 1 Ganke BMECTE C IMCTKOM-BKJIABIIIEM TOMEIIAIOT B TAYKY U3 KapTOHA.

6.6. Oco0Oble Mepbl MNPeIOCTOPOKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJH OTXO0JA0B, TMOJYYeHHbIX TOcJde NPHMEHEeHUs
JIEKAPCTBEHHOT'0 Mpenapara, i Apyrue MaHUIYJISIIUN ¢ Penaparom

Bech ocraBmmiics iekapCTBEHHBIN TTpenapar U OTXObI CIIEYeT YHUUTOXUTh B YCTAHOBIEHHOM

MOopsAaKe.

7. JAEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «<AMEJIAPT»

109316, r. MockBa, Boarorpaackuii npocnexT, a. 42, k. 24, stax 2, koM. 11.1
Tem.: +7(495) 741-46-65

®akc: +7(495) 741-46-65

Anpec snexTpoHHO# outsr: info@amedart.ru

7.1. IlpeacraBuTe/Ib AeprKaTeJIsl periCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3un norpedbUTENEH HAOPABIATE 110 aIPECY:

Poccuiickas ®@enepanns

000 «<AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495) 741-46-65

dakc: +7(495) 741-46-65

Anpec snekrponHo# moutsl: info@amedart.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA
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ot 03.12.2025 N2 30019
(NOCNEOOBATENEHOCTE 0003)
9. TATA MEPBUYHOM PETMCTPALININ (MIOATBEPKIEHUS

PEI'ICTPALIMU, TIEPEPEI'UCTPALIUN)

Jlara nepBoii peructpanuu:

10. JATA NEPECMOTPA TEKCTA

OO0mas xapakTepuCTHKa JiekapcTBeHHoro npenapara Hupmarpensup-AMEJIAPT nocrynna Ha

uH(pOpMallMOHHOM TMopTaje EBpa3suiickoro »KOHOMHMYECKOTO COr03a B HH(OPMAaLMOHHO-

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