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OBIIAS XAPAKTEPHCTHKA JEKAPCTBEAHOTOTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
HapynaBup, 75 mr, TabJIeTKH, TOKPHITHIE TUICHOYHOH 000JI0YKOMH
HapynaBup, 150 Mr, TaGJIETKH, MOKPHITHIC TIIICHOYHON 000JI0UKOH
Hapynasup, 300 Mr, TaGJIETKH, TOKPHITHIC TIJICHOYHON 000I0YKOH
Hapynasup, 400 mr, TaGIETKH, OKPBITHIC MTICHOYHOW 000JI0UKOMA
Hapynasup, 600 mr, TabIeTKH, MOKPBITHIC MTICHOYHOW 000JI0UKOMA

Hapynasup, 800 Mr, TaOJIETKH, MOKPHITHIC TIIICHOYHOH 000JI0UKOH

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTByro111ee BEIIECTBO: AapyHaBHP.

JlapyHaBup, 75 Mr, TaOJIETKH, IOKPBITHIE IUICHOYHO 000JI0YKON

Kaxxnas tabneTka, mOKphITas IJIEHOYHOW 000JI0UKOM, COACPKUT 75 MI' AapyHaBHpa.

Japynasup, 150 mr, Ta6HeTKI/I, IMOKPBITHIC TNIEHOYHOM 000JI0YKOH

Kaxxgas Tabnerka, mOKpbITas INIEHOYHOM 0007109K0, coaepxuT 150 Mr napyHaBupa.

Jlapynasup, 300 mr, TaOJIETKH, IMOKPLITHIE INIEHOYHON 000J04YKOMU

Kaxxnas tabnerka, mOKpbITas MIEHOYHOU 000710UKOM, coaepkuT 300 Mr napyHaBupa.

JapyHasup, 400 mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxgas Tabnerka, mOKpbITas INIEHOYHOM 0007104uK0, coaepxuT 400 Mr napyHaBupa.

Jlapyaasup, 600 mr, TaOJE€TKHU, HOKPBITHIE IIJIEHOYHONM 000JI0UYKOH

Kaxxnas tabnetka, mOKpbITas MIEHOYHOU 000710UKOM, coaepkuT 600 Mr napyHaBupa.

JlapyHasup, 800 mMr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKOHU

Kaxxgas Tabnerka, moKpbITas INIEHOUYHOM 00070uK0i, cogepxuT 800 Mr napyHaBupa.

ITomHpIit MEPCUCHb BCIIOMOI'aTCJIBHLIX BCIICCTB IIPUBEACH B pa3JCIIC 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPBIThIE MIIEHOYHOH 000I0UKOH.

JlapyHaBup, 75 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JI0OYKOM

Kpyriblie, 1BOSKOBBIMYKIIbIE Ta0JIETKH, TOKPHITHIE TUIEHOYHON 000JI0UKOM, OT CBETIIO-KEITOr0
JI0 TEMHO-XKEJITOTO LIBETA.

JlapyHasup, 150 mr, TaOJIETKH, MOKPBITHIE INIEHOYHON 000JI0YKONU

prrﬂme, ABOSIKOBBIITYKJIBIC Ta6J'ICTKI/I, TIOKPBITHIC IUICHOYHOM O6OJ'IO‘-II(OI>1, OT CBCTJIO-XKCJITOT'O
J0 TEMHO-KECJITOIro IBETAa.

Jlapyaasup, 300 mr, TaOJeTKHA, HOKPBITHIE IIJIEHOYHONW 000JI0UYKOH
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OBaJibHBIE, TBOSIKOBBIMYKJIbIE Ta0JIETKH, HOKPBITEIC HJIeHEIT-rHOI/-I“c:J B“IIIO%'_'J;’#CBG’TEO Xcembro

J0 TCMHO-KCJITOIO IBCTA.

JlapyHasup, 400 mr, TaOJIETKH, MOKPBITHIE IUNIEHOYHON 000J0YKOMU

OBaJ'IBHBIe, JABOSKOBBIITYKJIBIC Ta6J'IeTKI/I, IIOKPBITBIC IUICHOYHOH 060.]10‘11(0171, OT CBCTJIO-KCJITOI'O
J0 TEMHO-KECJITOIro UBETa.

JlapyHasup, 600 mr, TaOJIETKH, MOKPBITHIE INIEHOYHON 000J0YKOU

OBaJibHBIC, IBOSIKOBBITYKJIbIE TaOJIETKH, TOKPBITHIE TNIEHOYHON 000JI0YKON, OT CBETIO0-KEITOTO
J10 TEMHO-XKEJITOrO LIBETA.

Jlapyaasup, 800 mMr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKOH

[TpomonroBateie, TBOSIKOBBITYKIIbIE TA0JIETKH, TOKPBITHIE TNIEHOYHON 000JI0YKON, OT CBETIIO-
JKEJITOTO 10 TEMHO-JKEITOrO 1IBETa, C PUCKOM HA OJTHOM CTOPOHE.

Ha ITOIICPCYHOM Pa3pe3¢C Ta0JIETKa OEI0T0 HIIM OEI0TO C JKENTOBATEIM OTTEHKOM OBCTA.

4. KINMHUYECKUE JAHHBIE

4.1. Iloka3aHus1 K IPUMEHEHHUIO

Jleuenne BUY-undexiuu y B3poCibIX U IeTel B BO3pacTe OT 6 JieT u ¢ maccoil Tena 20 kr u 6oree,
paHee MOJIy4aBIINX aHTUPETPOBUPYCHYIO Tepanuio (B KOMOUHAIIMY C HU3KOH 103011 puTOHABHpA

U IpyTUMHU aHTUPETPOBUPYCHBIMHU IIperapaTaMu).

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEeHM I
Tepamnus A0MKHA HA3HAYATHCS BPadyOM, UMEIOIINM OMbIT JeueHuss BUU-undexmm.

PexxuM 103upoBaHusd

[Ipenapar JlapyHaBup Bcerja cieayeT Ha3HayaTh B KOMOWHAIIUM C HU3KOM 030 PUTOHABHUpA B
KauecTBE CPEJCTBA, YIYUIIAIOMIEro ero (papMakOKMHETHMYECKHUE XapaKTEPUCTUKH, a TaKkKe B
KOMOMHAIIMM C JAPYTUMH aHTHPETPOBUPYCHBIMH IpernapaTaMd. BoO3MOXXHOCTH Ha3HAYEHUS
pUTOHaBHpa  JOJKHA  OBITH  pacCMOTpEHa 10  Hayajla Tepanmud  KOMOWHAaIMeu
napyHaBup/putonaBup. IlosToMy mepen HadamoMm Tepanud JapyHaBHPOM HEOOXOAMMO
O3HAKOMHUTBCS C OOIIell XapaKTepUCTUKOW JIEKapCTBEHHOT'O Mpenapara/MHCTPYKIUEH 1o
MEIUIMHCKOMY IPUMEHEHUI0 puToHaBHpa. [locne Havana Tepanuu JapyHaBUPOM MAlMEHThI HE

JOJIKHBI UBMCHATH WJIKM MPEKpAIaTh TCPaIunro oe3 KOHCYJIbTallkU C JICHAIIUM BpPavdOM.

Bspocnvie
IManuenTsl, paHee He ITanueHTHI, paHee MoJy4aBIINe HHIHOUTOPBI POTEA3bI
MoJIy4aBlIue HHTMOUTOPBI He UMeKoLIue MyTalui, HMellHe, 110 KpaHeil Mepe
npoTeasbl BbI3bIBAIOLIMX 1 MmyTanuio, BbI3bIBaIOILY IO
PEe3UCTEHTHOCTH K PE3UCTEHTHOCTH K
AapyHABUPY* (€ MJIa3MEHHBbIM AapyHaBUPY*
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vponmen PHE B GROBATERHOE TS 0003)

<100 000 xomuii/MJa u

KOJIMYECTBOM
CD4+ kaerok >100x105/1)

800 mMr 1 pa3 B cyrku B|[800 mr 1 pa3 B cyrkm B|600 mMr 2 pa3a B CyTKH B
koMOuHaimu co 100 wmr|komMOMHAIM  CO 100  wmr|xkomOubHammu co 100 wmr
pUTOHABUpPA, BO BpeMs €lIbl | pUTOHABHUPA, BO BPEMS €/1bl pUTOHABUPA, BO BPEMSI €1bl

* MyTaIuu, BbI3bIBAIOIINE PE3UCTEHTHOCTD K napyHaBupy: V111, V321, L33F, 147V, I50V, [54M,
154L, T74P, L76V, 184V u L89V.

JUis manMeHToB, paHee MOIYyYaBUIMX HHTUOUTOPHI MPOTEas3bl, PEKOMEHIYETCsl INPOBEICHHE
TEHOTUITUNYECKUX aHAIHM30B.

[Ipy HEBO3MOXHOCTH NPOBEJACHUS T'C€HOTUIIMYECKUX AaHallM30B, MallMeHTaM, paHee He
MOJIy4aBIIUM  WHTHOUTOPBI  TPOTEa3bl, PEKOMEHIYETCs]  MPUHUMATh  KOMOHWHAIUIO
napyHaBup/putoraBup 1 pa3 B cyrku 800 mr/100 Mr, a mamweHTaM, paHee IOJIyYaBIIUM
MHTHOUTOPHI MPOTEa3bl, PEKOMEHAYETCS MPUHUMATh KOMOWHAIIMIO JapyHaBUp/pUTOHABUD 2 pas3a
B cyTku 600 mr/100 mr.

[Iponyck npremMa KOMOMHALIMY TapYHABUADP/PUTOHABUD

[Tocne Havana tepanuu npenaparom lapyHaBup HaliMeHThl HE JOJDKHBI IPOITYCKAaTh OYE€PEIHOMN
IpUeM Ipernapara, a TakKe U3MEHATh WM IpeKpalaTh Tepanuio 0e3 KOHCYJIbTAlUU C JeYaluM
BpauoM. JlaHHBIE pPEKOMEHJAIMM OCHOBaHbl Ha IE€PHOJAE IIOJYBBIBEJCHHUS JapyHaBUPA B
IPUCYTCTBUH PUTOHABHMpA U YCTAHOBICHHOM PEKHME MpUeMa Mpenapara uepes Kaxasie 24 yaca.
B ciyuae, eciiu mpueM KoMOMHALMU 1apyHAaBUP/pUTOHABUP Ha3Ha4YeH | pa3 B CyTKH U OINO3JaHKE
B [IPUEME COCTaBWJIO MeHee 12 4acoB, MPOMYLIEHHYIO 103y CIEAYET KaKk MOXHO CKOpee NPUHATh
BMeCTe C NHILEH, 1 BO30OHOBUTh OOBIYHBIM PEXHUM J03UPOBAHMS; €CIIM ONO3/IaHHE B NpHEME
coctaBuiio 6osee 12 yacoB, TO MPOMYIIEHHYIO 103y MPUHUMATH HE CJIENYET, U CIAeAYIoIIas 103a
IpUHUMAETCS B OObIYHOE BpeMms. JlaHHbIE peKOMEHJAIMu OCHOBaHbI Ha 15-yacoBoM mepuoje
NOJTYBBIBE/IEHUS JTapyHaBHpa B MPUCYTCTBUM PUTOHABUpPA M YCTAHOBJIEHHOM pEXHME NpHeMa
npemnapara uepes kaxasle 12 yacos. B ciyuae, ecnu npuem KoMOMHALIMU AapyHABUP/PUTOHABHP
Ha3HayeH 2 pa3a B CyTKU M ONO3[JaHUE COCTABUJIO MEHee 6 4acoB, MPOMYIIEHHYIO 03y CIeAyeT
KaK MOKHO CKOpee MPHHSTHh BMECTE C MUILIEH U BO30OHOBUTH OOBIUHBIM PEXHUM JT03UPOBAHUS;
€CIIM OIO03/IaHue B MpHUEMe COCTaBWiIO Oojiee 6 4yacoB, MPOIYIIEHHYIO 103y NMPUHUMATh HE
CJIEyeT, U CIeAYIOIIas 1032 IPUHUMAETCS B OOBIYHOE BPEMSI.

Oco0ble TPVIIILI TAIMEHTOB

HauueHmzaz NOJ2HCUTIOC0 803pacma
I/IH(I)OpMaI_II/ISI o MPHUMCHCHUIO Y IMOXWIBIX IMAIlMCHTOB OI'paHHU4YCHA. HOBTOMy KOM6I/IH8.LII/IH
I[ap}/HaBI/Ip/pI/ITOHaBI/Ip AOJDKHA TPUMCHATBCA C€ OCTOPOXHOCTBKO Yy IMAIIMCHTOB JTaHHOM

BO3PACTHOM rpyninsl (cM. pasnensl 4.4 u 5.2).
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Ilayuenmul ¢ Hapywenuem QynKyuu neveru

VY NanueHToB ¢ JIETKUM MJIM CPEIHEW CTeNeHH HapylleHueM (QyHKImH nedeHu (kmacc A u B mo
mkane Yaina-I1pr0) koppekuuu 11036 He TpeOyercs, OJHAaKo HeoOXOauMO COOI0IaTh
OCTOPOXKHOCTh TPU NPUMEHEHUH KOMOHMHALIMM JapyHAaBUP/PUTOHABUD y ATHUX MAIlMEHTOB.
Wudopmarniys no npuMeHEHUI0O KOMOMHUPOBAHHOM TepaIiuu JapyHaBUpP/pUTOHABHUP MPH TAKEITbIX
HapymIeHUsIX (YHKIUM TI€UYeHH OTCYTCTBYET; CIIEOBAaTeNbHO, JaTh crHenuduyeckue
PEKOMEH/JAlMU M0 JIO3UPOBAHUIO HE TMPEACTABISCTCS BO3MOXKHBIM. llpmem kKomOmHanmu
JapyHaBUP/PUTOHABHP Y MALIMEHTOB C TSDKEJIOW MEeueHOYHON HenoctaTouyHocThio (kiaacc C mo
Yaitna-ITer0) npoTuBonokasan (cM. pazzaeinsl 4.3, 4.4 u 5.2).
Tayuenmoi ¢ HapyweHuem yHKyuu novex
Y mnmauueHToB C HapymeHUsAMH (YHKIMM TIOYeK M3MEHEHHEe [103 B KOMOWHAIMU
JTapyHaBUpP/pUTOHABUP HE TpedyeTcs (cM. pazaenst 4.4 u 5.2).
bepemennocms u nocrepodosuiii nepuoo
He TpebOyetcst xoppekunu 10361 KOMOMHAIIMK JapyHABUP/PUTOHABHP y IALIMEHTOB BO BPEMs
OepeMEHHOCTH W B TIOCIEPOAOBBIA Tiepuon. HeoOxommmo coOmomaTh OCTOPOKHOCTH Y
MAlMEHTOB, OJHOBPEMEHHO NPUHUMAIOIIUX TMpenaparbl, KOTOPble MOTYT YyMEHbIIATh
KOHIIEHTPAIUIO JapyHaBUpa B I1a3Me KpoBH (cM. pasaeinsl 4.4, 4.6 u 5.2).

eTH
Jlemu om 0 0o 6 1em
[Ipenapat [lapyHaBup He ciaeayeT Ha3Ha4aTh (MPUMEHSATH) Y AeTel B BozpacTe oT 0 10 6 JeT uiu
¢ Maccoii Tenia MeHee 20 KI B CBSI3U C HEBO3MOXKHOCTBIO 00€CIIEUUTh PEXUM JT03UPOBAHMSL.
Jemu om 6 0o 18 nem, panee nonyyaguiue aHmupemposupycHy1o mepanuio
Pexomennyemas n03a KOMOMHALMK JapyHaBUpP/pUTOHABHP AJs aered oT 6 1o 18 net u maccoit
Tesia He MeHee 20 Kr 3aBUCHUT OT Macchl Tena (CM. TaOlMIly HU)KE) M He JOJDKHA INPEBBIIIATh
peKoMeHayeMylo 103y Ui B3pocibix nanueHtoB (600/100 mr 2 pasa B cytku). JlapyHaBup

JIOJI’KEH MMPUHUMATHCSI C PUTOHABUPOM 2 pa3a B CYTKH BO BPEMsI €]Ibl.

Pexomenayemast 1032 JapyHABMPAa M PUTOHABHMPA I NALMEHTOB
oT 6 10 18 J1eT, paHee He MOJTyYaBIINX AHTHPETPOBHPYCHYIO TePaINHIo
Macca Teaa (kr) Jo3a
> 20 kr — <30 kr 375 mr mapynasupa/50 Mr puToHaBHpa 2 pa3a B CyTKH
> 30 kr — <40 kr 450 mr napynaBupa/60 Mr puToHaBUpa 2 pa3a B CyTKH
> 40 xr 600 mr napynasupa/100 Mr puroHaBupa 2 pasa B CyTKH

[Ipenapar JlapyHaBup He ciexyeT Ha3HavyaTh (IpUMEHATb) y Aeredt go 18 ner, paHee He
MOJTyYaBIIUX AHTHUPETPOBUPYCHYIO TEpaluio, B CBSI3U C PUCKOM, CBS3aHHBIM C ONACEHHEM

OTHOCHUTEJIbHO 0€301acHOCTU U 3PPEKTUBHOCTH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

BuyTps. IlanueHTsl JOMKHBI OBITH MPOMHCTPYKTUPOBAHBI O MpueMe mnpernapara JlapyHaBup c

HU3KOW 710301 pUTOHaBUpa He no3aHee 30 MUHYT ITOCiIe 3aBEpIIeHUs €bl. THUIl MUY HE BIUSAET

Ha abCOpOIMIO TapyHaBHpA.

4.3. lIlpoTuBONOKAa3aHNUS

['unepuyBCTBUTENBHOCTD K JIAPYHABHPY WM K JIOOOMY M3 BCIOMOTATEIbHBIX BEIECTB
npernapara, epeyuciIeHHbIX B pa3zaene 6.1.

OpnnoBpemMeHHBIH mpHeM mpemnapara [lapyHaBup M pUTOHABHpa B HU3KUX J103aX C
npenapaTtamMi, KIUPEHC KOTOPBIX IMPEHMYIIECTBEHHO OIpeaenseTcss Hu30(hepMeHTOM
nuroxpoma P450 CYP3A4, u noBblllIeHHE KOHIEHTPALIMU KOTOPBIX B IJIa3M€E COMPSIKEHO
C BOBHUKHOBEHHUEM CEPBhE3HBIX U/HIIN YTPOKAIOIIUX JKU3HH OO0UHBIX 3()(eKToB (y3Kuit
TepaneBTHUECKUI anana3on). K TakuM mpemnaparamM OTHOCATCS aCTeMHU30JI, andy303uH,
KOJIXHIIMH (y MAIEHTOB C IIOYEYHON MIIH MEYeHOYHON HEJOCTATOYHOCTHIO), TalIOKCETHH,
cunjeHadun (MIPUMEHSIOLIUICS JUIsl Tepanuu JIETOYHON apTepUalbHON THUINEPTEH3HH),
aBanadui, TeppeHaanH, Muaa3oiaM (IepopaibHO), HAJOKCEToJl, TpHUa3ojaM, HU3anpusl,
NUMO3H], JIypa3uaoH, PaHOJAa3WH, CEPTHHIOJN, KBETHAIIMH, TpErnaparbl, COAEpKaIlue
QIKAJIOUJBl  CIOPBIHBM  (IPTOTaMUH,  JUTHAPOIPTOTAMHUH,  OPrOMETPUH U
METHJIPPrOMETpUH), HuBaOpajuH, KOMOHMHAIMs JIOMMHABUP/PUTOHABHP, aMHOJAPOH,
Oenpuai, APOHETAPOH, KOMOMHAIUS Tpa3onpeBUp/>10acBUp, XUHUIUH, CHUMBACTaTHH,
JIOBacTaTHH, TaburaTpaH, THKarpenop, JoMuranu (cM. Takxe pasaen 4.5).

[Ipu nmpumenenun npenapara JlapyHaBUp W pUTOHABHpA B HU3KHX J03aX IMAIlUEHTHI HE
JIOJDKHBI OJHOBPEMEHHO MPHUMEHSTHh Tpemnaparhl, COAepKaline pUQaMITAIIH, a TakKe
npernapathl, COJEpJKalllde OKCTPAaKT 3Bepobos  mpoxbipsBiecHHOro (Hypericum
perforatum), mockoibKYy OJHOBPEMEHHOE MPUMEHEHHUE MOXKET MPHBECTH K MOHMKECHHIO
KOHIIEHTpAIlU JapyHaBHpa U PUTOHABHpA B IJIazMe. ITO MOXKET MPHUBECTH K TOTEpe
TEpaneBTUYECKOro 3P PeKTa U pa3BUTHUIO PE3UCTEHTHOCTH (CM. pasnen 4.5).

Tspoxenast nedeHoyHast HefoctatoyHoCTh (kiace C mo Yaitna-I1s10).

Jetckuii Bo3pact 10 6 et u maccoit Tesna meHee 20 Kr.

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

VY nanueHToB ¢ HapynieHHeM (QYHKIMH [IEYEeHU JIETKOW U cpefHel cTenenu (kiacc A u B
no Yaiinna-ITer0).

VY manueHToB ¢ ajepruei K cynbhoHaMuaaM.
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OJTHOBPEMECHHO TMPHUHHUMAIOT TpenapaTthl, KOTOPbIE MOTYT YMEHBIIATh KOHIICHTPAIIUIO
JapyHaBUpPA B IJ1a3Me KPOBH.

e YV manueHTOB MOXKUIIOTO Bo3pacTa (0T 65 JeT u crapiie).

e (CoBMECTHOE MPUMEHEHHE HE PEKOMEHAYETCS CO CICAYIONMMH IpernapatamMu (CM.
noapazaen «OcoOble yKa3aHus JaHHOTO pasnena u pa3zien 4.5): cakBUHaBHUD; altikcabaH,
sloKcabaH, puBapokcabaH; pHQANCHTUH; 3BEPOIMMYC; OeTaMmera3oH, OyIecCOHU,
GIyTHKA30H, MOMETAa30H, MIPETHU30H, TPUAMIIHOJIOH; OorenpeBwp,
TJIeKanpeBUP/MTUOPEHTACBHUP, CHMEIIPEBHP; IBEPOIUMYC; CAIMETEeposl, Tamanadui (s
JICUCHHS JICTOYHOW apTepUAIbHOM THITIEPTEH3UN ).

e (Crenyer MPUMEHSTh C OCTOPOYKHOCTBIO CO CIICAYIOIIMMH IpermapaTamMu (CM. Moapa3et
«Oco0Ople yKazaHWs» JaHHOTO pazgena u pasznen 4.5): ausomnmpamua, QIICKamHH],
JTUIOKaWH (CUCTEMHO), MEKCWICTHH, MponadeHoH; KIApUTPOMHUIIUH; (DIyKOHA301M,
W3aByKOHA30JI, MTPAKOHA30JI, I03aKOHA30JI, KJIOTPUMA30J; apTeMeTep/ITyMe(aHTpHH;
Ja3aTUHUO, HWJIOTUHUO, BUHONACTHH, BHUHKPHUCTHH, JCKCAaMETa30H (CHCTEMHO);
cunneHabun, Ttananadui, BapaeHapun (s JIeYeHHs] SPEKTHIBHOW AuUChYHKIUN),
KETOKOHA30J1I, IOMIEPUIOH, (Pe30TEPOANH, COMU(EHAINH.

e C(Crenyer u30eratb COBMECTHOTO NTPHMEHEHHUS CO CISAYIONUMHU Ipernapatamu (CM.
nonpaznen «OcoOble yKazaHws» MaHHOTO pasfena u pasmen 4.5): denobGapOuTain,
(EHUTOHMH; BOPUKOHA30JL.

Oco0ble yKazaHus

[TarueHTOB HEOOXOAMMO MPOMH(POPMUPOBATH O TOM, YTO COBPEMEHHBIE AaHTUPETPOBUPYCHBIE
npenaparsl He usneunBaoT BUU-undexnuio u He npenoTrBpamatot nepegayy BUY, B Tom uncne
nojoBbiIM  nmyteMm. Ilanmmentam  ciegyeT  pa3bSACHUTH  HEOOXOAMMOCTh  COOJIOAEHUS
COOTBETCTBYIOIIUX MEP IMPEIOCTOPOKHOCTH.

Ha ¢one Tepamum mnpenaparoM  HEOOXOAMMO  MPOBOAUTH  PETYJSPHYIO  OLIEHKY
BUPYCOJIOIMUYECKOr0 OTBeTa. B ciydae OTCYTCTBUS WM NOTEPH BHUPYCOJOTHYECKOTO OTBETA
HE00XO0IMMO IIPOBECTH UCCIIEI0BAaHUE HA HATMYUE PE3UCTEHTHOCTH.

JlapyHaBUp NpPEUMYIECTBEHHO CBA3bIBAeTCA C anb(a-1-KUCIBIM TIIMKONPOTEHHOM ILIa3MBbI.
CreneHb CBA3BIBAHMS 3aBHCUT OT KOHIIEHTPAILIMH CBOOOJIHOTO ajbda-1-KUCI0ro rMKONpoTenHa.
TakuMm 00pa3oM, HeNb3d MCKIIOYATh BIMSHHUE MPEnapaTtoB ¢ OONBIIMM CPOJICTBOM K anbda-1-
KHCJIOMY TJIMKONPOTEHHY TIa3Mbl Ha KOHILIEHTPALIMIO CBOOOIHOTO TapyHaBUpa.

[TarueHThl, paHee TONYYABIINE JICUCHUE — IPUEM IIpenapara 1 pa3 B CyTKHU

KomOuHnanus napyHaBUpP/pUTOHABHp HE JOJDKHA MPUMEHSATHCS C 4acTOTOM 1 pa3 B CyTKH y

MAMEHTOB, paHee MOJy4YaBIIMX MHTUOUTOPHI MPOTEa3bl U MMEIOLINX, 10 KpaiiHeill mepe, oJHy

6
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I54L, T74P, L76V, 184V u L89V) unu ¢ mna3mennsM yposaem PHK BUU-1 > 100 000 xomuit/min
u kosmaectBoM CD4+ knetok <100 x 105/

[Ipumenenre kKoMOWHAIUU JapyHaBUP/PUTOHABUP COBMECTHO C ONTHUMU3HPOBAHHOU 0a30BOit
tepanueir (ObT), Brmouaromeid 2 u O6onee npemapara kiaacca HUOT, He u3ydanoch y Takux
nanueHToB. J[aHHble 0 mpuMeHeHuM y mauueHtoB ¢ BUU-1 apyrux rpymnm, 3a UCKIIOYEHHEM
rpymnmst B, orpaHu4eHsl.

bepeMeHHOCTB

JapyHaBup ciexyeT HCIOJIb30BaThb BO BpeMs OEpeMEHHOCTH TOJIBKO B TOM Cllydae, €clid
NOTEHLMaIbHAs 110J1b3a MPEBBIIAET BO3MOXKHBIN puck. CiaenyeT ¢ OCTOPOKHOCTBIO IPUMEHSTh
npernapaThl, KOTOPbIe MOTYT IPUBECTH K CHIDKEHUIO KOHIIEHTPAIMK JapyHaBUpPa Y OEPEMEHHBIX.

ITarMeHThl MOXKUIOr0 BO3pacTa

Wudopmarnius o iedeHHH KOMOMHAIIMEW AapyHAaBUP/PUTOHABUD MAIMEHTOB B BO3pacTe 65 JeT u
CTaplie BecbMa OrpaHMuYeHa, HEOOXOIUMO COOJIIOJaTh OCTOPOXKHOCTh IPH JICYCHHH TaKHX
NAIMEeHTOB mpenaparoM JlapyHaBup, MOCKOJIBKY Y HUX Yallle BCTpevyaeTcs: AUCHYHKIUS TeUeHH,
Y OHM Yallle CTPa/aloT COMyTCTBYIOMMMU 3a00JIeBaHUSAMHU WIIM IPUHUMAIOT KOMOMHUPOBAHHYIO
TEpanulo.

ITpueM ¢ pUTOHABHUPOM

JapyHaBup Bcerga ciaeayeT Ha3HayaTh C HU3KOM 030 PUTOHABUPA B KayeCTBE CPEICTBA,
YIIyUIIAIOLIEro ero (apMakOKHHETUYECKHE XapaKTePUCTHKH, a TAK)Ke B KOMOMHAIIMU C IPYTUMU
AHTUPETPOBUPYCHBIMU TpemnapatamMu (cM. paszen 5.2). IlosTromy nepea HadajaoMm Tepanuu
JApyHaBUPOM HEOOXOJUMO O3HAKOMUTBCS C OOIIeH XapaKTepUCTHKON JIEKapCTBEHHOIO
npenapaTa/MHCTPYKIUE 10 MEIUIMHCKOMY NPUMEHEHUI0 pHUTOHaBUpa. AOCOIIOTHAs
OMOOCTYIIHOCTH IOcie pa3oBoro mnpuema 600 mMr mapyHaBupa cocTaBuia npumepHo 37 % u
yBeJIMYMIach MpuMepHO 10 82 % mocie mpuema JapyHaBupa B KomOuHamuu co 100 mr
puTOHaBHpa JBa pa3a B cyTku. CyMMapHbIi A3 deKT yrydimeHus papMakOKMHETUKH JapyHaBUupa
PUTOHABHPOM BBIPA3UJICS MPUMEPHO B 14-KpaTHOM YBETMYEHUU KOHIIEHTpAlMM JapyHaBHpa B
1a3Me Tocjie MpuemMa OJHOW 1o3bl AToro mpemapata (600 mr) B komOuHammu co 100 mr
pHUTOHaBHpa JBa pa3a B CyTKH. TakuMm obpa3om, npenapart JlapyHaBup HEOOXOAMMO MPUHUMATD
TOJIbKO B KOMOMHAIlMM C HU3KOW 030 pHUTOHaBUpa B KauecTBe (hapMaKOKMHETHUECKOTO
ycunutens. [loBblieHrne yka3aHHON J03bl pPUTOHABUPA HE MPUBOAUT K 3HAUMMOMY YBEJIUYEHHIO
KOHLEHTpAllUu JapyHaBUpa B IIIa3Me, M IO3TOMY J03Y pPHUTOHaBUpa HE PEKOMEHIYETCS
MOBBILIAT.

KoxHble peakiiny TSHKEI0U CTENEH!




|:|:: |:: TEI E T|: TEI _‘. E'l' 3 |". I: 3 E F.-l- H:' r.ll _. I:l TI_, E T_r
ot 27.11.2024 Ne 26240

0
V¥ 0,4 % nanueHTOoB Mpu MpHeMe JapyHaBupa ObulM 3a¢ﬂ%35aﬁﬁ%aﬁﬁéld€akﬁpﬁ4%€noﬁ

CTETEHU, KOTOPbIE MOTYT COIpPOBOXKIATHCSA JMXOPAJAKONW HW/WIM YBEIWYCHHEM aKTUBHOCTH
neueHoyHbIX TpaHcamuHa3. DRESS cunzapom (nexapcTBeHHas cbib € 303uHO(PHINEH U
CUCTEMHBIMU MPOsIBIIeHUsAIMHU) U cuHapoM CtuBeHca-/[xoHcona ¢pukcupopaics peako (< 0,1%).
B mocrtpeructpaniioHHOM mepuojie cooOLalioch O Pa3BUTUU TOKCHYECKOTO JMHIEPMaIbHOTO
HEKpOJIM3a U OCTPOr0 I'€HEPATM30BAaHHOIO 3K3aHTEMATO3HOIro IMycTyje3a. IIpu BO3HUKHOBEHUU
NPU3HAKOB MJIM CUMIITOMOB KOKHBIX PEAKIUU TSKEIIOW CTETeHH (ChIIb TSHKEJIOr0 TEeUSHHS WIH
CBIIb, COMPOBOXKAAaeMas JIUXOPAIKOI, OOIIUM HETOMOTaHHEM, yCTaJOCThI0, OOISIMU B MBIIIIIAX
WIH CyCTaBax, BOJJIBIPSAMHU, MOPAKEHUAMU POTOBOM MOJOCTH, KOHBIOHKTHBUTOM, Te€HaTUTOM
u/Wim 303uHO(UINEN U Ip.) IPHEM JapyHaBUPa HEOOXOAUMO HEMEIEHHO MPEKPATHTb.

Croinp yame HabIIOAaNach y MAIMEHTOB, paHee MOJyYaBIIMX aHTUPETPOBUPYCHYIO TEPAIUIO U
MPUHUMAIOIINX OJAHOBPEMEHHO palTEerpaBUp M KOMOWHAIMIO JapyHAaBUP/PUTOHABUD IO
CPaBHEHMIO C TAI[MEHTAMHU, TMOJYYaBIIMMH IO OTAEIBHOCTU DPANTErpaBUp WIM KOMOMHAIIHIO
JapyHaBUp /PUTOHABHP.

JapyHaBup comepXuT cyib(poHaMHIHYIO rpynmy. l[IpumeHeHue napyHaBHpa HalMEHTaMH C
anneprueit Ha cynb(QoHaMUIbI JOHKHO MPOU3BOAUTHCS C OCTOPOKHOCTBIO.

ITareHThl ¢ COMYTCTBYIOIMMU 3a001€BaHUSIMHU

Iayuenmul ¢ 3a601e6anuaMU neveHu

JlaHHBIE TIO TPUMEHEHWI0 KOMOWHALIMK JApyHABHP/PUTOHABUP Yy MAIMEHTOB C TSKEIBIM
HapylmieHueM (QYHKIMHM T€YeHM OTCYTCTBYIOT; CJI€JOBaTEeJIbHO, JaTh clenu(puyecKue
pPEKOMEH/JAlMU MO JIO3UPOBAHUIO HE MPEACTaBIsAeTCS BO3MOXKHBIM. Ilpuem komOuHanuu
JapyHaBUP/pUTOHABUP  NPOTHBONOKA3aH y  MAllMEHTOB C  TSDKEJIOM  MeYeHOYHOU
HenoctatouHocThio (Kiacce C mo Yaitnna-I1pro). OcHOBBIBasiCh Ha JTaHHBIX, YTO CTaOWJIbHBIC
(apMaKOKMHETHYECKHE MapaMeTpbl MpU MPUMEHEHUM JapyHaBHpa y MAalMeHTOB C JETKUM U
YMEpEHHOI cTeneHu HapylieHneM ¢yHKuuu nedenu (kiacc A u B no Yainga-I1st0) cpaBHUMBI C
napaMeTpamMM y 3/I0pOBBIX JIMII, KOPPEKIMH JT03bl MALMEHTaM C JIETKUM U YMEPEHHOU CTeleH!
HapyuieHueM QyHkiuH nedenu (kiacc A u B no Yaitng-I1si0) He TpeOyeTcs, o1HAKO cleayeT ¢
OCTOPOKHOCTBIO TPHMEHATh KOMOWHAIMIO JapyHaBUP /PUTOHABUP Yy OSTUX NAalUEHTOB.
I'enamomokcuynocmo

[Ipy npuMeHeHMH KOMOWHAIMU JapyHaBUP/PUTOHABUP BO3MOXKHO pa3BUTUE TeNaTHUTa,
BbI3BAHHOTO TPUMEHEHHEM JIEKapCTBEHHBIX IMIpernapaToB (HampuMep, OCTPBIA TemaTur,
mUTONUTHYeCKui  remartut). [ematutr HaOmomancs y 0,5% manueHTOB, MOMydYarOLIMX
KOMOWHUPOBAHHYIO TEPaNUIo AapyHAaBUP/PUTOHABHP. Y MALMEHTOB C HapYIICHUSAMU (DYHKIHU
MEYEHU, B T.4. C XPOHUYECKUM aKTHUBHBIM rematutoM B mnn C, umeeTcsl MOBBIILIEHHBIH PHUCK

pa3BUTHUS TAKENbIX MOOOUHBIX A3((HEKTOB CO CTOPOHBI IEUEHHU.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

Ha3HauYeHNEeM KOMOMHHPOBAHHOW Teparuu 1apyHaBHp /PUTOHABHUP U BO BpeMs jgeueHus. Cienyer
paccMOTpeTh BO3MOXKHOCTh KOHTpoJis yBenuwdenusi aktuBHOCTH ACT/AJIT y mamueHTOB C
XPOHMYECKHM Te€NaTUTOM, LIUPPO30M WM Y MALUEHTOB, Yy KOTOPBIX HaOJr0/1a1ach MOBBILICHHAS
aKTUBHOCTbh TPAaHCAMHUHA3 IepeJl HauyaloM Tepanuu U, OCOOEHHO, B TEUEHHUE NEPBBIX HECKOJIBKUX
Mecs11eB KOMOMHUPOBAHHOM Tepanuu KOMOMHALMEH TapyHaBUpP /pUTOHABUP.

B cnyuyae oOHapyxeHHs HapylIeHUWH (YHKIMU MEYEHU WIM YXYAUICHHUS UX TSHKECTH (B T.4.
KJIMHUYECKH 3HAYMMOE YBEIMYEHHME aKTUBHOCTH I1€YEHOUYHBIX (EPMEHTOB W/MIU TaKHUX
CHUMIITOMOB, KaK YCTaJOCTb, AaHOPEKCHUS, TOILIHOTAa, elNTyXxa, Moya TEMHOIO IIBETa,
00JIE3HEHHOCTh MPH TaJbIIAlUK TIEYSHH, TeaTOMEralusl) CIeAyeT PacCMOTPETh BO3MOKHOCTh
NpepbIBaHMS UM OTMEHBI Tepalii KOMOUHAIMEW JapyHABUD /PUTOHABHD.

Tayuenmoi ¢ 3a601e6aHuAMU NOYEK

[Toukn WrparOT HE3HAUUTENIbHYIO POJb B KIMPEHCE AAPYHABUPA, U MO3TOMY Yy MALUEHTOB C
3a00JIeBaHUAMH TTOYEK OOIIMI KIMPEHC JapyHaBHpa MPaKTHUECKU He yMeHbInaercs. JlapyHaBup
U PHUTOHABHp OOJANAIOT BBICOKOH CTENEHBIO CBA3BIBAHUS C OCJIKAMU IUIa3Mbl, U TIO3TOMY
reMOIMaINn3 UM NEePUTOHEANBbHBIM JUaIN3 HE UTPAIOT CYLIECTBEHHON POJIM B BBIBEJACHUU 3TUX
IpenapaToB U3 OpraHu3Ma.

Tayuenmer ¢ cemounueri

HmeroTes cooOmeHust 00 yCHICHUH KPOBOTEUCHUH, BKITFOUAsi CIIOHTAHHBIE KOXKHBIE TeMaTOMBbI U
remMapTpo3, y MauueHToB ¢ remo¢minedl tuna A u B, jJedeHHBIX MHTMOUTOpaMM MPOTEa3bl.
Hekoropele U3 3TuUX mauueHTOB mnodydainu ¢akrtop ceprbiBanus KpoBu VIII. Bbosee uem B
MIOJIOBHUHE OIMMCAHHBIX CITy4YaeB JIeUeHNEe HHIHOUTOPaMH TPOTea3bl MPOJODKAIOCH 0e3 epephiBa
WIA BO300HOBIISUIOCH TTOCIIE BPEMEHHOW MPUOCTAaHOBKH. BBUIO BBICKAa3aHO MPEAIIONIOKEHHE O
NPUYMHHOM CBSI3U MEXJy JeUeHHMEeM MHTHOUTOpaMH MpOTeas3bl U YCUJICHHEM KPOBOTEUEHUS Y
NAalMeHTOB C TeMo(uiIMel, OJHAKO MeXaHU3M TaKOi CBs3W He ycTaHoBJeH. [lanueHTOB ¢
reMounuen, moyy4ammux KOMOMHAINIO 1apyHaBUP/pUTOHABHD, CleAyeT IpOMH(POPMUPOBAThH
0 BO3MOKHOCTH YCHJICHHSI KPOBOTEUCHHIH.

CaxapHbIi [ua0eT/TUIIEPIINKEMUS

VY nanueHToB, MOJyYarolUX aHTUPETPOBUPYCHYIO TEPANUIo, BKIHOYAs MHTMOUTOPHI MPOTEasbl,
OIMCAHbI BIIEPBBIC BBISBICHHBIE CIyyau CaxapHOTo Aualdera, TMIEPIIUKEMHUs WIN yXyZIIeHHe
TEYEHMsI YK€ CYIIECTBYIOUIEr0 caxapHOro nauvabera. Y HEKOTOPbIX M3 O3TUX NalEHTOB
TUIEPIIMKeMUs Oblia TSHKEJION M B pslie CIydyaeB CONPOBOXKAATAch KETOAMI030M. Y MHOTHUX
NAaIMEeHTOB MMEJIM MECTO COIYTCTBYIOLIHME 3a00JieBaHMs, HEKOTOPBIE M3 KOTOPBIX TpeOoBasn
JIeYeHus MpenapaTamu, ClIoCOOCTBYIOIIMMHU Pa3BUTHIO CaxapHOTO AUabeTa WM TMIIePIIMKEMUN.

Bec n MeTaboamnueckue nmapaMeETphl
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MacCChI TCJIa, a TAKKC MOBBINICHUC YPOBHA JIMIIMIO0OB U I'TFOKO3bI KPOBH. Takue n3sMeHeHus MOTYT
OBITh YaCTUYHO CBSI3aHBI C KOHTPOJIEM 3a00JICBaHUS U 00Pa30M KU3HU. B HEKOTOPBIX CITydasx
OBLIIO JJOKa3aHO, YTO MOBBILICHHE YPOBHS JUIUA0B KPOBHU CBSI3aHO C MOCJEICTBUSMU JICUCHUS,
OJIHAaKO, He OBbUIO JI0Ka3aHO, YTO YBEIMUYEHUE MAacChl Tella KakK-TO CBSI3aHO C IMPOBEJACHHUEM
AHTUPETPOBUPYCHOW Tepanuu. JJI1 MOHUTOpPUHIA YPOBHSA JIMIUIAOB U TJIFOKO3bl KpPOBHU
HEOOXOAMMO CJIeI0BATh COOTBETCTBYIOUIUM PEKOMEHJALMIM I10 JIeYeHHUI0 nanuentoB ¢ BUY-
uHpekuue. Hapymenust 1unuaHoro mMeradoiu3Ma HEeoOXOIUMO JIEYUTh COOTBETCTBYIOLIUMU
npenaparam.

OcreoHekpo3

Hecmotpss Ha MHOTO(GAKTOPHYIO OSTHOJOTHIO (MCHOJB30BAaHUE TIIFOKOKOPTHKOCTEPOUTHBIX
TOPMOHOB, YIOTpeOIECHUE AJIKOTOJIs, TSKelNask CTeleHb MMMYHOCYIIPECCUH, TOBBIICHHBIA HHIEKC
Macchl Tea), ObUTM OTMEUEHBI CIlydyal OCTEOHEKpOo3a, B OCOOEHHOCTH y mainueHTtoB ¢ BUY-
UHQEKIMel B TPOJBUHYTOM CTaguM W/WIM y IMalUEHTOB, JIUTEIBHOE BpPEMs ITOYyYaBIINX
KOMOWHHPOBAHHYIO AHTUPETPOBUPYCHYIO TEPAIHNIO. [TatmeHThI JIOJDKHBI OBITh
nporuH(OPMUPOBAHBl O HEOOXOAMMOCTH HE3aMEIUIMTENILHOTO IIOCEIIEHUsT Bpada B cClydyae
nosiBJIeHUs 00JieH B cycTaBaX, CKOBAHHOCTHU B CyCTaBax HIIM 3aTPYIHEHUS JIBHXKECHUH.

CI/IHZIDOM BOCCTAHOBJICHUIA UMMYHHUTECTA

Y  BUY-uHQUUHMPOBAaHHBIX MAMEHTOB C TSDKEJIBIM HMMMYHOJAC(GHUIMTOM B  Havaie
KOMOWHHMPOBAHHON aHTHPETPOBUPYCHON Tepaliyd BO3MOXKHO MOSBICHHE BOCHATUTEIBHON
peaKIuy opraHu3Ma Ha OECCUMIITOMHBIE HJTH OCTAaTOYHBIE ONIMOPTYHUCTUYECKHE WH(EKIINH, YTO
MOXET TIPUBECTH K CEPbE3HBIM KIMHUYECKUM OCIOXHEHUSIM WM YXYAIICHUIO CHMITOMATHKH.
OOBIYHO TaKHWe pEaKIMH HAOMIONAIOTCS B TIEPBbIC HEJACTH WM MECSIbl TPUMCHEHUSI
KOMOMHHPOBAaHHOW aHTHPETPOBHPYCHON Tepamuu. B KkadecTBE NMPUMEPOB MOXHO IPHUBECTH
IIUTOMETaJJOBUPYCHBI DPETHHUT, TCHEPAIM30BaHHBIC W/WIM MECTHBIE MHKOOAKTEpUabHbBIC
UH(EKIUH 1 THEBMOHHMIO, BBI3BaHHYIO Pneumocystis jiroveci. Heo0xoanmo onpeaensth TSKeCTh
JFOOBIX CUMIITOMOB BOCIIAJICHHS ¥ TIPOBOJIUTH COOTBETCTBYIOIIYIO TEPATHIO.

AyTouMMyHHBIe 3a00ieBaHus (Takue Kak 0ose3Hb ['peliBca M ayTOMMMYHHBIN TEHaTUT) TaKKe
OTMEYaUCh TP BO3HHKHOBEHUH BOCHAIUTEIBHOTO CHHAPOMAa BOCCTAHOBIICHUS WMMYHHOH
cuctembl. OJIHAKO BpeMsl 10 Havasa 3a00JIeBaHuUsI MOKET BApbHUPOBATHCS, U TAKHE 8y TOUMMYHHBIC
3a00JIEBaHUS MOTYT HAUUHATHCS CITYCTS MECSAIIBI TIOCIIC HAavaya TePaIuH.

BzauMoaelicTBue ¢ ApYTUMH JIeKapPCTBEHHEIMU IIpenapaTaMu

JapyHaBup u putoHaBup siBistoTcss uHruouropamu nzopepmentos CYP3A u CYP2D6, a takxe
MHTHOUTOpaMU P-rimukxonporenHa. OnHoBpeMEHHOE IIPUMEHEHHE KOMOMHAIUN

JapYHABUP/PUTOHABUD U IPYTUX MPEMAPATOB, KOTOPHIE META0OIM3UPYIOTCS TPEUMYIIIECTBEHHO
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MOBBIIICHUIO KOHIIEHTPAIMK TAKUX MPEmapaToB B IJIa3Me, BCICICTBUE YETO MOTYT YCUITUBATHCS
WIH YJTUHATHCS MX TEPANEBTUYCCKUE U MTOOOYHBIE 3PPEKTHI.

HapynaBup u putoHaBup metrabonusupyercs uzopepmerTom CYP3A. OnHOBpeMEHHBIN TpHEM
npenaparoB, HHAYIUPYIOIUX akTUBHOCTh CYP3A, MOXET yBEIMYHTh KIMPEHC JapyHaBUpa U
pUTOHABHpa, B PE3yJlbTaTe YEro YMEHBIIMTCS KOHIICHTpAIUs JapyHaBupa B miasme. [Ipuem
npemnapaToB, HTHOUpyommx CYP3A MokeT yMEHBIIUTH KIIMPEHC JapyHaBUPA U pUTOHABUPA, B
pe3yJIbTaTe Yero yBeJIIMYUTCS KOHLIEHTPALUs JapyHaBUpa U PETOHOBHPA B IIa3Me.
OnHOBpeMEHHOE HCIHOJb30BaHHE KOMOWHALIMK JapyHaBUpP/pUTOHABHpP C KOMOWHaluei
JIOTIMHABUP/PUTOHABUDP, PUGAMIUIIMHOM W PACTUTEIBHBIMU IMpemapaTamMu, COACPKAIUMU
IKCTPAKT  3Bepo0Oosi, mpoabipsiieHHoro (Hypericum  perforatum)  mpoTHBONOKa3aHO.
Hcnonk3oBanue s¢aBupeH3a COBMECTHO ¢ KomOuHanued gapyHaBup /putoHaBup 800/100 mr
OMH pa3 B CYTKH MOXKET MNPUBOIUTH K JOCTHXKEHHIO HEIOCTAaTOYHOro 3HadeHus Cmin
napyHaBupa. Ecmu 3¢daBupeH3 HEOOXOAMMO HCIOIB30BaTh COBMECTHO C KOMOWHAIHMEH
JapyHaBUpP/ PUTOHABHUP, TO IIEIIECOOOPA3HO MPUMEHSTh KOMOWHAIUIO TapyHABUDP /PUTOHABHUD
600/100 mr nBa paza B CyTKH. Y MallMEHTOB, MOJYUYaBUINX TEPAIUI0 KOJIXUIUHOM U CHIIbHBIMU
unruoutopamu uzopepmenta CYP3A u P-ramkonpoTenHa, oTMedaInch KU3HEYTPOXKAIOIINE U

CMEpTEIIbHBIC JIEKAPCTBEHHBIE B3aUMOJECHCTBUS.

4.5. B3amMmopeiicTBMe ¢ JPYIrHMH JI€KAPCTBEHHBbIMHM IIpeNapartaMM M Jpyrue BH/bI
B3aMMO/EHCTBUA

Bce umccnenoBaHus 1O ONPEAENICHHUIO B3aUMOJACHCTBUS NPOBOIAWINCH TOJIBKO Ha B3POCIBIX.
JapyHaBup U puUTOHaBUp SIBiISIIOTCS MHruouropamu uszopepmentoB CYP3A, CYP2D6 u P-
rukonporenHa. OJHOBpEeMEHHOE NpPHUMEHEHMEe KOMOMHAIMM JapyHaBUp/pUTOHAaBUD U
IpenapaToB, KOTOpble MeTaboIM3UpyIOTCs MpeumyiiecTBeHHo n3odepmentamu CYP3A w/unu
CYP2D6, unu nepeHocsITCS P-TIIMKOMpPOTENHOM, MOXKET BBI3BIBATH MOBBIINIEHNE KOHIICHTPAIIUU
TaKUX IpenapaToB B IJa3Me, 4YTO, B CBOIO OYe€pellb, MOXKET ObITh NMPUYMHOW YCHJICHUS WU
NPOJICHUS TepaneBTUYECKOro 3P dexTa, a TakKe NPUUNHON MOSABICHUS TOOOYHBIX AP PEKTOB.
He nomyckaercs coBMECTHOE TNpUMEHEHHE KOMOMHALMM  JapyHAaBUP/PUTOHABUpP C
JIEKAPCTBEHHBIMH IIpeNapaTaMy, KIUPEHC KOTOPBIX B 3HAYMUTEIBHOM CTENEHW 3aBUCHUT OT
nzopepmenta CYP3A, u NoOBBIIEHHE CHUCTEMHOTO YPOBHSI KOTOPBIX MOXKET COMPOBOKIATHCS
Pa3sBUTHEM CEPbE3HBIX U/WIIH YTPOKAIOIIMX )KU3HHU ABJIECHUH (y3KUH TepaneBTUYECKHM uana3oH).
OO0umii papMaKOKMHETHUECKUH YCHIIMBAIOUINHA 3((EeKT pUTOHABHUPA 3aKIIOYAJICS B YBETUUEHUN
CUCTEMHOM KOHIIEHTpallMM JapyHaBHpa MNpuUMepHO B 14 pa3 mpu OJHOKPATHOM IIpHUEME

napyHaBupa B 103e 600 Mr B couetanuu ¢ putoHaBupoM B 03¢ 100 mr 2 pasa B cyTku. Takum
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pUTOHaBHpA KaK (apMaKOKMHETUYECKOTO «YCHUITUTEIISD».

KomOunanmio  gapyHaBUpP/pUTOHaBHp  HE  CJENyeT  HCIOJIb30BaTh  C  JPYTUMH
AHTUPETPOBUPYCHBIMH NpenapaTaMu, KOTOpble TPeOYIOT HCIIOIb30BaHHs PUTOHABHPA B KAUECTBE
(bapMaKOKMHETHUECKOTO «yCHIIUTEIS.

B xiInMHHYECKOM HCCIIEIOBAaHUM C UCIOJb30BAaHUEM CMECH JIEKApPCTBEHHBIX IIPENaparos,
meTabomm3upyembix muroxpomamu CYP2C9, CYP2C19 u CYP2D6, orMe4anoch MOBBIIICHUE
aktuBHOCTH CYP2C9 u CYP2C19 u unrubupoanue aktuBHoctu CYP2D6 B mpucyrcTBUM
KOMOHMHAIIUU 1apyHAaBUP/PUTOHABUP, YTO MOKET ObITH 00YCIIOBICHO MPUCYTCTBUEM HU3KOI JJ03bI
putoHaBupa. CoBMECTHOE IPUMEHEHHME JapyHaBUpa M PpPUTOHABUpPA C JIEKAPCTBEHHBIMU
npenapatamu, MeTabonuupyembiMu npeumyinectBeHHO CYP2D6 (mampumep, (rexanHuIOM,
npornadeHOHOM, METONPOJIOIOM), MOXXET HPHUBOJUTH K TMOBBIIICHUIO KOHILIEHTPALUU 3THX
JIEKapCTBEHHBIX IPENapaToB B IJIa3Me, YTO CIIOCOOHO BBI3BATh YCHJIGHHWE WM MPOIJICHHUE HX
TepaneBTHYECKOro 3 (dexra u HexKenaTeIbHBIX peakiuuii. COBMECTHOE IPUMEHEHHE JapyHaBUPa
U PUTOHABUpPA C JIEKAPCTBEHHBIMH IpenaparaMu, NPEUMYIIECTBEHHO METa0O0JIM3UpyEeMbIMU
CYP2C9 (nanpumep, Bappapunom) u CYP2C19 (manpumep, METaIOHOM), MOXKET MPUBOJIUTH K
CHI)KCHHMIO CHCTEMHOM KOHIIEHTpPALMU 3THUX JIGKAPCTBEHHBIX CPEACTB, YTO CIHOCOOHO BBI3BATh
CHW)KCHHE WJIM COKpAIlEHUE X TepareBTUIecKoro ddekra.

Xors 3ddext B orHomenun CYP2C8 wusydancs Tosbko In Vitro, cOBMECTHOE NMPUMEHCHHE
KOMOHMHAIIMKM JTapYHABUP/PUTOHABUDP C JICKAPCTBEHHBIMH TIperaparaMmu, MPEHMYIIECTBEHHO
metabonusupyembiMu CYP2C8 (Hampumep, MakIMTaKCEIOM, POCUTIINTA30HOM, PEHariuHUAOM),
MOJKET TMPUBOJUTH K CHHKEHUIO CUCTEMHON KOHIIEHTPALMK 3TUX JIEKAPCTBEHHBIX CPEJCTB, UTO
CIIOCOOHO BbI3BaTh YMEHBIIIEHUE WJIM COKpAIIEHHE UX TepareBTHUECKOro 3pdekra.

PuTtonaBup uHrubupyer TpaHcnopTHbie MoJieKybl P-riaukonporenna, OATP1B1 u OATP1B3, u
€ro NpuMeHeHHe ¢ CyOcTpaTaMy 3THUX TPAHCHOPTHBIX MOJIEKYJI MOKET HPUBECTH K MOBBIIICHUIO
KOHIEHTpallui 3TUX NpernaparoB B IIa3Me (Hampumep, JaburaTrpaHa >3TeKCWIaT, JUTOKCHUH,
CTaTUHBI U 003EHTaH).

JIekapCTBEeHHBIE IIpenapaThl, BIUIIONINE HA KOHIICHTPALINIO I[aDVHaBI/IDa/DI/ITOHaBI/IDa

B merabonusme napyHaBupa u puToHaBupa ydacTByeT u3odpepmeHT CYP3A. JlekapcTBeHHBIE
mpenaparsl, UHAYIUPYIOIKEe akKTUBHOCTh m3odepmenta CYP3A, mpeamonoXuTenbHO YCUTIST
KIIMPEHC JapyHaBHpa U PUTOHABUPA, BbI3bIBAs CHUKEHHE KOHIIEHTPAIMM ATHX IMPEnapaTtoB B
1a3Me, 4YTO MOXET NPUBOJUTh K CHUKCHHIO TepamneBTudeckoro 3ddexta U pa3BUTHIO
PE3UCTEHTHOCTH (HampuMep, 3TO KacaeTcs pudaMIuIiHa, 38epo0os u tonuHaBupa). CoBMeCTHOE
NMPUMEHEHNWE JlapyHaBUpa M PHUTOHABUpPA C JPYTMMHU JIEKQPCTBEHHBIMH MpenapaTaMi,

uHruoupyromumu nzopepmenT CYP3A, MokeT CHIKAaTh KIMPEHC JapyHaBUpa U PUTOHABUPA U

12
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IMMOBBIIIATh UX KOHOCHTPAIHIO B IIJIa3MCE. CoBMECTHOE HH&QG;{QE%%JLE&I}MI%I}&F{%%%MH

CYP3A4 ne pexomeHayeTcs, CIEAYeT COOMIOJaTh OCTOPOKHOCThb. Takue B3auMOACHCTBUS
OTIMICAHBI B TA0HIIC HIDKE (HAITPUMEpP, MHINHABUP, CHCTEMHBIC a30J1bI, B YACTHOCTH, KETOKOHA30JI
1 KJIIOTPUMA30J1).

Ta0iauia B3anMOAEHCTBUI MEXKIY penaparaMu

[TpuBeIEHHBIN HUXE CIUCOK MPUMEPOB B3AUMOACHCTBHS MEXIY JIEKAPCTBEHHBIMU CPEICTBAMU
HE SIBJISICTCS MCYEPIBIBAIOIINM, U ITOATOMY JUISI TIOJy4eHUsT HHPOPMAIUH, CBI3aHHON C IMTyTSIMHU
MeTaboMHu3Ma, MyTSIMH B3aMMOJICHCTBHS, MTOTCHIIMAILHBIMA PUCKAMH U JICHCTBUSMHU, KOTOPHIC
HEO0OXOUMO TMPEANPHUHATH B Clydyae COBMECTHOTO IPHUMEHEHHs, CIeAyeT oOpamaThCs K
COOTBETCTBYIOIIEH HMHCTPYKIMH JICKQPCTBEHHOTO IIperapara, HCIOIb3yeMOr0 COBMECTHO C
JapyHABUPOM.

Hekortopele ucciaenoBaHusi B3aUMOJCHUCTBUS (00O3HAaueHHbIE # B TaONMIE HIDKE) OBbUIN
IPOBEJICHBI C UCIIOJIB30BAHUEM 103 JIapYHABHPA HIKE PEKOMEHIYEMBIX HITU C IPYTHM PEIKUMOM
no3upoBaHus. DPPEKThI B OTHOIICHUH COBMECTHO NMPHMEHSIEMBIX JICKAPCTBECHHBIX MPENapaToB
MOTYT, TaKUM OO0pa3oM, OBITh HEIOOIICHCHBI, BCIEACTBHE JTOTO MOXET OBITh IOKa3aH
KJIMHUYECKHI MOHUTOPUHT O€30IMaCHOCTH.

B3aumMoneicTBusl MEXIy KOMOMHALMEH HdapyHAaBUP/PUTOHABHUD M AHTUPETPOBUPYCHBIMH U
MPOYMMH JICKAPCTBCHHBIMU CPEACTBAMH TPUBEACHBI B TaOMUIlE HIDKE (HE OMPEICIICHO
cokpamaercs kak «H/O»). HampaBnenue ctpenku Ui KaXXaoro napamerpa (papMaKOKHHETHKA
ocHoBaHO Ha 90% IOBEPUTEIHLHOM HMHTEPBAJIE IS CPEAHETO TeOMETPHYECKOTO COOTHOIICHUS,

KOTOpPOE MOXKET HaXOAUThCS B mpeaenax («), Huxe () unu Boimie (1) auanazona 80-125%.

JlekapcTBeHHbIH B3aumoneiicrBue Pexomenpauuu no
npenapart, npumensiemblii | Cpeanee reoMeTpu4ecKoe | COBMECTHOMY NPUMEHEHH IO
COBMECTHO ¢ | usmenenue (%)

KOMOMHanuen

AapyHaBHP/pUTOHABHUP

AHTHUPETPOBUPYCHBIE IIPEITAPATHI JJIAA TEYEHUSA BUY-UHOEKIINU

Hnzubumopst unmezpasot

HonyTterpaBup AUC ponyterpaBupa | 22 % KomOunammro
Ca44 mommyterpasupa 38 % JapyHaBUDP/pUTOHABUP u
Cmax nonyrerpasupa | 11 % JIOJIyTErpaBup MOYHO
JapyHaBup «>* UCTOJb30BaTh 0€3 KOppeKUuu

* Ha OCHOBaHMHM CpaBHEHHH | JO3BI.

MCKOY HUCCICOOBAaHUAIMU C
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JTAHHBIX 10 (PapMaKOKUHETUKE

DnBUTETpaBUP AUC snButerpaBupa «»> [Tpu OJIHOBPEMEHHOM
Chmin 2J7IBUTErpaBUpa <> PUMEHEHHUA KOMOWHAINN
Crnax dIIBUTErpaBUpaA <> JapyHaBUP/PUTOHABHUP c
AUC napynaBupa <> HU3KMMH J103aMU  PUTOHaBUpPA
Chin napynasupa 17 % (600/100 Mr 2 pa3a B CyTKH) B
Cmax TapyHaBHpa <> COYETaHUU C DJIBUTETPABUPOM

7032 DJBHUTETpaBUpa  JOJDKHA
coctaBiaTh 150 mMr 1 pa3 B CyTKH.
dapMaKOKHHETHKA u
PEKOMEHIalluU 0 J103UPOBAHUIO
JUIS IPYTHX 103 JapyHaBHUpa WA
TSt KOMOWHAIIUH
ANIBUTETPABUP/KOOMIIMCTAT  HE
YCTaHOBJICHBI.

Takum o0Opa3oM, COBMECTHOE
MIPUMCHCHUE KOMOWHAITHH
JApyHaBUP/PUTOHABHP B IFOOOI
no3e, kpome 600/100 mr 2 pasa B
CYTKH, B COYeTaHUH c
AIIBUTETPABHPOM HE
PEKOMEHIyeTCH. CoBmecTHOE
MPUMEHEHUE KOMOHMHAIINH
JapyHaBUP/PUTOHABHUP u
AIBUTETPABUpPA C KOOUIIMCTATOM

HC PCKOMCHAYCTCA.

Panterpasup B pesymbrare  HekoTophiX | B HACTOSIIEe BpeMs
KIMHMYECKUX  HCCIEOBAHUMU | Mpeamoyiaraercsi, 4To dPGheKT
OBUIO  TIPEATIONIOKEHO,  YTO | payiTerpaBHpa Ha KOHIICHTPAIIUIO
panTerpaBUp MOXKET BBHI3BIBATH | JapyHaBHpa B  IUIa3Me  HE
yMEpEeHHOe CHU)KCHHE | SIBIIAETCS KITMHUYECKHU
KOHIIEHTPAllM JapyHaBUpa B | 3HAYHMBIM.

ia3Mme. KomOunanmro JapyHaBup/

PUTOHAaBUp U paJTErpaBUp

14




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
oT 27.11.2024 N2

-

240

S 7

—

S e Wl |
LI

Sl = s ] Ges

KOPPEKLUHU JT03bI.

Hykneo3uonvle/nyknieomuon

ble uneudoumopwvl oopamnoii mpanckpunmaszvt (HHOT)

JAnmano3un

400 mr 1 pa3 B cyTku

AUC nunanosuna | 9 %
Cmin aumano3una H/O
Cmax aunano3una | 16 %
AUC napynaBupa <>
Chin apyHaBHupa <>

Cmax JapyHaBupa <>

KomOunanmro JapyHaBup/
PUTOHABHP U TUIAHO3HMH MOXHO
MPUMEHSTh 0€3 KOPPEKIIUHU JT036I.
Hunano3ux HE00XO0AMMO

NPUHUMATh  HATONIAK, TaKUM
00pa3om, ero cienyeT IPUHUMATh
3a 1 yac no wim uepe3 2 yaca
KOMOUWHAIMH

nocie  mpuemMa

JapyHaBUpP/ pUTOHABHP C MMHILEH.

TenodoBupa quzonpoKcu

245 mr 1 pas B cyTkn®

AUC tenodosupa 1 22 %
Cmin TeHOMOBUpa T 37 %
Cmax TenodoBupa T 24 %
*AUC napynasupa 1 21 %
*Cmin mapynasupa 1 24 %
#Cmax mapyHaBupa 1 16 %

(1 KOHLEHTpauuu TEeHOPOBHUpA

HpI/I COBMCCTHOM IIPHUMCHCHUU

KOMOMHAaIUH napyHaBup/
PUTOHaBHp C  TEHO(POBHPOM
MOXET OBITh MOKa3aH

MOHUTOPUHT ()YHKUUH TIOYEK, B
OCOOCHHOCTM y MAIUEHTOB C

CUCTECMHBIMHU HJIM ITOYCYHBIMU

BCJIEJICTBHE BIIMSHUSA Ha | 3a0osieBaHUsAMH, MO0  IIpH
ONOCPENOBaHHBIN MDR-1 | ucnionp3oBaHuU
TPaHCIIOPT B MOYECYHBIX | HEPOTOKCHYHBIX MTPETIapPaTOB.
KaHaJIbI[ax)
OMTpULUTaONH/ Tenodosupa anadpenamuyg < Pexomennyemas J03a
TeHo(oBUpa anapeHaMu Tenodosup 1 KOMOUHAIMU SMTPHULMTAONH/
teHodoBupa  amadpeHamug  —
200/10 Mr mnpu COBMECTHOM
OpUMEHeHUH ¢ KoMOMHauuein
JlapyHaBUP/pUTOHABUD.
AbaxkaBup He wusyudanocs. Ha ocnoBanuu | KomOunamus napyHaBup/
OMTpULUTAONH Pa3NUYHBIX MyTEeH SMMMHUHAIMK | PUTOHABUP MOXET MPUMEHSATHCS
JlamuBy e npounx HHWOT (3unoByamHa, | ¢ atumu HUOT 6e3 koppekiuu
CraByauH SMTPUIIMTAONHA, CTaBY/MHA, | JIO3BL.
3U10BYIMH JaMHUBYJIMHA), KOTOpBIE
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IKCKPETUPYIOTCA

CREQOBATENEROCTE 00U3)

NpECUMYIICCTBCHHO IMOYKaMH, U

abakaBWpa, B MeTaboymM3Me
KOTOPOTO HE Y4acTByeT
CYP450, HHUKaKHAX

B3aUMOJCUCTBUN MEXKIY ITUMH
JIEKapCTBEHHBIMU IIperapaTamMu
U KoMOuHamuend papyHaBup/

PUTOHABUP HE MPEATNIONATACTCS.

Henykneozuonvie/nenykineomuonsie unzuodoumopul oopamuoi mpanckpunmazwvl (HHUOT)

Ddasupens

600 mr 1 pa3 B cyTku

AUC s¢aBupensza 1 21 %

Cmin 2¢aBupensa 1 17 %

Cmax 2daBupensa 1 15 %

*AUC nmapynasupa | 13 %

*Cmin mapynasupa | 31 %

*Cmax mapynasupa | 15 %

(1 xoHmeHTpauuu 3QaBUpeH3a
BCJIC/ICTBHE
CYP3A)

(] xoHueHTpauuu AapyHaBHpa

MHTMOUPOBAHUS

BcaencTBue nHaykuun CYP3A)

[Ipy npuMeHeHUU KOMOMHAIMU
JapyHaBUDP/pUTOHABHUP B
coyeTaHuu ¢  3(aBUPEH3OM
MOXET oTpedoBaThCs
KIIMHUYECKUI MOHUTOPUHT
TOKCUYHOCTH B OTHOILIEHUU
LEHTPAJIbHOW HEPBHOW CUCTEMBI,
CBSI3aHHBIM  C  TOBBILICHHOU
KOHIIeHTpaluel 3gaBupeHsa.

[Tpuem saBupeH3a B coueTaHUH
c KOMOHHaIuen
JApYHABUP/PUTOHABHD B  J103€
800/100 mr 1 pa3 B CyTKH MOXKeT
IPUBOAUTE K CyOONTUMAILHOMY
3HayeHnt0  Cmin  JAapyHaBupa.
Eciu »a¢daBupens mnorpelyercs
OpUHUMATh B  COYETAHUH C
KOMOHMHaIuen napyHaBup/
PHUTOHABHP, clenyer
ucrnonb3oBath pexxum 600/100 mr

2 pa3a B CyTKH.
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s # T T

OTpaBUpUH

100 mMr 2 pasa B CyTKH

AUC stpasupunal | 37 % ==

KOMOMnANo - - - AapyHasup/

Cmin 3TpaBupuna | 49 %
Crmax aTpaBupuna | 32 %

puToHaBUp c 3TpaBupuHoM 200

MI 2 pa3a B CYTKH MOXKHO

AUC napynasupa 1 15 % UCIIONIb30BaTh 0€3 KOppeKLIHH
Chmin 1apyHaBHpa <> JTO3bI.
Crmax 1TapyHaBupa <>

Heupanun AUC neBupanuna 1 27 % Komb6unanuo

200 mr 2 pa3a B CyTKH Chin HeBupanuHa 1 47 % JapyHaBUDP/pUTOHABUP c
Crmax HeBupanuna T 18 % HEBHUPAITUHOM MOXHO
# napymaBupa: KOHIIEHTpAIUMM | UCTIONB30BaTh €3 KOPPEKIHH
COOTBETCTBOBAJIU JTO3BI.
HCTOPUYECKUM JIaHHBIM
(1 KOHIIGHTpalM¥ HEBUpPAINWHA
BCJICJICTBUE MHTMOMPOBAHUS
CYP3A)

Punnmsupun AUC puwimnusupusa T 130 % Komb6unanuio

150 mr 1 pa3 B cyTku Chmin punmuBupuna T 178 % JapyHaBUDP/pUTOHABUP C
Ciax punmnuBupusa T 79 % PHINMBUPUHOM MO’KHO
AUC napynaBupa < UCIIONIB30BaTh 0€3 KOPPEKIUH

Cmin mapynaBupa | 11 %

Crmax JapyHaBHpa <>

JIO3BL.

Hnzubumopul npomeasot BUY 6e3 oononnumenvnozo npumen

eHUsA HU3KUX 003 pumonasupay

ATtazaHaBup

300 mr 1 pa3 B cyTku

AUC ara3zanaBupa <>
Cmin aTa3anaBupa 1 52 %
Cmax aTazanasupa | 11 %
*AUC napyHnaBupa <>
#*Cmin napyHaBupa <>
#*Cmax NapyHaBupa <>
ATa3zaHaBup: CpaBHEHHUE
aTazaHaBHpa/pPUTOHABUPA
300/100 mMr 1 pa3 B CyTKH H
ataza”asupa 300 mr pa3 B CyTKH

B COUCTaHHUH C

KoMOunamuro
JapyHaBUP/pUTOHABHUP 51
aTa3zaHaBUP MO>KHO
UCIIONIb30BaTh 0€3 KOPPEKIHH
JIO3BL.
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napyHaBupom/prtionaupoM - =

EROBATENBRHOCTE 00U3)

400/100 mr 2 pa3a B CyTKH.
HapyHaBup:

JapyHaBUpPa/pUTOHABHPA

CpaBHCHHC

400/100 mr 2 pa3a B CYTKH C
JapyHaBUPOM/PUTOHABUPOM

400/100 mr 2 pa3a B CyTKH B
codeTaHuu ¢ atazaHaBupom 300

Mr 1 pa3 B cyTKu.

NuaunaBup

800 Mr 2 pasa B CyTKH

AUC unnunasupa 1 23 %
Cmin unguHaBupa T 125 %
Cmax MHIMHABUpA <>
*AUC nmapynasupa 1 24 %
#Cmin mapyHaBupa 1 44 %
*Crmax mapynasupa 1 11 %
WNunnHaBup: CpaBHEHUE
WHIWHABUPA/PUTOHABHPA
800/100 Mr 2 pa3a B CyTKH C
WHMHABUPOM/AapyHaBUPOM/
putonasupom 800/400/100 mr 2
pasza B CyTKH.
JapyHaBup:

JapyHaBUpa/pUTOHABHpA

CpaBHCHHC

400/100 mr 2 pa3a B CYTKH C
JapyHaBUPOM/PUTOHABUPOM

400/100 Mr B coueTaHUU C
nHauHasupom 800 mMr 2 pasa B

CYTKH.

IIpun HCIIOJIb30BAHUU B

COYeTaHUM ¢  KOMOMHauuei
JApyHABUP/PUTOHABUP  MOXET
OTpeOOBaThCA KOPPEKLHUS 03Bl
unauHasupa ¢ 800 mr 2 pasa B
cyTtku 10 600 Mr 2 pa3a B CyTKHU B

CJIydac HCIICPCHOCUMOCTHU.

CaxBuHaBUD

1000 mr 2 pa3a B cyTKu

#*AUC nmapynasupa | 26 %
#*Cmin napynasupa | 42 %
*Crmax mapyHaBupa | 17 %
AUC cakunaBupa | 6 %
C min cakBuHaBupa | 18 %

Crmax cakBuHaBupa | 6 %

KomOunarmro
JapyHaBUP/pUTOHABHUP HE
PEKOMEHJIyeTCsl MPUMEHSTh C
CaKBUHABHPOM.
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CREQOBATENEROCTE 00U3)

CakBuHaBup: CpaBHEHUE
CaKBUHABHUpa/pUTOHABUPA
1000/100 mr 2 pa3a B CyTKH U
CaKkBHHAaBHpa/napyHaBUpa/
putonaBupa 1000/400/100 mr 2
pasza B CyTKH.
HapyHaBup:

JTapyHaBUpa/pUTOHABHpA

CpaBHCHHC

400/100 mr 2 pa3a B CyTKH U
JapyHaBUpPa/pUTOHABHPA

400/100 Mr B coueTaHUU C
cakBuHaBupoM 1000 mr 2 pasza B

CYTKHU.

Huzubumopwt npomeaszvt BUY — ¢ couemanuu ¢ nuskumu 0ozamu pumonasupa’

JlonuHaBUpP/pUTOHABUP

400/100 mr 2 pa3a B CyTKH

AUC nonunasupa 1 9 %
Cmin mormmaaBupa T 23 %
Cmax TortmHABUpPA | 2 %
AUC napynasupa | 38 %*
Cmin JapyHaBupa | 51 %*
Crmax mapyHasupa | 21 % *

Bcnencrue CHUIKCHUA

KOHIICHTpALUU (AUC)
napynasupa Ha 40% noaxoasuiue
KOMOHMHAIIUA HE

036l  DTOU

YCTaHOBJICHBI.

JlonuHaBUp/pUTOHABUD

533/133,3 mr 2 pa3a B CyTKHU

AUC nonunaBupa <>
Cmin mormmaaBupa T 13 %
Chmax TortmHaBUpa 1 11 %

AUC papynasupa | 41 %

Cmin gapyHaBupa | 55 %

Cmax napynasupa | 21 %

‘Ha OCHOBaHUU HE
HOpPMaJIM30BaHHBIX MO  J03€
3HAYEHUM

Takum o0Opa3oM, COBMECTHOE

IIPUMEHEHNE KOMOMHAIMN
JlapyHaBUP/pUTOHABUP C
KOMOMHHMPOBaHHBIM IpENapaTom,
BKJIIOUYAIOIIUM

JIONIMHABUP/PUTOHABUD,

MMPOTHUBOIIOKA3aHO.

AHTAI'OHHUCTBI PELIEIITOPOB CCRS5

Mapasupok

150 mr 2 pasza B CyTKH

AUC mapasupoka 1 305 %
Cmin MapaBupoka H/O
Crmax MapaBupoka 1129 %

[Ipu nmpuMeHEHNN B COYETAHHUH C
KOMOWHAINEH JapyHaBup/

PUTOHABHp 1032 MapaBUpPOKa
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Konuenrpauuu } apyHasupa U

ORI COCTABTATE, TSUME 2 pasa

puTOHABHUpaA COTJIaCOBBIBAJIUCH C

HUCTOPUYCCKUMU JaHHBIMU

B CYTKH.

AHTAI'OHHCTBI al-A/IPEHOPELIEIITOPOB

Andy3o3un

Ha ocHOBaHMM TeopeTHYECKUX
cooOpakeHHi npemnapar
JlapyHaBUp JOJDKEH MOBBIIIAThH
KOHIIEHTpauuio angy303MHa B

1a3Me (3a c4€T HHruOUpPOBaHUS

CYP3A).

OnHOBpEMEHHOE  NPUMEHEHHE

KOMOWHAINU napyHaBup/
puToHaBUp W andy303UHA

IIPOTHBOIIOKA3aHO.

AHECTETHKH

AndenTaHmn

He u3yuanocs. B merabonmzme
andeHTaHnIa Y4acTByeT
nzopepment CYP3A, koropsrii
MOJKET WHTUOMPOBATHCS
KOMOUWHAIHEH

JapyHaBUP/pUTOHABUD.

[Tpu coBMECTHOM MPUMEHEHUH C
KOMOUWHAaIUEH

JapyHaBUP/PUTOHABUP  MOXKET
noTpebOBaThCS CHIKEHUE O3Bl
andeHTaHuIa, a TaKKe
MOHHUTOPHHT PHUCKOB
JUIUTETILHOTO WM OTCPOUYEHHOTO

YIHCTCHUS JAbIXaHUA.

AHTHAHTHHA/IBHBIE / AHTHAPUTMHUYECKHUE IIPEITAPATBI

Juzonmpamug
DrnaexanHug
JInpokauH (CHCTEMHO)
MexkcuneTnn

[Iponadenon

He n3yuanocs.

[Ipennonaraercs, 4TO
KOMOWHAIHA

JTapyHaBUP/PUTOHABHP TIOBBICHT
KOHIIEHTPAIHIO ITHX
AHTHAPUTMUYECKUX TPErapaToB
B MIa3Me (MHTHOMpOBaHHE
modepmernto CYP3A w/mnm

CYP2D6).

Heobxomumo coOmionienue mep
MPEIOCTOPOKHOCTH, KPOME TOTO,
PEKOMEHTyeTCs MOHHUTOPHHT
TepaHeBTquCKOﬁ KOHHGHTpaHI/II/I

HaJIMIUHA TaKou

(pu
BO3MOKHOCTH) 3THUX
AHTHAPUTMHUYECKHX TIpernapaToB
IPH COBMECTHOM TPHMEHEHUH C

KOMOMHaIHEN

JapyHaBUP/pUTOHABUD.
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Amuonapox %@ﬁB@gﬁﬂgﬁoT %%ﬁ%&%ﬁeme
benpunun KOMOMHAIIAH

JHponenapox JapyHaBUDP/pUTOHABHUP C
XUHUIUH aMHOJJapOHOM, Oenpuaniom,
Panonazun JIPOHEIAPOHOM, XMUHUJIUHOM WU

PaHOJIa3UHOM.

Jurokcun AUC nurokcuna 7 61 % [TockonbKy JUTOKCUH
0,4 MI OTHOKpATHO Cmin murokcuna H/O XapakTepus3yercs Y3KUM

Chmax auroxcuna 1 29 %

(T KOHIEHTpauuu JUIOKCHHA
BCJIC/ICTBUE BEPOATHOTO
WHTUOMPOBaHUS

P-rnukonporenna)

TCPANICBTUYCCKUM NHUAIIa30HOM, B

CIy4a€ Ha3HA4YCHUA JUI'OKCHUHA

MalyueHTaM, MOJTYYaIOIUM
KOMOWHAIIUIO
JapyHaBUP/pUTOHABUD,

MNEpBOHAYAJIBHO PCKOMCHIAYCTCA
HCITOJIh30BaTh MUHUMAIIbHYIO
BO3MOXKHYIO JI03y JTUTOKCHHA.

JHanee

CIIeaycCT IMPOBOAUTH

AKKypaTHYX0 TUTPALMIO  J103bI

JUTOKCHHA C ICIbIK0 JOCTHUXXCHUA

JKETAEMOTO KJIMHUYECKOTO
abdexta HA QoHE  OIECHKH
o0rrero KJIIMHUYECKOI'O

COCTOSAHHUA IMMaIUCHTA.

WBabpanun He uszyuyanocs. CoBmecTHOE IpUMEHEeHHe
KOMOWHAIIUH
JapyHaBUDP/pUTOHABUP u
uBabpaivHa MPOTUBONOKA3aHO.

AHTHBUHOTHKH

Knapurpomunyn AUC xnaputpomuiaa 1 57 % | Pexomennyercs coOmroaarTh

500 wmr 2 pa3a B CTyKH

Cmin kmaputpomunuaa T 174 %
Crmax k1aputpoMunusa T 26 %
*AUC napynasupa | 13 %
#Cmin mapysaBupa T 1 %

#Crmax mapyHaBupa | 17 %

Konuenrpauuu

OCTOPO’KHOCTh TIPH COBMECTHOM
MPUMEHEHUU KJIApUTPOMHUIIMHA B
COYECTaHMM C  KOMOHWHaIuen
JapyHaBUDP/pUTOHABHP.

Y mnanueHToB ¢ HOpPMaJbHOU

byHKIIMEH TMoYek KOMOWHAIUSA
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UIIUHA '~ HE

14-OH-xnaputpo

BT T

BbBIABJIIJIMCH TP COBMCCTHOM

MPUMEHEHUH C KOMOHWHaIUeH

JapyHaBUpP/pUTOHABUP

1 KOHLIEHTpaLHNHU
KJIAPUTPOMHIIMHA  BCIICACTBHE
MHTUOMpOoBaHUs  Hu30(depMeHTa
CYP3A u BO3MOYXHOTO
WHTUOMPOBAHUS

P-rnukonporenna).

COYETaHUM C KIAPUTPOMULIMHOM

MOXET OBITh HasHaueHa Oe3
KOPPEKIIHU JI03bI.
PexoMeHnoBaHHY1O 03y

KJIAPUTPOMHUIIMHA Y MALIUEHTOB C
HapylieHueM (yHKIUHU TOYeK
cleyeT BBIOMpaThb  COIJIACHO
NHCTpyKIMHA 110 MEIULIMHCKOMY

MMPUMCHCHHUIO KIIAPUTPOMHIINHA.

AHTHKOATI'Y/IAHTHI

Anukcaban He wusywanoce. CoBmectHOe | [IpuMenenue KOMOUHAIUU

Onokcaban MIPUMEHEHNE KOMOWHAIMY | JapYHABUDP/PUTOHABHP C STUMH

PuBapokcaban JapyHaBUP/pUTOHABUD C | aHTUKOATryJITHTaMU HE
AHTHKOAryJITHTaMU MOJKET | PEKOMEHy€ETCH.

MOBBICUTH HUX KOHIIEHTPALHIO,
(uarHMOMpOBaHNEe H30(depMeHTa
CYP3A w/umn
P-rnuxomnporenna).

Jaburatpan He wm3ywanocs. CoBmectHOe | CoBMECTHOE IIPUMEHEHUE

Tukarpenop NpUMEHEHHEe C KoMOuHaluel | koMOuHauu JapyHaBup/
JapyHaBUP/PUTOHABUP  MOXET | pUTOHABUP C Ja0UTraTpaHOM WIIU
IIPUBOJUTh K CYLIECTBEHHOMY | TUKarpesopom
MTOBBILIEHUIO KOHLEHTPALUU | IPOTUBOIOKA3aHO.
naburaTpaHa wid Tukarpesnopa. | Pexomennyercs IpUMEHEHNE

IpYrMX  aHTUTPOMOOLIMTAPHBIX
[IpernapaToB, Ha KOTOpbIE HE
BIMSET MHIMOMpPOBaHME  WIIH
uaayknuss CYP  (mampuwmep,
mpacyrpen).

Bapdapun He usyyanocs. IIpu coBmectHOM | [Ipr  COBMECTHOM NPUMEHEHUH
NpUMEHEeHUH C KoMOuHauue# | BapdpapuHa ¢  KoMOMHaIuen
napyHaBup/ PUTOHABUP | AapyHABUP/PUTOHABUP
BO3MOYHO U3MEHEHUE | PEKOMEHIyeTCs MOHHUTOPHUHT

KOHIIEHTpaluu BapapuHa.

MEXIyHapOIHOTO
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OPMANMIOBARIOTO — OTHOMIEHUS

(MHO).

IIPOTHBOCY/IOPO/KHBIE IIPEITAPATBI

denobapouTan He n3yuanoce. ®enodapouran u | KomObunarmio JapyHaBUp/
DeHUTONH (EHUTOMH TMPEAIOJIOKHUTEIHLHO | PUTOHABHP HE cleayeT
BBI3OBYT CHW)KCHHE | IPUMEHSTH B COYETAHUU C ITUMHU
KOHILEHTpAalMi JapyHaBUpa W | JIEKAPCTBEHHBIMU CPEJICTBAMHU.
pUTOHaBUpaA B iasme
(uHIYKUUSA bepmeHToB
CYP450).
Kapb6amazenun AUC kap6amasenuna T 45 % Koppekuuu 10361 KOMOMHAIMH

200 mr 2 pa3a B CyTKH

Cmin kapOamasenuna T 54 %

Cmax Kapbamazenmaa 1 43 %

AUC napyHnaBupa <>

Cmin napynaBupa | 15 %

Cmax JapyHaBHpa <>

JapyHaBUDP/pPUTOHABUP HE
PEKOMEHTyETCA. Ecmm
norpeodyercs IIPUMEHEHNE
KOMOHHAIUU

JapyHaBHpP/pUTOHABHD c

KapOaMazenuHoM,  HEOOXOJIUM
MOHUTOPUHT  TOTCHIUAIBHBIX
CBSI3aHHBIX C KapOama3enuHOM
HEXXeaTebHbIX SIBIICHH.
Cnenyer KOHTPOJIMPOBATh
KOHIICHTpallUI0 KapOamasenuHa,
KpOMe TOro, TpeOyeTcsl TUTpaLus

€ro A03bI C ICJIbIO obecneueHUs

aJeKBaTHOIO OTBeETA. Ha
OCHOBaHUHU HOJ'IyLIeHHI)IX
pe3yabTaTOB 103y

kapOama3enuHa B MPUCYTCTBUU
KOMOMHAINH napyHaBup/
PHUTOHABHP MOYKET
noTpeboBaThCsl CHU3UTH Ha 25%0—

50%.

Kounazemnam

CoBMecTHOE
KOMOWHAIUU

PUTOHABUp U

NIpUMEHEHNE
JTapyHaBup/

KJIOHa3€Irama

[Ipu coBmMecTHOM TPUMEHEHUH
KOMOMHAIINH

JapyHaBUDP/pUTOHABUP "
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R
OBBINICHUEO |

MOKCT IMPUBCCTU

omasémima |~ peRoMetityercs

KOHIOCHTpAallMK KJIOHA3CIaMa B

KIIMHUYCCKUM MOHUTOPHUHT.

TJ1a3Me (nHTHOUpOBaHUE
CYP3A).
AHTH/IEIIPECCAHTBI
[Tapokcerun AUC napokceruna | 39 % B cilydae COBMECTHOI'O

20 mr 1 pa3 B cyTKH

Ceptpanun

50 mr 1 pa3 B cyTku

Cmin mapokcetuna | 37 %
Cmax mapokceruna | 36 %
*AUC napynaBupa <>
#Cmin mapyHaBupa <>

*Crmax 1apyHaBupa <>

AUC ceptpanuna | 49 %
Cmin ceptpanuna | 49 %
Cmax ceptpaniuna | 44 %
*AUC napynaBupa <>
#Cmin mapyHaBupa | 6 %

#Crmax MapyHaBHpa <>

MPUMEHECHHUS aHTHJICIIPECCAHTOB
C KOMOUHAaIMENR
JapyHaBUP/pUTOHABUP
PEKOMEH Ty eMbIM ITOX0JI0M

SABIIACTCA TUTpanus JO03bI
AHTUACTIPECCAaHTa HAa OCHOBAHHUU
KJIMHAYECKON OIICHKHM OTBETa Ha

aToT mnpenapar. Kpome toro, 3a

MalueHTaMH, MOJTYYarOIIUMH
CcTaOMIIBHBIE JI03bI
AHTHJICTIPECCAHTOB, KOTOpBIC
HAYMHAIOT TEPAITHIO
KOMOMHaImen

JapyHaBUP/PUTOHABHUD, CIEAYET

Ha6J'IIOJIaTI) Ha Ip€aAMET OTBETA HA

AMUTPUNITUIIUH
Je3unpaMux
Nmunpamuna
Hoprpunrunun

Tpazonon

CoBmecTHOE IIPUMEHEHNE
KOMOMHAINH napyHaBup/
PUTOHABUP C STHMHA
aHTHJICTIPECCAHTAMH MOXET
MOBBICUTD KOHIIEHTPALIUIO
aHTUJICTIPECCAHTOB,
(uHrubMpoBaHue CYP2D6
n/umu CYP3A).

AHTHJICTIPECCAHTHI.

[Ipy coBMECTHOM NPUMEHEHUU
KOMOUHAIMU napyHaBup/
PUTOHABHP c THMHU
aHTHJICTIPECCAaHTAMHU
peKoMeHayeTcs  KIMHUYECKUi

MOHUTOPHHT, KPOME TOT0, MOKET
oTpedOBaThCA KOPPEKLHS 03Bl

9TUX aHTHACTIPECCCAHTOB.

IIPOTHUBOPBOTHBIE IIPEIIAPATHI

Jomnepuion

He n3yuanocs.

[Ipu coBMecTHOM TpPUMEHEHUU
KOMOHMHAIINH
JapyHaBUP/pUTOHABHUP c

JAOMIICPHUIOHOM CJIeaycCT
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O okt oeramokiocts

HaOmonare 32 OOOYHBIMU
peakiMsIMH,  CBS3aHHBIMH  C

JIOMIIEPUIOHOM.

IIPOTUBOI' PUEKOBAIE IIPEIIAPATBI

Bopukonason He wu3ywanoce. PuronaBup | Bopukonazon HE cleayer
MOXKET CHUKAaTh KOHLIEHTPALIMIO | MPUMEHATh B  COYETaHUU C
BOPHUKOHA30J1a B iasMe | KomMmOuHanuen napyHaBup/
(MHIYKIUS (EpMEHTOB | pUTOHABUP 3a HUCKIIOYCHHEM
CYP450). CllydaeB, KOIJIa Ha OCHOBAaHUHU
OLICHKH COOTHOLICHHSI pPUCKA H
MOJIB3bI HE00X0IUMO
IIPUMEHEHNE BOPUKOHA30JIA.
Kerokonazon AUC kerokonazomna T 212 % Heobxoaumo coOmroaaTh
Cmin keTokoHa30ma T 868 % OCTOPOYKHOCTb, PEKOMEHIYETCs
Crmax keTokoHazona 1 111 % KJIMHUYECKUII MOHUTOpUHT. Eciun
#*AUC nmapynasupa T 42 % Tpebyercs COBMECTHOE
#Cmin mapynasupa 1 73 % MIPUMEHEHUE, TO CYTOYHAs /1032
*Crmax mapynasupa 1 21 % KETOKOHA30J1a HE JOJKHA
(uarubuposanue CYP3A) npeBbimats 200 mr.
®dykoHa30I1 He wu3ydanocs. KomOunanusa | HeoOxonumo co0Ir0IaTh
N3aBykoHazon JapyHaBUP/PUTOHABHP  MOXKET | OCTOPOKHOCTh, PEKOMEHIYeTCs
Htpakonazon MOBBIIIATH KOHIIEHTPAIUIO | KIMHUYECKUil MOHUTOpUHT. Eciu
[To3akoHazomn MIPOTUBOTPUOKOBBIX TIpernapaToB | TpedyeTcs COBMECTHOE
B miasme, [03aKOHA30J1, | IPUMEHEHHEe, CyTOuYHas Jo03a
M3aBYKOHA30J],  WTPAKOHA30J, | HTpPAaKOHA30J1a HE JOJKHA
WU ¢iryxoHazoun MoskeT | mpessimarh 200 mr.
MOBBIIIATH KOHIIEHTPAIUIO
napyHaBupa  (MHrHOMpOBaHME
modepmenta CYP3A wu P-
TJIMKOMIPOTEHHA).
Knorpumazon He wusywamoce. CoBmectHoe | Ecmu  TpeOyeTcsi  coBMECTHOE

CHCTEMHOC IMPUMCHCHUEC
KJIOTpUMA30jia H" KOM61/IH3.I_II/II/I

JapyHaBUP/PUTOHABUP  MOXKET

MNPUMEHCHUE C KIOTPHUMA30JIOM,

HEe00X0aUMO coOIr01aTh
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| RIEI
IIOBBIIIIATH I’OHHGHTDIaIIIT/IFO I

OLTOPOKHOCTh, peRoMeliyeTcs

JapyHaBHpa u/unm
KJIOTPHMA30Jia B TIa3Me.
AUC:44 napynasupa 1 33 %

(Ha OCHOBAaHMHU NOMYJISILIMOHHON

MoieTH (papMaKOKHHETUKH )

KIIMHUYCCKUM MOHUTOPHUHT.

IIPOTHBOIIOJAT'PUYECKHUE ITIPEITAPATBI

Komxunun

He wu3ywanocs. CoBmecTHOE
NpUMEHEHHE  KOJXHUIMHA |
KOMOWHAINH napyHaBup/

PHUTOHABHD MOXET IIOBBINIATH
KOHIICHTPAIIUIO KOJIXUIMHA
(narubupoBanue u30(pepMeHTa
CYP3A w/unm

P-rnukonporenna).

Ecnu TpeOyercs Tepanus

KOMOHWHAaIuen napyHaBup/
pUTOHABUP Yy TMAIMEHTOB C
HOpPMaJIbHOW (DYHKIMEH TIeueHn
WIH  TIOYeK, PEKOMEHJyeTcs
CHIIKEHHUE J103bl KOJIXUIIMHA WIIN
MIPUOCTAHOBIICHUE TIPUEMA TOTO
npernapara.

[TaruenTam ¢ HapylIeHHEM
GYHKIIUM TICYCHH WU TI0YEK
MPOTUBOIOKA3aHO  TMPUMEHSTH

KOJIXHIIUH B COYCTaHNU C

KOMOMHaImen napyHaBup/
PHUTOHABHP.
ITIPOTHBOMAJIAPHHUHBIE ITPEITAPATHI
Aprtemerep/Jlymedantpun | AUC apremerepa | 16 % KomOunarus napyHaBup/

80/480 wmr, 6 103 uepes 0, 8,
24,36, 48 u 60 yacoB

Cmin apTemerepa «>
Cmax apTemetepa | 18 %
AUC
118 %

JUTUPOAPTEMU3UHUHA

Chmin IUTUAPOAPTEMUZNHIHA <>
Crax AUTUAPOAPTEMU3UHHUHA

1 18%

AUC nymedantpuna T 175 %
Chmin tymedantpuna T 126 %
Cmax Ttymedantpunaa T 65 %
AUC napyHnaBupa <

Cmin mapynaBupa |13 %

PUTOHABUP MOXET MPUMEHSTHCS
B COYETaHUU C
apreMeTepom/TyMe(daHTPUHOM

0e3 KOppEeKUWH JMd03bl; TeM He
MEHee, BCJIEICTBUE MOBBIILIECHUS
KOHIEHTpaluuu  JyMmedaHTpuHa
JAHHYI0 KOMOMHAIMIO CJEeIyeT

MPUMCHATH C OCTOPOKHOCTBIO.
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Crmax 1TapyHaBUpA [

CREQOBATENEROCTE 00U3)

IIPOTUBOTYBEPKYJ/IE3HBIE IIPEITAPATHI

Pudammnunun

Pudanentun

He wusywanoce. Pudanentun wu
pubaMnuuH SBIISIOTCA
MOIIHBIMU WHIYKTOpaMH
m3opepmenra CYP3A, oHnm
BBI3bIBAJIN BBIPAYKEHHOE
CHIDKEHHUE KOHIEHTpalun
JIpyTuX WHTUOMTOPOB TIpoTeas,
9TO  MOXET TMPUBOAUTH K
BHUPYCOJIOTMUECKOM

HEed(DPEKTUBHOCTH U PaA3BUTHIO
PE3UCTEHTHOCTH (MHITYKIUS
depmentoB CYP450). B xome
MOTIBITOK TPEOI0JIETh CHUKCHHE
KOHLEHTPAllUh  TMOCPEICTBOM
MOBBINICHUS  JIO3BI  JIPYTHX
WHTHOUTOPOB nporeas B
COUYETAaHHHM C HU3KHUMH J103aMU
pUTOHaBUpaA Ha0II01a71aCh
BBICOKAasi 4acTOTa peakuui co
CTOPOHBI TI€YEHH, CBSI3aHHBIX C

pUpaMITUIITHOM.

[Mpumenenne pudaneHTnHa c
KOMOWHAIIUEH JapyHaBUp/

PUTOHABUP HE PEKOMEHIYETCSL.

[IporuBomnoka3zana
KOMOMHHPOBaHHAS Tepamnus
pudaMIuIMHOM ¢ KOMOMHanuen

JapyHaBUP/pUTOHABUD.

Pucgabytun
150 mr 1 pa3 B 2 gus

AUC** pucabytuna 1 55 %
Cmin** pudadyruna T H/O
Crmax™** pudabytuna <

AUC papynasupa 7 53 %

Chmin tapyHaBupa 1 68 %

Cmax napyHaBupa 1 39 %
**cymma aKTUBHBIX
IIPOU3BOIHBIX pudalyTuna
(ucxonublil mpenapar + 25-O-
Je3aleTHIIbHBIN METa0OoIIHUT)

B HCCIIeJOBAaHUU

B3aHMOJCHCTBUS Ha6H}OI[aJ'II/ICB

[TaneHnTam, noIyyaromum
KOMOHMHAIINIO
JapyHaBUpP/pUTOHABHP,
PEKOMEHYeTCS CHHUKEHHE J103bl
pudalytrna Ha 75 % oT 00bIYHON
no3b1 300 mr/cyT (Hanpumep, 150
MI 4epe3 JIeHb), a TaKkxke Ooiee
YacThlf MOHUTOPHHT 1O TOBOIY
CBSI3aHHBIX ¢  pupabyTHHOM
HEXKENaTeNbHbIX  SIBJICHUH. B
ciaydae TpoOJieM €O CTOPOHBI

0€e30IMacHOCTH HEe00X0UMO
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T
CPaBHHMbIE cyTOdHbre

Sphccuotpeth - - | A bdiimee

CUCTEMHBIE KOHIIEHTPAaIlUN
pudabyTuHa 1pu npuemMe B J103¢€
300 mMr 1 pa3 B CyTKH B BHUIE
MoHoTepanuu u 150 mr dyepes
JICHb B COUYCTAHHUH c
KOMOMHAIMeH JapyHaBHUp/
putonasup (600/100 mr 2 pa3a B
CYTKH) c IIPUMEPHO
JECSITUKPATHBIM  yBEIIMYCHUEM
CYTOYHOT'O YPOBHSI aKTHBHOIO
MeTabonura
(25-O-ne3anernnpudadbyTrna).

Kpome Toro, AUC cymmel

AKTHUBHBIX MIPOU3BOTHBIX
pudabytuna (ucxomgHOTO
npenapara + 25-0-

JIe3aleTUIBHOTO ~ METa0OoINTa)
noBeicwiiock B 1,6 paza, B TO
BpeMsd Kak 3HadeHHe Crmax
0CTaBaJIOCh COMOCTABUMBIM.

B Hacrosuiee BpeMs
OTCYTCTBYIOT  JIaHHBIC o
CpPaBHEHHMIO CO CTaHJapTHOM
no3oi 150 mr pa3 B CyTKH.
(Pugadytun SIBIISICTCS
UHIYKTOPOM U  cyOcTpaToMm
mzopepmenta CYP3A). Ilpu
COBMECTHOM PUMEHEHUN
KOMOMHAaIUH napyHaBup/
putoHaBup ¢ pudadyrunom (150
MI' uepe3 JeHb) HalJIr0Aa’Ioch
MOBBIIIIEHUE CHUCTEMHOH

KOHIIEHTpALMK TapyHaBUpA.

YBCIIMUCHUC HWHTCpPBAjJla MCKAY

npuemMamMu pudabytuHa u/wim

MOHUTOPHUHT KOHLICHTPALUH
pudalyTuHa.

Heo6xonumo U3YYUTh
oumagpHBIe peKOMEHJAUH 10
HaJyIexKaren Tepanuu
TyOepKyJies3a y BUY-

WH(UIIUPOBAHHBIX MAIIUCHTOB.
Ha OCHOBaHHU npoduis
0e30macHOCTH KOMOHMHAIINHU
JapyHaBUP/PUTOHABUP

YBCIIMYCHUC JO3bl pPUTOHABHUPA HA

¢done teparnuu pudaOyTHHOM HE
TpeOyeT  KOpPEeKUMH O3B
KOMOMHAIUU
JapyHaBUP/pPUTOHABUD. Ha
OCHOBAaHUU

CbapMaKOKI/IHeTI/I‘{eCKOFO

MOZACIIMPOBAHUA 3TO CHHIKXCHUC

no3el Ha 75 % Taxke Kacaercs
[MAI[E€HTOB, MIOJTyYaFOTITUX
pudabytun B Ho3¢e,

otnuyaromerics ot 300 mr/cyT.

IIPOTHBOOIIYXOJIEBBIE IIPEITAPATBI
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Ha3atunu6 He usyuanocs. ':H’ﬁﬁ':' “Cbﬁ/[&'ﬁ;()p{ hﬁHMGHeHnn
Hunoruau6 [Ipenmonaraercs, YTO | ATUX JICKAPCTBEHHBIX MIPEMAPaTOB
BunOnactun KOMOUWHAIUA JIapyHaBup/ | C KOMOUHAINENR
Bunkpuctun puTOoHaBHp OyJeT MOBBIIIATH | AapyHAaBUP/PUTOHABUD
KOHIIEHTPAIHIO 9THX | BOBMOXXKHO  TIOBBIIICHHE  UX
MIPOTHUBOOITYXOJIEBBIX KOHIIEHTPAIlUU, TakKuM 00pa3om,
MpernapaToB B 1asMe | BO3MOKHO yBEJIMYEHUE
(maTHOMpOBaHUE M30()epMEHTa | HeXKETATEIbHBIX SIBJICHHH,
CYP3A). OOBIYHO  HAONIOJAeMBIX  TIpU
MPUMEHEHUN TAHHBIX
JIEKapPCTBEHHBIX CPEJICTB.
Heo0xoxumo co0Ir0IaTh
OCTOPOXXHOCTh TPH HA3HAYCHHUH
KaKoro-inobo u3 ATUX
MIPOTHUBOOITYXOJICBBIX
IpernapaToB B  COUETAHUU C
KOMOMHaImen napyHaBup/
PUTOHABHD.
DBepoaumyc CoBmecTHOE MpPUMEHEHUE
Hpunorexan HBEPOJIMMYCa WIIM UPUHOTEKAHA C
KOMOWHAIIUEH
JapyHaBUDP/pUTOHABUP HE
PEKOMEHIyeTCsl.
AHTHIICUXOTHYECKHE ITPEIIAPATbI/ HEHPOJIEIITHKH
Ksetnanun He uzyuanocs. CoBmMmecTHOE MIPUMEHEHUE
[Ipennonaraercs, YTO | KOMOWHAIIUU JapyHaBHUp/
KOMOUMHAIHS JapyHaBUp/ | pUTOHABUP €  KBETHAIMHOM
pUTOHABUP MOBBICUT | IPOTHUBOMOKA3aHO,  MOCKOJIBKY
KOHIIEHTPAIHIO 3TOTO | BO3MOXHO yBEIMUYEHUE
AQHTUTICHXOTHYECKOTO CBS3aHHOM C  KBETHAITHHOM
mpernapara B ia3Me, | TOKCHYHOCTH. [ToBwImcHME
(uarNONpoBaHNE U30(EpPMEHTa | KOHIIEHTpALUi KBETHAINHMHA
CYP3A). MOJKET IIPUBOJUTH K KOME.
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IMeppenasun He u3yuasnocs. (MOCHREIO E"“'Eﬁgﬁiﬁlel O TR i aoro
Pucniepunon [Ipenmonaraercs, YTO | MPUMEHECHHSI ITHX TPENaparoB C
Tuopunazun KOMOWHAIHS JIapyHaBUp/ | KOMOMHAIEH JapyHaBHUp/

pUTOHABUP MOBBICUT | PUTOHABUP MOJKET

KOHIIEHTPAIHIO 9THX | MOTPEOOBAThCS CHIDKEHHUE UX

AHTUTICHXOTHYECKUX JIO3BI.

MpernapaToB B miasme,

(maTHOMpOBaHUE M30(EPMEHTOB

CYP3A, CYP2D6 W/Unu

P-rnukonporenna).
Jlypazunion CoBmMmecTHOE MIPUMEHEHHUE
I[Tumosun KOMOMHAIUU napyHaBup/
CepTunmon PUTOHABHpP C  Jypa3sHOHOM,

MUMO3UAOM HJIM CCPTUHOAOJIOM

IIPOTHBOIIOKA3aHO.

BETA-A/[PEHOB/IOKATOPbI

Kapsenunon
Meronponon

Tumoron

He usyuanocs.

[Ipennonaraercs, 4TO
KOMOUMHAIHS napyHaBup/
pUTOHABUP MIOBBICUT

KOHIIEHTpallMl0  3TUX  OeTa-
aJpeHOOJIOKAaTOPOB B IUIa3Me

(uarubupoBanue u3zopepMeHTa

CYP2D6)

IIpy cOBMECTHOM INPUMEHEHHUH
KOMOMHAIMH napyHaBup/
PUTOHABHUP C
OeTta-apeHo0I0KaToOpaMu
PEKOMEHIYETCSl  KIMHUYECKHM
MOHMUTOpHUHT. ClieyeT penuTh

BOIIPOC O CHUIKCHUH OO3bI Oera-

anpeHo6J10KaTopa.

Bb/IOKATOP «<ME/I/TIEHHBIX» KAJIBIIUEBbIX KAHA/IOB

AMnoaumniH
Juntnazem
denoaunuH
Huxapaunua
Hudenunun

Bepamammuin

He HA3y4aJIOCh. MoxHo
MpEeAOI0XUTh, qTo
KOMOUMHAITHS JTapyHaBUP

/pUTOHaBHpP MOJXET TOBBICUTH
KOHIEHTPALUIO 0JI0KaTOPOB

MCIJICHHBIX» KaJIbITUEBBIX

[Ipy coBMeCTHOM MNPUMEHEHHH
ATHUX IpernapaToB ¢ KOMOMHAIMEH
napyHaBup/ PUTOHABUP
PEKOMEHYETCSI  KIMHUYECKHUI

MOHUTOPHHT TCPANICBTUYCCKUX U

mo004HbIX 3 (HEKTOB.
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COOTBETCTBYET 2K

CMEPTHOMY OTUYETY

I LA g, Do S
KaHaJIOB B rifhgve | ER TEITEAL TE VUL
(nHTNOMpOBaHUE N30(DEPMEHTOB
CYP3A u/unmu CYP2D6)

I'TIOKOKOPTHKOCTEPOH/IbI

['11FOKOKOPTHUKOCTEPOUIBI,
MeTabo0JIU3upyeMble B
nepByto ouepenar CYP3A (B

TOM YHCJIIC 6eTaMCTa3OH,

Oyneconun,  (IyTHUKA30H,
MOMETAa30H, MIPETHU30H,
TPUAMIIMHOJIOH)

@yTUKa30H: B KIMHUYECKOM

UCCIICIOBAaHUH, B  KOTOPOM
putonaBup B pgo3e 100 mMr B
Kafncynax 2 pasa B CYTKH
IpUMEHsUIn B coderaHuun ¢ 50
MKT (UIyTHKa30Ha MPONHUOHATA
HWHTpaHa3aJIbHO (4 pa3a B CyTKH)

B TeueHHe 7 THEH Yy 310pOBBIX

TOOpOBOJIBIIEB  HAOJIIOJAIOCH
CYIIECTBEHHOE MTOBBIIICHUE
KOHIICHTpAalMi  (UIyTHKa30Ha
nponvoHaTa B IUIa3Me, B TO
BpeEMs KaK KOHIICHTpau
9HIOTCHHOTO KOpPTH30J1a

CHIXAJINCh NpUMEPHO Ha 86%
(90 % nmoBepuTENbHBINA HHTEPBAI

82-89 %). [Ipu mHTATSIIMOHHOM

IIPUMEHEHHUH ¢bayTuka3oHa
MOryT  HaOmonaTbcss  Oosee
BbIpaXeHHbIEe  3(dexTr. VY
MAIMEeHTOB, MIOJTYYarOIIIX
puTOHaBUp M (PIyTUKA30H
UHTATSILMOHHO WIN
UHTPaHa3aJIbHO OTMEYaINCh
CHCTEMHBIE

TJIIIOKOKOPTUKOCTCPOUAHBIC

3¢ (deKThl, BKIIOYAs CHHAPOM
Kymunra u CYIIPECCUIO
HaJIIOYE€YHUKOB. OddexTr
BBICOKOH KOHIIEHTpaLuu

q)HYTHKaSOHa Ha KOHOCHTPALIUIO

IIpun OJJHOBPEMEHHOM
IIPUMEHEHUN KOMOWHAIMN
JlapyHaBUP/pUTOHABUP U

TIIOKOKOPTHUKOCTEPON 0B,

METa0OTU3UPYEMBIX CYP3A
(manpumep, ¢dyTukasoHa
pONHOHATa WIN IPyTUX

MHTAJISMOHHBIX WIH Ha3alIbHBIX
TJIFOKOKOPTHUKOCTEPOUIOB),
MO’KET BO3pAcTaTh PUCK PA3BUTHUS
CHCTEMHBIX ahdexToB
TJIFOKOKOPTUKOCTEPOHIOB,
BKJItoyass cuHapoMm KymmHra u
CYNPECCUI0 Ha/IMOYEYHUKOB.
[IpumeHeHne OIHOBPEMEHHO C
merabonusupyembimu  CYP3A
[JIIOKOKOPTUKOCTEPOUJIAaMU  HE
pEKOMEHIyeTcs, 3a
UCKIIIOYEHUEM CIIydaeB, Koraa

NOTEHIMaJIbHAs  MOJb3a  JUIA
MalMeHTa MPEBHIAeT pHUCK. B
TaKuX cITydasx ClleyeT
HaOI0AaTh 3a MalMeHTaMH Ha
IpeaMeT CUCTEMHBIX 3((eKToB
TITIOKOKOPTHKOCTEPOHIOB.

Crnenyer paccMOTpeTh, OCOOCHHO
B Cly4ae  HEOOXOJIUMOCTH
JUTATEIIEHOTO MIPUMEHEHUS,
AT TepHATHBHBIC

TIIFOKOKOPTUKOCTEPOUIBI, MEHee

3aBHCHUMBIC oT MeTaboIn3Ma
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pUTOHABUpa B nfhave FEYPIAL S BT TE Yatipuvep,
HEU3BECTHEI. OeKIIOMETAa30H JUTS
Jlpyrue HHTpaHa3aIbHOTO 158101

TTIOKOKOPTUKOCTEPOU/IBI:
JIEKapCTBEHHbIE
B3aUMOJICHCTBUS HE U3Yy4aJIUCh.
Konuenrpanuu ITUX

nmpernaparoB B IIJIa3ME€ MOI'YT

BO3pacTaTh npu
OJTHOBPEMEHHOM  MPUMCHCHHUH
KOMOWHAINH JIapyHaBup/
PHUTOHABHD, PUBOJIS K
CHIDKCHHIO KOHIICHTPAIlU!

KOpTHU30J1a B CbIBOPOTKE.

HHT'aJILIMUOHHOT'O ITPUMCHCHMU.

JlexcameTa3oH (CHCTEMHO)

He wusyuanoce. J[lekcamera3zon

MOXCT CHM)KATb KOHLCHTPALIHIO

JTapyHaBupa B ia3zme
(MHIYKUUSA n3odepmMenTa
CYP3A)

JlekcameTra3on B KayecTBe
CHUCTEMHOI'0 Ipernapara Cieayer
MPUMEHATh C OCTOPOKHOCTHIO B
COUYETAaHUH C€  KOMOHMHaLMEH

JapyHaBUDP/pUTOHABHP.

AHTAI'OHUCTHBI DH/IOTE/IHHOBBLIX PELIEIITOPOB

bozeuran

He wusywanocs. CoBMmecTHOE

NpUMEHeHHe  OO3eHTaHa  C
KoMOMHanuei
JapyHaBUP/PUTOHABUDP  MOXKET
IIOBBLIIIATE KOHIICHTPAITHIO
003eHTaHa B IIa3Me.

Bo3eHTaH  MOXET  CHHXAaTh
KOHIIEHTPALIUIO JapyHaBUpa H
pUTOHABHpa B

(uanykuus CYP3A)

miasmMe

IIpp COBMECTHOM IPUMEHEHHH

KOMOMHAIMNu
JapyHaBUP/pUTOHABHUP
PEKOMEHyeTCsl MOHUTOPUHT

MIEPEHOCUMOCTH O03EHTaHa.

AHTHUBHPYCHBIE  IIPEIIAPATHI IIPAMOIO JEHCTBHA J/I1 TEPAITHH

T'EIIATHTA C

Hnzubumopul npomeasor NS3-4A

bouenpesup

800 mr 3 pasa B cyTKH

AUC 6ouenpesupa | 32 %
Cmin 6ouienipeBupa | 35 %

KomOunanuro

JlapyHaBUDP/pUTOHABUP HE
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Crmax Gouenpesupa_J| 25 oA TOL]

PekGRiehTyeTca ~IpuNCHETS B

AUC papynasupa | 44 %
Chmin napynaBupa | 59 %
Cmax tapynasupa | 36 %

COUYETaHUU ¢ OOLIEIIPEBUPOM.

I'mexanpeBup/

nuOpeTacBUp

CoBmMmecTHOE IIPUMEHEHNE

KOMOWHAINH napyHaBup/
PUTOHAaBHp B COYCTAaHUU C
KOMOMHAaIMen TJIeKanpeBup/
NUOPEHTACBUDP MOKET MOBBICUTH
KOHIICHTPALIMIO TJIEKaNpeBupa u
nuOpeHTacBupa B IUIa3Me
(mHTHOMpOBaHUE

P-  rnuxomporenHa,  Oenka
PE3UCTEHTHOCTH paKa MOJIOYHOU

xenesnl n/unu OATP1B1/3).

CoBmecTHOE IIPUMEHEHNE

KOMOWHAIMU napyHaBup/
PUTOHABHP C KOMOMHAIHEH
TJICKaNpPeBUP/TMOPEHTACBUD HE

PEKOMEHIyeTCsl.

CumenpeBup

AUC cumenpeBupa 1 159 %
Chmin cumenipeBupa 1 358 %
Cmax cumenipeBupa T 79 %
AUC papynasupa 1 18 %
Cmin mapynaBupa 1 31 %
Cmax apyHaBupa <>

Jlo3a cumemnpeBUpa B OITOM
WCCIIEIOBAaHUH B3aWMO/ICUCTBUS
cocrapmsiia 50  Mr  mpu
COBMECTHOM TPUMEHEHUH C
JapyHaBUPOM/ PUTOHABUPOM H

150 Mr B rpynme MOHOTEpanuu

CUMENPEBUPOM.

Komb6unanuro napyHaBup/
PUTOHABUP HE PEKOMEHIYETCS
MPUMEHATh B  COYETAHUU C

CUMETNPEBUPOM.

DnbacBup/TpazonpeBup

[Ipeanomnaraercs, 4TO
KOMOUHAIHA napyHaBup/
PUTOHABUP MOBBICUT
KOHIICHTPAILIUIO TPa30NpeBrupa B

IJ1a3Me (uHrUOMpoOBaHUE

KomOunammro JapyHaBuUp/

PUTOHABHpP  TMPOTHUBOIIOKA3aHO
OPUMEHSITh B  COYETAHUU C
KOMOWHAINEH rpa3onpeBup/

an0acBup.
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n30(epMEHTOB

CYP3A =4

EQOBATENBHOCTE j

OATPIB).

PACTHTEJ/IBHBIE ITIPEITAPATBI

3Bepoboit
IIPOJBIPSIBICHHBIN

(Hypericum perforatum)

He H3y4aJIOCh.
[Ipennonaraercsi, 4To 3BepoOOit
IIPOJBIPSABICHHBIN Oyzer
CHMIKaTb KOHILIEHTPALUIO
JapyHaBUpa W pUTOHABUpa B

mnasme (uaaykuus CYP450).

KomOunamuro
JapyHaBUP/pUTOHABUP
NPOTHBOIIOKA3aHO TNPUMEHATH B
COUeTaHMM C  [pernapaTami,
coJlepKalIuMHU JKCTPaKT
3Bepo0os MPOABIPSBICHHOTO
(Hypericum  perforatum) (cm.
paznen 4.3). Ecnu manueHT yxe
MOJTy4aeT 3BepoOOit
NIPOJBIPSBICHHBIA, HEO0XOANMO
ero OTMEHUTH u, o
BO3MOXXHOCTH, TPOBECTH aHalU3
ypoBHs BUpycoB. KoHieHTparus
JlapyHaBHpa (a TaKXKe
PUTOHABHPA) MOXKET MOBBICHTHCS
npu OTMEHE 3Bepo0ost
MPOJIBIPSIBIICHHOTO. Jannblit
UHAYUUPYOWUN 3QPexT MoxKeT
COXpaHAThCSI B TEUEHHUE IIO0

KpaliHEll Mepe 2 HeJenb I0cie

OTMEHBI 3Bepobost
MPOABIPABICHHOTO.
HHI'HUBUTOPHI 'MI-KOA-PE/IYKTA3bI
JloBactatun He usyuanocs. Ilpeanonaraercs | [ToBeimenue KOHIICHTPALIUU
CumBacTaTuH 3HAYUTEIBHOEC TIOBBIIIICHUE | IOBACTATHHA WJIM CHMBACTaTHHA
KOHHGHTpaIII/Iﬁ JJOBAaCTaTuHa U | B IJ1a3smMe MOXKET BBI3BAThH
CUMBAaCTaTHHa B IIJIa3M€ IIpHU | MHUOIIATHIO, B TOM YUCIIC

COBMECTHOM  IPHMEHEHHH C
KoMOUHaIuen
JapyHaBUpP/pUTOHABUP
(uarubupoBanue uzopepMeHTa

CYP3A)

pabaomuonus. Takum oOpaszom,
COBMECTHOE IpUMEHEeHHE
KOMOMHAINH napyHaBup/

pUTOHABHUP C JIOBACTATHUHOM HIJIH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 27.11.2024 N2
(ot Ec%ﬁaﬂé?ﬂﬁﬁ&{} CTE 0003)
MIPOTUBOIIOKA3aHO.
ATopBacTaTuH AUC aropBacratuna T B 3-4 | B ciydae MIPUMEHEHUS

10 mr 1 pa3 B cyTku

pasa
Cmin aTopBactaTusa T B = 5,5- 10
pa3

Cmax aTopBacTatuHa T B = 2 pasa

aTopBacTaTMHa C KOMOHWHalueu
JapyHaBUP/pUTOHABUP

peKoOMeHIyemMasi HadallbHasi J103a
aTopBacTatuHa coctasisieT 10 mr
I pa3 B cyrku. Bo3moxHO
MOCTENIEHHOE TOBBILIIEHUE 03Bl
aTOpBacTaTUHA B COOTBETCTBUHU C

KIMHHUYECKHUM OTBETOM.

IIpaBactatun

40 Mr 0JTHOKpaTHO

AUC npapactatuna 1 81 %!
Cmin mpaBactatuna H/O
Cmax ipaBactatuHa 163 %

1 B OTpaHUYCHHOMN
CyOTIOMyJISIIHH MAI[MCHTOB
HaO0JII01aJ7I0Ch YBEIMYCHUE 10 S5

pa3

Ecan Tpe6yeTc;1 COBMCCTHOC

IPUMEHEHUE IpaBacTaTUHA C

KOMOMHauuen JapyHaBUP
/pUTOHABHp, peKoMeH1yeTcs
HauMHaTh C  MHUHHMMAJbHOM

BO3MOYKHOH JI03bI IPAaBaCTaTHHA C
TATpanuen 0 JKEIaeMOro
KIIMHUYECKOTO addekra c

MOHUTOPHUHI'OM 0€301IaCHOCTH.

PosyBacratun

10 mr 1 pa3 B cyTku

AUC posyBactatuna T 48 %]
Cmax po3yBacratuHa 1144 %
laa OCHOBaHUU

OHY6J'II/IKOBaHHLIX JaHHBIX

Eciu  Tpebyercs coBMmecTHOE

NPUMCHCHUC PpO3yBaCTaTHHA C

KoMOUHaIuen napyHaBup/
PHUTOHABHP, PEKOMEHTyeTCA
HAYMHATh €  MHUHUMAaJIbHOU

BO3MOXKHOM J103bI PO3yBacTaTHHA
C TUTpalME JO KEJIAeMOro
KIIMHUYECKOT O s¢dexra c

MOHHUTOPUHIOM 0€30I1aCHOCTH.

JIPYTUE 'HIIOJIMITHIEMHUYECKHE ITPEIIAPATBI

Jlomuranun

KomOunanms napyHaBup/

PUTOHABUP MOXET IIOBBIIIATH

KOHIOCHTPAIHIO JoMHuTanumaa
npu COBMCCTHOM
HUCIIOJIb30BaHHUH

CoBmecTHOE HCIIOJIb30BaHNE
KOMOHMHAIINH
JapyHaBUDP/pUTOHABUP u

JIOMUTAIInZia IPpOTUBOIIOKA3aHO.
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COOTBETCTEBYET JKCNEPTHOMY OTUYETY
ot 27.11.2024 N2 2624(

F
i | |_|

(uHrHOMpOBaHME

CYP3A).

meHTa

n3odep

EROBATENBRHOCTE 00U3)

Bb/IOKATOPBI H-T'HCTAMHHOBBIX PELIEIITOPOB

Pauutunun

150 mr 2 pa3a B CyTKH

*AUC napynaBupa <>
#Cmin mapyHaBupa <>

#Cmax mapyHaBupa <>

KomOunanmro JapyHaBUp/
PUTOHABHP MOXXHO IPUMEHSTH B
couetaHun c Onokaropamu Ho-
THCTAMHHOBBIX PEIIETITOPOB 0€3

KOPPEKIUH T03BbI.

HMMYHOCYIIPECCAHTbBI
[Huknocnopun He wu3ywanocs. Konuentpamus | B ciydae COBMECTHOI'O
Cuponumyc 3TUX UMMYHOJICTIPECCAHTOB | IPUMEHEHHS PEKOMEHTyeTCs
Takponumyc MOKET MTOBBIIIATHCS IPH | TEPANICBTHYECKUNA  MOHHUTOPUHT
COBMECTHOM MpPHMEHEHHH C | KOHIEHTPAIUU
KOMOMHaIuen MMMYHOCYTIPECCaHTOB.
JapyHaBUpP/pUTOHABUP
(uarHMOMpOBaHKEe H30(epMeHTa
CYP3A)
DBeponumyc CoBmecTHOE MpPUMEHEHUE
IBEpoOIMMyca C KOMOHWHAIMeH
JapyHaBUDP/pUTOHABUP HE
PEKOMEHIyeTCsl.
HHT'AJTAIITHOHHBIE BETA-A/[PEHOMHUMETHKH
Canmerepon He wusywanoce. CoBmectHoe | CoBMeCTHOE MIPUMEHEHUE
MPUMEHEHHE CcalMeTeposia U | caJMeTeposia ¢ KOMOMHauuen
JapyHaBUpa C HU3KUMU J03aMU | JapyHaBUP/PUTOHABHP HE
pPUTOHABHpA MOXKET MPUBECTH K | peKoMeHayeTcsi. B pesynbrare
TTOBBILIEHUIO KOHIEHTpAIUi | UCTIOJb30BaHUS ATOU
caJiMeTeposia B IJIa3Me. KOMOMHAINH BO3MOXHO

MOBBIIICHHUE PUCKA CEPACYHO-
COCYOUCTBIX HCXCIIaTCIbHBIX

ﬂBHeHHfI, CBA3aHHBIX C

CaJIMETCPOJIOM, BKJIrO4as

QT,

n

YAJIINHCHUEC HHTCpBaJIa

CHJIBHOC CCpI[LIe6I/ICHI/IC

CUHYCOBYIO TaXUKapAULO.
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ot 27.11.2024 N2 26240

HAPKOTHYECKHE AHAJIBI'ETHKH/ TEP

i OO S HCIIGE T

MertanoH MHAUBUAYAIbHBIC
O3Bl B IMAaIa3oHe OT 55 1o

150 mr 1 pa3 B cyTku

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

B HauJaje COBMECTHOT'O
MpUMEHEHUs ¢ KoMOWHaIuen
JlapyHaBUP/PUTOHABHP

KOppeKLMsl [03bl METaJoHa HE

TpeOyercsi. Tem He MeHee, B

cityyae COBMECTHOT'O
OPUMEHEHHST Ha TMPOTSHKCHUU
Oonee UIMTENHLHOTO TIEpUOJA

BPECMCHHU MOXKCT HOTpe6OBaTBC$I

HU3MCHCHHUC JO03bI METaa0Ha.

TakuM 00pazoM, peKOMEHIyeTcs

KIIMHUYECKUI MOHUTOPUHT,
IIOCKOJIBKY y HEKOTOPBIX
MalUEeHTOB MOXET
noTpedoBaTbes KOppEeKLHUs

ITO/ICPKUBAIOILECH TEPAIUU.

Bynpenoppun / wnamokcon | AUC Oynpenopduna | 11 % Knununueckas 3HAUYUMOCTb
8/2 mr -16/4 mr 1 pa3 B | Cmin Oynpenopduna < YBEIMUCHUS rapameTpoB
CYTKHU Cmax Oymipenopduna | 8 % bapMaKOKUHETHKHU
AUC nopOynpenopduna T 46 % | HopOynpeHopduHa HE
Cnmin HOpOYTpenopduna T 71 % | ycranosiena. Ilpu coBmecTHOM
Cmax HOpOyTIpeHopduHa 1 36 % | mpUMEHeHMH ¢ KOMOWHAIMeH
AUC nanokcona < JlapyHaBUP/pUTOHABUP
Cmin HasTOKCOHA H/O KOppeKus 036l OynmpeHophuHa
Cmax HQJIOKCOHA <> MOJET He TIOTPeOOBaThCS, TEM HE
MEHee, pEeKOMEeHayeTC s
TIATEJIbHBIN KIIMHUYECKUM
MOHHUTOPHHT Ha npeaMer
CHMIITOMOB ONUATHOU
TOKCHUYHOCTH.
deHTaHUN, OKCHKOJI0H, | CoBMECTHOE npuMmenenue | [Ipu coBMecTHOM NMPUMEHEHHUH
TpamMaaoi KOMOWHAINH JapyHaBHUp/ | KOMOWHAIIUN JapyHaBup/
pUTOHAaBHUpP C  (DEHTAHWIOM, | pPUTOHABUD C (PEHTAHUIIOM,

OKCUKOAOHOM WJIM TpaMaaoJIOM

OKCHUKOAOHOM U TpaMaaoJioM
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o
MOKET IOBBICHTH |

Pk GRICHTY e oA K Rk il

KOHIIEHTPAIHIO ITHX
AQHAJIBTCTUKOB (MHTHOUpPOBAHUE
m3odepmerntoB CYP2D6 w/mnm

CYP3A).

MOHUTOPHHT.

ICTPOI'EH-COAEP/KAIIIHE KOHTPALENITUBHBIE IIPEITAPATHI

HpocnupeHoH
DTUHUIACTPAINOI

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

Bmmsane KOM6HHaHHH

JapyHaBUpP/pUTOHABUP Ha
KOHIIGHTPALUIO  JIPOCIUPEHOHA

HE U3YYEHO.

OTUHWIACTPAAUOI
Hopatunapon

35 mxr/1 mr 1 pa3 B cyTku

AUC stunmmacrpaauona | 44%
Cmin oaTHWICTpaauona | 62 %
Crax aTuHMIACcTpanuona | 32 %
AUC nopatungpona | 14 %
Cmin HOpaTHHOpOHA | 30 %

Cmax HOPITHHIPOHA <>

Ecnu 3CTPOTEHCOICPIKAIIIHE
KOHTPALCTITUBBI MTPUMEHSIOTCS B
COueTaHMM C  KoMOMHaIueu
JapyHaBUP/pUTOHABUP
PEKOMEHJyeTCs HMCIIOJIb30BaHUE
aNTbTEPHATHUBHBIX WIIN
JIOTIOJTHUTEITBHBIX CpeAcTB
KOHTpAIeNuH. 3a MaeHTKaMH,
HOJYYalOIIUMH ~ 3CTPOTCHBI B
Ka4yecTBe

TOPMOHO3aMECTUTEIBLHON

Teparnuu, HE00X0UMO
Ha0mo1aTh Ha npeaMeT
CHMIITOMOB 3CTPOreHOBOU
HEJIOCTATOYHOCTH.

[Ipy COBMECTHOM TPUMCHCHHH
KOMOHMHAIINH
JapyHaBUDP/PUTOHABHUP c

JPOCIUPEHOHCOIEPKAIIUMHU

npernapaTamMmu PEKOMEH TyeTCS
KIIMHUYECKH  MOHHMTOPUHT B
CBS3M C PHUCKOM  Pa3BHUTHUA
THTICPKATUEMUH.

AHmazonucmol ORUOUOHBIX PEUEHIMOPOE

Hanokceron He uzyuanocs. CoBMecTHOE MIPUMEHEHNE
KOMOMHAIINH
JapyHaBUP/PUTOHABHP u

HAJIOKCEroJia MpoOTUBOIIOKA3aHO.

HHIUBUTOPBI ®OCDPOPIAUICTEPA3BI 5 THIIA (®/]3-5)
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Jlns sieueHus SpekTUibHON | B Mccneﬂo'ﬂllrf_rll)r-ﬁ_i %Eggﬁ;%“': 'all-a_l'{é'(bﬁné B
TUCQHYHKITHH B3aUMOJICHCTBHS" COYeTaHMM C  KOMOuWHanuen
ABanadun COIOCTaBUMBIE CUCTEMHBbIE | AapyHaBUP/PUTOHABUP
Cunpenadun KOHILEHTpaluuu  cuwineHaduia | pOTUBOIMIOKA3aHO. Hpyrue
Tananadun HaOJII01aJTHCh MOCJIe | MHTHOUTOPHI dJ1>-5 JUTST
Bapnenadun OJIHOKPATHOTO npueMa | Je4eHus SPEKTUIIBHOMN
cunaenadpuna B go3e 100 mr B | nuchyHKIMM B COYETAHUU C
BHJIC MOHOTEpANKH U B 703€ 25 | KoMOMHAIMEH JapyHaBHUp/
MT' B COYETAaHUU C KOMOWHAIIMEH | pUTOHABHP CJICIYET MPUMEHSTH C
JTapyHaBUp/ pUTOHABHD. OCTOPOKHOCTBIO.
Eciu  mokazaHo  coBMecTHOE
MIPUMEHEHUE KOMOHMHAIINH
JapyHaBUDP/pUTOHABHUP C
cuineHaduiIoM, BapaeHaQUIOM
W TaganapuiIoMm,
PEKOMEHTyeTCs npuem
cunjeHaduiIa B pa3oBOil 03¢ HE
Beile 25 wMr 3a 48 4yacos,
BapjeHaduia B pa3oBOU J103€ HE
BeIle 2,5 Mr 3a 72 daca WA
Tafanaduaa B pa3oBOW J03€ HE
Boitie 10 mr 3a 72 vaca.
Hns neuenuss nerouyHoii | He wu3yuanock. CoBmectHoe | besonacHas u a¢ddexTuBHas 103a
apTepHalbHOM TUNIEPTEH3UH | MPUMEHEeHHe cuiiieHaduna win | cunaeHauua Uil JeUeHUus
Cunpenadun Taganagpuia B KauecTBE | JIETOYHOU apTepUaIbHON
Tamanadun nmpenaparoB Uil JICYEHUs | TUTIEPTEH3UM TIPU MPUMEHEHHUH B
JIETOYHOM apTepuagbHOM | COYeTaHMM C  KOMOWHaIuen
TUIEPTEH3UH ¥ KOMOWHAIMH | IapyHaBUP/PUTOHABUD HE
JapyHaBUP/PUTOHABHDP  MOXKET | YCTAaHOBIICHA. [ToTeHumanbHO
MPUBOJIUTE K  TIOBBIIICHUIO | BO3MOXHO YBEITUYCHUE
KOHIIGHTpalluu  cuiaeHadwia | CBI3aHHBIX C  CUJAeHAdUIOM
uiM  Tajanaduia B TUIa3Me | HeXKeNaTeabHBIX SIBIICHUU
(uHrHOMpoOBaHMe (bepmenTa | (BKiIrOUas 3pUTENbHbIE
CYP3A). paccTpoicTBa, THUTIOTEH3HIO,
JUTUTEITBHYIO IPEKITUIO u
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HHkONATAHOE ~ ~ | “dbcTonmue).
Takum 00pa3oM, COBMECTHOE
MPUMEHEHUE KOMOHMHAIINH
JapyHaBUDP/pUTOHABHUP u
cuwineHapuina IS JICYCHHUS
JIErOYHOM apTepHUAIILHON

THIICPTCH3UHN IIPOTUBOIIOKA3aHO.

CoBmecTHOE pUMEHEHHE
Taganaduna TUTST TICYCHUS
JIErOYHOM apTepHUAIILHON

TUIEPTCH3UW ¢ KOMOWHaIuen

JapyHaBUP/PUTOHABUP HE
PEKOMEHTyETCH.
HHTHBHUTOPBI IIPOTOHHOH ITOMITbI
Owmernpazon *AUC napynaBupa <> KomOunanuro napyHaBup/

20 mr 1 pa3 B cyTku

*Cmin mapyHaBupa «>

#Cmax mapyHaBupa <>

PUTOHABUP MOXXHO IPUMEHSTH B
COUETaHUM C HMHTUOUTOpaMH
IIPOTOHHOMN MIOMITbI 0e3

KOPPCKIUU OO3bI.

CE/IATHBHBIE/CHOTBOPHBIE IIPEITAPATBI

bycrimpon
Kiopasenar
Jnazenam
DcrazonaM

®Onypaszenam

Mmupna3zoiam
(mapeHTepaIbHO)

SonmuaemM

He n3yuanocs.

CenatuBHble/ CHOTBOpHBIE

npenaparbl B 3HAYUTEIHHOM
o0beMe METa0O0IU3UPYIOTCS
nzopepmerntom CYP3A.
CoBMecTHOE MNPUMEHEHHE C
KOMOMHaIHen napyHaBup/
PUTOHAaBUP  MOXKET  BBI3BATh
3HAYUTEIHHOE HIOBBIIIICHUE
KOHIICHTPALIUH ITHX
npernaparos.

[Ipn coBMECTHOM IPUMEHEHUH
MHJa30JIaMa IapEHTEPAIBHO C

KOMOUHaLUeR

[Ipy COBMECTHOM TNPUMCHCHHH
KOMOHMHAIINH
JApYHABUP/PUTOHABUDP C ATHMH
CEeIaTUBHBIMU/CHOTBOPHBIMU
CpeICcTBaMU PEKOMEH TyeTCS
KIHHUYECKUH MOHHUTOPHHT,
KpOME TOrO, CJEIyeT pelIuTh
BOINIPOC O CHIKEHUHU 03Bl ATHUX

HperapaToB.

Ecnu Muazonam nmapeHTepaibHO
OyJeT MPUMEHSTHCSI B COUYETAaHUHU

¢ KoMOuHauumeidl  napyHaBup/
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Munazonam  (mepopasibHO)

Tpuazonam

S e Wl |
LI

:bﬁ’rﬁfél}%ﬁ'f).ltﬂl": LToUD Ijllél{eHHe

JapyHaBUpP/pUTOHABUD
BO3MOYKHO 3HAYUTEIIFHOE
HOBBIIICHHE KOHIICHTpALUH

9TOT0 6CH30I[I/133€HI/IH8.

JlanHbIE 110  COBMECTHOMY
IIPUMEHEHHIO MUza30aama
MapeHTEPAIBHO  C  IPYIHMMH
UHTUOUTOpaMHU IIpOTEa3bl
YKa3plBalOT Ha BO3MOYKHOCTb
MTOBBIIICHUS KOHILICHTPALUH

MHgasojlamMa B Iia3Me B 3-4

paza.

HEe00X0AUMO HAYUHATH B

YCIIOBUSAX OTJICICHUS
uHTteHcuBHo Tepanuu (OUT)
WM B QaHAJIOTUYHBIX YCIIOBHUSX, B
KOTOPBIX MOKET OBITh 0OecreueH
TINATEILHBIN KIIMHUYECKUI
MOHHUTOPUHI M  HaJyIeKaras

TCpanurdg B ClIydaC YIHCTCHUA

JIBIXaTEILHOTO  IIEHTpa W/
JUINTEIILHON Celallnu.
Cnemyer pemmTh BOMNPOC O

KOPPEKIHMH J103bl MHJa30J1aMa, B
0COOEHHOCTH B cilydae
NPUMEHEHHS JTOr0 Mpenapara
OoJiee ueM OJHOKPATHO.

[Ipumenenue KOMOMHAINHU
JapyHaBUP/pUTOHABUP C

TpHUa3ojilaMOM HJIM MHUIAA30JIaMOM

MEpOpaIbHO ITPOTHBOIIOKA3aHO

Ilpenapamul 0na neuenusn npexcoeepemeHH ol IAKYAAUUU

JlanokceTuH

Hert nanHbIX.

CoBmecTHOE IIPUMEHEHNE
KOMOHMHAIINH
JapyHaBUP/pUTOHABUP u

JAalOKCETUHA IMPOTHBOIIOKAa3aHO.

Hpenapambt 0711 1eyenus Yuaui€éHH0o20 MOo4eucCnyCKanus u HeOepofcaHu}l mouu

®de30TepoauH

Conudenanun

Hert nanHbIX.

Cnenyer cobmroaaTh
OCTOPOXXHOCTh TPU COBMECTHOM
HpI/IMeHeHI/II/I KOM6I/IHaHI/II/I
JapyHaBUP/PUTOHABHUP c
yKa3aHHBIMU MpenapaTaMu.
HeoOxomnMo HaOmomeHue 3a
HO60‘-IHBIMI/I peaKHI/ISIMI/I,

CBsI3aHHBIMH C (IJCSOTepOI[I/IHOM u
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noTpeOyeTcsi CHIDKEHUE  JI03BI

YKa3aHHBIX IIPCIIapaToOB.

#* Hccnenosanus MpOBOJMIIMCEH C JI03aMH JapyHABUPA HIKE PEKOMEHJOBAHHBIX MIIH C JPYTHM
PEKUMOM JI03UPOBAHMUSL.

" DdexTUBHOCT U GE30MACHOCTH JAPYHABHPA C PUTOHABUPOM 100 Mr H JIOOBIMM APYTHMH
uaruoutopamu BUY (mampumep, ((oc)amnpenaBupom, HeIPUHABUPOM U THUIIPAHABUPOM) Y
BUY-uHpUIHUpOBaHHBIX MAIMEHTOB HE ycTaHOBIeHA. COrJaCHO TEKYIIUM PEKOMEHJIAIMSIM I10
JICYCHHIO, TEPAIHs, BKIIIOYAIONIAs 2 HHTHOUTOpa MPOTea3bl, KaK MPaBUIIO, HE PEKOMEH Iy ETCsl.
{HccnemoBanue mpoBOAMIOCH C HCHIOIB30BaHMEM TeHO(hOBHpa Au3onpokcuaa Gpymapara 300 mr

1 pa3 B cyTKw.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMSA

bepeMeHHOCTB

[TonHOLEHHBIX HCCIIEe0BaHUN y OepeMEHHBIX JKEHIIKH 10 OLEHKE BIMSHUSA JapyHaBUpa Ha UCXO[
OepeMEeHHOCTH He NpOBOAMIOCH. VccienoBaHMs HAa JKUBOTHBIX HE BBIABWIIM Y JapyHaBUpa
TOKCHYECKOW AKTUBHOCTH WJIM HETAaTHBHOTO BIMSHUS Ha PENPOIYKTHBHYIO (QYHKIHIO U
depTunpHOCTh. B uccienoBaHusIX y KpbIc JapyHaBUpP HE OKa3bIBaJ BIMSHUS HA CIIOCOOHOCTb K
Pa3sMHOXKEHHUIO U (PepTHIILHOCTb.

Jlis HaOmrozieHus 3a BIMSIHMEM Ha IUIOJ M OpTaHU3M MarTepu co3jiaH Peructp ciyuaes mpuema
AHTUPETPOBUPYCHBIX TIPEMapaToB BO BpeMsl OepeMeHHOCTH (Www.apregistry.com). J[aHHBIN
peructp sBiseTcss JOOPOBOIBHBIM MPOCIIEKTUBHBIM HA0JI01aTENbHBIM UCCIIEI0BAHUEM C LIETBIO
cOopa M OLEHKM JaHHBIX O BIUSHUM IpUEMa aHTUPETPOBHUPYCHBIX NpenapaToB Ha HCXO[
O6epemeHHOCTH. [laHHBIE O NpPUMEHEHUHM JapyHaBHpa B MEPBOM TpHUMECTpe OepeMEeHHOCTH
JIOCTaTOYHBI [T OLICHKH €r0 BIMSHUS Ha YBEJIIMUEHUE PUCKA MOSBICHUS BPOXKIECHHBIX JEPEKTOB
wiona. K HacrosimemMy BpeMeHH MoKa3aHo, YTO JapyHAaBHpP HE YBEINYHBAET PUCK BOZHUKHOBEHUS
BPOKJICHHBIX J1€(PEKTOB TJI0/1a.

KomOuHnanus napyHaBup/puTOHaBHp IIPU COBMECTHOM IIpHeMe ¢ 6a30BOM Teparueil olleHuBaiach
B KJIMHUYECKOM HCCIIEZIOBAaHUM C ydacTHeM 36 OepeMEeHHBIX JKEHIIMH BO BpeMsl BTOPOro U
TPEThEro TpUMECTPOB OepemeHHOCTH. {dapMakOKWHETUYECKHE JaHHBIC TIOKa3ajdd, dYTO
KOHIIGHTpAIlMd JapyHaBHpa W PUTOHABHpPAa BO BpeMs OEpPEMEHHOCTH OBUIM HIDKE, YeM B
nociaepooBoM nepuoze (6-12 nenens). Bupyconornyeckuit 0TBET COXpaHsUICs B 00eHux rpymnmnax
Ha IPOTSDKEHUH BCeTo MccieoBanus. OTCYTCTBOBala BEpTHUKAIbHAS Mepejada BUpyca oT MaTepu
K MiageHy y 31 mMmanveHTKH, NPUHMMAaBUIMX AHTUPETPOBHPYCHYHK) TEPAINHIO BIUIOTH 10

ponopaszpemieaus. KomOuHaIus nqapyHaBUp/pUTOHABUP XOPOIIIO MEPEHOCHIIACH MPU MPUEME BO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

UCCIIEIOBAaHUU OBLIT COTIOCTABUM C TaKOBBIM y B3pOCJBIX MAallMEHTOB, HH(puIpoBanueix BUY u
MPUHUMAOIINX KOMOWHAIINIO JapyHABUP/PUTOHABHUD.

KomOuHanuo gapyHaBup/pUTOHABUP MOXKHO Ha3HayaTb OEPEMEHHBIM JKEHILMHAM TOJIBKO B TEX
cilydasix, KOrja OxXujaemas Iojb3a €€ INpUMEHeHHs i Oynymedl marepu IepeBellnBaeT
MOTCHUUAIBHBIA PUCK JUIS TUIOJA.

Jlakranus

HewusBectHo, criocoOeH 11 JapyHaBUpP NPOHUKATh B TPYJHOE MOJIOKO. MccnenoBanus Ha Kpbicax
IIOKa3ajJM, 4YTO Ipernapar MPOHUKAET B MOJIOKO. YUMTHIBas BO3MOXKHOCTH mnepenaun BUY c
IPyIHBIM MOJIOKOM, a TAK)KE PHCK CEPhE3HBIX MOOOUHBIX AIPPEKTOB Y IPYAHBIX JETEH, CBI3aHHBIN
C BO3ACHCTBMEM Ha HHUX JapyHaBupa, BUY-unduuupoBaHHBIE >XEHIIMHBI, IOJYYaIOIIHe
JapyHaBUP, JOJDKHBI BO3ACPKUBATHCS OT I'PYITHOTO BCKaPMJIMBAHUS.

DepTUILHOCTH

B HCCIICAOBAHUAX Ha KpbICax HE OBILJI0 BBLISIBJICHO BIIMSHUS Ha (1)€pTI/IJII)HOCTI).

4.7. BunsiHue Ha CIOCOOHOCTH YIPABJATH TPAHCHOPTHBIMM CPeACTBAMH H padorarh ¢
MeXaHU3MaMH

He npoBouiiocs ucciaenoBaHnuii Mo N3yYSHHUIO BIMSHUS KOMOWHAIMK JTapyHABUP/PUTOHABUD HA
CIIOCOOHOCTh YNPABIISATH TPAHCIIOPTHBIMH CPEJCTBAMHU W MexaHu3Mamu. OmgHaKo, HEOOXOIUMO
OPUHUMATh BO BHHUMaHHE TOT (PaKT, YTO Yy HEKOTOPHIX IMAllMEHTOB BO BpeMs JICUCHUS,
BKIIIOUAIOIIETO TMpHEeM KOMOWHALMU JapyHaBUP/pPUTOHABHP, HAOIIOIATIOCh TOJOBOKPYKEHHE.
HpI/I MOABJICHUU TOJIOBOKPYKCHHA CICAYCT BO3ACPKATHCA OT BBLINNOJIHCHHUA YKAa3aHHBIX BHUIOB

JACATCIIBHOCTH.

4.8. HexxesnaTesibHbIEC peaKIUU

Pesrome nnpoduiast 0e30macHoOCTH

Haubonee yacTeiMu MOOOYHBIMU JEHCTBUSIMH BO BpeMsI KIMHUYECKHUX MCCIEIOBAaHUNW U B
MOCTPETUCTPAIIMOHHOM TepHoje OBLIU: auapesi, TOUIHOTA, ChIlb, T'OJOBHAas OOJMb W pPBOTA.
HaubGonee uacThiMU CEphe3HBIMHM TIOOOYHBIMHM JCUCTBUAMU OBUIM: OCTpas MOYeYyHas
HEJOCTaTOYHOCTh,  WH(PAPKT  MHUOKap/a, CHHIPOM  BOCCTAHOBJICHHUS  HMMMYHHTETA,
TPOMOOIIUTONIEHHU S, OCTEOHEKPO3, TUapesi, TeMaTUT 1 JTUXOPaIKa.

Tabauunoe pE3IOME HEXKENaTeIbHBIX PEaKIINM

[ToGouHble 1EHCTBHSI MPUBEIEHBI B COOTBETCTBUU C CUCTEMHO-OPTraHHON KiaccU(UKaluen u ¢
pacrpezieieHueM 110 YacTOTe BOSHUKHOBEHUS. B ka0 4acTOTHOH rpymnme noboYHble 1eHCTBUS

MPEaACTABJICHEI B TOPAAKE YMCHBIICHNA UX CEPHE3HOCTHU.
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Yacrora mob6ouHbIX 3(h(PEeKTOB onpeneneHa cie/ VIOHII/IM(gBB:a-T:Sgﬁ%::{@I:IiLT%IE#f;E/-li6 QJ;{;'I;Q@B),
gacto (>1/100 u <1/10 cmydaeB), Heuacto (>1/1000 u <1/100 cmyuaes), peaxo (>1/10000 u

<1/1000 cityyaeB) 1 4acTOTa HEM3BECTHA (HEBO3MOXKHO OIICHUTD YaCTOTY M3 IOCTYITHBIX JAHHBIX).

CHCTEMHO-OPraHHbIN KJIacC

KaTeropnﬂ 4acTOThI

ITo0ouHbIe nelicTBUSA

Hnpexyuonnvie u napasumapHule 3a001€6aHU.

Heuacto

['epneTnueckas nHdeKIMs

Hapywenus co cmoponuvl Kposu u iumgamuyeckou cucmembl

Heuacto TpomOoIUTOICHNUS, HEUTPOIICHUS, aHEMHUsI,
JICMKOTICHUS
Penko DosuHODHIHS

Hapywenus co cmoponsl uMMyHHOU cucmembl

Heuacto

CI/IHI[pOM BOCCTAaHOBJICHUA HMMYHUTCTA,

(JlekapcTBeHHasl) TUIIEPYYBCTBUTEIHLHOCTD

Hapywenus co cmoponvl 2H0OKpUHHOU cucmembl

Heuacto

['unotupeos, IOBBIIICHHE KOHLEHTPaLHHU

THUPCOTPOITHOI'O T'OPMOHA B KPOBH

Hapymenuﬂ CO CNMOPOHbBL obmena sewecme u numaruA

Yacto Jlumopuctpodust (B TOM UHUCIE JIUMOTHUIEPTPOPHS,
aunoaucTpodus, aunoarpodus), caxapHbelil nuader,
TUNIEPTPUIIIMLEPUIEMUS,  TUIEPXOJIECTepUHEMHUS,
THIIEPIIATTHIEMUS

Heuacto [Togarpa, aHOpeKcus, TIOHWKEHHE  amlleTUTA,

CHMXXCHHEC MacCChl TCJa, ITOBBIIMICHHME MACChI TCJia,
TUIICPIIINKCMUA, HHCYJIIMHOPE3UCTCHTHOCTD,
MOHMKCHHUEC KOHICHTPALUHX JIUIIOIIPOTCHUHOB BBICOKOM
IJIOTHOCTHU, IIOBBINICHHUEC almneTuTa, IMTOJIWIUIICUI,

MOBBIIICHHUC AKTUBHOCTHU JIAKTATACTUAPOICHA3BI B

KpOBH
Hapywenus ncuxuxu

Yacto becconnuna

Heuacto Henpeccus, ne3opueHTanus, TPEBOra, HApPYLICHUS

CHa, IaTOJIOTUYCCKUC CHOBUJICHHA, HOYHBIC

KOIIIMaphbl, CHUKEHUE JTUOHUI0
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Penxo CHyTaHHOCT}J M eosramsa | oMehbr - HACTpOCHUS

0ECIIOKOICTBO

Hapywenus co cmoponvl HepeHoti cucmembl

Yacto l'onoBuast Oonb, mnepudepudeckas HeWpomnaTus,
TOJIOBOKPYKEHHE

Heuacro 3aTOpPMOKEHHOCTD, napecresus, rurnecresus,
JUCTEB3US, HapylIeHWEe BHHUMAaHHUA, HapylICHHE
MaMATH, COHIUBOCTh

Penko OOMOpOK, CyIOpOTH, areB3us, HapylIeHne puTMa ¢as

CHa

Hapywenus co cmoponvl opeana 3penus

Heuacro I'unepemMusi KOHBIOHKTHMBBI, CYXOCTb CIIM3UCTOMN
000J104KH TJ1a3

Penko Hapymenue 3penus

Hapywenus co cmoponvl opeana ciyxa u pagnogecus

Heuacto BectuOynsipHOE TOJIOBOKPYKEHHE

Hapywenus co cmoponwvl cepoya

Heuacto Nudapkr wmuokapaa, CcTeHOKapAus, YIUTMHECHHUE
WHTEpBaja QT Ha  JJEKTpOKapAuorpamme,
TaxuKapaus

Penko OcTtpslii UHpAPKT MHUOKap/a, CUHYyCOBast

Opaaukapus, OUlyIlIEeHUE cepALleOneHus

Hapywenus co cmoponul cocy0os

Heuacto

[ToBpIIEHHE ApTCPUAIIBHOTO AABJICHUA, KIIPUITUBBD)

Hapywenus co cmoponsl OvixamenbHol

cucmemvl, 0p2ano8 2pyOHOU KNemKuU U cpedoCmeHus

Heuacto Oppllka, — Kamiellb,  HOCOBOE  KPOBOTCUEHHE,
NepIIeHUE B TOpIe

Penxo Punopes

Hapywenus co cmoponvl siceny0ouno-kuueuno2o mpaxma

OueHb 4acTo Huapes

Yacto TommnoTra, pBota, O0Jb B 00JACTH KHUBOTA,
MOBBIINICHUE  AaKTHBHOCTH aMWIa3bl B KPOBH,

AUCIICIICUSA, B3AYTHUC ) XUBOTA, MCTCOPU3M
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Heuacto

——
Mankpearut. = TacTputs | Ta&iposiodaredibupii

peduroke, adTO3HBI CTOMATUT, MO3BIBBI K PBOTE,
CYXOCTh  CIIM3UCTOM  OOOJOYKH IOJIOCTH  PTa,
nuckoM(opT B 00JIaCTH JKUBOTA, 3ar0p, MOBIINICHUE
AKTUBHOCTHU JIUIIa3bl, OTPBIXKKA, HapylmICcHUC

YyBCTBUTEIBHOCTU B POTOBOM ITOJIOCTH

Penxo

CromaTtut, pBOTa C KpPOBBIO, XEIUIUT, CYXOCTh

CIM3KUCTON 000JIOUKH FY6, HAJICT Ha A3BbIKC

Hapywenus co cmoponvl neuenu u scenuesvi8o0aumux nymet

Yacto

IloBpIIEHNE aKTUBHOCTH aJIaHI/IHaMPIHOTpaHC(bepaSBI

Heuacto

reHaTI/IT, I_II/ITOJ'II/ITI/IIIGCKI/Iﬁ IreraTuTt, CT€aro3 ICYCHHU,

rermaToMeraims, IOBBIIICHUC AKTUBHOCTHU
TpaHCaMHHA3bI, IMOBBIICHHEC AKTHUBHOCTH
acnapTaTaMHHOTpch(bepa:sbl, IIOBBIIICHUC

KOHLIEHTpaluK OWimpyOMHa B KPOBH, IOBBIIICHUE
AKTUBHOCTH  IIeNOYHOM  QocdaTtassl B KpPOBH,
TIOBBIIIICHHE AKTUBHOCTH

raMMmariyTaMuiITpaHcdepassl

HapymeHuﬂ CO CMOPOHRbL KOJHCU U NOOKOICHBIX MKAHEU

Yacrto

Colnb (B TOM UKciIe MaKyJIsIpHas, MaKyJIonaiyJie3Hasl,

nanyJie3Has, )puTeMaTo3Has U 3yJs11as), 3y

Heuacto

AHTMOHEBPOTHUYECKUN  OTEK, TeHEepau30BaHHAas
Chlllb, QJUIEPrUYECKUI J€PMATUT, KpalHUBHUIIA,
JK3eMa, SpUTEMa, TUIIEPTUAPO3, HOUHAS MOTINBOCTb,

aJonenusi, akHe, CyXOCTh KOXKH, TUTMEHTAIUS HOTTE!

Penxo

JlekapcTBeHHass  Cblllb € J03MHOGMWIMEH U
cucreMHbiMU  TiposiBieHussMH  (DRESS-cunapom),
cugapom CrueHca-/[’>koHCOHa, MyJbTU(OPMHAS
spuTeMa,  JAEpMaTUT, CeOOpeHHbIM  JIepMaTHT,

MOBPCIKACHHUA KOXKH, KCCPOACPMUA

YacToTa HEU3BECTHA

Tokcrnuecknii sMuepManbHBIl HEKPOJIU3, OCTPBII

TeHepaIn30BaHHbBIA K3aHTEMATO3HBIN MyCTYJIE3

HapyweHuﬂ CO CNMOPOHbBL CKeNeMmHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU
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Mudiarus, ':bc'T"e"OI!l%Kﬁ'dE'H" MbIHIeTHbIE - CHASMBL,

Heuacro
MbllleyHast ~ ciaabocte, — aprpairusi, Ooimb B
KOHEYHOCTSIX, OCTEONOPO3, MOBHIIICHUE aKTUBHOCTU
KkpeatnH(pocPoKuHA3Hl B KPOBU

Penxo CkeeTHO-MblIIIeYHast CKOBAaHHOCTb, apTpuT,

CKOBAaHHOCTH B CyCTaBax

Hapywenus co cmoponbl nouek u Mo4esbig00auux nymet

Heuacto

Octpass mnoueyHass HEIOCTATOYHOCTh, TMOYCYHAS
HEJO0CTaTOYHOCTh,  ITOYEYHOKAMEHHas  0OJIe3Hb,
MOBBILICHNE KOHIIGHTPAllMM KpeaTWHUHA B KPOBH,
MPOTEUHYpUsi, OUIHUPYOUHYPHUSI, TU3YpHUs, HOKTYpHS,

NOJITaKUypust

Penko

CHIKCHHE TOYCYHOTO KIIMPpCHCA KpCaTHUHUHA

HapymeHuﬂ CO CNMOPOHRbL NOJI0BBLX OPcaAHO6 U MOJIOYHOU Jcenesnl

Heuacto

BPCKTI/IHLHaﬂ ,[[I/IC(l)yHKI_[I/ISI, T'MHCKOMACTHUA

Obwue paccmpoticmea u HapyuleHus 8 Mecme 68e0eHuUs

Yacto AcCTeHHUs, yCTAJIOCTh

Heuacto Jluxopanka, 60J1b B IpyIHOM KJIETKE,
nepudepudecKuil  OTeK, HEJIOMOTaHUE, OIIYIICHHE
Kapa, pa3IpakuTeIbHOCTh, 00JIb

Penxo O3H00, MI0X0€ CaMOYyBCTBHE, KCEPO3 KOKHU

Onucanue OTACIBHBIX HEXKCIATCIbHBIX peakunﬁ

Coinbw

B KIMHUYECKHUX HUCCIEAOBAaHUIX B OCHOBHOM Ha6moz[anacs CBINb JIETKON WU CpC,Z[HCfI CTCIICHU.

ChInb Jame BCEro IModBJIAIACH B TCHCHHC IEPBBIX YCTBIPEX HEACIIb TCPAIlMKU M HCUC3alia IMPU

IIPOJIOJKEHHUH IIpreMa npenapara. [Ipu pasBUTHH KOXKHBIX pEAKIM TSKEION CTEIIEHU CM. pa3ell

4.4.

B xome KIMHHYECKHUX HCCIEIOBaHUM Yy NanuCeHTOB, PaHEC IIOJIYyUaBHIMX TEpalnuto, CblIlb,

HE3aBUCUMO OT €€ NMPUYNHBI, 0oJiee YacTo BO3HUKAJIA IIpu MPUEME CXEM JICUCHU, COACPKAIUX

JapyHaBUP U pajTerpaBup, 4YeM IpU IpHeMe AapyHaBHpa 0e3 paiTerpaBupa Wiu paiTerpaBupa

0e3 AapyHaBUpa. CLIHB, 06yCJ'IOB.IICHHaSI IpHUEMOM IIpfriapara, MosBJIsAIaCb CO CXOJIHOM YaCTOTOM.

Bo3Hukapmias B KIMHUYECKHUX HCCISIOBAHUIX ChIIb ObllIa JIETKOW U CpCI[HGﬁ CTCIICHU U HC

MPUBOJIMIIA K MIPEKPAILIEHUIO TEPATTHH.

Jlunooucmpodghus
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COOTBETCTBYET 3KC
ot 27.11.2024 Ne 26240

KomOuHMpoBaHHasi aHTUPETPOBUPYCHAsl Tepaus BBS_BI:B;gf:L %ﬁg@gﬁ&ieﬂgﬁm mma

_NNEPTHOMY OTYETY

(munogucrpoduio) y mammentoB ¢ BUY. Jlunomuctpodus mnposiBisiack B BHIE IMOTEPH
nepuepuyeckoro M MOJKOKHOTO KHpa B 00JAaCTH JIHMIA, YBEIMUYCHHsS BHYTPHOPIOIIHOTO M
BUCLIEPAJIBHOTO KHMpa, THIEPTPO(UU MOJIOUHBIX eJle3 M HAKOIJICHMs MOAKOXKHOIO JKUpa B
JIOPCOIEPBUKAIBHON 00J1aCTH («OBIUMiA TOPO»).

Hapywenus co cmoponvl obmena eewyecms

KomOuHMpoBaHHAasE aHTUPETPOBUPYCHAS Teparus MOKET MPUBECTH K TaKUM HApYIICHUSIM, KaK
TUNEPTPUTIIHLIEPUIEMHUS], TUIIEPXOJECTEPUHEMUS, UHCYJIUHOPE3UCTEHTHOCTD, THIIEPIJIMKEMUS U
TUIIEPJIAKTaTEMHUS, a TAK)KE MOBBIIICHUIO MAcChl Tejla M KOHLEHTPALMK JIUIHUJI0B B KPOBU (CM.
paznen 4.4).

Hapywenus co cmoponul ckenemHno-mulile4Hol MKaHu

[ToBbllIeHMEe AKTUBHOCTH KpeaTMH()OCPOKHMHA3BI, MUAITUA, MMO3UT U pabromMuonn3 (peaxo)
OTMEYAJIMCh IIPU HUCIHOJb30BAHUU HMHIHMOUTOPOB MpPOTEa3bl, OCOOEHHO B COYETAaHUU C
HYKJICO3HITHBIMU HHTHOUTOpaMU 00paTHOW TPAHCKPUIITA3BL.

bbitn  oTMeueHBl Cilydyau OCTEOHEKpPO3a, OCOOCHHO Yy TAIMEeHTOB C OOUICIPU3HAHHBIMU
dakTopamu pucka, c 3aboneBanueM BHWY Ha no3mHed craauuM WM JUIMTEIbHOE BpeMs
HOJIYYaloIUX KOMOMHHUPOBAaHHYIO aHTHUPETPOBUPYCHYIO Tepamnuio. Yacrora BO3HUKHOBEHUS
OCTEOHEKPO3a HEN3BECTHA.

Cunopom eoccmarno61eHUus UMMYyHUmMema

Y namuentoB ¢ BUY u Tsokenoil crenmeHbr0 UMMyHoAe(pHIMTa B MOMEHT Hadaia
KOMOWMHUPOBaHHOM aHTUPETPOBUPYCHOM TeparK MOTYT BO3HUKATh BOCTIAJIUTEIbHbIE pEaKI[MH Ha
0ECCUMITOMHO MPOTEKAIOIINE WM OCTaTOYHBIE MH(EKIHH. Taxke HaOI0aaTNCh Ay TOMMMYHHBIE
3a0oneBanus (Hanpumep, Oosie3Hb ['peliBca M ayTOMMMYHHBIN renmatuT). OgHaKo BpeMs 0
Hauasa 3a00JIeBaHUsI MOKET BapbHUPOBAThCs, M Takhe 3a00JI€BaHUS MOTYT HAYMHATHCS CIYCTS
MecsI1IbI TT0CJIe Hayalla Teparnuu.

Kpoeomeuenus y nayuenmos c cemounuet

Habmoganock yBenmn4eHne 4acTOTHI CIIOHTAHHBIX KPOBOTEUYCHUH Yy MAIMEHTOB C TeMO(HITHEH,
HOJIYYaroIUX aHTUPETPOBUPYCHBIE HHTUOUTOPHI IPOTEA3bI.

Tayuenmoi ¢ kounghexyusamu supycom cenamuma B u/unu C

VY manueHToB ¢ NaHHBIMH WHQEKIUSAMHE, TONTYyYalONMX KOMOHWHAIUIO TapyHAaBHP/PHUTOHABHD,
4acTOTa BO3HUKHOBEHUS MOOOYHBIX 3(PPEKTOB 1 HapyLICHUI OMOXMMUYECKUX MTapaMeTpoB Oblia
HE BBIIIIE, YEM y MAllMEHTOB, MOJyYarouX KOMOMHALIMIO TapyHaBUp/pUTOHABUD Oe3 KOMH(peKInu
BupycoM remaruta B w/mim C, 3a HMCKIIOYEHHEM IOBBIIICHUS AKTUBHOCTU TI€YEHOYHBIX
TpaHcamuHa3. KoHleHTpalus B riasme y naieHToB ¢ KouH@ekiuen u 6e3 Hee Oblla CpaBHUMA.

€T
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(No OB HOC TR 0003
YacToTa, TUI U CTENCHb TKECTH HEXKEIATCITHHBIX peaghnwm n&%ﬁn HlD'IVHaBHDa \

I[eTeﬁ " TOAPOCTKOB CPpaBHUMBI C TAKOBBIMHU Y B3POCJIbIX MMALITUCHTOB.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxkHo cooOmiate 0 MOJ03peBaeMbIX HEKEJIATCIbHBIX PEAKIUAX IOCIe PErucTparuu
JICKaPCTBEHHOT'O Tperapara ¢ Iebio 00eCreYeHHs HEPEPhIBHOIO MOHUTOPHUHTA COOTHOIICHUS
«TOJbh3a — PHUCK» JICKAPCTBEHHOTO Tpernapara. MeaunuHCKUM paOOTHUKAM pPEKOMEHIYeTCs
€o00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKEIATEIBHBIX PEAKIUSAX JICKApCTBEHHOTO Ipernapara
Yyepe3 HallMOHAIBHBIE CUCTEMBI COOOIIECHUS O HEXKEIATeIbHBIX PEaKIUAX rOCYJapCTB - YICHOB
EBpa3uiickoro 3KOHOMHUYECKOI0 COr03a:

Poccuiickaa ®eoepayus

OdenepaiibHas Ciryx0a 1Mo Ha30pY B chepe 3ApaBOOXpaHCHUS

Anpec: 109012, r. MockBa, CriaBsiHCKas IuIomianp, 1. 4, ctp. 1

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

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHON ceTH «VIHTepHET»:

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

4.9. llepeno3upoBka

CumMnTOMBI

Caenenust 00 oCTpoil mepeo3upOBKE MPH MPUEME JapyHaBHpa B KOMOUHAIIMK C PUTOHABUPOM Y
JIOJIeH OrpaHUYeHbl. 310pPOBbIE T0OPOBOIBIEI MPUHUMATH OJHOKpaTHO 10 3200 Mr mapyHaBupa
B BHje pactBopa u 10 1600 Mr B BHje TaOJETOK B KOMOWHAIIMKA C PUTOHABHUPOM, MPH ITOM
HeOIaronpusaTHbIX 3()PEKTOB HE OTMEUYEHO.

Jleyenue

Cremnduueckuii aHTUAOT HeusBecTeH. Ilpu mepeno3upoBke cieqyeT NPOBOAMTH OOIIyIO
MOJIEPKUBAIOLIYIO TEPAIINI0 C MOHUTOPUPOBAHUEM OCHOBHBIX (PM3MOJIOTMYECKUX TMOKa3aTeeH.
JlapyHaBup MpeuMyIIECTBEHHO CBSI3bIBAETCS C O€JIKaMM IJa3Mbl, IO3TOMY 3HAaYUMOE yJlajeHHe

aKTUBHOM CY6CT8.HI_[I/II/I MCETOAOM NHAIN3a MAJIOBEPOATHO.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaAaMHUYeCKHe CBOMCTBA

®dapmakoTepaneBTUYeCKas TpyIa: MPOTUBOBUPYCHBIE CpPEICTBA CHUCTEMHOTO JIEUCTBUS;
MPOTUBOBUPYCHBIEC CPEJICTBA MPSIMOTO ACHCTBUS, HHTUOUTOPHI MPOTEA3.

Kox ATX: JOSAE10

MexaHnU3M IelCTBUS
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HEY

(o OBL HOCTL 0003
JlapyHaBup SIBISIETCSI MHTHUOMTOPOM IUMEPU3AILUN_H KELFSIIF[EQEC bnT%gHoprr MpOTEa3kl

BUpyca uMMyHojae(huiuTa yenoBeka 1-ro tuma (BUY-1), cpoxctBo k mporeaze BUY (Kp) =
4,5*10"°M. IIpenapar u3duparensHO HHTHOMpPYET pacuienienue nonunporennos Gag-Pol BUY
B MH(UIIMPOBAHHBIX BUPYCaMHU KJIETKaX, MpeAoTBpalas oOpa3oBaHHe MOJHOLIEHHBIX BUPYCHBIX
YaCTHIL.

I[IpoTHBOBUPYCHAS AKTUBHOCTSH IN Vitro

JlapyHaBup TPOSBISET aKTUBHOCTh IPOTHUB JTAOOPATOPHBIX IMTAMMOB M KIIMHUYECKUX HU30JISTOB
BU1Y-1, a Takxe npotuB jgadopaTopHbIX mramMmMoB BUY-2 B muHUSIX OCTPO MHPHUIIMPOBAHHBIX
T-nmumponMTOB, MOHOHYKJEAPHBIX  KJIETKaX  MNepuepuyYecKoil  KpOBH  4YelOoBeKa U
MOHOIMTax/Makpodarax yenoBeka, ¢ Meauanoil 3naueHus 50 % 3¢ ¢dexTuBHON KOHICHTpALUU
(ECs0) ot 1,2 mo 8,5 mmons/n (0,7-5,0 ur/mun). lapyHaBup TpOSBISET MPOTUBOBUPYCHYIO
AKTHBHOCTH IN VItro 1o OTHOIIEHHMIO K IIIUPOKOMY CIIEKTPY MEePBUUYHBIX n30s1T0B BUU-1 Tpymimb
M (A, B, C, D, E, F, G) u rpynmst O ¢ ECsp ot <0,1 10 4,3 HMOJIB/JI.

Otun 3nadeHuss ECsp HAMHOTO HIDKE JIMAa30Ha KOHIICHTPAIMHA, BBI3BIBAIOIINX TOKCUYHOCTH B
50 % xnerok (ot 87 g0 >100 MKMOJIB/IT).

Pe3ucTeHTHOCTh

Cenekuus pe3uCTEHTHBIX K napyHaBupy BUY-1 «xukoro Trnay in Vitro Obuia amutensHoi (6oee
3 net). OToOpaHHBIE BUPYCHI HE MOTJIM PAaCcTH B MIPUCYTCTBUU KOHUEHTpALUH JapyHaBUpPA BbILIE
400 umonb/n. Bupychkl, oToOpaHHBIE B 3THX YCIOBHSIX H JCMOHCTPHPYIOUINE CHIDKEHHYIO
BOCIIPMMMYHMBOCTH K AapyHaBupy (B 23-50 pa3), cogepkanu 2-4 aMMHOKUCIIOTHBIX 3aMEHBI B T€HE
npoteasbl. CHUKEHHasi BOCIIPUMMYHMBOCT K IapyHaBUPY B MOSIBUBIINXCS B PE3YJIbTATE CENIEKLIUU
BUpYCax B IaHHOM JKCIIEPUMEHTE HE MOXKET OBITh OOBSICHEHA MOSIBIIEHUEM dTHX MYTAIlHid B TeHE
IPOTEas3bl.

[To naHHBIM KIIMHUYECKUX UCCIIEOBAHUH Y MAlMEHTOB, paHee NOIYYaBIIUX AHTUPETPOBUPYCHYIO
TEpaIuio, BUPYCOJOTHUECKUI1 OTBET Ha JapyHaBHp B KOMOMHAIIMK C PUTOHABUPOM B HU3KOM 103€
CHIDKAJICS, KOT/Ia B HAaJajle UCCIIeIOBAaHHS IPUCYTCTBOBAJIH I B XO/I€ JICUCHHSI PAa3BUBAIUCH 3 U
0oJiee MyTaIuy, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K AapyHasupy (V111, V32l, L33F, 147V, 150V,
I54L unu M, T74P, L76V, 184V u L89V).

Kpataocts noseienuss ECso qapynasupa no cpaBHenuto ¢ ucxonasoit (fold change, FC) 6buia
CBSI3aHA CO CHIKEHHWEM BHUPYCOJIOTHYECKOTO OTBETA. BBIIM ompeneneHbl BEPXHUM M HUKHUN
kmHIYeckre moporu B 10 u 40 pa3. Uzomsarsr ¢ ucxoanoit FC < 10 pa3 BOCHPpUUMYHBEI; H30JISATHI
¢ FC > 10 no 40 pa3 obnasanu CHIKEHHOM BOCHPUUMYMBOCTBIO; M30ATHl ¢ FC > 40 Obuin
PE3UCTEHTHBIMH.

Bupycsl, BeIIeIeHHBIC OT MAIMEHTOB, MOTYYaBIIUX AapyHaBup/putorasup mo 600/100 mr 2 paza

B CYTKH, Y KOTOPEIX pa3BUJIACh BUPYCOJOTHMUYCCKAA HEyaAa4Ya B BUAC PCIIMAUBA, © KOTOPLIC ObLIN
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(104 OB HOCTE 0003
BOCIIPUMMYMBBI K THUIIpAaHaBUPY B Hauaje CCHGHOBQ{HHJ%QFHJ%‘/ICIEMD‘I/H/I IMBBIMHE_ K

TUTIPAHABHPY MTOCJIC JICUCHUS B TIOJIABIISIONIEM OOJIBITUHCTBE CITy4acs.

Haubosee HU3Kasg yacToTa pa3BUTUS PE3UCTEHTHOCTH HaONIONANach y MAIMEHTOB, paHee He
MOJTyYaBIIUX JICYCHHs] CPEICTBAMHU AHTUPETPOBHUPYCHOW Tepamuu, KOTOPHIE BIIEPBbIE HauyalH
MOJIy4aTh JapyHaBHpP B KOMOMHALMU C IPYTHUMH IpernapaTaMy aHTUPETPOBUPYCHOU TEparvu.

IlepekpécTHasd PE3UCTEHTHOCTD

FC nmapynaBupa Obi1a menee 10 mist 90 % u3 3309 KIMHUYECKUX U30JSTOB, PE3UCTEHTHBIX K
aMIIpeHaBHpy, aTa3aHaBUpY, WHIAWHABUDPY, JIONMHHABUPY, HeI(UHABHPY, PHUTOHABHPY,
CaKBUHABHPY W/WIW TUIPAHABHPY, YTO YKa3bIBACT, YTO BHPYCHI, YCTOHYMBBIC K OOJBIIUHCTBY

I/IHI‘I/I6I/ITOp0B MMPOTCa3bl, OCTAOTCA BOCIIPUUMYNBBIMHA K JAPYHABUPY.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

dapMakOKMHETUYECKHE CBOWCTBA JapyHaBUPA, IPUMEHSBILETOCsl B KOMOUHAIIMY C PUTOHABUPOM,
U3YYaJIUCh Y 370pOBbIX 100poBoiiblieB U 'y BUY-uHpuupoBanHeix nauueHToB. KonnenTpanus
JapyHaBupa B IJ1a3Me Oblia BbIIIE Y MAallMEHTOB, MH(puUupoBaHHbIX BUY-1, ueM y 310poBbIX
aroed. DTo pa3inure MOXKHO OOBSICHUTH 00Jiee BBICOKMMM KOHLIEHTPALMsIMHU alibga-1-Kucioro
[JIMKONPOTEMHA y TMalUeHToB, HHOuuupoBaHHbIXx BUY-1, uyTO NpHUBOAUT K YBEIMYEHHIO
KOJIMYECTBA JapyHaBHPA, CBS3aHHOTO C aib(a-1-KUCIBIM TIIMKONPOTEMHOM IUIa3Mbl, W
CJIeI0BaTENbHO, 00JIe€ BBICOKOM KOHILIEHTPALUU B IIJ1a3Me.

HapynaBup Mertabonusupyercss B ocHOBHOM u3zopepmentom CYP3A. PutonaBup uHrubupyer
uzopepmenT CYP3A u, TeM camblM, CyIIECTBEHHO MOBBIIIAETCS KOHLEHTpAIMs JapyHaBHpa B
miasMe.

AbGcopbuus

[Tocne npuema BHYTph JapyHaBHp OBICTPO BCAChIBAETCS B HKEIYJOYHO-KHUIIEYHOM TpakKTe.
MakcuManpHasi KOHIEHTpauusi napyHaBupa B 1mia3Me (Cmax) B NPHCYTCTBHH HH3KOM [103bI
puToHaBHMpa nocturaercs depes 2,5 — 4,0 u. AOcomtoTHas OMOAOCTYNHOCTh OJHOM JI03BI
napynasupa (600 mr) mpu npueme BHYTph COCTaBUIa OK0JIO 37 % ¥ yBeNIMUUIIACh PUMEPHO 10
82 % B npucyrcTBuu putoHaBupa (100 Mr nBa pasza B cyTku). OO1ee BIUsSHHE PUTOHABHpPA Ha
(bapMaKOKUHETUKY JJapyHAaBUPA COCTOSIIO B MPUMEPHO 14-KpaTHOM yBEJIMYEHUU KOHIIEHTPALUU
JapyHaBUpa B IUIa3Me 0CJie OJJHOKPATHOTO npuema BHyTpb 600 Mr napyHaBHpa B KOMOMHAIUH C
putoHaBupom (100 Mr 1Ba pa3a B CyTKH).

[Ipu mpuemMe HaTOIIAK OTHOCUTEIbHAs OMOJOCTYIHOCTH JapyHaBHpa B NMPUCYTCTBHM HU3KOH
7036l puTOHaBHpa Obuta Ha 30 % HWXKe, YeM Npu npueMe Bo Bpems enbl. ClieoBaTeNbHO,
JapyHaBUP HYKHO MPUHUMATh BMECTE C PUTOHABUPOM BO BpeMsl elbl. XapaKTep MULIH HE BIUSET

Ha KOHIIEHTPAIUIO JapyHaBHpa B TUIa3Me.
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(NOCNEQCBATENEHOCTE 0003)

Pacnopenenenue

Oxo110 95 % napyHaBupa CBA3BIBACTCS C OEITKaMU IUIa3MbI, IPEUMYIIECTBEHHO C alb(a-1-Kucibm
[JIMKOIIPOTEUHOM.

[Ipu BHyTpHBEHHOM BBEJICHHHM 00BEM pacnpeneieHus napyHasupa obi1 88,1 £ 59,01 (cpeanee +
CTaHJAPTHOE OTKJIOHEHHWE) U moBbimaics 10 131 £ 49,91 (cpenHee + cTaHIapTHOE OTKJIOHEHHUE)
MIPU UCMOJIb30BaHUU B KOMOMHAIIMY ¢ HU3KOM 10301 puToHaBupa (100 mr 2 paza B CyTKH).

Buorpancdopmarus

B skcnepuMenTax in Vitro Ha MHKpOCOMax IMEYEHH YelIoBEeKa ObUIO MOKAa3aHo, YTO JAapyHaBHP
MoJIBepraercs MPEUMYIIECTBEHHO OKHUCJIUTEILHOMY MeTabonu3my. HapyHaBup
METabONM3UPYETCSl MPEUMYIIECTBEHHO B TICUEHHW CHCTeMOl mnuroxpoma P450, mouru
uckmountensHo nzodpepmentom CYP3A4. MccnenoBanue, B KOTOPOM 3/10POBBIE JOOPOBOJIBIIBI
npunuManu 4C-rapyHaBup, mokasano, uTo GOIbIIAS YaCTh PAAMOAKTHBHOCTH B IIa3Me MOCIHE
oanoro npuema 400 mr napynasupa u 100 Mr puToHaBHpa MPUXOAUIACh HA JTOJIF0 HEU3MEHEHHOT O
JapyHaBHUpa. Y 4eloBeKa MASHTU(UIIMPOBAHO IO MEHBIIIEH Mepe 3 OKUCIUTEIBHBIX METa00INTa
JapyHaBUpPAa; aKTUBHOCTbh BCEX ATHUX META0O0JUTOB B OTHOIIEHUHU nukoro tuna BUY cocrasmisiia
MeHee 1/10 oT akTUBHOCTH CaMOro AapyHaBHUpA.

DJIMMUHALNS

Iocne omHokpatHOTO NMprema 400 mr *C-napynasupa n 100 Mr putoHaBupa okono 79,5 % u
13,9 % paguoakTUBHOCTH OOHApPYKMBAIOCh B Kajlé W MOYE COOTBETCTBEHHO. Ha moimro
HEMW3MEHEHHOTO JapyHaBHpa npuuuiock okoio 41,2 % u 7,7 % paguoakTUBHOCTHU B Kaje U MOYe
COOTBETCTBEHHO. KOHEUHBIN Mepro/1 MOTYBBIBEICHHS JapyHaBUpa COCTABUII OKOJIO 15 4 ripu ero
npueMe B KOMOMHaIMK ¢ puToHaBupoM. KinpeHc napyHaBupa 1nocie BHyTPUBEHHOTO BBEJCHUS
150 mr cocraBun 32,8 11/4 (6e3 putoHaBupa) u 5,9 11/4 B IPUCYTCTBUM HU3KON 03Bl PUTOHABUPA.

IloyeuyHas HEAOCTATOYHOCTh

Pe3ysibTaThl HCCIENOBaHUS C HCIOb30BaHueM ~*C-IapyHaBupa B KOMOUHAIMU ¢ PHTOHABUPOM
HOKa3alnu, 4To OKoJo 7,7 % TPHUHATONW 103l JapyHaBHpa SKCKPETHPOBATOCH C MOYOH B
HEM3MEHEHHOM BHUje. XOTS (papMaKOKMHETHKAa MapyHaBHpa HE H3ydajach y MAIEHTOB C
HapyleHUs MU (YHKUIUU TOYeK, MOMYJSIHOHHBINA (hapMaKOKMHETHUUYECKH aHalu3 IoKa3all
OTCYTCTBUE 3HAUMMOI'O M3MEHEHMs (papMaKOKMHETHMUYECKHX MapaMeTpoB JaapyHaBupa y BUY-
WHOHUIMPOBAHHBIX TAIIEHTOB C YMEPEHHO BBIPAKEHHBIMH HapyIICHUSAMH (QYHKIHH TOYEK
(ksTUpeHc ChIBOPOTOUHOTO KpeaTruHuHa 30-60 mi/muH, N = 20).

[IeueHOYHAs HEAOCTATOYHOCTD

JapyHaBup MeTabOMU3UPYETCs U BBIBOAMTCS MPEUMYIIECTBEHHO MEUYeHbI0. B mccnenoBanuu ¢
MpUMEHEHNEM HECKOJIBKUX 7103 JapyHaBHpa B KoMOMHaIuu ¢ putoHasupom (600/100 mr) nBa pasza

B JIEHb OBLIO MTOKA3aHO, YTO 0011asi KOHLEHTPAlKs JapyHaBUpa B IJIa3Me Y MAIMEHTOB C JIETKUM
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(xnacc A o mkane Yaiina-ITeto, N=8) 1 yMepeHHbIM nagV e bk i Hetiern GotateR o

mkane Yaiuna-I1sto, N=8) ObUIM CpaBHUMBI C TAKOBBIMH MapaMeTpaMH y 3I0POBBIX JUIl. Tem He
MeHee, KOHIICHTPAIMK HECBSI3aHHOTO JIapyHaBHpa ObLIM MpUMEpHO Ha 55 % (kimacc A 1o mkane
Yaiina-I1er0) u 100 % (xnacc B nmo mkane Yaiina-IIsto) Boiiie, coorBeTcTBeHHO. KinHuueckas
3HAYUMOCTh JTOTO TMOBBINICHUS HEU3BECTHA, W JapyHABUP CIEAyeT MNPUMEHSTh y TaKHX
NAllMeHTOB C OCTOPOXKHOCTBIO. DQPQPEKT THKENoro HapymieHus (QyHKIUM T€YeHH Ha
(apMaKOKUHETHKY 1apyHaBHpa HE U3ydaICs.

JInIia moKMI0T0 BO3pacTa

[TonynsuuoHHbIN apMakoKHHETHYEeCKUH aHam3 y BUY-uHGUIMpOBaHHBIX MAIIMEHTOB MTOKa3all
OTCYTCTBHUE 3HAYMMBIX pa3anuuil (hapMaKOKHHETHYECKUX ITapaMeTPOB JapyHaBHpa B BO3PACTHOM
rpynme 18-75 net (B 3ToT aHanu3 ObutM BKIO4YEHB! 12 BMU-nHOUIMPOBAHHBIX MAllMEHTOB B
BO3pacte 65 jer u crapuie). Tem He MeHee, JaHHbBIE [0 MPUMEHEHUIO JapyHaBHpa y MalUeHTOB
ctapiuie 65 JeT OrpaHUYECHHBI.

[TonoBrle pa3auuus

[MomynsamoHHbIN (hapMaKOKWHETHYECKH aHAJIN3 BBISIBIJI HECKOJIBKO Oosee Bbicokue (16,8 %)
KOHIIEHTpauuu napyHasupa y BUU-unbunmpoBanHbix xeHIuH, yeM y BUY-unumpoBanHbix
My>K4uH. /laHHOE pa3iinuue He ABIAETCA KIMHUYECKH 3HaYUMBbIM.

bepeMeHHOCTh M ITOCIEPOAOBOM IIEPHO,T

[Tpu npueme komOuHamu gapyHaBup/putoHasup B go3ze 600/100 mr 2 pasa B cytku mwiau 800/100
Mr 1 pa3 B CyTKH B COCTaBe KOMOMHHPOBAHHOW aHTUPETPOBHPYCHOW TEpAaIMH, KOHIICHTPALUMU
JlapyHaBHpa U PUTOHABUPA B IJIa3Me KPOBU OBLIHM HIKE ITPU IIPHEME BO BpeMst OEPEMEHHOCTH T10
CPaBHEHUIO C TAKOBBIMHU MPH TIPHEME B MOCIEPOI0BOI nepuo. OnHako, hapMaKOKHHETHICCKUE
napaMeTpbl HECBSI3aHHOTO (AKTHBHOTO) JapyHaBHpa ObLIM CHU)KEHBI B MEHBIIICH CTETICHH, TaK KaK
BO BpeMsi OEpeMEHHOCTH HaOJII0JaeTcsi yBEIMYCHHE KOHIIEHTPAMU CBOOOIHOHN (pakuuu

JAapyHaBUpa 1O CPABHCHHUIO C TaKOBOM B MMOoCJICPOJOBOM IICPUO/C.

Jannble (apMaKOKMHETHKH O00IIEro jJapyHaBUpa Mocjde TMpueMa KOMOMHALMU
napyHapup/putonaBup B g03e 600/100 mr 2 pa3 B CyTKM B paMKax cXeMbl
AHTHPETPOBHPYCHOH TepanmuM BO BTOPOM TpuMecTpe OepeMeHHOCTH, TpeTbeM

TpUMecTpe GepeMEeHHOCTH U MOCIepo10BOM MepHo/e

®apMaKoOKHHETHKA Bropoii Tpernii Tpumecrtp | [locsieponoBplii
001Iero JapyHaBupa TPUMeECTP O0epeMeHHOCTH nepuon (6-12 nexesin)
(cpennee + crannaptHoe | 0epemennocrn | (nN=12) (n=12)

OTKJIOHEHHE) (n=12)*

Cmax, HI/MT 4668 + 1097 5328 £ 1631 6659 + 2364

AUC12n, Hr*u/mn 39370 £ 9597 45880 + 17360 56890 + 26340
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1922 + 825

Cmin, HI/MT

a. n=11 mna AUCzon (Tutomaap moJi KpUBOH «KOHIICHTpALUsI-BpeMs» depe3 12 9 mocie nmpuemMa

npenapara).

JlanHble (apMaKOKMHETHKH o0lIero JapyHaBMpa Iiocjie IpHeMa KOMOMHAIUH
napyHasup/putoHasup B go3e 800/100 mr 1 pa3 B Cyrkm B paMKax cXeMbl
AHTHPETPOBUPYCHOM Tepalnuu BO BTOPOM TPUMecTpe 6epeMeHHOCTH, TPeTheM TPUMecTpe

0epeMeHHOCTH M MOCJIEePOI0BOM MepHojie

®apmakoxkuHeruka |Bropoii Tpumectp | Tperuii  Tpumectp |IlociaeponoBbrii
o011ero 1apyHaBupa |0epeMeHHOCTH 0epeMeHHOCTH nepuos (6-12
(cpenmuee +|(n=17) (n=15) HeJIeJb)

CTaHIApTHOE (n=16)

Cmax, HI/MT 4964 + 1505 5132+ 1198 7310 + 1704

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

Chin, HI/MT 1248 + 542 1075 £ 594 1473 + 1141

VY XeHIIKH, MOMy4yaBIIUX KOMOUHAIMIO AapyHaBup/putonaBup B qo3e 600/100 Mr 2 pa3 B cyTKu
B TEUCHHE 2-TO TpUMECTpa OepeMeHHOCTH, cpenHue 3Ha4eHUS Cmax, AUC12n 1 Cmin JapyHaBupa
ObLIH, COOTBETCTBEHHO, Ha 28 %, 26 % u 26 % HUXKE MO0 CPaBHEHUIO CO 3HAUYCHUSIMU JaHHBIX
MOKa3aTesel B mociepoaoBoi neproa. Bo Bpems 3-ro Tpumectpa 6epeMeHHOCTH Cmax, AUC12n 1
Chmin DapyHaBupa ObLITH, COOTBETCTBEHHO, Ha 18 % u 16 % Huke u Ha 2 % BBIIIE 110 CPABHEHUIO
CO 3HAUEHUSIMU JAHHBIX MTOKA3aTeNel B MOCIEPOJOBON MEPUO.
VY XeHIKH, NoJy4yaBIIUX KOMOUHaIMIO JapyHaBup/putoHasup B 1o3e 800/100 mr 1 pa3 B cyTku
B TeUeHHUE 2-r0 TpuMecTpa OepeMeHHOoCTH, cpeane 3HAYCHHUS Cmax, AUC2sh 1 Cmin JapyHaBupa
OBLTH, COOTBETCTBEHHO, Ha 33 %, 31 % u 30 % HIXe M0 CPAaBHEHUIO CO 3HAYCHUSIMH JAHHBIX
nokasaresei B mociepoaoBoii nepuoa. Bo Bpems 3-ro tpumectpa 6epeMeHHOCTH Cmax, AUC24n 11
Cmin mapyHaBHpa OBLTH, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % HWXKE MO CpaBHEHHIO CO
3HAYEHUSIMU JAHHBIX MTOKA3aTeel B OCIEPOJOBOM EPUOL.

eTH
dapMaKOKMHETHKA JapyHaBUpPa B KOMOMHAIIMM C pUTOHABUPOM Oblila M3ydeHa y 74 nerei, paHee
MOJTy4aBIIUX JIEUEHUE, B Bo3pacte oT 6 10 17 nert, ¢ Maccoii Tena He MeHee 20 Kr. Y CTaHOBJIEHO,
YTO y TakuX JeTed Mpu NMPUMEHEHHUU JA03bl, MMO0J0O0paHHOM B 3aBUCHMOCTH OT MAacchl Tela,
napaMeTpsl papMaKOKHHETUKH CPaBHUMBI C TAKOBBIMU Y B3POCHBIX MAI[UEHTOB, MOTYYArOIINX
KoMOuHaimio qapyHasup/putonasup 600/100 mr 2 paza B CyTKu.
dapMaKOKMHETHKA JapyHaBUpa B KOMOMHAIIMY C pUTOHABUPOM Oblila u3ydeHa y 14 nerei, panee
MOJIy4aBUIUX JIEYEHHE, B BO3pacTe OT 3 10 6 yer, ¢ Maccoy tena ot 15 no 20 kr. YcraHOBIEHO,

4TO Yy TaKux JeTen npu IMPpUMCHCHUUN OO3bI, HOH06paHHOf/'I B 3aBHCHMMOCTH OT MaACChl T€la,
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napameTpbl (papMaKOKMHETHKHA CPaBHUMBI C TaKOBHMn-U 'BS'D])%J‘H; 'na%s

KoMOMHau0 napynasup/puroHasup 600/100 mr 2 paza B CyTKH.

dapMaKOKHHETHKA TapyHaBHpa B KOMOWHAIIUU C PUTOHABUPOM TP MPUMEHEHUH | pas B CyTKH
uzydanach y 12 nereil, paHee He MOJIy4aBIIMX JIEYCHUs INpenapaTaMu aHTHUPETPOBUPYCHOI
Tepanuu, B Bo3pacte oT 12 go 18 ner m maccou tena He meHee 40 kr. Ilpm nmpuéme y HuX
koMOuHamu fapyHaBup/putonaBup 800/100 mr 1 pa3 B CyTKH KOHIICHTpAIUsl JapyHaBHpa B
miasMe Oblla  COMOCTaBMMa C TaKOBOM Yy  B3POCHBIX, TPUHUMABIIUX KOMOWHAITHIO
napynasup/putonaBup 800/100 mr 1 pa3 B cytku. Takum oOpa3om, oJIHa M Ta K€ TO3UPOBKA,
npuMeHsiemass 1 pa3 B CyTKHM, MOKET OBITh HCIIOJIb30BaHA y MOJPOCTKOB, paHee MOTyYaBIINX
nedeHue, B Bozpacte oT 12 1o 18 net ¢ maccoit Tena He meHee 40 kr, 63 MyTaIui, CBSI3aHHBIX C
pe3ucTeHTHOCTRIO K napyHasupy (V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V
u L89V), yposuem PHK BUY-1 B mnazme <100000 komwuii/ma u yuciom kiaetok CD4+>100
Kk1eTok X 10811 1 y B3pocibIX.

dapMaKOKHHETHKA JTapyHAaBHpa B KOMOWHAIIMU C PUTOHABUPOM TP IMPUMEHEHUH | pa3 B CYyTKH
usyydanach y 10 nereil, panee nosiy4aBIlux JIEYEHHE, B Bo3pacTe oT 3 110 6 JeT, ¢ Maccoi Tesa OT
14 no 20 xr. Ilpum umcnosb30BaHWUU TMOAOOpPAaHHOMW IO Macce Teja JO3MPOBKH HaOIIOJaach
KOHIIEHTpallusl JapyHaBHpa B IUIa3Me, CpaBHHMas C TaKOBOM Y B3pOCIHBIX, MOJTYYaBIIMX
koMOWHamm© napyHaBup/purtorasup 800/100 mr 1 pa3 B cyrku. Kpome Ttoro, mpu
MOJICIIMPOBAHUH M CHUMYJIALUU (DapMaKOKMHETHKH AapyHaBupa y nereid oT 3 mo 18 mer Obuia
MOJATBEPXK/IEHA KOHIIGHTpaIlMsl JapyHaBHpa B IUIa3Me, HaOmomaeMass B KIMHHUYECKHX
UCCIIEIOBAHMSX; OBUIM  TaKKe€  YCTAHOBJIGHBI  CXEMbl  JO3UPOBAaHUS  KOMOWHAIUU
JIapyHaBUp/puTOHaBUp | pa3 B CyTKM Ha OCHOBE MAcCChI Teja ISl ICTe C Maccoil Tena He MeHee
15 kr, KoTopble MOJyYyadd WIM HE MOJydalu Ipernaparbl aHTUPETPOBUPYCHOW Tepamuu, Oe3
MyTalluid, CBI3aHHBIX C pe3UCTeHTHOCTHIO K napyHaBupy (V111 V321, L33F, 147V, I50V, 154M,
I54L, T74P, L76V, 184V u L89V), ¢ ypouem PHK BUY-1 B mmazme <100,000 xomuit/ma u

yucsioM kiaerok CD4+>100 kinerox x 109/

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHBIX BeIIECTB
Aapo

I'unpono3a HU3KO3aMeIeHHAs

[Tonmucopbat 80

Kpocnosuon

Kpemuus 1MOKCHI KOJITTOWAHBIN
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. inoc OBA HOCTE Q003
KoMImo3uTHbIN HaMoOMHUTENIb (B COCTaB BXOJS1 MI/IKDOI&QI/I’CTJ]EH‘Q’I’E%‘KaE%HIOJTO a, KpEMHUs

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JMOKCHUJ] KOJUTOUTHBIN, KapOOKCUMETHIIKpaxMail HaTpusi, creapui pymapaT HaTpus)

[1nenouyHas 000JI0YKa

['mnpomennosa ES

Kpacurenp xene3a OKCUT AKEAThII
Makxkporoiu 6000

Tanpk

Twutana quokcug

6.2. HecoBMecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

4 rona.

6.4. OcoOble MepbI NPEJOCTOPOKHOCTH NPH XPAHEHHU U

XpaHUTh B OPUTHHAIBHOMN YIIaKOBKE MPOU3BOIUTENS MIPH TeMIieparype He Boiie 25°C.

6.5. XapakTep u coep:xkaHue NePBUYHON YIAKOBKHU

ITo 10 TabneToK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY U3 INICHKH NOJMBUHUIXIOPUIHON U (OIBIU
AJIOMUHHUEBOM NI€YaTHOM JTAaKUPOBAHHOM.

ITo 30, 60, 100, 120, 240, 360, 480 TabneTok B OaHKY MOJMMEPHYIO M3 MOJMUITUIIEHA HU3KOTO
JIABJICHUS C KPBIILIKOM HATATMBAEMON C KOHTPOJIEM NEPBOTo BCKPbITHs. CBOOOHOE MPOCTPAHCTBO
MOJET OBbITh 3allOJJHEHO BaTOM MenuuuHcKkod. Ha GaHKM HakiIeWBalOT STHUKETKH W3 Oymaru
TUKETOYHOW MJIM U3 MOJIMMEPHBIX MaTepUaJIOB, CAMOKJIESAIUECS.

ITo 3, 6 wim 10 KOHTYpHBIX SYEHKOBBIX YMaKOBOK BMECTE€ C MHCTPYKIHUEH MO MPUMEHEHMIO
MOMEIIAIOT B MAyKy M3 KapTOHa AJis MOTpeOuTeNnbckol Tapel. Ha mauky MoKeT HakjieuBaThCs
CaMOKJIESIIasiCsl STHUKETKAa ¢ MapKUPOBKOM M3 OyMaru STHKETOYHOM WM THHCYel, Wi u3
MOJIMMEPHBIX MaTEPUAJIOB.

[To 1 Ganke BMecTe ¢ MHCTPYKLHMEH MO MPUMEHEHHMIO MOMEIIAIOT B MayKy W3 KapTOHA JUIs
norpedburensckoil Tapsl. Ha mauky MoOKeT HakJIeWBaTbCs CaMOKIIEANIasicsli OSTUKETKa C

MapKHpOBKOﬁ us3 6YMaFI/I 3TUKETOYHON WU HHCqCﬁ, HJIKM U3 MMOJIMMCPHBIX MAaTCPUAJIOB.
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(MQCHAENCBATEMNEHOC TH 0003
6.6. OcoOble Mepbl NPeIOCTOPOKHOCT pu nvane‘nmr CIOIL30BAHHOIO

JIEKAPCTBCHHOI'0 npemnaparta HJIN 0TX0/10B, MOJIYYC€HHBIX mocJjie NMPUMECHECHUSA
JIEKAPCTBCHHOI'O IIpennaparTra v Ipyru€ MaHUMyJasiiuu € nmpemaparom

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHUSA
Poccniickas @enepanvs

000 «®DapmacunTe3-TIOMEHb

625059, Tromenckas 00:1., . Tromens, TpakT Benmxanckuit 7 km, 1. 2
Ten.: +7 (3452) 69-45-10

Anpec snekTpoHHOM nouThl: info-pst@pharmasyntez.com

7.1. IlpeacTaBUTENb A€PsKATE/IsI PETHCTPALMOHHOTO Y10CTOBEPEHUsI

[IpereH3un HOTDG6I/ITCJICI71 CJICAYCT HAITpaBJIATh 11O aJAPECY.

Poccniickas @enepanus

000 «PapmacunTe3-TrOMEHBY

625059, Tromenckas 006:1., . TromeHb, TpakT Benmxanckuit 7 km, 1. 2
Ten.: 8-800-100-15-50

Anpec snekTpoHHO# nouThl: info-pst@pharmasyntez.com

8. HOMEP PETUCTPAIMOHHOTI'O YIOCTOBEPEHUA

9. TATA NEPBUYHOH PEI'MCTPAIIMM (IIOJATBEPXKJIEHHS PETUCTPAIIUH,
INEPEPETUCTPAIIN)

[lara nepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA

OO61as XxapakTeprucTUKa JIEKapCTBEHHOT 0 Mpenapara JlapyHaBup qocTynHa Ha ”HGOPMalMOHHOM

nopraje EBpa3HﬁCKOTO 9KOHOMHUYECCKOIo COor3a B I/IH(I)OpMaI_II/IOHHO-KOMMyHHKElLIHOHHOfI CETU

«WuTepuer» https://eec.eaeunion.org/.
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