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OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOIFO HPEIAPATA = 1003

1. HAMMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Hapynaup, 800 mr, TaG1IETKH, TOKPBITHIE TUICHOYHOW 000JI0YKOM

2.  KAYECTBEHHBII M1 KOJTMYECTBEHHBI COCTAB

JlelicTByrolIee BEMIECTBO: TapyHABUD

Kaxknas TabieTka, mOKphITas IIIEHOYHOM 000J109Koi, coaepkut 800 Mr napyHaBupa.
BcenomoratenbHble BeliecTBa, HalWMuMe KOTOPHIX HAJ0 YYHMTHIBAaTh B COCTaBE JIEKAPCTBEHHOTO
Ipenapara: Kpacureib colnHeuHbli 3akat kentbiil (E110) (cm. pasnen 4.4).

[TonHbIi IepeueHb BCIIOMOTaTENbHBIX BEIIECTB NMPUBEIEH B paszene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MJICHOYHON 000T0UYKOH.

OBasbHbIE JBOSIKOBBIIYKJIbIE TaOJETKH, MOKPBITHIE IUIEHOYHON 00O0JIOYKOM OpaH)KEBOro IIBETA, C
rpaBupoBKoil «D45» Ha oxHo# cropoHe u «H» Ha npyroit cropone. Sapo TabneTkyu Ha U3JIOME OT

0eJ1oro 10 o4yt Oeoro mBera.

4.  KIIMHUYECKHUE JAHHBIE

4.1 Tloka3aHusi K NPUMEHEHUIO

IIpenapat lapyHaBup MoKa3aH K IPUMEHEHUIO y B3pPOCIBIX MMAlUEHTOB cTapuie 18 neT i eueHus
BUY-undexnun (B KoMOMHAMU C HU3KOHM /10301 pUTOHABHpA U JAPYTUMHU aHTHPETPOBUPYCHBIMU
npenapaTami).

4.2 PekuM J103UPOBAHMSA M CIOCOO MPUMEHEeHUs

JlapyHaBUp JOJDKEH Ha3HAa4yaTbCs Bpadamu, UMeomuMH onbIT JedeHuss BUY-undexunun. Ilocne
Hayaja TepanuM AapyHaBUPOM IMalMEHThl HE JODKHBI M3MEHSTh WIM MpeKpallath Tepanuio 0e3
KOHCYJIbTAIlH C JICYAIUM BPadOM.

PexxuM 103upoBaHus

JlapyHaBup Bcerjga cieAyeT Ha3HadyaTb C HHU3KOM J1030M PUTOHABUPA B KauyeCTBE CpEICTBA,
YIIyYIIAIOLETo ero (apMakOKMHETHYECKHE XapaKTepUCTUKU, a TakKe B KOMOMHAIMHM C JAPYTUMHU
aHTUPETPOBUPYCHBIMH IpernapaTamMu. BO3MOXHOCT, Ha3Hau€HHsS pPUTOHABUpPA JOJKHA OBITH
paccMOTpeHa /10 Havaja Tepanuu JapyHaBupom/puToHaBupoM. IlosToMy mepen HavasoMm Tepamuu
JapyHaBUPOM HEOOXOAMMO O3HAKOMHUTHCS € OOIIeH XapaKTepHCTUKOM JIEKapCTBEHHOrO MpenapaTa
putonaBupa. [locne Hagana Tepanuu JapyHaBUPOM MALIMEHTHI HE JOJKHBI H3MEHATh WIIM IPEKPAIaTh

Tepamnuio 0e3 KOHCYIbTALUH C JIEYALIM BPauOM.
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Tabumua 1. Pexomenryemast 1o3a 1apyHaBUpa U PUTOHABHPA JJIS B3POCIBIX ITALIUEHTOB

IMauneHTHI, paHee He
NMoJIy4aBlIde HHTMOUTOPHI
nporteasbl

HaHHeHTbI, paHee nmojayvyaBiiue I/IHFI/IGI/ITOpr nmporeasbl

He MMeKe MyTaluii,
BbI3BIBAKOIIUX PE3UCTEHTHOCTh
K JapyHaBUPY™ (¢ MJIa3MeHHbIM
yposanem PHK BHUY-1 < 100000

KOIUA/MJI 1 KOJIHYeCTBOM
CD4+ kaerok >100 x 106/)

HMemlIue M0 KpalHel Mepe
1 MyTanuo, BbI3bIBAKOILYIO
PE3MCTEHTHOCTb K

AapyHaBUpY™

800 mr 1 pa3 B cyTku B
koMmOuHarmu co 100 mr
pUTOHABUPA, BO BPEMS €1b

800 mr 1 pa3 B cyTku B
koMmOuHamu co 100 mr
pUTOHABUPA, BO BPEMS €]IbI

600 mr 2 pa3a B CyTKHU B
koMOuHarmu co 100 mr
pUTOHABUPA, BO BPEMSI €JIbI

*MyTanuu, BBI3BIBAIOIINE PE3UCTEHTHOCTh K mapyHaBupy: V11l V32I, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V.

JUis NauueHTOoB, paHee IMOJIy4aBIIMX HWHTUOUTOPBI NPOTEas3bl, PEKOMEHAYETCS IpOBEIECHUE
TeHOTUIINYECKUX aHAIHU30B.

[Ipy HEBO3MOKHOCTH NPOBEIEHUSI FEHOTUIINYECKUX aHAJIU30B, MAllMEHTaM, paHEee HE IMOIy4aBIIUM
MHTUOUTOPHI MPOTEas3bl, pEKOMEHYETCsl MPUHUMATh KOMOMHALIMIO AapyHaBUp/pUTOHaBHp | pa3 B
cytku 800 mr/100 mr, a manueHTam, paHee MOJY4YaBIIMM HWHTHOUTOPHI MPOTEa3bl, PEKOMEHyeTCs
MPUHUMATh KOMOMHAIMIO TapyHaBup/putoHaBup 2 pasa B cytku 600 mr/100 mr.

Tun numu He BiusgeT Ha abcopbumio gapyHaBupa. Puronasup (100 Mr) ucnonb3yercs B KayecTBe
ycuiuTens papMakKOKMHETUKH JapyHaBUpa.

IIponyck npuema komoOuHayuu 0apyHasup/pumoHasup

Ilocne Hawana Tepanuu npenapatoM JlapyHaBUp NAIUMEHTHl HE JOJDKHBI IPOIYCKaThb OYEPENHOMN
IpUeM Ipenapara, a TakKe M3MEHSATh WIM IMpeKpalaTh Tepanuio 0e3 KOHCYJIbTallUU C JIeYalluM
BpauoM. /laHHbIE peKOMEHJallui OCHOBAHbI Ha MEPHO/IE MOITYBbIBEACHUS JapyHaBUPA B IPUCYTCTBUU
pPUTOHABHpa U yCTaHOBJIEHHOM peXHME IpUEMa IMpenapara uyepes Kaxable 24 yaca. B ciydae, ecin
preM KOMOMHAIMK 1apyHaBUp/PUTOHABUD Ha3HAa4YeH 1 pa3 B CyTKH M OI03/1aHUE B IPUEME COCTABHIIO
MeHee 12 yacoB, MPOMYLICHHYIO /103y CJEIyeT KaKk MOXHO CKOpee MPHUHITh BMECTEe C NUIIEeH U
BO300HOBUTH OOBIUHBIN PEXXUM JI03UPOBAHMUS;, €CITU OTI03/IaHUE B IpHUeMe cocTaBuiio 6osee 12 vacos,
TO MPOMYIIEHHYIO 103y IPUHUMATh HE CIIEAYET, U CIEAYIOIIas 1032 MPUHUMAETCS B OOBIYHOE BpeMsl.
JlaHHBIE PEKOMEHJALMM OCHOBAaHbI Ha 15-4acoBOM MEpUOJE TMOIYBBIBEACHMS JapyHaBUpa B
MIPUCYTCTBUU PUTOHABUPA M YCTAHOBIEHHOM pEeXUMeE IpueMa Iperapara yepes kaxaele 12 gacos. B
cllydae, eclId NMpueM KOMOWHALUU JapyHaBUpP/pUTOHABHP Ha3Ha4yeH 2 pa3a B CYTKH M OINO3JaHHE B

npueMe COCTaBUJIO MCHEC 6 4acCoB, MPOMYIICHHYIO AO3Yy CJICAYCT KaK MOKHO CKOPEC NPUHATH BMCCTC

C IHIEH U BO300HOBUTH OOBIYHBIIN PCKUM JO3UPOBAHUA, €CJIIN OIIO3JaHNUEC B IIPUEME COCTABUIIO Ooiee
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BpeEMsL.

Oco0ble rpynisl MalueHToB

Ilayuenmol nodxxcunozo 6o3pacma
Nudopmanuga mo NPUMEHEHHIO Yy TMOXWIBIX IalUeHTOB orpaHnuyeHa. llostomy koMOuHarus
JTapyHaBUP/pPUTOHABUP JOJDKHA MPUMEHSTHCS C OCTOPOKHOCTHIO Y MAlMEHTOB JAHHOM BO3PACTHOM
rpymnbl (cM. pazaenst 4.4 u 5.2).
Tayuenmul ¢ Hapywenusmu QyHKYUU novex
Y nanueHToB ¢ HapylmleHUsMH ~(YHKOUM TOYEK HW3MEHEHHWE /03 B  KOMOHMHAIMH
JTapyHaBUpP/pUTOHABHUP HE TpeOyeTcs (cM. pa3aenst 4.4 u 5.2).
Tayuenmoi ¢ HapyweHuAMU DYHKYUU NeYeHU
VY manueHToB ¢ JIErKOW WK CpeHel CTereHn HapylleHneM QyHKIuK nedenu (kinacc A u B mo Yaiinn-
[Ipr0) KOppekuuMu A03bI He TpeOyeTcs, OAHAKO HeoOXOAUMO COOII0AaTh OCTOPOXKHOCTH MPH
MIPUMECHCHUY KOMOWHAIIMY JapyHaBUP/PUTOHABHP Y ITUX MarueHToB. MH(bOopMaIus 1o MpuMEHEHHIO
KOMOMHHPOBAHHOW TEpaNuy JapyHABUP/PUTOHABHP TPH TSHKEIBIX HAPYMICHUSX (YHKIMH MCYCHH
OTCYTCTBYET; CJIEOBATE€NbHO, [aTh creuu(uuecKkue peKOMEHJAIMH T[O JO3MPOBAHHUIO HE
MpeJICTaBIseTCcsl BO3MOXKHBIM. [IpreM koMOMHAIIMK JapyHaBUP/PUTOHABHP Y MAIMEHTOB C TSHKEIOM
neYeHOoYHON HepocTarouHocThio (Kitace C mo Yaina-ITsio) mportuBonokasan (cM. pazaenst 4.3, 4.4 u
5.2).
bepemennocmo u nocrepodosotui nepuood
He tpeOyercst koppekuuu A03b1 KOMOWHAIIMHM JapyHABUP/PUTOHABUP y TAIMEHTOB BO BpeMs
OEpeMEHHOCTH M B TOCiepoaoBoi nepuoa. Heo6xoamMo coOimogaTh OCTOPOKHOCTh y TIAIIUEHTOB,
OJTHOBPEMEHHO NMPHHUMAIOIINX MPETapaThbl, KOTOPbIE MOTYT YMEHbBIIATh KOHIICHTPAIIMIO JapyHaBUPa
B IJ1a3Me KpoBH (cM. pazaensl 4.4, 4.6 u 5.2).

eTH
JapyHaBup He cienyeT HazHadyaTh AeTsM oT 0 1o 18 jmeT B JaHHOM JeKapcTBEHHOM (opme B CBS3H ¢
HEBO3MOKHOCTBIO 00€CTICUUTh PEKUM JI03UPOBAHHS.

Cnoco0 mpuMeHeHus

BuyTps. [TantueHThI 10MKHBI OBITH TPOMHCTPYKTUPOBAHBI O IpueMe npenapara JlapyHaBUp ¢ HU3KOMH
710301 pUTOHaBUpa He no3Hee 30 MUHYT MOCIe 3aBepIICHUS €/1bl. THIl MUIN HE BIUSIET
Ha abCopOIHIO TapyHaBUPA.
4.3 TIpoTHBONOKAa3aHMA
e [ umepyyBCTBUTENBHOCTh K JapyHaBHpPY WM K JIIOOOMY M3 BCIIOMOTaTENbHBIX BEIIECTB,

MEepPEYHCIICHHBbIX B 6.1.
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e OpHOBpeMeHHBIH mipueM mpenapara JlapyHaBup 1/1 T)I/I %E HUBRUX ~103a% " ¢

npernaparami, KIMPEHC KOTOpBIX IPEUMMYILECTBEHHO ompeenserca H30(epMeHTOM
utoxpoma P450 CYP3A4, u noBbIlIeHHE KOHIEHTPAIUUA KOTOPBIX B IUIA3ME COMPSIKEHO C
BO3HUKHOBEHHEM CEPBE3HBIX H/MIU YIPOXKAIOUIMX KU3HH TOOOYHBIX 3(P(PeKToB (y3KHi
TepaneBTHUeCKUi auana3oH). K TakuMm mnpemaparaM OTHOCATCS acTeMHU30J, ai(y303HH,
KOJIXMIMH (Y MAIMEeHTOB C MOYEYHOH MM NEeUYCeHOYHOH HEeI0CTaTOYHOCTHIO), AANOKCETHH,
cunaeHadun (MPUMEHSAIOUIMICS A TEpanuu JIETOYHOM apTepHalbHON THUIEPTEH3HH),
aBaHaun, TepdeHaguH, MUAa30idaM (IEpOpAIbHO), HAJIOKCEToJ, TpHa3ojaM, LU3aNpHU/,
MUMO3UJ, JypasuIOH, paHOJA3WH, CEPTHHIOJ, KBETHAIlMH, Ipemnaparsl, COACpXkKallue
aJIKaJIOUbl CIOPBIHBY (3PrOTaMUH, TUTHIPO3PIOTAMUH, 3PIrOMETPUH U METHUIISPrOMETPHUH),
nBaOpajvH, KOMOWHAIMs JIONUHABHP/PUTOHABUD, aMHOAAPOH, OEmpuaAWi, APOHEIAPOH,
KOMOWHAIMSI TPa3oNpeBUp/I0acBUp, XUHUIWH, CUMBACTaTWH, JIOBACTaTWH, NaOWraTpas,
TUKarpesop, JJoMuTanu (cM. Takxe paszaen 4.5).

e [Ipu npumenennu npenapara JlapyHaBup U puTOHaBUpA B HU3KUX 033X NAL[UEHTHI HE JOJKHBI
OJTHOBPEMEHHO MPHUMEHATh Ipenaparbl, cojepxkaliue pupaMIuLIUH, a TaKKe Mpenaparsl,
coJiepaKalie SKCTPakT 3BepoOos mpoabipsBiaeHHoro (Hypericum perforatum), mockoiabkKy
OJIHOBPEMEHHOE ITPUMEHEHNE MOXKET IPUBECTU K MOHMKEHHUIO KOHLIEHTPALUU 1apyHaBUpa U
pUTOHABHpa B IUIa3Me. DTO MOXXET MPHUBECTH K IOTEpEe TEepameBTHUECKOro 3(dexra u
Pa3BUTHIO PE3UCTEHTHOCTH (CM. paszen 4.5).

e Tspkenas nmeyeHo4YHast HeqocTaTouHOCTH (Kiacce C no Yaina-I1eo).

e Jlerckuii Bo3pact a0 18 mer.

4.4  OcoOble ykazaHMsl M MepPbl PeJ0CTOPOKHOCTH NIPH NIPUMEHEHUH

C 0CTOPOKHOCTBIO

— YV manueHToB ¢ HapylleHHeM (YHKIMH MeUeHH JeTKON U CpelHel CTENeHH TshKeCTH (KIacchl
A u B mo Yaiing-ITsr0).

— VY namnueHToB ¢ aJUIepruen K CyJIbPOHAMHIAM.

— YV nauueHToB, KOTOpbIE BO BpeMsi OEPEMEHHOCTH U B MOCIEPOJI0BON MEPUO] OAHOBPEMEHHO
MPUHUMAIOT Mpenaparhbl, KOTOPbIe MOTYT YMEHbBINATh KOHIEHTPALIMIO JapyHaBUpPA B MIa3Me
KpPOBH.

— YV nanueHToB MOXWIOTo Bo3pacTa (0T 65 jeT u crapiue).

— CoBMeCTHOE IPUMEHEHHE He PEKOMEHIYETCSI CO CIICAYIONIMMH TperapaTtamMmu (cM. pasaen 4.4
noapasnen «OcoOble ykazaHus» u pasfaen 4.5): cakBHHaBHp; amukcabaH, 30KcadaH,
puBapokcabaH; pudaneHTHH; -3IBEpPOJUMYyC; OeTameTa3zoH, OyaecoHun, QIyTUKA30H,

MOMETa30H, TMPEAHU30H, TPUAMIMHOJIOH; OOLENpeBHUp, TENANPEBUpP, DIBUTErPABUD,
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TJICKANPeBUP/MTMOPEHTACBUD, CUMEIPEBUD; HpHHOTéQQF%@Mé@e%BEF tﬂéga'n;d}'yﬁll I:I(:I!EJ'IH

JICYEHUs JIETOYHOM apTepraibHON TMIIEPTEH3UN ).

— CrenyeT mpUMEHSTH C OCTOPOXKHOCTBHIO CO CIEAYIOIMMH Tpenaparamu (cM. pasuen 4.4
noapasnen «OcoOble ykazaHus» u paznen 4.5): muzonupamun, GICKauHUA, JTUIOKAHH
(cucTeMHO), MEKCHUJIETHH, TMponadeHoH; KIApUTPOMUIIMH, JOMIIEPUIIOH; (IIyKOHA30JI,
M3aBYKOHA30J, HUTPAaKOHA30J, M03aKOHA30JI, KJIOTPUMAa30J, KETOKOHA30J; (e30TepouH,
conmudeHaut; apremeTep/aymMmeGanTpuH; 1a3aTHHUO, HIJIOTHHUO, BUHOJIACTHH, BHHKPHUCTHH
JIeKCaMETa30H (CHCTEMHO); cruiaeHad I, Taganadu, BapaeHau (1U1s JISYSHHS SPEKTHILHOM
TUCHYHKITIH ).

— Crenyet u3beratb COBMECTHOTO MIPUMEHEHHUS CO CIIEAYIOIIUMU MpernapaTamu (cM. pazzaen 4.4
noapaszaen «Ocobble ykazanus» u pazzen 4.5): penobapoutai, GeHUTONH; BOPUKOHA3O0M.

Oco0nie YKa3aHHuiA

[TanieHTOB HEOOXOAMMO TPOUH(POPMHUPOBATH O TOM, YTO COBPEMEHHBIC AHTHUPETPOBUPYCHEIC
npenapatsl He usneunBaroT BUY-undexunto u He npenorspamatoT nepenadwy BUY, B Tom uucie
10JI0BbIM IyTeM. [lanmenTam cienyer pa3bsCHUTh HEOOXOAUMOCTh COOJIOIEHUSI COOTBETCTBYIOIUX
Mep NPEAOCTOPOKHOCTH.

Ha ¢one tepanmum mnpenapatoMm J[lapyHaBHp HEOOXOIMMO TPOBOAMTH PETYJSPHYIO OIICHKY
BHUPYCOJIOTMUECKOTO OTBeTa. B ciyyae OTCYTCTBUS MM IOTEPU BHPYCOJIOIMYECKOIO OTBETa
HE00XO0/IMMO MTPOBECTH UCCIIEI0OBAaHNE HA HAJTMYUE PE3UCTEHTHOCTH.

JlapyHaBUp MPEUMYILIECTBEHHO CBSI3bIBAETCS C alb(a-1-KUCIbIM TITUKONPOTENHOM Iu1a3Mbl. CTeneHb
CBSI3bIBAHUS 3aBHCUT OT KOHLIEHTPALlUU CBOOOAHOTO alib(a-1-KUCIoro rmukonpoTenHa.

TakuM 006pazoM, HeNb3s UCKITI0YaTh BIMSHHUE MPENapaToB ¢ 0OJBLINM CPOACTBOM K anbda-1- kuciomy
TJIMKONPOTEUHY TJIa3Mbl HA KOHLIEHTPALHIO CBOOOIHOr0 JapyHaBupa (cM. paszzen 4.5).

llayuenmul, panee nonyuasuiue nevenue — npuem npenapama I pas 6 cymxu

KoMbOunanus gapyHaBup/puTOHaBUpP HE TOJIKHA IPUMEHATHCS C YacTOTOM 1 pa3 B CyTKH y NAIlUEHTOB,
paHee MOMyYaBIIMX HHTUOMTOPBI NpOTEa3bl M HMEIOLIUX, MO KpalHeH Mepe, OJHY MYyTalulio,
BBI3BIBAIONIYIO pe3ucTeHTHOCTh K mapyHaBupy (V111 V321, L33F, 147V, I50V, 154M, I54L, T74P,
L76V, 184V u L89V) unu ¢ nnazmennsiM yposHem PHK BMU-1 > 100000 konuii/mMi1 1 KOJIMYECTBOM
CD4+ knetok < 100 x 10%1 (cM. pazzmen 4.2).

[IpumeneHne KOMOMHALMK JAapyHABUP/PUTOHABUP COBMECTHO C ONTHMHU3UPOBAHHON 0a30BOii
tepanueit (OBT), Brmouaromeit 2 u 6onee npenapata kinacca HUOT (Hykieo3uaHble HHTHOUTOPHI
0OpaTHO# TPaHCKPHUINTA3bI), HE U3y4YaJOCh Y TAKHX MAIMCHTOB. JJaHHbIE O IPUMEHEHUH Y TTAlUCHTOB
¢ BUY-1 npyrux rpynm, 3a HCKJIIOU€HHEM Tpymiisl B, orpanndens (cM. pazaen 5.1).

Hab;ueHMbl nooaicunoco so3pacma
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cTapIlie BecbMa OrpaHHYeHa, He00X0IMMO COOIIIOIaTh OCTOPOKHOCTD TPH JICUCHUH TaKUX MAIlMEHTOB
npenaparoM JlapyHaBHp, MOCKOJBKY y HUX Halle BCTpedaeTcss AMCHYHKIMS MEYEeHU, U OHH Yalle
CTpaJatoT COMYTCTBYIOIIUMU 3a00JI€BaHUSAMU WM IPUHUMAIOT KOMOMHUPOBAHHYIO TE€PAIHIO.

IIpuem ¢ pumonasupom

JapyHaBup Bcerga cCileQyeT Ha3HayaTb C HU3KOW JI030M pPUTOHABHpa B KadyeCTBE CPEICTBA,
YIIy4IIAlomEero ero (papMakOKMHETUYECKUE XapaKTEPUCTUKU, a TAKKe B KOMOWHAIMU C JAPYyTUMH
aHTUPETPOBUPYCHBIMH Tpenapatamu (cM. paszgen 5.2). Ilostomy mepen HayalioM Tepamnuu
JTapyHaBUPOM HEOOXOJMMO O3HAKOMHUTHCS C OOIIe XapaKTepUCTUKOW JIEKApCTBEHHOrO MperapaTa
puToHaBupa. AOGCONMIOTHASE OMOAOCTYIMHOCTH TOcie pa3oBoro mpuema 600 Mr gapyHaBHpa COCTaBHIIA
npuMepHo 37 % u yBenuuuiaack NpuMepHo 10 82 % mocie npuema aapyHasupa B komOuHamu co 100
MTI' pUTOHABHUpa JBa pa3a B cyTku. CymmapHbiid 3pQexT ynyunieHus: papMakOKUHETHKU JlapyHaBUpa
PUTOHABUPOM BBIPA3UIICS IPUMEPHO B 14-KpaTHOM yBEIUYEHUH KOHIIEHTPAIIMHU JapyHaBUPa B IJ1a3Me
MoCJIe mprueMa OJHOM 10361 3Toro npemnapata (600 mr) B komOuHammu co 100 Mr puToHaBHpa J1Ba pas3a
B cyTkH. Takum oOpa3om, npenapat JlapyHaBup HEOOXOAWMO NMPHUHUMATH TOJIBKO B KOMOMHAIINU C
HU3KOM /10301 pUTOHABUpA B KadecTBE (papMaKOKHMHETUUYECKOTo ycunuTens. [loBeilieHne ykazaHHOM
J103bl PUTOHABHPA HE MPUBOAUT K 3HAUUMOMY YBEIHUEHHUIO KOHIICHTPAIMK JapyHaBHpa B IUIa3Me, U
MO3TOMY JI03Y PUTOHABUPA HE PEKOMEHAYETCS MOBBIIIATH.

bepemennocmu

[Tpenapar JlapyHaBup cieqyeT NMPUMEHSTh BO BpeMs OEpeMEHHOCTH TOJIBKO B TOM Cllydae, eciu
NOTEHIMaJbHAasl TOJIb3a MPEBBIIIAET BO3MOXKHBIA pHUCK. CleqyeT ¢ OCTOPOKHOCTBIO MPHUMEHSThH
npernapaTsl, KOTOPbIE MOTYT IPUBECTH K CHIDKEHHIO KOHIIEHTPAIMH TapyHaBHpa y OEpEeMEHHBIX (CM.
paznensi 4.5 u 5.2).

Kooicnvle peaxyuu msoicenoti cmenenu

VY 0,4 % mauueHTOB IpU NpUEeMe AapyHaBUpa ObUIM 3a(UKCUPOBAHBI KOXKHBIE PEAKIUHM TSKETON
CTETIEHH, KOTOpPBIE MOTYT CONPOBOXKIATHCA JUXOPAAKOW W/WIM yBEIUYCHUEM AaKTHBHOCTH
ne4eHo4HbIX TpaHcamuHas. DRESS cunnpom (JiekapcTBeHHas ChIb C 303MHOGUINEN U CUCTEMHBIMU
nposiBiieHussiMH) W cuHapoMm CruBeHca-/xoHcoHa ¢ukcupoBaics peako (< 0,1 %). B
MOCTPErUCTPALIMOHHOM NIEPHO/IE COOOIIATIOCh O PA3BUTHH TOKCHUYECKOT0 SIHIEPMATIbHOT0 HEKPOIM3a
¥ OCTPOTO TEHEPAJTM30BAHHOTO HK3aHTEMATO3HOTO IycTye3a. [Ipu BO3SHUKHOBEHHH MPU3HAKOB HIIH
CHMIITOMOB KOXHBIX PpEaKIUil TSHKEJIOHW CTemeHW (CBITb TSDKEIOTO TEUEHHs] WM  CHIMb,
COIIPOBOKAAeMasi JIMXOPAJIKOH, OOIIMM HEIOMOTaHUEM, YCTaJOCThiO, OOJIIMH B MBIIIIAX HWIH
CyCTaBax, BOJJIBIPSIMH, IOPAKEHUSIMH POTOBOW MOJOCTH, KOHBIOKTMBUTOM, T€MaTUTOM W/WUJIH

s03uHOGUINEH U Ap.) TPUEM JlapyHaBUPA HEOOXOIUMO HEMEJICHHO MTPEKPATHUTh.
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MPUHUMAIOIINX OJTHOBPEMEHHO paJITErpaBUp U KOMOMHALIMIO AapYHABUP/PUTOHABHP 110 CPABHEHHUIO C
MaIMEeHTaMH, TIOJIyYaBIIMMH 110 OT/ICIHOCTH PAJITETPaBUpP WIM KOMOMHALIMIO 1apyHaBUP/PUTOHABHD.
HapyHaBup coaepxut cyiabpoHamuaHyto rpynmny. [IpumeHenue napyHaBupa MalUEHTaMH C
aiseprueil Ha cynb(oHaMUABI JOKHO MPOU3BOAUTHCS C OCTOPOKHOCTBIO.

HaI_II/IeHTBI C CONNYTCTBYIOIMMUMHA 3a00J1¢BaHUSIMH

Iayuenmui ¢ 3a001e6anuAMU NEYEHU

JlaHHBIE 110 TPUMEHEHHIO KOMOUHAIMK 1apyHaBUP/PUTOHABUP Y NALIMEHTOB C TSDKEJIBIM HapyILIEeHHEM
(GYHKIMH [I€YEHU OTCYTCTBYIOT; CIIE€JOBATEJIbHO, [JaTh CHElU(PHUUECKHEe PpEKOMEHIALUU II0
JO3UPOBAHUIO HE NPEACTABISIETCS BO3MOXHBIM. [IpueM KomMOWHAIMKM JapyHaBHp/pUTOHABUD
IIPOTUBOIOKA3aH y MMAallUEHTOB € TSHKEION eUeHOUHOM HeocTaTouHOCThIO (Kiace C o Yaina-I1e10).
OCHOBBIBasACh Ha JJAHHBIX, YTO CTaOMJIbHbIE (papMaKOKMHETHYECKHE MapaMeTpbl NMpH MPUMEHEHUU
JlapyHaBUpPA y MNAIMEHTOB C JIETKMM M YMEPEHHOM CTENeHU HapylieHneM (QyHKIuM neyeHu (kiace A
u B no Yaiina-Ileto) cpaBHUMBI ¢ apaMeTpamMu y 310pOBBIX JIHI], KOPPEKLUHU J103bl HA[UEHTaM C
JIETKUM M YMEPEHHOW CTeNeHHW HapymeHueM (QyHKuuu nedeHu (kiacc A u B mo Yaiinn-Ileio) e
TpeOyeTcsi, OJTHAKO CIIEAYET C OCTOPOXKHOCTBIO MPUMEHSTh KOMOMHALIMIO JapyHaBUP/PUTOHABUD Y
ATUX MaIMeHTOB (cM. pasnensl 4.2, 4.3 u 5.2).

I'enamomokcuunocmsv

[Ipn npuMeHeHNN KOMOWHAIMU JAapyHABUP/PUTOHABUP BO3MOXKHO Pa3BUTHE TEMATHUTA, BBI3BAHHOTO
IPUMEHEHHEM JIEKapCTBEHHBIX MTPENaparoB (HanpuMep, OCTPbIN renaTtuT, UUTOIUTUYECKUN TeNaThT).
I'ematur Habmomancs y 0,5 % mManueHToB, MOMYYarOIIMX KOMOMHUPOBAHHYIO Teparuio
JTapyHaBUpP/pUTOHABHUP. Y MALIMEHTOB C HAPYLIEHUSMHU (PYHKIHMU MEYEHH, B T.Y4. C XPOHUUYECKUM
aKTUBHBIM renatutoM B nnu C, uMeeTcs MOBBILIEHHBIH PUCK PAa3BUTHSI TSKEIBIX TOOOUHBIX 3 PEKTOB
CO CTOpPOHBI TIEUEHHU.

Heo6xonuMo NpOBOAMTE MOHHTOPUHI COOTBETCTBYIOUIMX JaOOpaTOPHBIX IOKa3zaTelell mnepen
Ha3HaYeHHUEM KOMOMHHUPOBAHHOM Tepanuu JapyHaBUP/pUTOHABUP M BO Bpems JieueHus. Crienyer
pPaccCMOTPETh BO3MOXKHOCTh KOHTpousist yBenumdenus: akTuBHOCTH ACT/AJIT y mnanueHToB C
XPOHUYECKHM TEMaTHUTOM, LUPPO30OM MM y MAIMEHTOB, y KOTOPHIX HaOJro/Aanach MOBBIIICHHAS
aKTUBHOCTh TPaHCAMHHA3 IepeJ]l HayaJloM TEparuu M, OCOOCHHO, B TEUEHHE IEPBBIX HECKOJIbKUX
MecAIIeB KOMOMHUPOBAHHOM Tepanuu KOMOWHAIUEH JapyHaBUP/PUTOHABHUD.

B cnyuae oOHapyxeHHs HapylmleHUH (YyHKUMM TEYEHW WM YXYAUIEHUs HX TsKeCcTH (B T.4.
KJIMHUYECKH 3HAUMMOE YBEJIMUEHUE aKTUBHOCTH «II€UEHOYHBIX» (PEPMEHTOB U/WJIM TAKUX CUMIITOMOB,
KaK yCTaJloCTh, aHOPEKCHS, TOLTHOTA, )KeITyXa, MO4a TEMHOT'O I1BeTa, 00JIE3HEHHOCTD MPH MaJbIalluH
MEYEeHH, TeraToMeraiaus) cileAyeT pPacCMOTPETh BO3MOXKHOCTh MPEPBHIBAHUSI WM OTMEHBI Tepamuu

KOMOWHAIMEH TapyHaBUP/PUTOHABHP.
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Habﬂ/leHl’l’lbl ¢ 3a400/1e8AHUAMU NOYEK

[loykn WrparOT HE3HAYUTEIBHYIO DPOJb B KIUPEHCE AapyHaBHpa, U IO3TOMY Yy MALUEHTOB C
3a00JIeBaHUSAMHU MOYEK OOMIMI KIMPEHC AapyHaBUpPA MPAKTHUECKU He yMeHbInaetcs. JlapyHaBup u
PUTOHABUP 00JIAJAIOT BHICOKOM CTENEHBIO CBS3BIBAHUS C OEJIKaMM IJ1a3Mbl, U MIOITOMY IeéMOJINATH3
WJIM TIEPUTOHEANbHBIA AUAIN3 HE UTPAIOT CYIIECTBEHHOM POJIM B BBIBEICHHM ITUX IPENapaTtoB U3
opranusma (cM. pazzenst 4.2 u 5.2).

Iayuenmoi ¢ cemoghunueii

Nmerorcs cooOuienust 00 yCHIIEHUH KPOBOTEUEHUH, BKIIIOYAs CIHOHTAHHBIE KOXKHBIE T'€MaTOMbl U
reMapTpo3, y MaueHToB ¢ reModuinei Tumna A u B, nedeHnbx ”HrubuTopamu npoteassl. Hekoropeie
U3 3TUX TMAIMEHTOB Morydanu ¢akrop ceepThiBanus kpoBu VIII. Boiee yeM B moI0OBHHE OMUCAHHBIX
CITy4aeB JICUCHHE HHIMOUTOPAMH MTPOTEa3bl MPOO0IKAIOCH 0€3 IepephiBa HIIM BO300HOBIISIIOCH TIOCIIE
BPEMEHHOM MTPUOCTAHOBKU. BBIIO BBICKa3aHO MPEAINOI0KEHUE O TPUUUHHON CBSI3U MEXKY JIEUCHUEM
MHTHOUTOpPAaMU MTPOTEa3bl U yCUIICHUEM KPOBOTEUEHHUS Y MAIIUEHTOB C reMO(UINEN, OTHAKO MEXaHU3M
TaKOW CBS3M HE YyCTaHOBJIICH. [lamueHToB ¢ TeMOoQWIHeH, TOJydYalomuX KOMOWHAIHIO
JTapyHaBUP/pUTOHABHP, CIEAYET TPOMH(POPMUPOBATH O BO3MOKHOCTH YCHUJICHUSI KPOBOTCUCHH.
Caxapnvwiii ouabem/2unepenukemus

Y namueHToB, MONYYaIOUIUX AHTUPETPOBUPYCHYIO TEpanuio, BKIIOYash WHTHOUTOPHI IMPOTEA3bl,
ONMCaHbl BIIEPBbIE BBISBIEHHBIE CIIy4ad CaxapHOro auadeTa, TUIMEPrIMKEeMUs WIH yXyALIECHUE
TEYEHMsI YK€ CYIIECTBYIOLIET0 caXxapHOoro AuadeTa. Y HEeKOTOPBIX U3 3TUX MAlUEHTOB TUIIEPTINKEMUS
ObUIa TSKEIION U B psiJie CIIyYaeB CONPOBOXKAaIach KETOAIMI030M. Y MHOIMX NAllMEHTOB UMEIH MECTO
COIYTCTBYIOIIME 3a00JE€BaHUS, HEKOTOpble M3 KOTOPBIX TpeOOBaIM JICUEHHUs MpernapaTami,
CHOCOOCTBYIOLIMMH Pa3BUTHIO CAXapHOTo AradeTa UM TUIIEPTIMKEMHUN.

Bec u memabonuueckue napamempui

VY nanueHToB, MOJIyYaloIuX aHTUPETPOBUPYCHYIO TEPAIHIO, MOXKET HAaOII0AATHCS yBETMUEHUE MAaCChI
Tena, a TaKKe TOBBIIICHHE YPOBHSI JIMIHUIOB U TIIIOKO3bI KPOBHU. Takue M3MEHEHHS] MOTYT OBITh
YaCTUYHO CBSI3aHbl C KOHTpPOJIEM 3a0oJjieBaHUS M 00pa3oM XKU3HU. B HEKOTOpBIX ciiydasx ObLIO
JIOKa3aHO, YTO IMOBBIIIEHUE YPOBHS JUIUI0B KPOBU CBS3aHO C MOCIEACTBUSAMU JICUEHUS, OJHAKO, HE
ObUIO TOKa3aHO, YTO YBEJIMUEHHE MAacChl Tela KaK-TO CBA3aHO C MPOBEICHUEM aHTHPETPOBUPYCHOM
Tepanud. Jlis MOHUTOpPHUHIA YpPOBHS JIMIIMJOB U TJIIOKO3bl KPOBHM HEOOXOJMMO CIEI0BaTh
COOTBETCTBYIOIIMM PEKOMEHJalusAM Mo JjeueHuto mnauueHToB ¢ BUY-undexuueir. Hapymenus
JUIUAHOTO MeTabo0JIM3Ma HE0OXO0IMMO JIEYUTh COOTBETCTBYIOIIMMH MpenapaTaMu.

Ocmeonexkpos

HecMmoTpst Ha MHOTO(aKTOPHYIO ATHOJIOTHIO (MCIIONB30BaHHUE TTTIOKOKOPTHKOCTEPOHIHBIX TOPMOHOB,
yHoTpeOeHue alnKorois, TsKenasi CTeleHb UMMYHOCYTIPECCHH, TTOBBIIIIEHHbBIN HHJEKC MacChl Tela),

ObUIM OTMEUYEHBl CIIy4al OCTEOHEKpO3a, B ocoOeHHocTH y mnanueHtoB ¢ BUY-undexuueit B
8
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AHTHPETPOBUPYCHYIO Tepanuio. [[anMeHTsl JOKHBI OBITh MPOUH(OPMUPOBAHEI O HEOOXOIUMOCTH
HEe3aMeUIUTEIIFHOTO TOCEHICHHS Bpada B CiIydae MOSBJICHHUS OOJieii B CycTaBax, CKOBAaHHOCTH B
CyCTaBax WJIW 3aTPyAHCHUS ABUKEHUH.

Cunopom soccmaro8ienusi UMMYHUmMema

Y BUY-uH(pUUIUPOBAHHBIX MAIUEHTOB C TSHKEIBIM UIMMYHOJS(PHUIIUTOM B Hayasle KOMOMHUPOBAHHOM
AHTHPETPOBUPYCHOM TEparvyd BO3MOXHO TIOSBIICHHE BOCHAIMTEIBHOW pEaKIMd OpraHu3Ma Ha
OCCCUMITOMHBIE WJIM OCTAaTOYHBIC OMNIMOPTYHHCTHYECKUE HWH(MEKIIMU, YTO MOXKET IPUBECTH K
CEPHhE3HBIM KJIMHUYECKUM OCJIOKHEHUSIM WM YXYIIICHUIO CUMITOMATUKH. OOBIUHO TaKUE PEaKIuu
HAOIII0IAI0TCS B MEPBBIC HEJIETHM WIIH MECSIIBI TPUMEHEHUSI KOMOMHUPOBAHHOW aHTHPETPOBUPYCHOM
Tepanmuu. B KadecTBE MPUMEPOB  MOXKHO TPUBECTH  [UTOMETAIOBUPYCHBIM  PETHUHUT,
reHEepalIM30BaHHbIE /WM MECTHbIE MHKOOAKTepualbHble MH(PEKIUU U IMHEBMOHUIO, BBI3BAHHYIO
Pneumocystis jiroveci. Heobxonumo ompenenarts TsHKECTh JIOOBIX CHMIITOMOB BOCHAlICHUS H
MIPOBOMTH COOTBETCTBYIONIYIO TepaInio. AyTOMMMYHHBIC 3a00JIeBaHus (Takue Kak 0oJie3Hb [ peiisca
U ayTOMMMYHHBIM T'eNaTHT) TaKXKe OTMEYAIUCh MPU BO3HUKHOBEHUHU BOCHAIMTEIHLHOTO CHHIPOMA
BOCCTAHOBJICHHSI UMMYHHOM cucTeMbl. OJIHAKO BpeMsl 10 Havasia 3a00JIeBaHUs MOXKET BapbUPOBATHCH,
U TaKUe ayTOUMMYHHbBIE 3a00JI€BaHIS MOTYT HAUWHATHCS CITYCTSI MECSIIbI IIOCIIE Havala Tepanuu (CM.
paznen 4.8).

BSaHMOHeﬁCTBHe C APYIUMH JCKAPCTBCHHBIMMU IIpC€riapaTaMu

JlapyHaBUp W pUTOHaBUD sBIstOTCS MHruOuTopamu nzopepmentoB CYP3A u CYP2D6, a takxke
MHTUOMTOpaMuU P-rimkonporenna. OnHOBpEMEHHOE IPUMEHEHNE KOMOUHAIMN
JapyHaBUpP/pUTOHABUP U JPYTUX MpEnaparoB, KOTOPble META0OIM3UPYIOTCS MNPEUMYIIECTBEHHO
nzopepmenramu CYP3A, CYP2D6 u nepeHocarcs P-TIuKOmpoOTEMHOM MOXET HPUBOIUTH K
MOBBIIIECHUIO KOHIIEHTPALMU TaKUX IPENapaToB B IUIa3Me, BCIEACTBUE YErO MOTYT YCHIIMBATHCS WIH
YIUIMHATBCS UX TepaneBTU4YecKre 1 nooouHble 3G deKTs! (cM. pasznen 4.5). JlapyHaBup U pUTOHABUD
MeTtabonusupyrorcsa nzopepmenToM CYP3A. OnHOBpeMEHHBIHN NpueM MpenapaToB, HHIYLHUPYIOMINUX
akTuBHOCT CYP3A, MoXeT yBenn4yuTh KIMPEHC JdapyHaBUpa U PUTOHABHpA, B PE3YJIbTATE YETrO
YMEHBIINTCS KOHIEHTpalnus AapyHaBupa B miasme. Ilpuem mpenaparos, unrubupyroommx CYP3A
MOXET YMEHBIIUTh KIMPEHC JapyHaBHpa W pPHUTOHABHpAa, B pE3YJNbTaTe YEro YyBEITUYUTCS
KOHIICHTpAIlUs TapyHaBUpa U pUTOHABHpPA B Tu1azMme (cM. pazjaen 4.5).

OnHOBpEMEHHOE  HUCIOJb30BaHHME  KOMOMHALMK  JapyHABUP/PUTOHABUpP C  KOMOHWHAIMeH
JIONIMHABUP/PUTOHABUD, PUPAMITUIIMHOM M PACTUTENBbHBIMU IMpErapaTaMy, COACPKAIUMH SKCTPAKT
3BepoOost mpoabipsiBiaeHHoro (Hypericum perforatum) npotuBonokazano (cMm. pasnenst 4.3 u 4.5).
Hcnonp3oBanue 3¢paBupeH3a COBMECTHO ¢ komOuHanueit napyHasup/putonasup 800/100 mr oaus pa3

B CYTKHM MOXET MPUBOJIUTH K JOCTHIKEHHIO HemocTaTouyHoro 3HadeHus Cmin JapyHaBupa. Ecim
9
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11eJ1eco00pa3Ho MPUMEHATh KOMOMHAIMIO napyHaBup/putonaBup 600/100 mr nBa pasa B cyTku. Y
MAIMEHTOB, MOJIyYaBIINX TEPAIHIO KOJXUIIMHOM U CHIBHBIMU HHruoutropamu nsopepmenta CYP3A
u  P-rmukonporenHa, OTMEYANMCh JKU3HEYTPOXKAIOLIME M CMEpTEIbHbIE  JIEKAPCTBEHHBIE
B3aUMOJICHCTBUSA (CM. pazzen 4.5).

BcnomMorarennHble BElIeCcTBA

Tabnerku [lapyHaBup coiepaT aJllOMHUHHEBBIM JIaK Ha OCHOBE KpAacUTENs COJHEYHOrO 3aKara
xentoro (E110), KOTOphIi MOXET BBI3bIBAThH AJNIEPIHYECKUE PEAKITUH.

45 B3aumojaeiicTBHe ¢ JAPYrHMHM JIeKapCTBEHHBIMH MNpenapatamMu H Jpyrue Qopmbl
B3aUMO/eHCTBUS

Bce wuccienoBaHus 1O ONpeNElNeHUIO B3aUMOJECHCTBUS IPOBOAMIUCH TOJBKO Ha B3POCIBIX.
JlapyHaBup, IpUMEHsEMbI B KOMOMHAIIMYA C PUTOHABUPOM, SIBISICTCSI HHTUOUTOPOM H30()epMEHTOB
CYP3A, CYP2D6 wu  P-rimukonporenHa. OJHOBPEMEHHOE TMPUMEHEHHE  KOMOWHAIMU
JapyHaBUP/pUTOHABUP ¥ MPErapaTtoB, KOTOpbIE  METaOOMU3UPYIOTCS  MPEUMYIIECTBEHHO
nzopepmentamu  CYP3A, CYP2D6 wu mepeHocstcs P-TmukonpoTeMHOM, MOXKET BBI3BIBATH
MOBBILICHNE KOHIICHTpPAIlMil TakWX MpernapaToB B IIa3Me, 4YTO, B CBOIO OYE€peIb, MOXKET ObITh
MPUYMHON YCWJICHHS] WM MPOJOHTHPOBAHUS TepaneBTUYeCKOoro 3¢ @dekTa, a Takke MNPUIUHON
MOSIBJICHHSI TOOOYHBIX A(h(HEKTOB.

He nomyckaetcst coBMecTHOE MPUMEHEHHE KOMOMHAIMK JTapyHAaBUP/PUTOHABUP C JIEKAPCTBEHHBIMU
npernapaTtamy, KJIMPEHC KOTOPbIX B 3HAUMTENBHOW CTemeHu 3aBUCUT oT u3zodepmeHta CYP3A, u
MOBBIIIEHUE CUCTEMHOTO YPOBHS KOTOPBIX MOMKET COINPOBOXKAATHCS Pa3BUTUEM CEPhE3HBIX W/WIIH
YIpOXKAIOUIUX JKU3HU SIBIEHUU (y3KMM TepameBTUUYeCKHi nuama3oH) (cMm. pazaen 4.3). OOmwmii
(bapMaKOKMHETHUECKUN yCUIIMBAIOIUI 3 (EKT pUTOHABHUpPA 3aKIIOYAJICS B YBEJIMUYEHUU CUCTEMHOIO
YPOBHS JlapyHaBHpa IpUMEpHO B 14 pa3 mpu OJHOKpAaTHOM IpHeMe JapyHaBupa B no3ze 600 mr B
codyeTaHuM ¢ puToHaBUpoM B o3¢ 100 mr 2 pasza B cytku. Takum obOpasom, npenapat lapyHaBup
HEOOXOJUMO HCIIOJIb30BaTh B COYETAaHMM C TOJBKO HHU3KMMM J03aMH pUTOHaBHpa Kak
(hapMaKOKMHETHUECKOT 0 «yCHiIuTess» (cM. paszaensl 4.4 u 5.2). KomOuHanuio 1apyHaBup/puTOHABUD
HE CJeQyeT MCIONb30BaTh C JPYTUMHU aHTHPETPOBHPYCHBIMU IpenapaTaMu, KOTOpble TpeOyroT
UCTOJIb30BAHUSI PUTOHABUpPA B KauecTBe (HPapMaKOKMHETHUYECKOTO «YyCHIHUTENs». B KIMHUYEeCKOM
UCCJIEIOBAaHUHM C HCIIOJIb30BAHUEM CMECH JIEKAPCTBEHHBIX IPENnapaTroB, MeETa0O0IU3HPyEeMbIX
nutoxpomamu CYP2C9, CYP2C19 u CYP2D6, ormeuanocs noBeimieHne akTuBHOCTH CYP2C9 u
CYP2C19 wu  wunrubupoBanue aktuBHoctd CYP2D6 B mpucyTcTBHM  KOMOWHAIMU
JTapyHaBUP/pPUTOHABUP, YTO MOKET OBITh OOYCIOBICHO HMPUCYTCTBHEM HHU3KOH J103bl PUTOHABHpA.
CoBMecTHOE TMpPUMEHEHHE JapyHaBHpa U pPHUTOHAaBUpa C JIEKAPCTBEHHBIMHM Ipenaparamu,

MeTtabonusupyeMpiMu npeumyiniectBeHHO CYP2D6 (mampumep, ¢raexauHuaoMm, mnponadeHOHOM,
10
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B IUIa3Me, YTO CIIOCOOHO BBI3BATh YBEJIMUYEHHE WM NPOIJICHHE MX TEparneBTU4ecKoro s¢pdexra u
BO3HHUKHOBEHHE HEXeNaTelbHbIX peakiuil. CoBMECTHOE IIPUMEHEHHUE JlapyHaBHUpa U PUTOHABUpA C
JIEKApCTBEHHBIMU TIperiapaTamMu, IpeumyiecTBeHHo Metabonmsupyembivu CYP2C9 (mampumep,
Bapdapunom) u CYP2C19 (manmpumep, METaOHOM), MOXKET MPHUBOJUTH K CHUIKEHHUIO CHCTEMHOIO
YPOBHSI 3THX JIEKAPCTBEHHBIX CPEACTB, YTO CIIOCOOHO BBI3BaTh CHUIYKEHUE WJIM COKpAIICHUE HX
tepaneBTrueckoro 3ddexra. Xors rdpdexkr B orHOomennn CYP2C8 wmsywancs Tonbpko in Vvitro,
COBMECTHOE MpPUMEHEHHE KOMOWHAIMHM JapyHaBUP/PUTOHABUP C JIEKAPCTBEHHBIMU IperapaTami,
npeumyiiecTBeHHO MetabonusupyembiMu CYP2C8 (Hanmpumep, MakIUTaKCEIIOM, POCUTIIMTa30HOM,
penarJivHuI0M), MOKET MPUBOJIUTH K CHUKEHUIO CUCTEMHOTO YPOBHS 3TUX JIEKAPCTBEHHBIX CPEJICTB,
YTO CIIOCOOHO BBI3BATh YMEHBIICHUE WM COKpAICHHE X TepameBTHYecKoro ¢ ¢exra. Puronasup
UHTHOUpPYET TpaHCIOpTHBIE MOJIeKybl P-rmukonpotenna, OATP1B1 u OATP1B3, u ero npumenenue
c cyOcTpaTaMH 3TUX TPAHCIOPTHBIX MOJIEKYJ MOXKET MPUBECTH K MOBBIIICHUIO KOHIICHTPAIMI STHX
IpernapaToB B IUIa3Me (HarpuMep, JadurarpaHa 3TeKCUIIAT, TUTOKCHH, CTATUHBI M 003€HTaH).

HeKaDCTBeHHI)IG nopénaparsl, BIUAIONMNEC Ha KOHIICHTPAIINIO IIaDVHaBI/IDa/ pHUTOHaBHpa

B wmeraGonusme papyHaBupa u puroHaBupa ydactByeT uzodepment CYP3A. JlekapcTBeHHbIE
npenaparsl, HMHAyLUpYyIOIIHe akTUBHOCTh u3opepmenta CYP3A, npeamnonoXuTenbHO YCHUIIAT
KJIINPEHC JapyHaBHpPa U PUTOHABUPA, BbI3bIBAsI CHUKEHUE KOHLEHTPAUI ATUX IIPENapaToB B IIa3Me,
YTO MOKET MPHUBOJUTH K CHUKEHHUIO TEPareBTUYECKOro 3(PQeKTa U pPa3BUTHIO PE3UCTEHTHOCTH
(HammpuMep, 3TO KacaeTcss pudaMmmuiHa, 3Bepobost u sonuHaBupa). COBMECTHOE NpPUMEHEHHE
JapyHaBUpa W PUTOHAaBUpAa C JPYIMMH JIEKapCTBEHHBIMHM MperapaTtaMH, WHIHOMPYIOIUMHU
nzopepment CYP3A, MoXeT CHMXKATh KJIMPEHC JapyHaBUpa U PUTOHABUPA M MOBBINIATH HX
KOHIEHTPALMIO B I1a3Me (HalpuMep, MHAWHABUP, CUCTEMHBIE a30J1bl, B YaCTHOCTH, KETOKOHA30J U
kjoTpuMason). CoBMecTHOE MpuMeHeHue ¢ MOoIHbIMU uHruouTopamMu CYP3A4 He pekomeHayercs,
cieayeT coOIr0/1aTh OCTOPOXKHOCTD. Takue B3aMMOICHCTBHSI OMMCAaHbI B TAOJINIIE HUXKE.

Tabauila B3auMOIEeHCTBUI MEXIY IpernapaTaMu

[IpuBeneHHBIT HUXKE CIIUCOK MPUMEPOB B3aMMOJCHCTBHI MEXKY JIEKAPCTBEHHBIMU CPEJCTBAMH HE
SBIIICTCS. HMCUEPIBIBAIONIUM, W TMOATOMY JUIsl TONy4YeHUs HHQPOpPMAIMH, CBS3aHHOM C MyTAMU
MeTabonu3mMa, MyTSIMH B3aUMOACHCTBHSI, TMOTEHIMAIBHBIMU PHUCKAMU U JIEUCTBUSMHU, KOTOPHIC
HEOOXOAUMO TIPEANPUHATh B CIIyda€ COBMECTHOTO TIPUMEHEHHUs, CIIeIyeT oOpamaTeCsi K
COOTBETCTBYIOIICH 00IIIEH XapaKTEePUCTHKE JIEKAPCTBEHHOTO TMpernapara, UCIOJIb3yeMOT0 COBMECTHO
¢ mpemnaparom JlapyHaBup BzaumopeiicTBus Mexay KOMOWHANUeW JapyHABUP/PUTOHABUD H
AHTHPETPOBUPYCHBIMHU U MPOYUMU JICKAPCTBEHHBIMU CPEICTBAMU TMpHUBEACHHI B Tabnuie Hike (He
ompeneneHo cokpamaercss kak «H/O»). HampaBineHue cTpenku aiig  KaKIOTO TMapaMerpa

(hapMakOKMHETHKU OCHOBaHO Ha 90 % noBepUTEIbHOM MHTEpBaje NIl CPEIHEr0 reOMETPUUECKOTO
11



COOTHOHICHHUA, KOTOPOC MOXKET HAXOJUTHCA B IIPEACIT

COOTBETCTBYET 3K(

ot 20.05.

| (o) [AOCASHNRATENRHORTS fo0

(] M. S |:| -|-|_. E T_r

N= 12726

125 %. Psan uccnemoBanuii B3auMoaeicTBUs (0003HAYCHHBIN # B TaOyMIle HIKE) OBUT MPOBEICH C

HCIIOJIb3OBAHHUCM 1103 JapyHaBHpa HHIKXEC PCKOMCHAYCMbLIX WKW C JPYIrUM pPCKHUMOM TEpallriu.

9(1)(1)CKTBI B OTHOIICHHH COBMECCTHO MNPHUMCEHACMBIX JICKAPCTBCHHBIX IIPEIIapaTOB MOI'YT, TaKHM

O6p330M, OBITE HEAOOUCHCHBI, BCIICACTBHUEC 3TOI'O MOXXET OBITH MOKa3aH KIMHUYECKUH MOHHUTOPHHI

0€E30I1aCHOCTH.

Tab6anna 2. BzaumopeiicTBue napyHaBupa ¢ ApyruMHU IpenapaTaMu

JlekapcTBeHHbIH
npenapar, NpuMeHs eMblii
COBMECTHO ¢ KOMOUHAIHEH
AapyHABUP/PUTOHABUP

B3aumoaeiicrBue
Cpennee reomerpuueckoe
usmenenue (%)

PexoMeHngaumuu mo COBMeCTHOMY
NpPUMeHEeHUI0

AHTUPETPOBUPYCHBIE ITPEITAPATHI JJIAA TEYEHUA BUY-UHOEKIINU

Huzubumoput unmezpasuot

Cmin sniBUTETpaBHpa <>
Cmax snBuTerpaBupa <>
AUC napynasupa <>
Cmin gapynaBupa 17 %
Cmax napyHaBupa <>

JlomyTerpaBup AUC nonyrerpasupa | 22 % KomOunaruto
Ca4q pomyterpasupa 38 % JTapyHaBUpP/pUTOHABHUP u
Cmax momyrterpasupa | 11 % JIOJIyTETPaBHUP MOYHO
JapyHaBup <>* UCIIONB30BaTh  0€3  KOPPEKIUH
* Ha oCHOBaHWU CpaBHEHUI MEXIY | O3bI.
HCCJIETOBAaHUSIMH C UCIIOJIb30BaHUEM
HUCTOPUYECKHUX JTAHHBIX o
(bapMaKOKUHETHKE

DnBUTETpaBUP AUC snButerpaBupa <> I[Ipy coBMECTHOM MpUMEHEHUU

KOMOUHAIINHI
JapyHaBUP/PUTOHABUP C HU3KUMU
no3amu putonasupa (600/100 mr 2
paza B CYTKH) B COYETaHUU C
SJIBUTETPABUPOM n03a
ANBUTETPABHPA TOJIKHA COCTABIATh
150 mr 1 pa3 B CyTKH.
dapMaKOKHHETHKA u
PEeKOMEHJIalluk TI0 JO3UPOBAHHIO
JUIS APYTUX 103 JapyHaBHUpa WU

JUTSt KOMOMHAaINH
JIBUTErpaBUP/KOOULIUCTAT HE
ycTaHoBJeHbl. Takum o00pazom,
COBMECTHOE pUMEHEHUE
KOMOWHAINH

JapyHaBUP/pUTOHABUP B JHOOOM
nose, kpome 600/100 mr 2 pasza B
CYTKH, B COYETaHUHU c
AJIBUTETPABUPOM HE
pPEKOMEHTyeTCS. CoBmecTHOE
MpUMEHEHHE KOMOWHAIHH
JapyHaBUP/pUTOHABUD u
AJIBUTETPABHpa ¢ KOOUIIUCTATOM HE
pEKOMEHyeTCS.

12
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LA

TBETC

TBYET 2KCNEPTHOMY OTHETY

PanrerpaBup

B pe3yJibTaTe

KIMHUYCCKUX I/ICCJIGILOBaHI/Iﬁ OBLIO

MPENIOJIOKEHO, YTO PpalTerpaBUp
MOJKET BBI3BIBATH yYMEpEHHOE
CHU)KCHHE KOHIEHTPALUU

JlapyHaBUpa B IIJIa3Me.

ot 20.05.2025 N2 12726
(o -:Z_'iEJCi BATENBHOC TS 0003)
HPV{\’T‘(\pLTY HQI"T‘{\GHIPP DpP]\/lCl
npenanoyiaraetcs, 4to  3Pdexr

panTerpaBupa Ha KOHIEHTPALMIO
JapyHaBHUpA B IJIa3M€ HE SBIISICTCS

KIMHUYECKU 3HAYUMBIM.
KomOunamurwo
JapyHaBUP/pPUTOHABHP u

panTerpaBup MOXKHO HPUMEHSTH
0e3 KOPPEKIIUHU JT03bI.

Hykneo3uonvle/nykneomuonsie uneudoumopul oopamnoii mpanckpunmasot (HHOT)

JAnmano3un
400 mr 1 pa3 B cyTku

AUC nunanosuna | 9 %
Chmin aupano3una H/O
Cmax 1tuianoszuna | 16 %
AUC napynaBupa <>
Chmin JapyHaBupa <>
Cmax 1apyHaBHpa <>

KomOunammro
JapyHaBUP/pUTOHABUD "
JTUIAHO3UH MOKHO MPUMEHSTH 0e3
KOPPEKIIMH T03bI.

Junano3ux HEOO0XOIMMO
NPUHUMATh  HATOINAK,  TaKUM
o0pa3om, ero cienyer NpUuHUMATh
3a 1 wac mo uinum yepes 2 yaca rnocie
npueMa KOMOMHAIMK JapyHaBup/
PUTOHABHUP C MUILEH.

TenodpoBup  ITU30IPOKCHI
245 mr 1 pa3 B cytku®

AUC tenodorupa 1 22 %
Cmin TeHodoBupa 1 37 %
Cmax TeHOdOBHpa T 24 %
#AUC napynasupa 1 21 %
#Cmin napyHnasupa 1 24 %
#Cmax napyHasupa T 16 %

(1 xoHmeHTpauuu  TeHO(DOBHpA
BCJIE/ICTBUE BIUSTHUS Ha
OIOCPEAOBAHHbIN MDR-1

TPAHCIIOPT B IMTOYCUHBIX KaHaJ'IBI_[aX)

I[Ipy CcOBMECTHOM TPUMEHEHUU
KOMOWHAINY

JapyHaBUDP/pUTOHABUD c
TeHO(OBUPOM MOXKET OBITH

NOKa3aH MOHHUTOPUHT (PYHKIUHU
II0Y€eK, B 0COOCHHOCTH Yy MAIIMEHTOB
C CHUCTEeMHBIMH WJIH TIOYEYHBIMH
3a00JIeBaHUSAMH, 1100 pu
WCTIOJIb30BAHUU HEPPOTOKCUIHBIX
IpenapaTos.

OMTpULIUTaOUH/
TeHo(oBUpa anapeHaMu

Tenodosupa anadpenamuy <>
Tenodosup 1

Pexomenayemast 103a KoMOMHAITUN
SMTPULIMTAOMH/TeHO(hoBHpa
anapenamuy — 200/10 mr mpu

COBMECTHOM [IPUMEHEHUU c
KOMOMHaIuen
JlapyHaBUP/pUTOHABUD.
AbaxaBup He usyuanocs. Ha ocHoBanuu nyteii | KomObunarus
OMTpULIMTaOUH NMMHUHALU MIPOYUX HUOT | napyHaBup/puToHaBUp MOXET
JlamuBy1uH (3unoByAMHA, SMTpHUIIMTAOMHA, | ipuMeHsThea ¢ atumu HUOT 6e3
CraByuH CTaByJIMHA, JIAMUBYJHMHA), KOTOPBIE | KOPPEKIIUHU J03bI.
3U10BYIMH JKCKPETUPYIOTCS IPEUMYILIECTBEHHO

MOYKaMHU, u abakaBwupa, B
MeTabonu3me KOTOPOTO HE
yuactByer ~ CYP450,  Hukakmx
B3aUMOJICUCTBUM  MEXKIYy  OTUMH
JIEKapCTBEHHBIMU TIperapaTaMu |
KOMOHWHaIMen

JapyHaBUDP/PUTOHABHP

npeanojaaracTecs.

HE
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 20.05.2025 N= 12726

[ EF =

Henykneozuonvie/HeHyKkneomuonvle UHZUOUMOPDL (
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SEQOBATENN t;;;;ﬁ";):%l 0a3)

azbl (

7

DdaBupens
600 mr 1 pa3 B cyTku

AUC s¢dasupensa 1 21 %
Chmin 2aBupenza 1 17 %
Cmax 2daBupensa T 15 %
#AUC napynasupa | 13 %
#Cmin mapynasupa | 31 %
#Cmax napyHasupa | 15 %

(t  xoHmeHTpamuu  3(haBUpeH3a
BCJIC/ICTBHE UHTUOMPOBAHUS
CYP3A)

(]  KOHIeHTpamuu  JapyHaBHpa

Benencteue uHaykiun CYP3A)

[Ipu mnpuMeHeHNMH KOMOMHALIUU
JapyHaBUpP/pUTOHABUP B
coYeTaHUuM ¢ 3(HhaBUPEH30M MONKET
notTpeboBaThCs KJIMHUYECKUI

MOHUTOPUHI  TOKCUYHOCTH B
OTHONIECHUH LIEHTPaIbHON HEPBHOMN
CUCTEMBI, CBSI3aHHBII C
MTOBBIIIICHHOM KOHIIEHTpalueu
a¢aBupeHsa.

[Ipuem adaBupeH3a B COYETaHUU C

KOMOUWHAIHeH

JIapyHaBUp/PUTOHABUD B  J103€
800/100 mr 1 pa3 B CyTKH MOXET
IPUBOJNTH K CYOONTUMAIBLHOMY
3HaueHnio Cmin napyHasupa. Eciu

a(aBupeH3 notrpedyercs
NPUHUMATh B  COYCTAHHH  C
KOMOUHAaIER

JTapyHaBUP/pUTOHABUD,  CIEIYyET

UCI0NIb30BaTh pexkum 600/100 mr 2
pa3a B CyTKH.

OTpaBUpUH
100 mr 2 pa3a B CyTKH

AUC stpaBupuna | 37 %
Cmin oTpaBupuna | 49 %
Cmax 3TpaBupuHa | 32 %
AUC napynasupa 1 15 %
Cmin TapyHaBHpa <«

Cmax 1apyHaBupa <>

KomOunamuro
JapyHaBUDP/pPUTOHABUD c
stpaBupriHoM 200 Mr 2 pasza B
CYTKM MOKHO HCIIOJIb30BaTh 0e3
KOPPEKIUH JI035I.

Hesupanun AUC neBupanuna 1 27 % Komb6unanuro

200 mr 2 pa3a B CyTKH Cmin HeBupamnuHa 1 47 % JlapyHaBUP/pUTOHABUD c
Cmax HeBupanuHa T 18 % HEBUPAMHOM MOYHO
#napyHaBup: KOHIIEHTPALMH | UICTIONIb30BaTh ~ 0€3  KOPPEeKIUH
COOTBETCTBOBAIIU HUCTOPHYECKHM | O3B
JTAaHHBIM
(f KOHIEHTpalMM  HEBHpAIHHA
BCJIE/ICTBHE MHTUOMPOBaHUS
CYP3A)

PunnuBupun AUC punnusupuna 1 130 % Cmin| Kombunanuto

150 mr 1 pa3 B cyTku puinuBupuHa T 178 % JapyHaBUpP/pUTOHABUP c
Cmax pwmmuBupuna 1 79 % AUC | punnuBupuHOM MOKHO
JapyHaBUpa <> WCTIOJNB30BaTh  0€3  KOPPEKIHU
Cmin napynasupa | 11 % JIO3BI.

Cmax JapyHaBupa <>

Huzubumopur npomeasvt BUY 6e3 0ononnumenviozo npumenenus HuUsKux 003 pumonaeupa’

ATa3zaHaBup
300 mr 1 pa3 B cyTkn

AUC ara3zanaBupa <
Cmin atazanaBupa T 52 %
Cmax aTazanasupa | 11 %
#AUC napynaBupa <>
#Cmin JapyHaBUpa <>

Komb6unarnmro
JapyHaBUpP/pUTOHABUP "
aTa3aHaBUP MOXKHO HCIIOJIb30BATh
0€3 KOPPEKIIUU JT03bI.
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 20.05.2025 N= 12726

[ EF =

# Cmax 1apyHaBupa <>

(MOCHREQOBATERBHOCTE 0003)

ArTazaHaBup: CpaBHCHHUE
atazanaBupa/putoHasupa  300/100
Mr 1 pa3 B CyTKM W ara3aHaBUpa
300 Mr pa3 B CyTKH B COYETaHUH C
JapyHaBUPOM/PUTOHABHPOM

400/100 mMr 2 pa3a B CyTKH.

HapyHnaBup: CpaBHEHUE
napyHaBupa/putorasupa 400/100 mr
2 pasa B CYTKH c

JapyHABUPOM/PUTOHABUPOM
400/100 mr 2 pa3a B CYTKH B
coueTaHuu ¢ atazaHasupom 300 mr 1
pa3 B CyTKH.

NuaunaBup
800 mr 2 pa3a B CyTKH

AUC unamunasupa 1 23 %
Cmin unuHaBupa 1 125 %
Cmax MHIMHABHpA <>
#AUC napynasupa 1 24 %
#Cmin napynaBupa 1 44 %
#Cmax napyHasupa T 11 %

WNununaBup: CpaBHEHUE
uHAnHaBupa/puronasupa  800/100
Mr 2 paza B CyTKH C
WH/IMHABUPOM/IapyHABHPOM/

putonasupom 800/400/100 mr 2 paza

B CYTKH.
HapyHaBup: CpaBHEHHE
napynasupa/putronasupa 400/100 mr
2 pasa B CYTKH c

JlapyHaBUPOM/PUTOHABUPOM
400/100 Mr B coYeTaHUU C
uaauHaBupoM 800 Mr 2 pasza B CyTKH.

[Ipu ncnonp30BaHNU B COUETAHUU C
KOMOUHAIER
JapyHaBUDP/pUTOHABUD MOJKET
noTpeOOBaThCS KOPPEKLHUS 03bI
uHauHasupa ¢ 800 mr 2 pasa B
cytku 10 600 Mr 2 pa3a B CyTKHU B
Clly4ae HEeepEeHOCUMOCTH.

CakBuHaBUp
1000 mr 2 pa3a B cyTKu

#AUC napynasupa | 26 %
#Cmin napyHaBup | 42 %
#Cmax mapynaBupa | 17 %
AUC caxunaBupa | 6 %
Cmin cakBuHaBupa | 18 %
Cmax cakBuHaBupa | 6 %

CakBHMHaBUD: CpaBHEHHE
cakBuHaBupa/putoHaBupa 1000/100
MI 2 paza B CyTKH U
CaKBWHABHpa/napyHaBupa/
puronasupa 1000/400/100 mr 2 pasa
B CYTKH.

[apyHnaBup: CpaBHEHHE
napynasupa/putronasupa 400/100 mr
2 pasa B CYTKHU u

Komb6unamnuro
JTapyHaBUpP/pUTOHABHUP HE
PEKOMEHIIyeTCsl ~ MPUMEHSATh ¢
CaKBUHABHUPOM.

15




COOTBETC

ot 20.05.2025 N2 12726

TEBYET ZKCINEPTHO |‘1 ¥ OTYETY

[}';il
pa 400100 ME

JlapyHaBUPa/pUTOHAB

ey
|

CREAOBATEREROCTE 0003)

B coueraHuu ¢ cakBuHasupom 1000
MT 2 pas3a B CyTKH.

Hneuoumoper npomeaszvt BUY — ¢ couemanuu ¢ Hu3sKumu 0o3amu

pumonasupa’

JlonuHaBup/puUTOHABUP
400/100 mr 2 pa3a B CyTKH

JlonmuHaBup/pUTOHABUD
533/133,3 mr 2 pasa B CyTKH

AUC nonunasupa T 9 %
Cmin mormmaaBupa T 23 %
Cmax TonnuHaBupa | 2 %
AUC napynasupa | 38 %*
Cmin 1apyHasupa | 51 %?
Cmax napyHasupa | 21 %*

AUC nonmuaaBupa <>

Cmin ToniuaaBupa T 13 %
Crax tortmHaBupa T 11 %
AUC napynasupa | 41 %
Cmin mapyHaBupa | 55 %
Cmax napynasupa | 21 %

i Ha OCHOBaHHHU
HOPMAaJTU30BaHHBIX
3HAYEHUU.

HE

o o3e

Bcenencrsue CHHIKEHHS
konnentpanuu (AUC) napynaBupa
Ha 40 % moaxondiue H03Bl 3TOH
KOMOHWHAIINH HE YCTAaHOBJICHBI.

Takum  00pa3oM,  COBMECTHOE
MIPUMEHEHHE KOMOUWHAaIUu
JapyHaBUP/pPUTOHABHP c

KOMOMHUPOBAaHHBIM  IIPENapaToM,
BKJTFOYAIOIIUM
JOMTUHABHP/PUTOHABUD,
IPOTUBOIIOKA3aHO.

AHTATI'OHHUCTBI PELIEIITOPOB CCR5

MapaBupox
150 mr 2 pa3a B CyTKH

AUC mapasupoxka 1 305 %

Cmin MapaBupoka H/O

Cmax MapaBupoka 7 129 %
KonnenTtpanuu  gapyHaBuUpa U
pUTOHABHpa COTJIACOBBIBATUCH C
HUCTOPUYCCKUMH JTAHHBIMHU.

[Ipy nmpuMeHEHUU B COYETAHUM C
KOMOMHanuen
JlapyHaBUDP/pUTOHABUD 7032
MapaBUpOKa JIOJDKHA COCTaBIISITh
150 mr 2 pa3a B CyTKH.

AHTAT'OHUCTHI al-ATPEHOPEIIEIITOPOB

Andy3o3un Ha  ocHoBamum  Tteopernueckux | OJHOBpEMEHHOE pUMEHEHHE
cooOpaxeHuil npenapat lapyHaBup | KOMOMHALUU
JIOJDKEH TOBBIIIATh KOHILEHTPALMIO | JapyHaBUP/PUTOHABUD u
andy3zo3uHa B TUIa3Me (3a  cueT|andy303uMHa MPOTUBOMOKA3aHO.
unruouposanust CYP3A).

AHECTETHKH

Andentanun He wu3ywanoc. B wmerabonusme |Ilpu coBMECTHOM NpPUMEHEHHH C

andeHTaHUIA
n30(epMeHT
MOXeET
KOMOMHanuen
JlapyHaBUP/pUTOHABUD.

y4acTBYeT
CYP3A, kotopsrit
MHTUONPOBATHCS

KOMOHMHAaIHEH

JapyHaBUP/pUTOHABHP MOKET
MOTpeOOBaTbC CHUKEHHUE 03Bl
andeHTaHuna, a TaKXxe
MOHHUTOPHHT PHCKOB JITUTEILHOTO
WIA  OTCPOYCHHOTO  yTHETEHUS

JAbIXaHU.

AHTHAHTHHA/IBHBIE/AHTHAPUTMHYECKHE ITPEITAPA

ThI

Juzonmupamu g
dnexanHua
JInnokanH (CUCTEMHO)
MexkcuneTnn

He nzyuanocs. [Ipennonaraercs, 4to
KOMOHMHAIMs J1apyHaBUP/pUTOHABUP
MOBBICUT  KOHIEHTPALMIO  ATHX
AHTUAPUTMUYECKUX TpErnapaToB B

Heo6xonumo  cobmronenue  mep
HPEIOCTOPOKHOCTH, KPOME TOTO,
peKoMeHyeTcs MOHHUTOPUHT
TEpPANEeBTUYECKON  KOHUECHTPALIUU
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 20.05.2025 N= 12726

L

P
T

MEQOBATERBHOCTE 0003)

Hpona(beHOH ia3zMe (I/I rnﬁupnhannp (apu HaAAUE TaKOM
uzopepmertoB  CYP3A  w/uim|BO3MOKHOCTH) ATUX
CYP2D6). AHTUAPUTMUYECKUX  IpPEnapaToB
IIPU COBMECTHOM IPUMEHEHUH C
KOMOUHAIMENR
JapyHaBUpP/pUTOHABUP.
[IpoTuBonokazaHo  IpUMEHEHUE
AMuonapox KOMOHMHAIIUH
benpuaun JapyHaBUP/pUTOHABUD c
JpoHenapox aMHOJIaPOHOM, OenpuaniIom,
XUHUTH JIPOHETAPOHOM, XWHUAWHOM WU
Panonasun paHOJIa3UHOM.
Jlurokcun AUC nmurokcuna 1 61 % [Tockonbky JIUTOKCUH
0,4 Mr ogTHOKpATHO Chmin aquroxcuna H/O XapakTepu3yercs Y3KUM
Crmax aurokcusa 1 29 % TEpareBTUYECKUM JHala3oHoM, B
4 KOHIEHTPAallMM  JUTOKCHHA|ClIy4yae Ha3HA4YeHHs JUTOKCHHA
BCJIE/ICTBUE BEPOSATHOIO | TAllUEHTaM, MOJTyYaIOLUM
WHTrUOMpOBaHMs P-rukonporenHa) |KOMOWHAIUIO
JapyHaBUDP/pUTOHABUD,
NEPBOHAYANILHO  PEKOMEH]IyeTCs
UCIIOJIb30BaTh MUHUMATBHYIO
BO3MOXXHYIO  JI03y  JUTOKCHHA.
Hanee cienyer IIPOBOJIUTH
AaKKypaTHyl0  THTPAIUIO  JIO3BI
JUTOKCHHA C LEJIbI0 JTOCTHKEHUS
KEJIaeMOro KJIIMHUYECKOTO
s dexra Ha GOHE OIEHKU OOIIETO
KJIMHUYECKOT O COCTOSIHUS
ManueHTa.
NBabpagnn He n3yuanocs. CoBmecTHOE MIPUMEHEHUE
KOMOUWHAINU
JapyHaBUpP/pUTOHABUP "
uBaOpaHa MPOTUBOIIOKA3aHO.
AHTHBHOTHKH
Knapurpomunyx AUC xnaputpomunuHa 1 57 % Pexomenpayercs co0ITI01aTh

500 mr 2 pa3a B cyTKH

Chmin kmaputpomurHa T 174 %
Crmax kimapurpomunuza 1 26 %
#AUC napynasupa | 13 %
#Cmin napynasupa T 1 %

#Cmax mapyHaBupa | 17 %
Konuenrpauun

14-OH-knapurpomMuiiHa HE

BBISIBISUIMCH  TIPH
IPUMEHEHUH  C
JapyHaBUP/pUTOHABUP

KOMOMHAaIe

COBMECCTHOM

)%

(1 KOHUEHTpalUWu KIapUTPOMUIIMHA

BCJIE/ICTBHE
nzopepmeHTa
BO3MOKHOT'O

CYP3A

WHTUOMPOBaHUS

n

UHTUOMPOBAHUS

OCTOPOKHOCTh TIPH COBMECTHOM
NPUMEHEHUU KIAPUTPOMUIIMHA B
COYETaHHH C KOMOMHaLMENR
JTapyHaBUP/pUTOHABHP.

Y nanMeHToB ¢ HOpPMaJbHOU
GbyHKIIMEH MOoYeK  KOMOWHAIIHS
JapyHaBUpP/pUTOHABUP B
COUETAaHHH C KIAPUTPOMHUIITHOM

MOXET OBbITh Ha3HaueHa 0e3
KOPPEKLHHU J103BI.
PexoMmenn0BaHHYIO 03y

KJIApUTPOMHUIIMHA Y IAIUEHTOB C
HapyuleHHeM  (QYHKIHH  [0YeK
cileayeT  BbIOMpaTh  COIJIaCHO
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 20.05.2025 N= 12726

L

P-rimuxonporenna).

(o __ii;,.] OBATENBHOCTE 0003)

HECEODNV KA HO MEARHECKOMM
rJ v [ J

MNPHUMCHCHUIO KJIIAPpUTPOMUIIMHA.

AHTUHKOAT'YJIAHTBI/AHTHATI' PET'AHTBI

Anukcaban He U3y4aloCh. CoBmectHoe | [Ipumenenue KOMOWHAINH
Dnokcaban IpUMEHEHUE KOMOMHAIINY | [TapDYHABUP/PUTOHABUP C ITUMHU
PuBapokcaban JapyHaBUDP/pUTOHABUP C|aHTHUKOATyJITHTAaMH HE
AHTUKOAryJISIHTaMU MOJKET | pPEKOMEH Ty eTCS.
MOBBICUTh UX KOHIICHTPAILUIO, YTO
MOJKET TPUBECTH K YBEIMUCHUIO
pUCKa  pa3BUTHUS  KPOBOTECUCHHI
(uHTHOMpOBaHUE nzodepmenTa
CYP3A w/unu P-rimkomnporenHa).
Jlaburatpan He M3y4asnoch. CosmectHoe | CoBMecTHOE MIPUMEHEHHE
Tukarpesnop OpUMEHeHHe ¢  KOMOHMHaluei | KoMOuHaluu
JapyHaBUP/pUTOHABUP MOXET | TapyHaBHP/PUTOHABUD c
OPUBOJIUTH K  CYIIECTBEHHOMY | Ja0UTraTpaHaHOM W
MOBBIIIICHUIO KOHIICHTPALIUH | TAKArpeJIopoM MPOTHBOIOKA3aHO.
naburaTpaHa WM TUKarpeaopa. Pexomennyercs MpPUMEHEHUE
JpyTUX AHTUTPOMOOIIMTAPHBIX
IpernapaToB, Ha KOTOPbIC HE BIUSIET
UHTUOMPOBAHWE WM WHAYKIUS
CYP (manmpumep, mpacyrpein).
Bapdapun He wusywanoces. Ilpu coBmectHoM |[Ipy COBMECTHOM NpPUMEHEHHH
NpUMEHeHUH ¢  KoMOuHauwuel |Bapdpapuna ¢ KoMOHMHammen
JapyHAaBUP/PUTOHABUDP  BO3MOJKHO | IapyHABHP/PUTOHABUP
U3MEHEeHHE KOHIIEHTPALIUH | pPEKOMEH Ty eTCsl MOHHUTOPHUHT
Bap(QapuHa. MEXTyHapOAHOIO
HOPMAJIM30BaHHOTO  OTHOILEHUS
(MHO).
IIPOTHBOCY/IOPOKHBIE IIPEITAPATHI
denobapOuTan He u3y4danock. | KomOuHnaruio
DEeHUTONH denobapobuTan u (EHUTOUH | TapyHABUP/PUTOHABUP HE CIIETYET
IPENOI0KUTEIBHO BBI3OBYT | IPUMEHSTh B COYETAHUM C STUMH
CHIDKEHHE KOHIICHTPAINH | JIEKAPCTBEHHBIMHU CPE/ICTBAMH.
JapyHaBUpa U PUTOHABUPA B TUIa3Me
(uanykius pepmento CYP450).
Kapbamazenun AUC kapb6amazenuna 1 45 % Cmax|Koppekunn 1036l  KOMOMHAIUM
200 mr 2 pa3a B CyTKH kapbamazenuHa T 54 %  Cmax|AapyHaBUp/pUTOHABUD HE
kapObamazenna T 43 % AUC|pexkomenayercs. Ecnu notpebyercs
JapyHaBUpa <> COBMECTHOE IpUMEHEHNE
Cmin tapyHasupa | 15 % KOMOWHAINH
Cmax 1apyHaBupa <> JapyHaBUpP/pUTOHABUP "
KapOamazenuHa, HEo0X0IuM
MOHHUTOPHUHT MOTEHIHATHHBIX
CBSI3aHHBIX € KapOama3enuHOM
HEKeJIaTeNIbHBIX siBIeHUH. CreayeT
KOHTPOJUPOBATh  KOHIIEHTPAIUIO
kapbamasenuHa, KpoMmMe  TOro,
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TﬂPK‘IP’T‘{‘G’ TUEDALASL—CEO-—TJIO3EL-C
r J | Mt [l

LIEJIbI0 OOECIIEUEeHMsT aJeKBATHOTO
OTBETA. Ha OCHOBaHHU
MOJIYYCHHBIX  PE3yJbTaTOB JIO3Y
KapOaMasenuHa B IPUCYTCTBHUH
KOMOMHAINH

JapyHaBUP/pPUTOHABHP MOYKET

notpeboBaTbcsi CHU3UTH HA 25 Y%-
50 %.

Knonazenam CoBMecTHOE npuMmeHenue | [Ipy  cCOBMECTHOM TPHUMEHEHUU
KOMOWHAIINK JJapyHAaBUP/ PUTOHABUD | KOMOHWHAIIUH napyHaBup/
W KJIOHa3emama MOKET MPUBECTH K |pUTOHABHUP u KJIOHa3emama
MIOBBIIIICHUIO KOHIICHTPAIIUH | pPEKOMEH, Ty €TCSI KIIMHHYECKUH
KJIOHA3emama B 1a3Me | MOHUTOPHHT.
(uarubuposanue CYP3A).

AHTH/IEIIPECCAHTbBI

[TapokceTun AUC mapokceruna | 39% B ciy4ae COBMECTHOTO

20 mr 1 pa3 B cyTku

Ceprpasiun
50 mr 1 pa3 B cyTku

AMWTpUNITAIIVH
Je3unpaMuH
Nmunpamun
Hoprpunruinux
Tpazonon

Cmin mapokcetuna | 37%
Crmax mapokcetuna | 36%
#AUC napyHnaBupa <>
#Cmin TapyHaBHpa <>
#Cmax JapyHaBUpA <>

AUC ceptpanuna | 49%
Chmin ceptpanuna | 49%
Cmax cepTpasiuna | 44%
#AUC napynaBupa <>
#Cmin napyHaBupa | 6%
#Cmax TapyHaBHpa <>

CoBMmecTHOE IpUMEHEHNE
KOMOHMHAIIUK JTapyHABUP/PUTOHABUP
C ATUMH aHTHJIETIPECCAHTAMHU MOXKET
MIOBBICUTH KOHIIEHTPALUIO
AHTHUJICTIPECCAHTOB (MHTHOMPOBAHKE
CYP2D6 u/unu CYP3A).

MPUMEHEHHUS aHTUJICTIPECCAHTOB C
KOMOMHAIMEH

JapyHaBUpP/pUTOHABHUP
PEKOMEH1yEeMbIM MOAXO0M
SIBJISICTCS TUTPALUS J103Bbl

aHTUJENPECCaHTa Ha OCHOBAHUU
KJIMHUYECKOM OLIEHKM OTBeTa Ha
aTtoT npemnapar. Kpome Ttoro, 3a

MaryeHTaMH, MOJTyYaIOLTUMHU
CTaOMIILHBIE JIO3BI
AQHTUJICIIPECCAHTOB, KOTOpbIE

HAa4YMHAIOT Tepanuio KoMOWHaluen
JapyHaBUp/ PHUTOHABHp, CIEIYyeT
HaOJII0AAaTh HA IpPEeIMET OTBETa Ha
AHTHUJICTIPECCAHTHI.

[Ipy coBMecTHOM HpPUMEHEHUU
KOMOWHAIUU
JTapyHaBUP/PUTOHABHDP C OSTUMHU
AHTHUJIETTPECCAHTAMH
PEKOMEHyeTCst KIWHUYECKUH
MOHUTOPHHT, KPOME TOTO, MOXET
MOTpeOOBaTbCS KOPPEKIUS 03Bl
ATUX aHTHJICTIPECCAHTOB.

IIPOTHBOPBOTHBIE IIPEITAPATHI

Jlomnepuion

He n3yuanocs.

I[Ipy  CcOBMECTHOM TPHUMEHEHUH
KOMOWHAIUU

JapyHaBUpP/pUTOHABUP c
JIOMIIEPUIOHOM cienyer
coOJIro1aTh OCTOPOKHOCTH n
HaOII04aTh 3a HEKelaTeIbHBIMU
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ppsm‘ann\/nl’ CRIAZAHHEIMIA el
JIOMITEPUTOHOM.
IIPOTHBOI'PUBKOBBIE ITIPEIIAPATHI
Bopukonason He wusyuyanoce. PutonaBup moxet | BopukoHaszoun HE cleayer
CHUXKATh KOHIICHTPAIUIO [IPUMEHATh B COYETAaHUU  C
BOPHUKOHA30J1a B Tuta3Mme (MHAYKIUS | KOMOUHAIUEH napyHaBHUp/
dbepmentoB CYP450). pUTOHABHpP 32  HMCKJIOYCHUEM
Clly4aeB, KOTJla Ha OCHOBAHHH
OLICHKH COOTHOIICHUS pHCKAa H
MOJIb3BI HEOOXOIMMO TPUMEHEHUE
BOPUKOHA30J]1a.
D 1yKOHa30I1 He M3y4alioCh. KomOunanus | Heooxomumo co0Iro1aTh
N3aBykoHazomn JapyHaBUP/PUTOHABUP MOJKET | OCTOPOXKHOCTh,  PEKOMEHIYETCS
Htpakonaszon MOBBILIATH KOHIEHTPALUIO | KTUHUYECKUH MOHHUTOpUHT. [lpu
[To3akoHazoun MIPOTUBOTPUOKOBBIX IPEIAPaTOB B |COBMECTHOM PUMCHCHUN
iasme, M03aKOHA30JI, | CyTOYHAsl /1032 WUTpPaKOHa30lia He
M3aBYKOHA30JI, MTPAKOHA30JI WJIH | 10JKHA npeBbimath 200 mr.
¢GiIykoHa301 ~ MOTYT  TOBBIIIATH
KOHIICHTPAIHIO JTapyHaBUpa
(uHTHOMpOBaHUE nzodepmenTa
CYP3A u P-riukonporenHa).
Knorpumaszon He U3y4aloCh. CoBmectHoe |[Ecmi TpeOyeTcst ~ coBMecCTHOE
CUCTEMHOE MPUMCHCHHUE | IPUMEHEHHE C  KJIOTPHUMA30JI0M,
KIOTpUMa3zoia W KOMOWHAIIMU | HEOOXOAUMO coOroaTh
JTapyHaBUP/PUTOHABUP MOJKET | OCTOPOXKHOCTh,  PEKOMEHIYETCS
MOBBIIIATH KOHIEHTPALUIO | KTHHUYECKUH MOHUTOPUHT.

JlapyHaBHpa M /WM KJIOTPUMA30Ia B
mwiasme. AUCan mapynasupa T 33%
(Ha OCHOBAHWHU  MOMYJISIIHOHHON
MoJenu (papMaKOKUHETUKN).

IIPOTUBOIOJAI'PUHYECKHUE IIPEITAPATBI

Komxumma

He U3y4aoCh. CoBmMmecTHOE
IIPUMEHEHNE KOJIXMIIMHA U
KOMOMHAIUK J1apyHaBUP/pUTOHABUP
MOJKET TIOBBIIIATH KOHIEHTPALUIO

Ecnun Tpedyercs Teparus
KOMOHMHaIuen

JapyHaBUpP/pUTOHABUP y
NalMEHTOB c HOPMaJIbHOM

KOJIXMIIMHA (uHrubupoBanue | QyHKIUEH N€YeHW WM I[OYEK,
uzopepmenta CYP3A w/wnnm  P-|pekoMeHIyeTcsi CHHM)KEHHE J103bl
TJINKOTIPOTEHHA). KOJIXUIIMHA WM TIPUOCTAHOBJICHUE
npuema 3TOTO npernapara.
[Tannentam c HapylLIeHUEM
(GYHKIMM TEeYeHH WM T0YeK
MPOTHBOIMOKA3aHO IPUMEHSITh
KOJIXUIIMH B COYETAaHHMH  C
KOMOHMHarueu
JlapyHaBUP/pUTOHABUD.
ITPOTHBOMAJIAPHUHBIE ITPEITAPATHI
Aptemerep/Jlymedpantpur | AUC apremerepa | 16 % KomOunamms
80/480 mr, 6 mo3 uepes 0, 8, | Cmin apTeMerepa «> JTapyHaBUP/pUTOHABHUP MOXET
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24, 36, 48 n 60 yacos

=

Cmax apTeMetepa | 18 %

(MOCHEQOBATERBHOCTS 0003)

inIY\A’PHG’T‘L{‘G B COUCTAHIM C

AUC purunpoapremusununa | 18 %
Cmin IUTUAPOAPTEMU3HHUHA <>

Cmax nuruapoapremusuauta | 18%
AUC nymedantpuna 1 175 % Chmin
aymedpantpuna T 126 % Cmax
aymedantpuna 1T 65 % AUC
JapyHaBUpa <>

Cmin napynaBupa | 13 %

Cmax 1apyHaBupa <>

apremerepoM/ TyMedaHTpUHOM Oe3
KOPPEKLUH JI03bl; TEM HE MEHee,
BCJICACTBUC ITOBBIIIICHU A
KOHIICHTPALUH aymedaHTpUHA
TaHHYI0 KOMOHWHAIMIO  CIIeIyeT
IPUMEHSTH C OCTOPOXKHOCTBIO.

IIPOTHBOTYBEPKYJ/IE3HBIE ITIPEITAPATBI

Pudammunux
Pudanentun

He wusywanoce. Pucdanentun wu
pudaMIUIUH SBISIOTCS MOIIHBIMH
UHIYKTOpaMHU n3odepMeHTa
CYP3A, OHHU BBI3BIBAJIH
BBIPOKEHHOE CHIDKEHHE
KOHLIEHTPALUI APYTUX UHTHOUTOPOB
npoTeas, 4TO MOXKET MPUBOAUTH K
BUPYCOJIOTHYECKOM
HeO(PPEKTUBHOCTH W PA3BHUTHUIO
PE3UCTEHTHOCTH (MHAYKIHS
depmentoB CYP450). B  xonme
HOMNBITOK  MPEOJOJETh CHUKECHUE
KOHIICHTPALIU! MOCPEJICTBOM
HIOBBILICHUS JI03BI JIpyTUX
MHTUOUTOPOB POTEa3 B COUCTAHUH C
HU3KMUMH  JI03aMH  PUTOHaBHpPA
HaOmrofamach  BBICOKAash — 4acToTa
peakuMii co CTOpPOHBI  II€YEHH,
CBSI3aHHBIX C pPU(DAMIUIIMHOM.

[Mpumenenne  pudaneHTHHa C
KOMOUHAIMER
JapyHaBUDP/pUTOHABUD HE
pEeKOMEeHayeTCsl.

IIporuBonoka3ana
KOMOWHHUPOBAHHAS Tepanus
pudaMIUIMHOM ¢ KOMOHWHAaIMeH
JapyHaBUP/pUTOHABUD.

Pudalytun
150 mr 1 pa3 B 2 nus

AUC™ putabyruna 1 55 %

Cmin~ pudabyruna 1 H/O

Cmax  pruabyTHHa <>

AUC napynasupa T 53 %

Chmin 1apyHasupa 1 68 %

Cmax napyHaBupa 7 39 % ~cymma
AKTUBHBIX TIPOM3BOIHBIX
pudalyTrHa (MCXOAHbIN npenapar +
25-O-ne3aleTHIIbHBIH METa0OoITUT).
B wuccnenoBaHuu B3auMOACHCTBUSA
HaOJIOJATNCh CPABHUMBIE CYTOYHBIC
CHUCTEMHbBIE KOHIICHTpaluu
pudabdbytuna npu npueme B 1o3e 300
Mr 1 pa3 B CyTku B BuUie
MoHoTepanuu U 150 Mr gepe3 1eHb B
COYETaHUU C KOMOUMHanuen
napynasup/putonasup (600/100 mr
2 paza B CyTKH) C TPHUMEPHO
JECITUKPATHBIM yBEITUYCHUEM
CYTOYHOTO  YpPOBHS  AKTHUBHOTO

ITarmenTam, MOJIYYarOIIAM
KOMOHMHAIINIO
JapyHaBUpP/pUTOHABUP,
PEKOMEHIYETCSl CHWXKEHHME 03Bl
pudadytuna Ha 75 % OT OOBIUHOMN
no3bl 300 mr/cyr (Hampumep, 150
MI uepe3 JIeHb), a Takxke Oojee
YacThli MOHUTOPHUHI 10 MOBOAY
CBSA3aHHBIX c pudadbyTuHOM
HEKEJIATEeNIbHBIX  sIBJIEHUW. B
ciydae TmpoOJieM CO  CTOPOHBI
6e30macHOCTH HE0OX0TUMO
paccMOTpETh JanbpHeee
YBEIMUUYEHUE HWHTEpBAJIA  MEXIy
npuemamu  pudalbyTuHa W/ Mau
MOHUTOPHUHT KOHIIEHTPaLUH
pudabyTuHa.

Heo6xoaumo U3YYUTh
ouIManbHble PEKOMEHIAINK 10
Ha/IJIeKaIlel Tepanuy TyOepKyie3a
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ne3aneTmwipudadyTuHa).

Kpome Toro, AUC cymMMBbI aKTUBHBIX
MIPOU3BOIHBIX pudadytuHa
(ucxomgHoro mpemapata + 25-O-
J1€3aleTUIIBHOTO MeTabonuTa)
nosbicWiiach B 1,6 paza, B TO BpeMsi
kak 3HaueHHe Cmax OCTaBajlIoOCh

COINIOCTaBUMBIM.

B Hacrosmiee BpeMs OTCYTCTBYIOT
JaHHBIE 1O  CPaBHEHHIO  CO
cTaHzapTHoi no3oi 150 mr pas B

CYTKH.

(Pudabytun sBusercs UHIYKTOPOM

u cyocTtpatom n3odpepMeHTa
CYP3A). [Tpu COBMECTHOM
PUMEHEHUN KOMOWHAIMH
JlapyHaBUP/pUTOHABUP c
pudadytunom (150 mr yepes neHb)
Ha0JII01a710Ch HOBBIILICHHUE
CHUCTEMHOH KOHIIEHTpaLUH
JlapyHaBUpa.

MAaIMeHTOB.

Ha OCHOBaHUU npoduIs
0e30macHOCTH KOMOHWHAIINN
JapyHaBUP/pUTOHABUP YBEINYCHUE
KOHIIEHTpAllUM  JlapyHaBHpa Ha
¢one Ttepanuu pudabyTHHOM HE
TpeOyer KOPPEKIINH JI03BI
KOMOWHAINU
JapyHaBUpP/pUTOHABUP. Ha
OCHOBAHHHU
(hapMaKOKUHETHYECKOTO
MOJICITUPOBAHMSI 3TO CHW)KCHHUE
no3el Ha 75 % Takke Kacaercs
HaIMEHTOB, MOJTYYarOIIUX
puhabyTHH B 103€, OTIUIAOIICHCS
ot 300 mr/cyT.

IIPOTHBOOIIYXOJIEBBIE IIPEIIAPATBI

Ja3atuHu6 He u3yuanocs. [Ipennonaraercs, yto |IIpy  cOBMECTHOM HpPUMEHEHUU
Hunotunu6 KOMOUHAIMsI JapyHABUP/pUTOHABUD | 3TUX JIEKAPCTBEHHBIX MPENapaToB ¢
BunOnactun OyZeT TMOBBIIATh KOHIEHTPALUIO | KOMOMHaIMel
Bunkpuctun THUX IIPOTHBOOITYXOJIEBBIX | JAPYHABUP/PUTOHABUP BO3MOXKHO
npenapaToB B TUTa3Me | TOBBIIIEHHE WX  KOHIEHTPAIHH,
(uHrHOMpoBaHUE n30(epMeHTa | TAKUM obpazom, BO3MOXHO
CYP3A). yBEJIUYEHHE He)KeJaTeJIbHbIX
SBJIEHUH, OOBIYHO HAOJIIOJAEMBIX
npu IPUMEHEHUN JTAHHBIX
JIeKapCTBEHHBIX CPEJICTB.
HeoOxoaumo co0JIro1aTh
OCTOPOKHOCTh MpPHU HA3HAYEHUU
KaKoro-moo u3 TUX
IPOTUBOOITYXOJIEBBIX IPENapaToOB B
COYETaHUH C KOMOMHaLMEH
JlapyHaBUP/pUTOHABUD.
CoBMmecTHOE IIPUMEHEHNE
3BEpOJIMMYCa MM HPUHOTEKAHA C
KoMOUHaImen
OBEpoInMyC JapyHaBUpP/pUTOHABUP HE
Wpunorekan pEKOMEHAYETCS.
AHTHIICHXOTHYECKHE ITPEITAPAThI/HEHPOJIEIITHKH
KBernanux He usyuanocs. [Ipennonaraercs, yto | CoBMecTHOE IpUMEHEHHE
KOMOMHAIMs J1apyHaBUP/PUTOHABUDP | KOMOUHALIUU
MOBBICUT  KOHIEHTPAIMIO  3TOTO | JapyHaBUP/PUTOHABUD c
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HbeHabara—B
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KBeTHaAHMHOM npn"rnnnnnt/n"zaun’

miasme
uzodpepmenra CYP3A).

(uHTHOMpOBaHKE

IMOCKOJIBKY BO3MOYKHO YBEJIMUYCHHE
CBSI3aHHOM c KBETHAITMHOM
TOKCHUYHOCTH. IToBeIIIEHHE
KOHIIEHTpalUid KBETHAIIMHA MOXKET
MIPUBOJIUTH K KOME.

[Tepdhenazun

Pucnepunon

Tuopungazux MMOBBLICHUT
IiasMe
A/nnm

Jlypaszunon

IIumosnn

Ceptunaon

n30(pepMEHTOB

[JIMKOIIPOTENHA).

He uzyuanocs. [Ipennonaraercs, 4to
KOMOWHAIMS JTapyHABUP/PUTOHABUP
KOHIICHTPAIIMIO  3TUX
AHTUIICUXOTHUYECKUX TIPErnapaToB B

(nHTHOMpOBaHUE
CYP3A, CYP2D6

P-

B cirydae COBMECTHOT'O
MPUMEHEHHST J3THUX I[PEMapaToB C
KOMOUHAINER

JapyHaBUP/pPUTOHABHP MOXET
OTPeOOBATHCS CHIYKEHUE UX JTO3BI.

CoBmecTHOE IIPUMEHEHNE
KOMOWHAINY
JapyHaBUDP/pUTOHABUD c

JypasuA0HOM, IHMO3UAOM HUJIHU
CCPTUHAOJIOM IPOTUBOIIOKA3aHO.

BETA-A/[PEHOB/IOKATOPbI

Kappenuinon He u3yuanocs. [Ipennonaraercs, yto |[IIpy  COBMECTHOM  HpPUMEHEHHUU
Meronpomnon KOMOWHAIMS JapyHAaBUP/pUTOHABUD | KOMOMHALIUU
Tumosnon HOBBICUT KOHILIEHTPALUIO 3TUX OeTa- | lapyHaBUp/pUTOHaBUp ¢  Oera-
aipeHo0JIOKaTOPOB B 1a3Me | apeHobI0KaToOpaMu
(uHrHOupoBaHue n30(epMEeHTa | pPEKOMEHAYETCS KJIMHUYECKUI
CYP2D6). MOHUTOpPHUHT. Clenyer peluTh
BOIPOC O CHW)KEHUHU J03bI Oera-
aZpeHobIoKaTopa.
BJIOKATOPBI «ME/IV/IEHHBIX» KA/IBIITHEBbIX KAHA/IOB
AMII0AUIINH He U3y4anoch. MosxHo |IIpy  coBMECTHOM TNPpUMEHEHUU
Jluntuazem MPEIIOJIOKUTh, YTO KOMOMHAIIMA |3TUX MpernapaToB ¢ KOMOMHaluen
®denoaunux JlapyHaBUDP/pUTOHABUP MOXET | JapyHaBUp/PUTOHABUD
Huxkapunma MIOBBICHTH KOHIIEHTPALUIO | pPEKOMEHIYETCSI KIIMHUYECKUI
Hudenunun 0JI0KaTOpOB «MEJICHHBIX» | MOHUTOPUHT TEepPaneBTUYECKHX U
Bepamamuin KaJbIMEBbIX KaHAJIOB B ILIa3Me |0OOYHBIX 3P PEKTOB.
(MHrUOMpOBaHUE n30(epMEHTOB
CYP3A u/umu CYP2D6).
I'TIOKOKOPTHKOCTEPOMH/IbI
['I0OKOKOPTHUKOCTEPOUIBL, @Oy THKA30H: KmHIYecKoM | [Ipr oqHOBpeMEHHOM MTPUMEHEHHH
MeTa0OoIU3UpyEMbIE B | UICCIIEJIOBAHUH, KOTOPOM | KOMOWHAINH

nepyto ouepens CYP3A (B|puronarup B qo3e 100 mMr B Karcynax
TOM 4yHucie OerameTa3oH,|2 pa3a B CYTKH NPHUMEHSIU B

OyecoHu I,
MOMETAa30H,
TPUAMIIMHOJIOH )

3JI0POBBIX
HaOJIFOJAJIOCH

(bayTukasoH, | couetanun ¢ 50 MKr QuiyTHKa3oHa
MPETHU30H, | TPONHOHATa WHTpaHa3aJlbHO (4 pa3a
B CyTKH) B TeueHue 7 JHEH Yy
JTO0OPOBOJIBIIEB
CYLIECTBEHHOE

JapyHaBUpP/pUTOHABUP "
TIIIOKOKOPTUKOCTEPOHIOB,

MeTaboIN3UPYyEMBIX CYP3A
(Hammpumep, ¢yTHKa30Ha
MpoINKoHaTa 170171 IpyTUX
WHTSIMOHHBIX MM Ha3aJlbHbIX
[JIIOKOKOPTUKOCTEPOHUIOB), MOKET
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(MTOCHEQOBATENBROC T 0003)
HOBBIIHeHI/Ie (\HHP“TPQHTITI DﬂQpﬂ(‘TQTL p‘[l{‘ﬂ' pQQDTI’T‘T/TCI'
¢dyTHKa30HAa MIPOMMOHATA B IJIa3Me, | CHCTEMHBIX a¢dekToB

B TO BpeMs KaK KOHIEHTpAIHH
9H/IOTEHHOTO KOPTH30J1a CHUKAIIUCh
npumepio Ha 86 %  (90%
JOBepHUTEIbHBIN nHTepBan 82-89 %).
[lpy WHraNSIMOHHOM TNPUMEHEHHH
GyTHKa3oHa MOTYT HaOJIOIAThCS
Oonee BbIpakeHHbIE J(PPEeKTh. Y

MAIUEHTOB, MOy YaIOIITUX
PUTOHABHP u ¢biryTHKA30H
WHTAISIIMOHHO WM WHTpPaHa3aJIbHO
OTMEYaJINCh CHCTEMHbIE
TIIFOKOKOPTUKOCTEPOUTHBIC

3¢ pexTsI, BKJTFOYAst CUHIPOM
Kymmnra u CYIIPECCUIO

HAMOYCYHUKOB. D(H(PEKTHI BHICOKOM
KOHI[EHTpauu  QUIyTHKa30HA Ha
KOHIIEHTPAllMI0O  pUTOHaBHpa B
miasme HEU3BECTHBI. Hpyrue
TIIFOKOKOPTUKOCTEPOUIBI:

JIeKapCTBEHHBIE B3aUMOJCHCTBUS HE
u3ydyanuch. KoHIEHTpanmuu 3THX
npernapatoB B IUIa3M€  MOTYT
BO3pacTatb MpU OJHOBPEMEHHOM

PUMECHCHUN KOMOHWHAIINN
JapyHaBUP/pUTOHABUP, MPHUBOIS K
CHIDKEHUIO KOHIICHTpalluU

KOpTHU30JIa B CIBOPOTKC.

TJIFOKOKOPTHKOCTCPOU OB,

BKIoyas cuHAapoM KymwmHra wu
CYIPECCHIO HaJII0YE€YHUKOB.

[IpuMeHeHrEe  OAHOBPEMEHHO

C

METabO0JIN3UPYEMbIMU CYP3A

TJIFIOKOKOPTUKOCTCpOUAaMU

HC

pPEKOMEHAyeTCsl, 3a HCKIIOYEHHUEM
CIy4yaeB, KOTJa MOTEHIHAJIbHAS
1oJib3a JUISl TAlleHTa IPEeBBIIIACT
puck. B Takux cnydasx ciemyer

Ha6J'II-OI[aTB 3a NaloueHTaMH

Ha

npeaMer cucTeMHbIX  3hdekToB

TJIFOKOKOPTHKOCTCPOUIOB.

Crenyet paccMOTpeThb, 0COOCHHO B
cirydae HE00XOUMOCTH
JJIUTEIIBHOT'O IIPUMCHCHUA,

AJIbTCPHATUBHLIC

TJIIOKOKOPTUKOCTCPOUABI, MCHEC
3aBUCHMbIE  OT  MeTabonu3ma
CYP3A, nampumep, 6eKIIOMeTa30H
v Ha3aJbHOTO W

HWHTAJIAMUOHHOI'O IPUMCHCHH .

JlexcameTra3oH
(cuctreMHO)

He nuzyuanocs. /lekcaMeTazoH MOXKET
CHUXKaTh KOHLIEHTPALUIO
JapyHaBUpa B IUIa3Me (MHIYKIIHS
usopepmenta CYP3A).

JlexcameTa3oH B Ka4yecTBe
CHUCTEMHOTO TMpernapaTa CIeayer
MPUMEHATh C OCTOPOXKHOCTBIO B
COYEeTaHUU c KOMOWHAIHEH

JapyHaBUpP/pUTOHABUP.

AHTAT'OHHUCTHI SGH/IOTE/IHHOBBLIX PEIIENITOPOB

bozenran

He U3y4aloCh. CoBMecTHOE
IIPUMEHEHNE 003eHTaHa c
KOMOMHaIHEH
JapyHaBUP/PUTOHABUP MOKET
MOBBIIIATH KOHI[EHTPAIHIO
0o3eHTaHa B IIa3Me.

Bo3zenran MOKET CHIDKATh
KOHI[CHTPAIIMIO  JapyHaBUpa W
pPUTOHABHpA B TJIa3Me

(uanykims CYP3A).

HpI/I COBMCCTHOM  MPUMCHCHUU

KOMOWHAIINHU
JTapyHaBUP/pUTOHABHUP

PEKOMEHTyeTCs MOHHUTOPHUHT

MIePEeHOCUMOCTH OO3EHTaHa.

AHTHBHPYCHBIE IIPEITAPATBI IIPAMOT O JEHCTBHUA JI/IA TEPAITHH T'EIIATHTA C

Huzubumopuvr npomeasvr NS3-4A

bouenpesup
800 mr 3 pa3a B cyTKH

AUC 6omnenpesupa | 32 %
Cmin OomeripeBupa | 35 %

KomOuHammro
JTapyHaBUpP/pUTOHABHUP

HC
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Cmax GouenpeBupa | 25-%

OCREACBATERBHOC

-'-—
=R

DeKOMEeHINVETLCS HDOUMEESITL B
r —J r

AUC napynasupa | 44 %
Chin mapyHasupa | 59 %
Cmax mapyHasupa | 36 %

COYETaHUH ¢ OOLETIPEBUPOM.

I'exanpeBup/muOpEeHTaCBUD

CoBmecTHOE pUMEHEHHE
KOMOWHAIMK JapyHaBUP/pPUTOHABUD
B COYETAaHMM C KOMOWHanmei
TJIEKarpeBUP/TUOPEHTACBUP MOXKET
HOBBICUTD KOHIICHTPALHIO
rJIeKanpeBupa W NHOpPEHTacBHpa B
1a3Me (nHTHOMpOBaHUE P-
[JIMKOIPOTEHUHA, Oenka
PE3UCTEHTHOCTH paka MOJIOYHOM
xene3nl u/umn OATP1B1/3).

CoBMecTHOE MIPUMECHECHHE
KOMOUHALIMUA

JapyHaBUDP/PUTOHABUD c
KOMOUWHAIHEeH
TJICKaNpeBUP/TMOPEHTACBUD HE
PEKOMEH/TyeTCSl.

CumenpeBup

AUC cumenpesupa 17 159 %
Chmin cumenipeBupa 1 358 %
Cmax cumenpesupa 1 79 %
AUC napynasupa 1 18 %
Chin napynasupa 7 31 %
Cmax 1TapyHaBupa <>

Jloza  cumenpeBupa B ITOM
UCCJICIOBAaHUH B3aMMOJICHCTBHS
cocrapisuia 50 Mr mpu COBMECTHOM
MPUMEHEHUU c
JapyHaBupoM/puToHaBupoM u 150
M B  Tpynme  MOHOTEpANHH
CHUMENPEBUPOM.

KomOunamuro
JapyHaBUDP/pUTOHABUD HE
pEKOMEHAyeTCs  NPUMEHSTh B
COYETaHUH C CUMETIPEBHPOM.

OnbacBup/rpazonpeBup

[Ipeanonaraercsi, 4To KOMOWHAIUA
JlapyHaBUDP/pUTOHABUP MOBBICHUT
KOHIICHTPALlMIO  Tpa3onpeBHpa B
I1asme (uHrHOMpOBaHUE
nzopepmertoB CYP3A u OATP1B).

KomOunaruto
JTapyHaBUP/pUTOHABUP
MPOTHUBOINOKA3aHO TMPUMEHITh B
COUYETaHUH c KOMOHMHaImen
rpa3onpeBup/>0acBup.

PACTHTEJ/IBHBIE ITIPEITAPATBI

3BepoOoi MPOABIPSBICHHBIH
(Hypericum perforatum)

He nsyuanocs. [Ipennonaraercs, 4to
3Bepo00il TPOABIPSBICHHBIN OyAer
CHIKATh KOHLIEHTPALUIO
JlapyHaBHpA U PUTOHABUPA B IJIa3MeE
(uanyknus CYP450).

KombOunanus
JTapyHaBUP/PUTOHABHD HE JIOJDKHA

IPUMEHSATBCS B COYETAaHUH C
nperapaTamu, COZIepIKaIIUMHU
IKCTPAKT 3Bepo0os

TIPOJIBIPSABICHHOTO (Hypericum
perforatum). Ecniu manueHT yxe
MoJTy4aeT 3BepoOoit
MPOJABIPSBICHHBIH,  HEOOXOIMMO
€ro OTMEHHUTb H, 110 BO3MOXKHOCTH,
MIPOBECTH aHAIHM3 YPOBHS BUPYCOB.
Konnentpanust gapyHaBupa (a

TaKxKe PUTOHABHPA) MOJKET
MOBBICUTHCS TIPU OTMEHE 3Bep000si
MPOJBIPABIEHHOTO. JlaHHBIN
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COXpaHATHCS B TEYEHUE 110 KpallHEeH
Mepe 2 Henenab I0CIE OTMEHBI

3Bep000s IPOABIPSBICHHOTO.

HHI'HBHTOPBI 'MI-KOA-PE/IYKTA3bI

JloBactaTtux He wm3ywanoce. Ilpennonaraercs
CumBacTaTtuH 3HAYUTENIBHOE HIOBBIILICHHE
KOHHGHTpaLII/Iﬁ JJOBaCTaTuHa u
cUMBacTaTMHa B  IuUla3Me IpHU

IloBbimieHHE KOHIOCHTpauun
JoBaCTaTHuHa HMJIM CHMMBACTaTHHA B
J1a3M€ MOXXECT BbI3BATh MHUOIIATHUIO,
B TOM YHCJIIC pa6I[OMI/IOJ'II/13. Taxum

COBMECTHOM NPUMEHEHUN c|o0pa3oM, COBMECTHOE PUMEHEHNE
KOMOMHaImen KOMOWHAINU
JapyHaBUDP/pUTOHABUP JapyHaBUP/pUTOHABUD c
(uHTHOMpOBaHUE n3o(depMenTa | J0BaCTaTHHOM WIH
CYP3A). CUMBACTaTMHOM IPOTHBOIIOKA3aHO.

ArtopBacTaTuH AUC atopBacratuna 1 B 3-4 pa3za B ciryvae IIPUMEHEHUS

10 mr 1 pa3 B cyTku Chmin aTopBactatuHa 1 B =5,5- 10 pa3 |aropBacTaThHa ¢ KOMOHWHaIuen
Cmax aTropBactatuHa T B =2 pasa JTapyHaBUP/pPUTOHABHP

peKOMeHlyeMasl HayalbHas J103a
aTopBacTatuHa cocrtasisger 10 mr
l1pas B cytku. BosmoxHO
ITIOCTCIICHHOEC IIOBBIIICHHUE O3Bl
aTOpBacCTaTHHA B COOTBETCTBHUH C
KIIMHUYCECKUM OTBCTOM.

[IpaBacraTtun AUC npasactatuna 1 81 %"

40 Mr OJTHOKpaTHO Cnmin paBactatuna H/O

Cmax mpaBactatuHa T 63 %

’s  orpanuuennoit cy6GnomyAIUHU
HaIMEeHTOB Ha0J110/1a710Ch
YBEJIMUEHHE 10 S5 pa3

Eciu  TpelGyercs  coBmecTHOE
NpUMEHEHHWE  MpaBacTaThUHA  C
KOMOHMHAaIHEH
JapyHaBUpP/pUTOHABUP,
PEKOMEHyeTCst HaYyMHATh c
MHUHHUMAJTbHOH BO3MOKHOM JIO3BI
npaBacTaTUHA C TUTpalMe 10

KEITaeMOro KJIMHHYECKOTO
s dexTa c MOHHTOPHHTOM
0€30MacHOCTH.

PosyBacratun AUC posysacratnra 1 48 %'
10 mr 1 pa3 B cyTku Crmax posyBactaTuna 1 144 %'
HAa OCHOBAHHH OIyOIMKOBAHHEIX
JIAHHBIX

Ecin  Tpebyerca  coBmecTHOE
NpUMEHEHUE  pO3yBacTaTHMHa C
KoMOMHanuen
JapyHaBUpP/pUTOHABHUD,
PEKOMEHTyeTCst HA4YMHATh c
MUHUMAaJIbHOM BO3MOXKHOM JIO3BI
po3yBacTaTWHA C TUTpaMENd 110

JKEITaeEMOT0 KJIIMHHYECKOTO
s dexTa c MOHHUTOPHHIOM
0e30IMacHOCTH.

JIPYTHE 'HIIOJIHITHTEMHUYECKHE ITPEIIAPATBI

Jlomuranuz KomOunanus napynaBup/putonaBup | COBMECTHOE HCITOJIb30BaHHE

MOXET IIOBBIIIIATH KOHHeHTpaHI/IIO KOM6I/IHaHI/II/I
JOMUTANUIa TPU  COBMECTHOM | IapyHABHP/PUTOHABUP u

UCIONIb30BaHUU  (MHrHOMpOBaHUE

JJOMUTaIlaa IMpOTUBOIIOKA3aHO.
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nzodepmenta CYP3A)

Bb/IOKATOPBI H-T'HCTAMHHOBbBIX PELIEIITOPOB

Panutunun
150 mr 2 pa3a B CyTkH

#AUC napynaBupa <>
#Cmin TapyHaBupa <>
#Cmax JapyHaBupa <>

KomOunammro

JapyHaBUP/pPUTOHABHP MOHO
NPUMEHSATh B COYCTaHUU  C
omokatopamu  Hz-THCTaMUHOBBIX
perenTopoB 6e3 KOPPEKIUHU JT03bI.

HMMYHOCYIIPECCAHTHI
[Huknocnopun He wusyuanoce. Konuenrpanus 3tux | B ciyyae COBMECTHOTO
Cuponumyc MMMYHOJENPECCAHTOB  MOBBICUTCSA | IPUMEHEHUS pPEKOMEHyeTCst
Takponumyc IPU COBMECTHOM TNPUMEHEHHH C|TepaneBTUUYCCKUN MOHUTOPUHT
KOMOHHanuen KOHLICHTpaluu
JTapyHaBUP/PUTOHABUP UMMYHOCYTIPECCAHTOB.
(uHTHOMpOBaHUE nzodepmenTa
CYP3A).
DBepoanMyc CoBmecTHOE MIPUMEHEHHE
IBEpoOIMMyca C  KOMOWHaIuen
JapyHaBUpP/pUTOHABHUP HE
pEeKOMEHAyeTCsl.
HHT'AJIAIIHOHHBIE BETA-A/IPEHOMUMETHKH
Canmerepon He M3y4anoch. ComectHoe | CoBMecCTHOE MIPUMEHEHHE
IIPUMEHEHNE caJiMeTeposa U |caiMeTepoia ¢ KoMOWHammein
JapyHaBUpa C HHU3KUMU J03aMH | 1apyHaBUP/PUTOHABUD HE

pUTOHAaBUpa MOXET IPUBECTH K|pekoMeHayercsi. B pesyibrare

IOBBIICHHIO KOHHCHTpaHI/Iﬁ
CaJIMETECPOJIa B IJIa3Me.

UCIIOJIB30BaHUSI dTOW KOMOWHAIIUU
BO3MOX>XHO ITIOBBIIIICHUEC pUCKa
CepIeYHO-COCYIMCTHIX
HEXKEIJIAaTCIbHBIX ﬂBHCHHﬁ,
CBSI3aHHBIX C  CaJIMETepOJIoM,
BKJIIO4asA YAJIMHCHUC MHTCPBAJla
QT, cunbHOE cepaneOueHue W
CHHYCOBYIO TaXUKAPJIHUIO.

HAPKOTHYECKHE AHAJTbTETHKH/TEPAITHA OITHOH/THOH 34ABHCHMOCTH

Metanoun

WHIUBHUIyalbHBIE /O3Bl B
nuanasoHe oT 55 go 150 mr 1
pa3 B CYyTKH

AUC R(-) metamona | 16 %
Cmin R(-) meTamona | 15 %
Cmax R(-) metamona | 24 %

B Havaje COBMECTHOT'O
MpUMEHEHHsT C  KOMOWHammein
JapyHaBUP/pUTOHABUP KOPPEKLUs
7103bl MeTaJioHa He Tpedyercs. Tem
HE MEHee, B Cllyyae COBMECTHOIO
MIPUMEHEHUSI Ha IPOTSHKEHUU Ooliee
JUITENIFHOTO TIepHoJia BpPEMEHHU
MOJKET MOTPEOOBATHCS YBEINICHNE
7036l MeTaJioHa. Takum o0pa3om,

pEKOMEHTyeTCS KIIMHUYECKU I
MOHHMTOPHHT, MMOCKOJIBKY y
HEKOTOPBIX  MAallUEHTOB  MOXKET
nmoTpedoBaThCs KOppEKLHUs

MO KUBAIOIIEN TEPaITHH.
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AUC 6ynpenopduna

8/2 Mr—16/4 mr 1 pa3 B cytku | Cmin OynipeHopduHa <> YBEJIUYEHUS [1apaMeTpoB
Crmax 6ytipeHopduna | 8 % (hapMaKOKUHETHKU
AUC nopbynpenopduna 1 46 % HOpOynpeHoppuHa HE
Chmin HOpOynpenopduna T 71% Cmax|ycTanoBnena. Ilpu coBmecTHOM
HopOynpeHoppuna 1 36% AUC| mpumeneHun ¢  KoMOMHaImen
HAJIOKCOHA <> JapyHaBUP/PUTOHABUP KOPPEKIUS
Chmin Hasmokcona H/O 7036l OynpeHopduHa MOXET He
Crax HAJIOKCOHA <> notpeboBaThCsi, TEM HE MEHee,
pEKOMEHyeTCs TILATEJIbHBIN
KJIMHUYECKUM  MOHUTOPHHI  Ha
MpeaIMeT CHMIITOMOB —OIHMATHON
TOKCUYHOCTH.
denTanm, OKCHKOOH, | CoBMecTHOE npumMeHenue |[Ipy  COBMECTHOM NpPUMEHEHHH
Tpamaon KOMOHMHAIIMK J1apyHaBUP/PUTOHABUD | KOMOUHALIUN
¢ (eHTaHMIIOM, OKCHKOJIOHOM WJIH | IapyHABHP/PUTOHABUD c
TPaMaJolioM  MOXET  IOBBICUTH | (DEHTAHMIOM, OKCHUKOIOHOM H
KOHIICHTPALUIO ITHX AaHAIBIETHKOB | TPAMa0I0M pEKOMEHIYeTCS

(uHTHOMpOBaHUE n30(pepMeHTOB
CYP2D6 w/umu CYP3A).

KIMHUYECKUH MOHHUTOPHHTI.

ICTPOI'EH-COAEP/KAILIIHE KOHTPALENITUBHBIE IIPEITAPATBI

JpocriupeHoH
Orunumerpaguon (3 mr/
0,02 mr 1 pa3 B cyTKn)

Bnusiaue KOMOWHAIINN
JTapyHaBUP/pUTOHABHUP Ha
KOHIIGHTPAIIMIO JPOCIUPEHOHA HE
M3Y4YEHO.

OTUHUIACTPATNOI
Hopatunapon
35 mkr/1 mr 1 pa3 B cyTku

AUC stunnmacrpaauona | 44 %
Chmin aTHHWACTpauona | 62%

Chmax aTHHMIACTpaguona | 32% AUC
HOpaTUHIpOoHA | 14 %

Cmin HOpaTHHIpPOHA | 30 %

Cmax HOPITHHAPOHA <>

Ecnu ACTPOTECHCOIePIKAIINE
KOHTpAUENTUBbl MPUMEHSIOTCS B
COYETaHUH C KOMOHMHaLMEH
JTapyHaBUpP/pUTOHABHUP

PEKOMEHIIyeTCSl  HMCIOJIb30BAaHUE
albTEPHATUBHBIX W
JOITIOJIHUTCIIbHBIX CpCaACTB

KOHTpALICTIIMU. 3a MalUeHTKaMH,
MOJIyYAIOIAMH ~ ICTPOTEHBI B
KayecTBe TOPMOHO3aMECTUTENBHOM
Tepanuu, HeoOX0IUMO HaOIIOJaTh
Ha peaMeT CUMIITOMOB
ACTPOTEHOBON  HEJOCTATOYHOCTH.
I[Ipy  COBMECTHOM TpPHUMEHEHUH
KOMOWHAIUU
JapyHaBUpP/pUTOHABUP c
JPOCTUPEHOH-COACPKAIUMU
npernapaTamMmu PEKOMEHTyeTCS
KIIMHUYECKUIT MOHUTOPUHT B CBS3U
c PUCKOM pa3BHUTHS
TUIEepKaTUEMUH.

AHTAI'OHHUCTHI OITHOH/ITHBIX PELIEIITOPOB
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He u3yyanocs.
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ORMEeCTHOLe inIl\A’P‘“PHT/IP
KOMOUHALIMUA
JapyHaBUP/pPUTOHABHP u

HaAJIOKCEroJia MpoTUBOIIOKA3aHO.

HHITHBUTOPbI ®OCDO/JUICTEPA3BI 5 THIIA (®1I-5)

Jnst nedeHus SPEKTUIILHON
TUChHYHKITIH

ABanadun

Cunnenaduin

Tananadun

Bapnenadun

B wuccinenoBaHuy B3auMOIENCTBUSA

COIIOCTaBUMBbIE
KOHLEHTPALUHU

#

CHCTEMHbBIC
cwiaeHaduna

HaOIIOJAIMCh TOCIE OAHOKPATHOTO
npuema cuienaguna B 1o3e 100 mr
B BUJI€ MOHOTEPANUHU U B J103€ 25 MI'
C KOMOMHAaIHeH
JlapyHaBUP/PUTOHABHD.

B COYCTaHUH

[Tpumenenue aBaHaduia B
COYETaHUU c KOMOMHaLuen
JapyHaBUDP/pUTOHABUD

MIPOTUBOIIOKA3aHO. Hpyrue
uaruouropsl ®J13-5 mis neueHus
OPEKTUILHON  AUCHYHKIMH B
COYCTAaHUU c KOMOHMHALHMEH
JapyHaBUP/pUTOHABUP ciemyer
OPUMEHSATH C  OCTOPOXKHOCTBIO.
Ecmu IMOKAa3aHo COBMECTHOE

IMPUMCHCHHUC KOM6I/IH3,HI/II/I
JapyHaBHP/pUTOHABUD c
cuigeHaguioM,  BapaeHaduiom

WK Taganaduiom, peKOMEeH IyeTcs
npueM CcuiaeHaguia B Pa3oBOM
o3¢ He BhImie 25 mr 3a 48 4acos,
BapaeHaduiIa B Pa3oBOM J03¢ HE
BeIle 2,5 Mr 3a 72 dYaca WIH
Tafganaduia B pa3oBOW J03€ HeE
BeIIe 10 mr 3a 72 yaca.

Jlnsg  nedyeHWss  JIETOYHOM
apTepuaIbHON TMIIEPTEH3UN
Cunnenadun
Tanamadun

He H3y4aJIOCh.
IpUMEHEHHE CuIJeHapwia  Win
Tajanaduia B KayecTBe MpenaparoB
Ui JICUCHHUSI

apTepHaAIILHON

TuImc

CoBMecTHOE

JIETOYHOM
pPTEH3UU u

KOMOMHAIUK J1apyHaBUP/pUTOHABUP
MOXET NPUBOJIUTH K TOBBILICHUIO
KOHILEHTpalluu CUJJeHapuia wWin

Taganaduna
(Marubuposanue
CYP3A).

B

I1a3Me.
depmeHTa

besonacnas u sddexruBHas m03a

cuieHaduia IUIA JICYECHUS
JIETOYHOU apTepUalbHON
TUIEPTEeH3UN TpPU MPUMEHEHUU B
COUYETaHHUH c KOMOMHaIuen
JapyHaBUpP/pUTOHABUP HE
YCTaHOBJICHA. [ToTerunaneHO

BO3MOJKHO yBEITMYEHHUE CBS3aHHBIX
C cuijeHa(UIOM HeXelaTeNbHbIX
SABIICHUH (BKJIIOYasi 3pHUTEIbHBIC
paccTpoiicTBa, TUIIOTEH3HIO,
JUTATENEHYTO DPEKITUIO "
CHHKOIIAJIbHOE COCTOsIHUE). Takum
00pa3oM, COBMECTHOE IPUMEHEHHE
KOMOWHAIUU

JapyHaBUpP/pUTOHABUP "
cuieHagpuia JUIS JI€YEHUs
JIETOYHOU apTepHuaIbHON
TUIEPTEH3UH  IPOTHUBOINOKA3aHO.
CoBmecTHOE IIPUMEHEHHE

Tajanaduia 1y1s JIe4eHus JerOYHON
apTepuaJbHOM  TUIEPTEH3UH C
KoMOUHaImen
JapyHaBUpP/pUTOHABUP HE
pEKOMEHAYETCS.
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HHTHBHATOPBI TIPOTOHHOH ITOMITBI

CRAEQOBATENEROCTE 0003)

Owmerpazon
20 mr 1 pa3 B cyTKH

#AUC napynaBupa <>
#Cmin JapyHaBHpa <>
#Cmax TapyHaBUpa <>

Komb6unarwmro
JapyHaBUDP/PUTOHABUD MOYKHO
MPUMEHATH B COYCTAHHUU  C
UHTUOUTOPAMH TIPOTOHHOM TTOMITHI
0e3 KOPPEKIIUH JT036I.

CE/IATHBHBIE/CHOTBOPHBIE IIPEITAPATBI

bycniupon
Knopasenar
Hnazenam
Ocrazonam
®dnypazenam
Mupazonam
(mapeHTepaiabHO)
3onmnuaem

Mmunazonam
Tpuazonam

(epopaibHO)

He M3y4alioCh.
CenatuBHBIE/CHOTBOPHBIE
npenapaTsl B 3HAUUTEIIBHOM 00beMe
METa0OIM3UPYIOTCS H30(hepPMEHTOM
CYP3A. CoBMecTHOE TTpUMEHEHHUE C
KOMOUWHaIHUEH
JapyHaBUP/pUTOHABUP MO>KET
BBI3BAaTh 3HAYUTEIIBHOE TOBBIIIICHHUE
KOHIEHTPAIIUU 3TUX MPEnapaToB.

[Ipy  CcOBMECTHOM  TPUMCHCHHU
MHUJa30jiaMa  [apeHTEepallbHO ¢
KOMOUWHAaIUEH napyHaBup/

pUTOHABUP BO3MOKHO 3HAYUTCILHOC
IMOBBIIICHHUEC KOHLCHTpAIMU 3TOI0

OeH3o/1Ma3enuHa. Hanuble 1o
COBMECTHOMY IIPUMEHEHUIO
MHUJa3ojaMa  IapeHTEPaIbHO  C
JpYTMMH HMHTHOUTOpaMU MpPOTEa3bl
YKa3bIBaIOT Ha BO3MOYKHOCTb
ITOBBIIICHUS KOHIICHTpaluu

MUJ1a3o0jama B ma3me B 3-4 pasa.

I[Ipu coBmecTHOM
KOMOMHAINH
JapyHaBUP/PUTOHABUD C
CE/IaTUBHBIMI/CHOTBOPHBIMU
cpeacTBaMu PEKOMEHTyeTCs
KJIMHUYECKUH MOHUTOPHUHT, KpOME
TOT0, CJIEAYeT PEUIUTh BOIPOC O
CHUKEHUU J03bI 3TUX MPEIapaToB.

MPUMCHCHUU

9THMH

Ecoum mupasonaM napeHTEpalbHO
OyJeT IPUMEHATHCS B COYETAHUHU C
KOMOUWHaIuen
JapyHaBUP/pUTOHABHP,  JIEUCHUE
HEOOXOIMMO HaYMHATH B yCIOBUAX
OTJICJICHUsST UHTCHCUBHOW Tepamnuu
(OUT) wimm B  aAHAIOTHYHBIX
YCIIOBUSIX, B KOTOPBIX MOXKET OBITh
o0ecrnieueH TINATEIbHBIN
KIUHUYECKHUH  MOHUTOPUHT U
HQ/JIeKaIlas Tepanus B Ciydae
YTHETEHUS! JIbIXaTeIbHOrO IIEHTpa
u/nnn JUIATEILHOU cealuu.
Cnenyer  pemmmTh  BONpPOC O
KOPPEKIIUH J103bI MHUAA30j]aMa, B
0COOEHHOCTH B clrydae
MPUMEHEHHsT  JTOro  Iperapara
6oJiee UeM OJJTHOKpATHO.

[Ipumenenne KOMOMHaINN
JapyHaBUpP/pUTOHABUP c
TPHA30JaMOM WJIM MHJA30JIaMOM
NepOpaIbHO MPOTUBONOKA3aHO.

IIPEITAPATHI JUIA JIEYEHHUA IIPEKJEBPEMEHHOH SAKYIALIHA

JlanokceTun

Het naHHBIX.

CoBMmecTHOE IIPUMEHEHNE
KOMOWHAINH
JapyHaBUP/pUTOHABUD u

JAAaIllIOKCETHHA IMMPOTHUBOITIOKA3aHO.

IIPETIAPATHBI JlVIA JIEYEHHA YYAIIIEHHOI'O MOYEHCHIYCKAHHUA H HE/I[EP/KAHHA

MOY9H
de3oTepoanH Her nanHbIX. Crnenyer co001aTh
Conudenannx OCTOPO’XHOCTh TIPU COBMECTHOM
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JapyHaBUP/pUTOHABUD

HeoOxomumo  HaOmroaeHue

YKa3aHHBIX IIpe€IiapaToB.

inIY\A’PHPHTITI V{\]\JKT/I‘HQTITIT/I

C

YKa3aHHbIMHA InpernaparamMu.

3a

HEXKeaTeTbHBIMU peaKIUsIMH,
CBSI3aHHBIMU C (DE30TEpOIMHOM U
conupeHauHOM, BO3MOYKHO
MOTpedyeTcss  CHIKCHHUE  JIO3BI

# HccnenoBanus IPOBOAWINMCH C J03aMM JapyHAaBUpPA HUKE PEKOMEHIOBAHHBIX HIIM C APYTHM
PEXKUMOM J103UPOBAHUS

+ DddextuBHOCT M OGe3omacHOCTh Tpenapara lapyHaBup ¢ putoHaBupoMm 100 mMr u mar00bIMH
npyrumu uaTHONTOpaMu BUY (Hanmpumep, (hoc)ammpenaBupoM, HeUHABUPOM U TUIIPAHABUPOM) Y
BUY-uapuImupoBaHHBIX MAIIMEHTOB HE ycTaHOBIeHA. COrJIaCHO TEKYIIUM PEKOMEHIAIUSIM I10
JICUEHUIO, TEPAIUs, BKIIIOYAIonas 2 MHruOuTopa npoTeasbl, Kak MpaBuiio, HE PEKOMEH Ty eTCS.

¥ UccnenoBanue poBOMIIOCH C HCIIONBb30BaHUEM TeHO(hOBHUpa qu3onpokcuia Gpymapara 300 mr 1 pas

B CYTKH.

CTHU
Bce uccrnenoBanus no onpeaeneHuIo B3auMOICHCTBHS POBOIUIUCH TOJIBKO Ha B3POCTBIX.
46 @epTHIBHOCTH, 0€PEMEHHOCTDb U JJAKTALMS
bepemeHHOCTD
HOJ’IHOII@HHI)IX I/ICCJ'ICI[OBaHI/Iﬁ y 6ep€M€HHBIX JKCHIIWH IO OLCHKE BIMUAHUA HapyHaBUpa Ha UCXOA
OepeMEeHHOCTH HE TMpOBOAWIOCh. McciaenoBaHuss Ha JKMBOTHBIX HE BBISBUIM Y JapyHaBUpa
TOKCHYECKOW aKTUBHOCTH WJIM HETaTUBHOTO BIHSHHUS HA PENPOAYKTHBHYIO (YHKUIHIO U
dbepTunbHOCTh. B MccrneqoBaHusIX y KpbIC JapyHAaBUpP HE OKA3bIBaJI BIUSHHUS Ha CIOCOOHOCThH K
Pa3MHOXKEHHUIO U (PEePTHIIBHOCTbD.
Jlnsa HaOmroeHus 3a BIAMSHUEM Ha IUJIOJl MU OpPraHM3M MaTepu co3jaH Peructp ciydaeB mpuema

AHTHPETPOBHUPYCHBIX MPEMapaToB BO BpeMs OepemeHHOCTH (WWW.apregistry.com). JlanHblit peructp

SBIIAETCS JOOPOBOJILHBIM MPOCTEKTUBHBIM HaOIIOIaTENbHBIM HCCIEIOBAaHUEM C IIeNbl0 cOopa u
OIICHKU JAHHBIX O BJIMSHUW TpPUEMa aHTUPETPOBHPYCHBIX MpPEMapaToB Ha HMCXOJ OCPEeMEHHOCTH.
JlaHHBIE O IPUMEHEHUHU JapyHaBHpPA B MEPBOM TPUMECTpPE OEPEMEHHOCTH JOCTATOYHBI JIJISi OIICHKU
€ro BIMSHHS Ha YBEIMUEHUE PUCKA MOSBICHHS BPOXKIEHHBIX aedexToB miuona. K HacTosiemy
BPEMEHH TOKa3aHO, YTO JapyHaBUP HE YBEIUYHBAECT PUCK BOSHHUKHOBEHHS BPOXKICHHBIX JTE(EKTOB
wioja.

KomOunanmst napyHaBUp/pUTOHABUP MPU COBMECTHOM TprieMe ¢ 0a30BOM Tepamueil OleHHWBajIach B
KIIMHUYECKOM HCCIIEIOBaHUHU C y4acTueM 36 OepeMEeHHBIX JKCHIIUH BO BPEMsI BTOPOTO U TPETHETO

TPUMECTPOB 6epeMCHHOCTI/I. CDapMaKOKI/IHeTI/ILIeCKI/IC JAaHHBIC TIIOKAa3aJIi, 4YTO KOHICHTpAluU
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12 wenens). Bupycosoruueckuii OTBET COXpaHSJICS B O0EUX TPyMIax Ha TPOTSHKCHUH BCETO
uccinenoBanus. OTCyTCTBOBaja BEpTHKajlbHas Ieperada BHpyca OT Marepu K MiaaeHny y 31
MAUEHTKH, MPUHMMABIINX AaHTUPETPOBUPYCHYK0 TEPAlMI0O BIUIOTH O POAOPA3pELICHUS.
KomOunHanus napyHaBup/pUTOHABUP XOPOILLIO IEPEHOCUIIACH NP MPUEME BO BpeMsl O€peMEHHOCTH U
B mociepoaoBoil mepuoA. Ilpoduns 0e30macHOCTH B JaHHOM HCCIEIOBAHUU OBLT COMOCTABUM C
TAKOBBIM Y B3pPOCIHBIX MAaIMEeHTOB, HHPUuupoBaHHBIX BUY u mnpuHHMaOmmx KOMOWHAIIHIO
JapyHaBUDP/pUTOHABUP.

KomOuHanuio JapyHaBUp/pUTOHABUP MOKHO Ha3HauyaTh OEPEMEHHBIM JKEHIIMHAM TOJBKO B TeX
cillydasx, Korjga oO)KujaeMas II0jb3a €€ IPUMEHEHus i OyJylledl Marepu IepeBelInBacT
ITOTEHIMAIBHBIM PUCK IS IUIOJA.

JlakTanus

HewusBecTHo, criocobeH 1M JapyHaBUp NPOHUKATh B IpyAHOE MOJIOKO. VMccienoBaHus Ha Kpblcax
IIOKA3aJIM, 4YTO IpenapaT IPOHUKAET B MOJIOKO. YUYHUTBIBAas BO3MOKHOCTh nepenaun BIY ¢ rpynabiM
MOJIOKOM, a TaKK€ PHUCK CEpPbE3HBIX HEXKEJATENbHBIX PEAaKUUN Yy IPYAHBIX ACTECH, CBA3AHHBIA C
BO3CHCTBUEM Ha HHMX JapyHaBupa, BUU-undunupoBaHHbIE XEHIIMHBI, MOJydyarollue MpenapaT
JlapyHaBup, AOJKHBI BO3IEPKUBATHCS OT IPYJHOTO BCKapMJIMBaHUS.

DepTHIbHOCTD

B nccnenoBanusix Ha Kppicax He ObLJIO BBISIBJICHO BIUSHUS Ha (PEPTUIHHOCTD.

4.7 BJausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeICTBAMH M padoTaTth ¢
MeXaHu3MaMH

He npoBoaunoce uccienoBaHuil Mo M3y4YEHUIO BIMAHUA KoMOMHauuu JlapyHaBup/puTtoHaBUp Ha
CIIOCOOHOCTh YNPAaBJIATh TPAHCHOPTHBIMU CpeACTBaMU U MexaHu3Mamu. OpaHako, HE0OX0IuMO
[PUHUMATh BO BHUMaHUE TOT (aKT, UTO y HEKOTOPBIX MALMEHTOB BO BPEMs JIEUCHHUSI, BKIIOYAOLIETO
npueM KOMOMHAIMM JapyHaBUP/PUTOHABHp, HAOIIOJANOCh TOJOBOKpYyXeHue. [Ipu mnosBieHnH
TOJIOBOKPY’KEHHUS CIIETyEeT BO3JIEPKATHCS OT BHIMIOJHEHHS YKa3aHHBIX BUJIOB J€ATEIbHOCTH.

4.8 HexeaaTreabHble peaKkiuu

Pesrome nmpoduiist 0e300acHOCTH

Haubonee wacTbIMU HeXeNaTeTbHBIMU PEAKIUSIMU BO BpPEMS KIMHUYECKUX HCCICIOBAHWA U B
MMOCTPETUCTPAITMOHHOM TIEpHO/Ie ObUTH: Juapesi, TOIHOTA, ChIb, TOJIOBHAs 007s 1 pBOoTa. Hambomnee
YaCTBIMH CEPhE3HBIMH HEXKENATEIbHBIMH PEAKIUSAMU OBUIH: OCTpasl MOYeYHas HEJIOCTATOYHOCTb,
nH(papKT MHUOKapHa, CUHAPOM BOCCTAHOBJICHUS HMMMYHHUTETAa, TPOMOOIMTONEHHS, OCTEOHEKPO3,
nuapesi, TeaTUT | TUX0PaJIKa.

Tabnmynoe pE310ME HEKENATCILHBIX PEaKIINH

HexenarenpHbie pe€akuuu nMpuBECIACHBI B COOTBETCTBHUH C CHCTeMHO-OpFaHHOﬁ KHaCCI/I(bI/IKaHI/Ieﬁ uc
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MMpEACTABJICHBI B IMOPAAKES YMCHBIICHHA UX CCPHE3HOCTU.

YacroTa HeKeNaTeNbHBIX PEAKINil ONIPEIEIICHBI CIeAYIONIMM 00pa3oM: odeHb yacTo (>1/10 cirydaes),

gacto (>1/100 u <1/10 ciyuaeB), Heuacto (>1/1000 u <1/100 cmyuaeB), penko (=>1/10000 u <1/1000

cnyqaeB) 1 9aCcTOTa HECU3BECTHA (HGBOSMO}KHO OLCHUTDH YaCTOTY U3 JOCTYIIHBIX I[aHHLIX).

CHCTEMHO-OPraHHbIN KJIACC
Karteropusi 4actornl

HexenareabHble peaknumn

Hnghexyuu u unsazuu

Heuacto

I'epnieTnueckast uHPeKU.

Hapywenus co cmoponvl kposu u aumgpamuyeckou cucmemol

Heuacto

TpomOoIuTONIeHNs, HEUTPOTICHUS, AaHEMUSI, JICHKOTICHHSI.

Penxo

D03uHOPIIHA.

Hapywenusi co cmoponvl uMMynHOU cucmembl

Heuacto

CuHIpOM BOCCTaHOBJIEHHUSI UMMYHUTETA, (JIEKapCTBEHHAs!)
TMIIEPYYBCTBUTEIBHOCTb.

OHOOKpUHHbBLE HAPYULeHUs!

Heuacto

['unotrpeos, NOBBILIEHUE KOHLIEHTPAIMU TUPEOTPOITHOTO
rOpPMOHA B KPOBH.

HapymeHuﬂ Mmemabonusma u NUMAaHUs

JIlumoaucTpodust (B TOM YUCIIE JIMTOTUIEPTPOPHS,
nunoaucTpodus, Tunoarpodus), caxapHblil 1uader,

Yacto
FI/IﬂeprI/IFJII/IllepI/IZIeMI/Iﬂ, FHHGpXOHGCTGpHHGMI/Iﬂ,
TUIIEPIIUTIAIEMUS.
[Tomarpa, aHopekcust, HOHMKEHUE aNIETUTA, CHUKEHUE MaCChl
TEJ1a, ITIOBBINICHUE MAaCChI T€Ja, FHHCpFJ’II/IKeMI/Iﬂ,
HHCYJIMHOPE3UCTEHTHOCTD, MOHWKEHHE KOHIIEHTPAIluU
Heuacto Y p ’ HeHTpall

JIUIONIPOTENHOB BBICOKOM IJIOTHOCTH, MOBBILICHHUE AIIIETUTA,
TIOJTU/IUTICH S, TOBBIIIEHUE aKTUBHOCTH JIAKTATI€TUPOTeHa3bl B
KpOBH.

Ilcuxuueckue paccmpoticmea

Yacrto becconnuiia.
Jenpeccusi, 1e30pueHTalusl, TPEBOTa, HAPYIICHUS CHA,
He'-IaCTO AdHOMAJIBHBIC CHOBUJICHUA, HOUYHBIC KOIHMapI)I, CHM)XCHHUC
JIMOU 0.
Penxo CryTaHHOCTh CO3HAHHUSI, CMEHBI HACTPOCHHUSI, OECITIOKOMCTBO.

Hapywenus co cmoponvl HepgHoti cucmemol

Yacto

['onoBHas 6o01b, nepudepuueckas HelponaTus,
TOJIOBOKPY>KEHHUE.

Heuacto

3aTOpM0)KeHHOCTL, MmapeCTe3usd, rurnecTe3usd, 1uCreB3us,
HapyYUICHUA BHUMAaHW, HAPYIICHUA ITaMATHU, COHJIUMBOCTD.

33



COOTBETCTBYET 3

ot 20.05.2025 N= 12726

Penko

(MOCAERCBATENEROCTE 0003)

KCMEPTHOMY OTUYETY

OOMOpOK, Cynopory, areB3usi, HapyIIeHue pUT™Ma (a3 CHa.

Hapywenus co cmoponvl opeana 3penus

Heuacto

FI/IHepeMI/IH KOHBIOHKTHBLI, CYXOCTb CIIN3UCTOI 000JIOUKHU
rjas.

Penxo

Hapymenue 3penus.

Hapywenus co cmoponwl opeana ci

Xa u 1abupurma

Heuacto

BecTtubynsipHoe rojioBokpy:xkeHue (BepTUro)

Hapywenus co cmoponwl cepoya

Heuacto

Wudapkt muokapaa, creHoKapaus, yJuinHeHne uarepsana QT
Ha AJIEKTPOKapANOTpaMMe, TaXUKaAPIHSL.

Penxo

Octpblii HHGAPKT MUOKaAp/Ia, CHHYCOBast OpaauKapaus,
OIyIIIEHUE CePIICONCHUSI.

Hapywenus co cmoponwl cocyoos

Heuacto

J):38011 (3048 APTCPUATIBHOI'O JABJICHUA, KIIPHUJIIUBLD).

Hapywenus co cmopoHbl dvlxamenbHol cucmembl, Op2aHo8 2pYOHOU KIemKU U CPeOOCMeHUs

Heuacto Ogppiiiika, Kariesib, HOCOBO€ KPOBOTEUCHHE, MEPIIIEHUE B TOpPJIE.
Penxo Punopes.

JKenyoouno-Kuueunvie HapyuleHus

Ouenb yacto Muapes.

Yacto

TomHoTa, pBOTa, 60K B 00JIACTH KUBOTA, IOBBILIICHUE
AKTUBHOCTH aMMJIa3bl B KPOBH, JTUCIIEIICUS, B3AYTHE KUBOTA,
METEOPH3M.

Heuacto

[TankpeaTut, racTput, ractpo33odareanbHblil pedirrokc,
aTO3HBIM CTOMATHT, TO3bIBBI K PBOTE, CYXOCTh CIU3UCTOMN
000JI0YKH MOJOCTH pTa, TUCKOM(OPT B 007IaCTH KHUBOTA,
3a1op, MOBBILIEHUE aKTUBHOCTH JIMIIA3bl, OTPBIXKKA, HApyIIEHUE
YyBCTBUTEIBHOCTH B POTOBOM MOJIOCTH.

Penxo

Cromartur, pBoTa C KPOBBIO, XEHIIUT, CYXOCTh CIIU3UCTOM
0007109KH Ty0, HaJIET Ha SI3bIKE.

HapymeHuﬂ CO CNMOPOHbL Ne4YeHu u DfC€ﬂ’{€8bZGOa}ZM4uX nymezZ

Yacto [ToBbIlIEHNE AKTUBHOCTH aJlaHWHAMUHOTpPaHC(hEPa3hl.
I'enaTuT, UIMTOIUTUYECKUN TEIIATUT, CTEATO3 IIEYEHHU,
renaToMerasus, NOBBIIICHHE AKTUBHOCTH TPAHCAMUHA3HI,
MOBBIIIEHUE aKTUBHOCTHU acrapTaTaMMHOTpaHc(epassbl,

Heyacrto

TTOBBIIIICHUE KOHIIEHTpAIMK OUTMpyOrHa B KPOBH, TTOBHIIIICHIE
AKTUBHOCTH IIEIOYHOHN (ocdaras3pl B KPOBH, TOBBIIICHHE
AKTUBHOCTH TaMMariyTaMIJITpaHchepasbl.

Hapymeyu}z CO CMOPOHBL KOJHCU U NOOKONCHOU KIIeMmYamKu

Yacto

CoItib (B TOM YHCIIe MaKyJsipHas, MaKyJIOMaIyJe3Has,
spUTEeMaTo3Has M 3yAmiasi), 3y .
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o
AHFI/IOHCB];)OTI/I"SCKHH OFCK,-FeHEpa30BaHHas-ChHHb;

JUIEPrUYeCKUi IepMAaTUT, KPAlIUBHUIIA, SK3€Ma, SpUTeMa,

Heuacto
TUIEPrUApO3, HOYHAS MOTIUBOCTb, aJONEeLus, aKHE, CYXOCTh
KOXKH, IINTMEHTAIHS HOI'TEH.
JlexapcTBEHHAS CHIMb ¢ Y03UHO(DHUIUEH 1 CHCTEMHBIMU
Pexko nposuteansimu (DRESS-cunapom), cuaapom Ctrubena-

JI>)xoHCOHA, MyITBTU(OPMHAS DpUTEMA, IEPMATUT, CEOOPEHHBII
JIEPMATHUT, TIOBPEKICHUS KOKH, KCEPOACPMUSL.

YacroTa HEU3BECTHA

Tokcuyeckuii dnuIepMaIbHbIA HEKPOJIU3, OCTPBII
TeHEPAIM30BAHHbIN YK3aHTEMATO3HBIN IIyCTYJIES.

Hapywenus co cmoponwl mbluieunotl, CKkeiemHotl U cOeOUHUMeNbHOU MKAHU

MI/IaJII‘I/ISI, OCTCOHCKPO3, MBIIIICYHBIC CIIa3Mbl, MbIIIICYHAA

Heuacro c11aboCTh, apTpairus, 00Jb B KOHEYHOCTSX, OCTEOIOPO3,
MOBBIIIEHUE aKTUBHOCTU KPeaTHH(POCHOKHHA3HI B KPOBH.
Pestko CkeieTHO-MBIIIEYHAsi CKOBAHHOCTD, APTPUT, CKOBAHHOCTD B

CycTaBax.

Hapywenus co cmopoHbvl nouex u Mo4esvlgoosauux nymei

OCTpaSI noyc€yHad HEJOCTAaTOYHOCTh, ITOYCYHAaA
HCJOCTAaTOYHOCTH, IIOYCYHOKAMCHHAsA 60J'I63Hb, IIOBBINICHUEC

Heuacto
KOHIICHTpaLul KpeaTUHUHA B KPOBH, IIPOTEUHY DU,
OUUpyOUHYPHS, TU3YPUSL, HOKTYPHS, MOJIIAKUYPHUSL.
Penko CHMKeHHe 0YEeYHOro KJIIMpeHca KpeaTHHUHA

Hapywenusi co cmoponl penpodyKmusHOU cucmembvl U MOJOYHBIX JHCele3

Heuacto

apeKTI/IHBHaH ,I[I/IC(IJYHKI_II/IH, TMHCKOMACTHA.

Obwue napywenus u peakyuu 8 mecme 68e0eHus

Yacro AcTeHus, yCcTalocTb.

Heuacto JIuxopajaka, 6011b B IpyJHON KIIETKE, epupepruuecKuii oTex,
HE/JIOMOT'aHue, OLIYyIEHHUE Kapa, pa3ApakKuTeIbHOCTh, 0O0JIb.

Penxo O3H00, MI0X0€ CaMOYyBCTBHE, KCEPO3 KOXKHU.

Onucanue OTACIBHBIX HECXCIIATCIbHBIX DeaKHI/II\/’I

Cobino

B kIMHIYECKHUX UCCIIeIOBAaHMSIX B OCHOBHOM HA0I01aIach ChITb JIETKOW UITH cpeiHei cteneHu. ChInb
yalie BCEero MosBIsIACh B TEUEHUE MEPBbIX YETHIPEX HEJIEIb TEPAUU U UCUe3alia MIPH MPOI0JKEHUN
npueMa mpemnaparta. [Ipu pa3BUTHM KOXXHBIX PEAKIUHA TSKEIOW CTenmeHu cMm. pasnen «OcobObie
YKa3aHUs.

B xone knmuHuYecKuX UccaeAoBaHUi y MalMEeHTOB, paHEe MOMYyYaBIINX TEPANUIO, ChIllb, HE3aBUCUMO
OT ee MPUYMHBI, O0Jiee YacTO BO3HHUKATA MPHU MPUEME CXEM JICUEHUS, COACPKAIIUX NapyHABUP H

paiterpaBup, 4eMm Ipu Inpueme mnpemnapara [lapyHaBup 0e3 panrterpaBupa WId panrerpaBupa 0e3
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Bo3znukasiias B KITMHUYECKUX HCCIIEIOBAHUSAX ChIIb ObLIA JIETKOW U CPeTHEH CTENICHH U HE TPUBOINIIA
K MPEKpaIlEeHUIO Tepanuu (cM. pazzaen 4.4).

Jlunooucmpogus

KoMOuHupoBaHHast  aHTUPETPOBHpPYCHAas  Tepanus  BbI3bIBAa€T  IepepacrnpesiesieHue  Kupa
(munoguctpoduio) y manumentoB ¢ BUY. Jlunmomuctpodus mnposiBismack B BUAE OTEpU
nepuepuyeckoro M IMOAKOXKHOTO JKMpa B 00JAacTH JIMIa, YBEIWYEHUS BHYTPUOPIOIIHOTO WU
BHUCLIEPAJIBHOTO JKHpa, TUNEPTPOPHUH MOJOYHBIX >K€lIe3 M HAKOIJICHHS TMOJKOKHOTO >XHpa B
JOPCONEPBUKAIBHON 00J1aCTH («OBIUMiA TOPO»).

Hapywenusa memabonuzma u numanus

KomOnHupoBaHHAsT aHTUPETPOBUPYCHAS TEpamus MOXKET MPUBECTH K TAaKUM HapyHICHUSM, Kak
TUIEPTPUTIHLIEPUAEMHUS, THIIEPXOJIECTEPUHEMHS], WHCYJIUHOPE3UCTEHTHOCTh, THUIEPIIUKEMUS H
runepiiakraTemus (cMm. pazaen 4.4).

Hapywenus co cmoponul muluieuHotl, ckelemHot U cOeOUHUMENbHOU MKAHU

[ToBbIICHNE AKTUBHOCTH KpeaTHH()OCHOKUHA3BI, MHAITHSI, MHO3UT W padaoMuoin3 (peaKo)
OTMEYAJIUCh MIPH UCIIOJIb30BAHUN UHTHOUTOPOB MPOTEA3bl, 0COOEHHO B COUETAHUU C HYKJICO3UIHBIMU
MHTHOUTOpaMU OOPATHOM TPAaHCKPHIITA3HI.

Bbutn oTMEYeHBI ciiydal OCTEOHEKPO3a, 0COOEHHO Y MAIMEHTOB C OOIIEHpPU3HAHHBIMHU (haKTOpaMU
pucka, ¢ 3abonmeBanreM BWY Ha mno3gHed cTaauM WM JIJTUTEIBHOE BPEMs TOJIYYarOIINX
KOMOWHUPOBaHHYIO aHTUPETPOBUPYCHYIO Tepamnuio. YacToTa BO3HHUKHOBEHHMS OCTEOHEKpO3a
HeusBecTHa (cM. pazzaen 4.4).

Cunopom eoccmano@nenus UMMyHumema

VY nanuentos ¢ BUY u Tsxkenoil creneHblo UMMyHOIe(UIIMTa B MOMEHT Hadyajla KOMOMHUPOBAaHHOM
aHTUPETPOBUPYCHOM TEparud MOTYT BO3HUKATh BOCHAJIMTEIbHBIE PEAKIUU Ha OECCHUMIITOMHO
IpoTeKarollue WIM OcTarouHble HMHOpekuuu. Takke HaOIIOAAIMCh ayTOMMMYHHBIE 3a00JI€BaHUS
(manpumep, Oosie3nb ['peiiBca U ayToMMMyHHBIN renatut). OHAaKO BpeMs 10 Haudaja 3a00eBaHUs
MOJKET BapbHUPOBAThCS, M Takue 3a00JEBaHMUS MOTYT HAUYMHATHCS CITYCTSI MECSIBI IMOCJe Hadaia
Tepanuu (cM. pazzaen 4.4).

Kposomeuenus y bonvuwix cemogunuei

HaGnromanoce yBenWyeHHE YacTOTHI CIIOHTAHHBIX KPOBOTEUEHHWH y MAIMEHTOB C TreMoQuinei,
MOJTyYaIOIMX aHTUPETPOBUPYCHBIE MHTMOUTOPHI ITpOTeasbl (cM. pazaen 4.4).

Iayuenmsi ¢ ko-ungexyuamu eupycom cenamuma B u/unu C

VY manueHToB ¢ TaHHBIMU UH(EKLIUAMH, MTOTyYaroIuX KOMOMHAIUIO 1apyHaBUP/pUTOHABUP, YACTOTA
BO3HUKHOBEHHUSI HEKENIATEIbHBIX PEaKIii W HapymeHWH OMOXMMHUYECKHX ITapaMeTpoB ObLia He

BbIIlIE, YeM Yy MAIMEHTOB, MOJyYaloUMX KOMOWHAIUIO JapyHaBUpP/pUTOHAaBHp 0e3 KO-UHGEKIUU
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BUpycoM renatuta B n/nnu C, 3a UCKITIOYEHHEM MOBBILICHUS dﬂ%ﬂ@r&%&%@ﬁ%hmwm.

KonnenTpamus B mia3me y maueHToB ¢ Ko-uH(eknuei u 6e3 Hee Oblia cpaBHIMA.

COO6IJ_[€HI/IG 0 MOA03PEBACMBIX HCKECIATCIbHBIX PCAKITHAX

Baxxno coo0mate 0 1mo03peBaeMbIX HEXKENATEIbHBIX PEAKLUAX TOCIIEe PETUCTPALIUU JIEKApPCTBEHHOTO
mpernapaTta ¢ LeJIbl0 OOecreueHus: HeMpPepbIBHOIO MOHUTOPUHIA COOTHOUICHMS «II0Jb3a — PUCK»
JICKapCTBEHHOTO Mpernapara. MeIUIMHCKAM paOOTHUKAaM PEKOMEHAYeTCs coOoO0IaTh O JIH0OBIX
MOJ03PEBAEMBIX HEXKENIATEIbHBIX PEAKIHUAX JIEKApCTBEHHOTO IIpenapara 4epe3 HalUuOHAIbHbIC
CUCTEMBbl COOOIICHHS O HEXKeNIaTelbHbIX peaklUusX TocydapcTB — uieHoB EBpasuiickoro
SKOHOMUYECKOTO COI03a.

Poccuiickag @enepanusa

denepanbHas ciryx0a 1o Haa30py B cepe 31paBoOXpaHSHUS.
Anpec: 109012, r. MockBa, CnaBsiHcKast miiomanis, a. 4, ctp.l.
Tenedon: +7 800 550 99 03

DnekrponHas moura: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEIIEKOMMYHHUKAITHOHHON ceru «MHTepHeT:!

https://www.rosdravnadzor.gov.ru/

49 TIlepeno3upoBka

CuMOTOMBI

CaeneHust 00 ocTpoil mepeo3UPOBKE MPH MpHEME JapyHaBUpa B KOMOMHAIMM C PUTOHABUPOM Y
Jrofel orpaHuyeHbl. 370pOBble JOOPOBOJBIBI IPUHUMAIN OAHOKpaTHO 10 3200 Mr mapyHaBupa B
Bujie pactBopa u 1o 1600 mr B Buje TaONeTOK 1apyHaBUpa B KOMOMHALIMU C PUTOHABUPOM, TIPU 3TOM
HeOnaronpusaTHbIX 3)(PEKTOB HE OTMEYEHO.

Jleuenue

Crneuncpuyecknii aHTUAOT HeusBecTeH. Ilpu mepego3upoBke cieAyeT MPOBOAUTH  OOIIYIO
MOJ/IEPKHUBAIOLIYI0 TEPaUi0 € MOHUTOPUPOBAHMEM OCHOBHBIX (DM3MOJOIMYECKUX IOKa3aTeseH.
JlapyHaBup TNpEeUMYIIECTBEHHO CBS3bIBA€TCA C OENKaMU IUIa3Mbl, MO3TOMY 3HAUMMOE YAaJeHHE

aKTUBHOM CyOCTaHIIMM METOOM JIMaIi3a MaJIOBEPOSITHO.

5.  ®APMAKOJOITMYECKHUE CBOMCTBA

5.1 ®apmakoauHAMH4YeCKHE CBOICTBA

dapMakoTepanieBTUYeCKasi TIpylmna: MPOTHUBOBUPYCHBIE  CPEICTBA  CHUCTEMHOrO  JAEWCTBUS,
MIPOTHUBOBUPYCHBIE CPEJICTBA MPSIMOTO ICHCTBHSI; HUHTMOUTOPHI IPOTEa3.

Kon ATX: JOSAE10

Mexauusm aenctBus, dhapMakoanHaMuuyeckne 3 ekTsl
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uMMyHoedumTa uenoseka |-ro tuma (BUU-1, cpoxcto k mporeaze BUYU (Kp) =  4,5%10712M.
[Ipenapar wu30upareNbHO WHTUOMPYeT pacuiericnne nonunporenHoB  Gag-Pol BUY B
MHQHUIMPOBAHHBIX BUPYCAMH KJIETKAX, TIPEJI0TBpaIas 00pa3oBaHKe MOJTHOIICHHBIX BUPYCHBIX YaCTHII.

[IpoTHBOBHpPYCHAS aKTHBHOCTH in vitro

JlapyHaBUp MPOSIBIISIET aKTUBHOCTH MTPOTHUB Ja00PaTOPHBIX IITAMMOB U KIIMHUYECKUX M30J5T0B BUY-
1, a tawke mporuB nabopaTopHbix mramMmmMoB BUY-2 B nuHUSAX OCTpo HHPHUIMPOBAaHHBIX T-
JUMQOLUTOB, MOHOHYKJICApHBIX ~ KJEeTKax  Mepudepudyeckoil  KpoBM  4elOBeKa U
MOHOIIUTax/Makpodarax 4enoBeka, ¢ Menuanoi snadeHus 50 % s¢dexrusHoi konmentpamuu (ECso)
ot 1,2 1o 8,5 umouw/i (0,7-5,0 ur/mi). JlapyHaBup NposIBIAsSET IPOTHBOBUPYCHYIO aKTHBHOCTD 1N VItro
[0 OTHOUICHUIO K IIMPOKOMY CIIEKTPY MepBUuHbIX n3oiisitoB BUU-1 rpynmet M (A, B, C, D, E, F, G)
u rpynnsl O ¢ ECso ot 100 MKMOJIB/I1.

Pe3ucreHTHOCTD

Cenekuusi pe3UCTeHTHBIX K AapyHaBupy BUY-1 «aukoro tumay in Vitro Obuia mutensHOil (Oonee 3
net). OtoOpaHHbIe BUPYChl HE MOIJIM pacTd B MPUCYTCTBUM KOHIEHTpauui napyHaBupa Beiuie 400
HMOJB/I. BuUpychl, O0TOOpaHHBIE B OSTHUX YCIOBUSAX H JACMOHCTPHPYIOIIME CHUKCHHYIO
BOCIPUUMYHMBOCTb K AapyHaBHupy (B 23 - 50 pa3), cogepxaiu 2-4 aMUHOKUCIIOTHBIX 3aMEHbI B I€HE
npoteas3bl. CHHKEHHAass BOCIPUUMYMBOCTD K JIapyHAaBHPY B MOSBUBIIMXCS B pe3yJbTaTe CEICKIUU
BUpYyCaX B JaHHOM JKCIIEPUMEHTE HE MOKET ObITh OOBSCHEHA IMOSBICHUEM ITUX MYTallUuil B reHe
MpOTeasbl.

[Io naHHBIM KJIMHUYECKHX HCCIIEOBAaHWM y MAllMEHTOB, paHEe IMOIYyYaBIIUX AHTUPETPOBUPYCHYIO
TEpaIuio, BUPYCOJOTMYECKHI OTBET Ha JapyHaBHp B KOMOMHALIMM C PUTOHABUPOM B HM3KOU J103€
CHIDKAJICS, KOTJla B Hayajle MCCIEN0BaHUs NMPUCYTCTBOBAIM WIH B XOJE JICUEHUS PA3BUBAINCH 3 U
OoJiee MyTanuH, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K napyHasupy (V111, V321, L33F, 147V, 150V, 154L
w M, T74P, L76V, 184V u L89V).

Kpatnocts nossimenust ECso napyHasupa o cpaBaenuto ¢ ucxoanoi (fold change, FC) Obu1a cBsizana
CO CHMI)KEHUEM BHPYCOJOTMYECKOro OTBeTa. bblnu ompeneneHsl BEpXHUM U HUKHUM KIMHUYECKHE
noporu B 10 u 40 pa3z. M3omsarer ¢ ucxomuoii FC <10 pa3 Bocipunmuussr; m3051s1hl ¢ FC > 10 mo 40 pa3
o0J1a1any CHIKEHHOW BOCTIPUUMYHBOCTBIO; H30JAThI ¢ FC >40 ObLTH pe3WCTEHTHBIMH.

Bupychl, BeiIelIeHHBIE OT MAIIMEHTOB, MOJTYYaBIIMX JapyHaBup/puTonasup mo 600/100 mr 2 pasa B
CYTKH, Y KOTOPBIX pa3BHJach BHUPYCOJIOTHUYECKas HEyjJada B BUJE PELMIUBA, U KOTOpPbIe ObUIM
BOCIIPUMMYMBBI K TUIIPAaHABUPY B Hauaje UCCIE0BaHM, OCTAINCh BOCIPUUMYHUBBIMU K TUIIPAHABUDPY
oCJIe JISYSHUs! B MOJABIISIONIEM OOJIBIIMHCTBE CIIy4aeB.

HaubGonee Hu3kas yacToTa pa3BUTHUSI PE3UCTEHTHOCTH HaOIonaiach y MAlUMEHTOB, paHee He

MoJiydaBlInux JICUCHHUA CpCIACTBAMU aHTHpCTpOBprCHOﬁ TCpariy, KOTOPLIC BIICPBLIC HavYalln
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IlepekpecTHas pe3uCTEHTHOCTD

FC napynaBupa Obuta menee 10 mms 90 % wu3 3309 KIMHUYECKUX H30JSTOB, PE3UCTEHTHBIX K
aMIIpEHAaBUPY, aTa3aHaBUPY, UHJIMHABHUPY, JIONUHABUPY, HEI(UHABUPY, PUTOHABUPY, CAKBUHABHPY
W/WINA TUIPAHABUPY, YTO YKa3bIBae€T, YTO BHUPYCHI, YCTOHYMBBIE K OOJBIIMHCTBY HMHIM-OUTOPOB
IIPOTEa3bl, OCTAIOTCS BOCIPUUMYMBBIMU K JapyHaBUpPY .

5.2 ®dapmakokMHeTHYeCKHe CBOICTBa

dapMaKOKMHETHYECKUE CBOMCTBA JapyHaBHpa, NMPUMEHSBIIETOCss B KOMOMHALMM C PUTOHABU-POM,
U3y4YalIuCh y 310pOBbIX A00poBonbleB U y BUY-1-unduuupoBanusix nanueHToB. KoHueHTparus
JapyHaBUpa B IU1a3Me ObUIN BBILIE y MAMEHTOB, HHPHUIMPOBaHHBIX BIY-1, yeM y 310pOBBIX JTIOACH.
OT0 pa3nuuue MOXHO OOBSICHHTH 00Jiee BBICOKMMH KOHIICHTparusiMu  anb(ha-1l-kucioro
IJIMKONPOTEUHA Y MalMeHToB, UHPUUHUpoBaHHBIX BUY-1, 4To NpUBOAUT K YBEIMUYEHHUIO KOJUYECTBA
JapyHaBUpa, CBA3aHHOrO ¢  anb(a-l-kucabIM  [NIMKONPOTEMHOM  MasMmbl.  JlapyHaBup
MeTabonu3upyercs B ocHOBHOM u3odepmerntamu CYP3A. PutonaBup mHTHOMpYyeT M30(EepMEHTHI
CYP3A nedenu u, TeM caMbIM, CYIIECTBEHHO IMOBBIIIAECTCS KOHIICHTPALIMS apyHaBUpa B IUIa3Me.
AOGcopbius

Ilocne mnpuema BHYTpPh JapyHaBUp OBICTPO BCAChIBAE€TCS B IKEIYJOYHO-KUIIEYHOM TpAaKTe.
MaxkcuMaibHasi KOHLIEHTpalus aapyHaBupa B 11a3Me (Cmax) B IPUCYTCTBUM HU3KOM J103bl pUTOHA-
BHpa jocturaercs uepes 2,5 - 4,0 4. AGcontoTHas OMOIOCTYIMHOCTh OJTHOM 10361 JapyHaBupa (600 mr)
IIpU NIpUEME BHYTPb cocTaBWia OKoJO 37 % W yBenuumiach nNpuMepHoO 10 82 % B IPUCYTCTBUH
putonasupa (100 mr 1Ba pasa B cyTku). OO11ee BIusHIE pUTOHABUPA HAa OMOIOCTYITHOCT IapyHaBUpa
COCTOSUIO B IPUMEPHO 14-KpaTHOM yBEIMUEHUHU KOHIIEHTPAIMK Japy-HaBUpa B IIa3Me MOCIIe OJJHOTO
npuema BHyTpb 600 Mr qapyHaBupa B KoMOMHanuu ¢ putoHaBupoM (100 mr 1Ba pasza B CyTKH).

IIpu mpueme HaTOIIAK OTHOCHUTENIbHAS OMOAOCTYHMHOCTH JapyHaBUpa B NMPHUCYTCTBUU HU3KOH J03bI
putoHaBupa 6bu1a Ha 30 % HuXKe, yeM Ipu rpreMe Bo BpeMs efibl. Cie10BaTeNnbHO, JapyHaBUP HYKHO
MPUHUMATh BMECTE C PUTOHABUPOM BO BpeMs €bl. XapaKTep MUIIM HE BIHUSAI Ha KOHILIEHTPAIUIO
JapyHaBUpa B IJ1a3Me.

Pacnpenenenue

Oxomno 95 % napyHaBUpa CBS3BIBAETCS ¢ OeMKaMH IUIA3MBbl, MPEUMYIIECTBEHHO € alib(a-1-Kucibm
[JIMKOIIPOTEUHOM.

[Ipu BHYTpMBEHHOM BBEIEHHM 00beM pacrpeaeneHust napyHaBupa Obut 88,1 + 59,01 (cpemnee +
CTaHJIapTHOE OTKJIOHEHWe) U Bo3pactan a0 131 + 4991 (cpemHee + cTaHIAPTHOE OTKIOHEHHE) MPH
HCIIOJIb30BaHU B KOMOMHAIIUY ¢ HU3KOMU 10301 putoHaBupa (100 mr 2 pasza B CyTKH).

buorpancdopmars

B skcmepumenrtax in Vitr0 Ha MHKpOCOMax TEYEHH YEJIOBEKa OBLIO IMOKa3aHO, YTO JapyHAaBHP
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MIPEUMYIICCTBEHHO B MEUYEHU CHUCTEMOW IuToxpoMa P450, mouTH MCKIIOUUTENHHO M30(EPMEHTOM
CYP3A4. VccnenoBanue, B KOTOPOM 310pOBBIE TOOPOBOIBIIE IpUHUMaHK ~*C-1apyHaBup, okasaro,
YTO OOJIBINIASE YAaCTh PAAMOAKTUBHOCTH B IIa3Me mociie ogHoro npuema 400 mr qapynaBupa u 100 mr
pPUTOHABHpA MPUXOAUIIACH HA JIOTI0 HEU3MEHEHHOT 0 JapyHaBupa. Y 4eaoBeka uACHTU(PUIIMPOBAHO 110
MEHBIIICH Mepe 3 OKUCIUTEIbHBIX METa0OIUTa apyHABUPA; aKTUBHOCTH BCEX ITHX META0OJIUTOB B
otHomeHun aukoro tuna BUY cocrapnsina menee 1/10 oT akTHBHOCTH caMOT0 JapyHaBUPA.
DIMMUHALNS

Iocne ogHOKpaTHOTO Npiema 400 Mr 4C-napynasupa u 100 Mr putoHaBupa okono 79,5 % u 13,9 %
PaIMOaKTUBHOCTH OOHAPYKHMBAJIOCh B Kajleé M MOYE COOTBETCTBEHHO. Ha MO0 HEM3MEHEHHOTO
napyHaBupa npunuiock okoio 41,2 % u 7,7 % paaunoakTUBHOCTH B Kajieé U MOY€ COOTBETCTBEHHO.
Koneunsiii nieprion mosyBbiBeneHus (T12) dapyHaBHpa COCTaBWIJI OKOJO 15 9 mpu ero mpueme B
KOMOMHaIMU ¢ puToHaBUpoM. KinpeHc qapyHaBupa nocie BHyTPUBEHHOTO BBeieHus 150 Mr coctaBmi
32,8 /4 (6e3 puroHaBupa) u 5,9 11/9 B IPUCYTCTBUH HU3KOH JI03bI PUTOHABUPA.

XaDaKTGDI/ICTI/IKI/I B 0COOBIX I'pyiIax rnmainucHTOB

Jluya noxcunozo eospacma

[TonynsaumonHelit papmakokuHeTnyeckuil aHanu3 y BUY-nHOUIMPOBAHHBIX MAlMEHTOB IOKa3all
OTCYTCTBHE 3HAUYMMBIX Pa3IHuuii (hapMaKOKMHETUYECKHX MapaMeTpOB JapyHaBHpa B BO3PACTHOMN
rpynmne 18-75 net (B 3ToT ananu3 6bun BKIt0YeHb! 12 BUU-uHpUIMpoBaHHBIX NAIMEHTOB B BO3pAcTe
65 net u crapiue). Tem He MeHee, JaHHbIE 110 IPUMEHEHUIO JapyHaBUpa y MAIlMEeHTOB cTapiie 65 et
orpaHuueHHbI (cM. pazzaen 4.4.).

Ilonosvie pasnuuus

[MonymsinoHHBIN  (hapMaKOKWHETUYECKUI aHaJIM3 BBISIBHJ HECKOJbKO Oosiee Bbicokue (16,8 %)
KOHIIEHTpauuu naapyHaBupa y BUY-ununmpoBanHbIX skeHIIMH, yeM Yy BUY-unummpoBaHHbIX
My>KuuH. [[aHHOE pa3nuuue He ABIAETCSA KIMHUYECKH 3HAYUMBIM.

THayuenmol ¢ HapyweHuAMU GYHKYUU NOYEK

Pe3ysbTaThl MCCIENOBAHMS C HMCHONb30BaHHMEM ~‘C-mapyHaBHpa B KOMOMHAIMH C PHTOHABHPOM
MIOKa3ajau, 4To OoKoio 7,7 % TpuHATOM MA03bl JapyHaBUpa HKCKPETHUPOBAIOCH C MOYOM B
HEM3MEHEHHOM Buje. XOTs (apMakOKMHETHKa JapyHaBHpa HE H3ydajach y NAIMEeHTOB C
HapylmeHussMH  (QYHKUMU T0Y€K, MOMYJSIMMOHHBIA (apMaKOKMHETHUYECKUH aHallu3 MoKa3ail
OTCYTCTBHE 3HAUMMOr0 H3MEHEHHs (HapMaKOKMHETHUECKUX IapaMeTpoB napyHaBupa y BHY-
MHQHUIMPOBAHHBIX MALMEHTOB C YMEPEHHO BBIPA)KEHHBIMU HapyIIEHUSIMU (YHKIIMU MOYEK (KJIMPEHC
ChIBOpOTOUHOTO KpeatunuHa 30-60 miu/muH, N = 20) (cm. pazaensl 4.2 u 4.4).

THayuenmvi ¢ napywenusMu GYHKYUU nevenu

JapyHaBup MeTaOOMU3UPYETCS M BBIBOJUTCS NPEHMYIIECTBEHHO TEYE€HBIO. B wmcciemoBaHuu ¢
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JIeHb OBLIO MOKa3aHo, YTO 00Iasi KOHIIEHTPALUs JapyHaBHpa B IUIa3Me Y MalMeHTOB C JIETKUM (KJacc
A no mxane Yainn-Ilsto, N = §) u ymMepeHHbIM HapymieHneM (QpyHKUIuHM nedeHu (kimacc B mo mkane
Yaitnn-ITero, N = 8) ObLIM CpaBHUMBI C TAKOBBIMH ITapaMeTpaMH Yy 370POBBIX JiMIl. TeM He MeHee,
KOHIIEHTPALlMU HECBSI3aHHOTO IapyHaBHpa OblU MpuMepHO Ha 55 % (kiacc A no mkane Yaitng-I1s10)
u 100 % (xmacc B mo mxkane Yaina-IIsto) Beime. KnuHuyeckas 3HaYMMOCTh 3TOTO TOBBIIICHUS
HEM3BECTHA, W JIAPYHABHP CIIEAYeT MPHUMEHSATh y TAaKUX MAIMEHTOB C OCTOPOXKHOCTBIO. Dddekt
TSOKEJIOr0 HapylleHus (QYHKIMM TMEYeHH Ha (PapMaKOKMHETHKY [apyHaBUpa He u3ydaiucs (CM.
pasznensi 4.2, 4.3, 4.4).

Bepemennocms u nocnepodosoti nepuoo

[Tpu npueme xkoMOMHaMK AapyHaBup/puToHaBup B 1o3e 600/100 mr 2 pasa B cytku uiau 800/100 mMr
1 pa3 B cyTkHu B cocTaBe KOMOMHHUPOBAHHON aHTHPETPOBUPYCHOHM Tepamuu, KOHLEHTPALUU
JapyHaBUpa U PUTOHABHpA B IJIa3Me KPOBU OBLIM HUXKE MPHU MPHEME BO BpeMsi OEPEeMEHHOCTH IO
CPaBHEHHIO C TaKOBBIMHU IIpH NpuUeMe B MociaepofoBoi mnepuoj. OnHako, papMaKOKMHETHUYECKUE
IapaMeTpbl HECBA3AHHOTO (AKTUBHOTO) AapyHaBUpa ObUIM CHUKEHBI B MEHBIIIEH CTEIIEHH, TaK KaK BO
BpeMs OepeMeHHOCTH HaOI0JaeTcs YBeTMYeHHE KOHIICHTpaIKi CBOOOHOM (ppakiiuu fapyHaBUpa Mo

CpPaBHCHHIO C TaKOBOMU B IMOCJICPOAOBOM IICPpUOAC.

Jdannble ¢GapMaKOKMHETHKH 00lIero JapyHaBHpa 1mocjJe mnpuémMa KOMOMHAUMHU
aapyHapup/putonasup B 103e 800/100 mr 1 pa3 B cyTKH B paMKax cXeMbl AHTHPETPOBHPYCHOM
Tepanuu BO BTOPOM TpHUMeCTpe OepeMEHHOCTH, TpeThbeM TpHUMecTpe OepeMEeHHOCTH WU
MOCJIECPOI0BOM IepHoe

dapmakoKuHeTHKA  001Iero Bropoii . ocaeponoswblii
Tpertuii TpumecTp

AapyHaBHpa (cpennee + TPUMeECTP B5eDeMeRHOCTH nepuoz

CTaHJapTHOE OTKJIOHCHHE) 0epeMeHHOCTH P (n=15) (6-12 nemesin)
(n=17) B (n=16)

Cmax, HI/MIT 4964 + 1505 5132 +£1198 7310 £ 1704

AUC24n, Hr*u/mn 62289 + 16234 61112 + 13790 92116 + 29241

Cin, HI/MJT 1248 + 542 1075 £ 594 1473 £ 1141

VY KeHIIUH, MoIy4YaBIIUX KOMOMHaIMIo AapyHaBup/puToHaBup B no3e 800/100 mr 1 pa3 B cyTku B
TEeYCHHE 2-TO TpUMecTpa OepeMeHHOCTH, cpefaHue 3HaueHUsT Cmax, AUC2sn (TIomanb moj KpuBoi
«KOHIICHTpalus-BpeMs» B TeueHHe 24 u mocne mpueMa mpenapata) U Cmin JapyHaBUpa ObLIH,
COOTBETCTBEHHO, Ha 33%, 31% u 30% HIKe 0 CPaBHEHUIO CO 3HAUECHUSIMH JAaHHBIX MOKa3aTenel B
mocyiepoioBoii mepuoi. Bo Bpems 3-ro Tpumectpa 6epeMeHHOCTH 3HAYCHUS Cmax, AUC2sh 1 Chmin
napyHaBupa ObUIH, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % HuXe 10 CpaBHEHUIO CO 3HAUYCHUSIMHU
JTAHHBIX MMOKa3aTelNell B MOCIepOI0BOM MEPHO/I.
eTH
dapMakOKMHETHKA JapyHaBHpa B KOMOWHAIIMM C PUTOHABUPOM IPH NMPUMEHEHWH | pa3 B CYTKH

n3yvanach y 12 nerei, panee He MOJTy4YaBIIUX JICUEHUs IpenapaTaMyd aHTUPETPOBUPYCHOM Tepamuu,
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napyHasup/putonaBup 800/100 mr 1 pa3 B CyTKM KOHIIEHTpalus JIapyHaBUpa B IuIazMe ObLia
COIOCTaBMMa C TaKOBOH Yy B3POCIHBIX, MPHHUMABIINX KOMOWHAIWIO qapyHaBup/putonasup 800/100
Mmr 1 pa3 B cytku. Takum oOpa3oM, oJHa U Ta K€ JO3UPOBKA, MpUMeHseMas | pa3 B CyTKH, MOXET
OBITh UCITIOJIb30BaHA Y MOJIPOCTKOB, paHee MOoJy4YaBIINX JIedeHue, B Bo3pacte oT 12 1o 18 ner ¢ maccoit
Tena He MeHee 40 kr, 6e3 MyTaluii, CBI3aHHBIX C PE3UCTEHTHOCTHIO K napyHasupy (V11l, V321, L33F,
147V, 150V, 154M, 154L, T74P, L76V, 184V u L89V), yposaem PHK BUU-1 B mmazme <100000
KOTHit/MI 1 uncioM kiretok CD4+>100 xierok x 1081 n'y B3pocibIx.

dapMaKkOKMHETHKA JapyHaBUpa B KOMOMHAIIMM C PUTOHABUPOM IpH NMpPUMEHEHHH |1 pa3 B CyTKH
m3yuanach y 10 nereid, panee moiyyaBIIux JI€UeHHE, B Bo3pacTe oT 3 10 6 JietT, ¢ maccoi tena ot 14
10 20 kr. [Ipu ucnonap30BaHuM MOAOOPAaHHOM 1O Macce Teja I03UPOBKH HAOII0/1a]1aCh KOHIICHTPAIUs
JapyHaBUpa B IUIa3Me, CpaBHMMas C TaKOBOM Yy B3pOCIHBIX, MOJYyYaBIIMX KOMOUHAIIUIO
napyHasup/putonaBup 800/100 mr 1 pa3 B cytku. Kpome Toro, npu MoAaenupoBaHUU U CUMYJISLIAN
(hapMaKOKWHETHKU JapyHaBupa y jgereid or 3 mo 18 ner Obuta MOATBEpKIeHA KOHICHTPALIUS
JapyHaBUpa B IUIa3Me, HaOMonaeMas B KIMHUYECKUX HMCCICOBAHUAX; OBUIM TAaK)KE YCTaHOBIICHBI
CXEMbI JO3UPOBaHUS KOMOMHAIIMY JapyHaBUp/pUTOHAaBUp | pa3 B CYyTKM HAa OCHOBE MAcChl Teia s
JeTeil ¢ Maccoil Tela He MeHee 15 Kr, KOTOpble MOJy4yalld WM HE MONydaldd MpernapaTsl
aHTUPETPOBUPYCHOH Tepanuu, 0e3 MyTalui, CBA3aHHBIX C PE3UCTEHTHOCTHIO K AapyHaBupy (VII1,
V321, L33F, 147V, 150V, I54M, I54L, T74P, L76V, 184V u L89V), c yposuem PHK BNY-1 B mu1azme

<100,000 xoruit/ma u uucioM kierok CD4+ >100 xinetox x 108/11.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1 TIlepeueHb BCIOMOraTeJbHBIX BElIECTB

OxpeMHeHHass MUKPOKpHUCTAITNYECKas eJUTI0103a

KpemHus AMOKCHT KOJITIOUAHBIH

Kpocnosunon

Maruus creapat

Obonouka

Omanpaii |l opamxesrit 85F530007 [OMMBUHMIIOBBIN CIUPT YaCTUYHO THUAPOITM30BAaHHBIN, MAaKPOTOJ
3350, TanbK, TUTAHA JTMOKCH/I, ATFOMAHHUEBBII JIAK Ha OCHOBE KpacuTelsl cotHeuHoro 3akaTa (15-18%),
ATFOMHUHUEBBIN JIAaK HAa OCHOBE KPAaCUTENs COTHEYHOTO 3aKkaTa (38-42%)]

6.2 HecoBMecTHMOCTD

Henpumenumo.

6.3 Cpok rogHoctTu (CpoK XpaHeHHs )

2 roza.
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6.4 Ocodble MepbI NPEIOCTOPOKHOCTH MPU XPAHEHUH

[Tpu Temneparype He Bbie 25 °C B OpUrHHaIBHON ynakoBKe (0aHKa B aUKe KAPTOHHOM ).

6.5 XapakTep U coaepkaHue NEPBUYHON YIAKOBKHU

ITo 30 TaGnerok B OaHKe U3 MOJMATUICHA HU3KOTO JaBJICHUS, YKYIOPEHHOM KPBIIIKON ¢ KOHTPOJIEM
MIEPBOTO BCKPBITHUS, IS JIEKAPCTBEHHBIX CPEJICTB, UM B OaHKE UMIIOPTHON U3 TOJIUITHIICHA BEICOKOM
IJIOTHOCTH, YKYTIOPEHHOM KPBIIIKONW ¢ KOHTPOJIEM IIEPBOI'O BCKPBITHSL.

CBoOosHOE TPOCTPaHCTBO B OaHKe MpU HEOOXOAMMOCTH 3alOJIHAIOT BaTOW MEAMLIMHCKON
TUTPOCKONNYECKON XUPYPru4e€CKON WM BATHBIM KI'YTOM UMIIOPTHBIM.

Ha GaHKy HakjeMBalOT ATUKETKY U3 OyMaru 3TUKETOUHOM, WK IMCYEH, WM CaMOKJIESIIYOCS.

ITo 1 6Ganke BMecCTe ¢ MHCTPYKIUEH 110 MPUMEHEHHUIO B MTAYKE M3 KAPTOHA JUIS TOTPEOUTENLCKOM Taphl
WM UMIIOPTHOTO.

6.6 Oco0ble MepbI NPEAOCTOPOKHOCTH NPH YHUUTOKEHHH HCI0Jb30BAHHOIO0 JIEKAPCTBEHHOI 0
npenapara WJiM OTX0A0B, NOJYYEHHBIX MOCJ¢ NPUMEHEHHS JIeKAPCTBEHHOI0 Ipenapara uiu
padoThI C HUM.

Oco0ple TpeOoBaHUs OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

Nunus

Xerepo Jladc Jlumuten, Unnus

Aopec: «Xerepo Kopnopeiir», 7-2-A2, Unaactpuan Jcteifre, Canat Harap, Xaitnapadaa — 500018,
Tenanrana, Uaaus.

7.1.IlpeacraBuTe/ib 1ep:KaTe/s PerHCTPALIMOHHOIO Y10CTOBEpEeHHs

IIperen3uu norpeduTene HaIpPaBIATh 110 AAPECY:

MocKkoBCKO€ MpeCTaBUTENbCTBO KoMnanuu «Xetepo Jlabe Jlumureny (Muaus):
Anpec: 109029, r. MockBa, ABTOMOOUIIBHBIN MTPOE3, 1. 6, CTp. 5.

Ten./akc: +7 (495) 981-00-88

On. nouta: DrugSafety-Russia@hetero.com

8. HOMEP(A) PETUCTPAIIMOHHOT O(-bIX) YIOCTOBEPEHMSI(-i1)

9. JTATA EPBOW PETUCTPALIIUU / TPOJNJIEHUS PETUCTPALIUN

JlaTa nepBOW pEruCTpaLyu:

10. JATA INIEPECMOTPA TEKCTA
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OO6mrast XapakTepHUCTHKA JIEKAPCTBEHHOTO Tperapara Hapvﬂgg%:M'Tm%&fuﬁggﬁbM

noptane EBpa3uiickoro SKOHOMHYECKOTO COK03a B HMH(OPMAIMOHHO-KOMMYHUKAIIMOHHOW CETH

«Wutepuer» http://eec.eaeunion.org/
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