COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 27.05.2024 N2 10319
OBLUAS XAPAKTEPHCTHKA JIEKAPCTBEHHOFQTTPERAPATA 0002)

1. HAMMEHOBAHMHME JIEKAPCTBEHHOI'O IIPEITAPATA

Bupnana, 800 mr, TabieTKH, MOKPBITHIC MNICHOYHOW 000JIOYKOM.

2.  KAYECTBEHHBIN U KOJTUYECTBEHHBI COCTAB
JleficTBy1olI€e BEIECTBO: JapyHABHP.
Kaxnas Tabnerka, moKpbITast IICHOYHON 000510uK0il, conepkut 800 Mr napyHaBupa.

[TonHbIl IepeyeHb BCIIOMOTaTeIbHbIX BEIIECTB IPUBEIICH B pazjene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTK, MOKPHITHIE INICHOYHOW 000I0YKOM.

TabneTku oBanbHOM (OPMBI, JIBOSKOBBIMYKIIbIE, MOKPHIThIE IUIGHOYHOH OOOJOYKON OT
KOPUYHEBATO-KPACHOTO 10 KPACHOBATO-KOPUYHEBOT'O I[BETA, C PUCKOM HA OJHON CTOpPOHE U
TPaBUPOBKOM «f» Ha IPYyroil CTOPOHE.

Jlunus paznoma (pucka) He MpeTHa3HAYCHA JIIsl pa3JIaMbIBaHUs TAOIETKH.

4.  KIMHHUYECKHUE JAHHBIE

4.1. Tloka3aHusI K NPUMEHEHHUIO

[Ipenapar BupHana mnoka3aH K IPUMEHEHHUIO Y B3POCIbIX NAIMEHTOB crapuie 18 njer ans
nedyeHuss BUY-undexnum (B KOMOMHAIMM C HU3KOW JI030H pPUTOHaBUpA U JAPYTUMHU
AHTUPETPOBUPYCHBIMU INpenapaTaMu).

4.2. PeuM 103MPOBAHMSA U CIIOCOO NMPUMEHEHUS

JlapyHaBup 10JKE€H Ha3HauaThCs BpadyamH, UMeroIMMHU onbIT jgedeHuss BUY-ungexunu. I[locne
Hayaja Tepanuy AapyHaBHUpPOM MAlMEHThl HE JOJDKHBI U3MEHATH WM MpPEeKpallath Tepanuio 0e3
KOHCYJIBTALMM C JIEYAIIUM BPayOM.

PexxuM 103upOBaHus

JapyHaBup Bcerga ciaeayeT Ha3HayaTh C HU3KOM 1030 PUTOHABUpA B KayeCTBE CPEICTBA,
YIIYYIIAOIIETO ero (papMaKOKMHETUUECKHE XapaKTEPUCTUKH, a TAKKE B KOMOWHAIIUU C IPYTUMU
AHTUPETPOBUPYCHBIMH TpernapaTaMu. BO3MOXXHOCTh Ha3HA4YCHHs] PUTOHABUpPA [IOJDKHA OBITh
paccMOTpeHa 10 Hayala Tepalud JapyHaBHpoM/puToHaBUpoM. [losromy mnepen Hadaiom
Tepanuu JapyHaBUPOM HEOOXOJIMMO O3HAKOMMTBHCSA € 00IIEH XapaKTepUCTUKON JIEKapCTBEHHOTO
npemnapara putoHaBupa. [locne Havana Tepanuu napyHaBUPOM MALMEHTHI HE JOJIKHBI H3MEHSTh
WM TIPEKpaIiaTh Tepanuio 6e3 KOHCYIbTAINH C JICYalllUM BPavuoM.

Bspocnvie

‘ HaL[I/IeHTBI, paHeceC HC ‘ HaLII/IeHTLI, paHecC NOJTyd1aBIINC I/IHFI/I6I/ITOpH IMPOTCA3bI ‘
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HOJIy4YaBUINE HHTHOUTOPBI HE UMCIOIIHe My Tallplid; "~ [ H [ AMCIMHS, Ho KPRUHEH Mepe
IMpOTECa3bI BBI3BIBATOIIINX 1 MYyTannto, BbI3bIBATOTyTO
PE3UCTEHTHOCTE K PE3UCTEHTHOCTD K
napyHaBHpY* (¢ MJIa3MEHHBIM JlapyHaBUpY™

ypoBHem PHK B1U-1
< 100000 xomwmii/Mi1 u

xonnuectBoM CD4+ kieTok
> 100x10%1)

800 mr 1 pa3 B cyTku B 800 mr 1 pa3 B cyTku B 600 mr 2 pa3a B CyTKHU B
komOuHamu co 100 mr koMmOuHarmu co 100 mr koMmOuHarmu co 100 mr
pUTOHABHPA, BO BPEMSI €J1bI pUTOHABUPA, BO BPEMS €]IbI pUTOHABHPA, BO BPEMSI €JIbI

*MyTanuu, BBI3BIBAIOIIUE PE3UCTEHTHOCTh K mapyHaBupy: V11, V321, L33F, 147V, 150V, 154M, 154L, T74P,
L76V, 184V u L89V.

JUis manuMeHToB, paHee MONYyYaBIIMX WHTUOMTOPHI IMPOTEas3bl, PEKOMEH]YETCSl MPOBEICHHE
TCHOTUIIMYCCKUX aHAJIN30B.

HpI/I HCBO3MOXHOCTH IIPOBCACHHA TI'CHOTUIIMYCCKUX AHAJIMU30B, IIAIMUCHTAM, pPaHCC HC
MoJIy4aBIINM I/IHFI/I6I/ITOpLI IIpOTCa3khl, PCKOMCHIAYCTCS IIPpUHUMATDb KOM6I/IH8.L[I/IIO
napyHaBup/putonaBup 1 pa3 B cyrkum 800 mr/100 mr, a mamweHTaMm, paHee IOJyYaBIIAM
WHTHOUTOPHI MMPOTEA3bl, PEKOMEHIYETCS IPUHUMATh KOMOWHAITUIO JapyHABUP/PUTOHABHD 2 pa3a
B cyTku 600 mr/100 wmr.

HDOI’ZVCK npuema KOMOUHAQYUU OCZDVHCZGMD/DMI’}’IOHCZBMD

[Tocne Hayana Tepanuu npenapatoM BupHana nmanueHTsl HE JOJDKHBI IIPOIYCKaTh O4YepeaHON
IpUeM Ipernapara, a TakyKe U3MEHSITh WM MPeKpaaTh Tepanuio 0e3 KOHCYIbTAUH C JIeYaluM
BpauoM. JlaHHBIE pPEKOMEHJAIMM OCHOBaHbl Ha IE€pPHOJAE IOJYBBIBEJCHHUS JapyHaBHpa B
IIPUCYTCTBUM PUTOHAaBHpAa U YCTAHOBJIEHHOM PEXHMME IpHEMa Ipenapara depe3 Kaxable 24
yaca. B ciywae, ecnu mpuem KOMOMHaIMM JapyHaBUpP/pUTOHABHp Ha3zHaueH | pa3 B CYTKU U
ONO3JJaHME B IIPUEME COCTaBHJIO MeHee 12 4acoB, MPOMYHICHHYIO 03y CIEAYyeT KaK MOXHO
CKOpee MpHUHATh BMECTE C MUIIEH W BO30OHOBUTH OOBIYHBIA pPEXHMM JO3MPOBAHUS; €CIHU
OMO3/]aHHEe B IpHEeMEe cocTaBWwiIo Oosiee 12 yacoB, TO MPOMYLICHHYIO 103y NpPUHUMATh HE
clefyeT, W CIeAylollas J03a IpUHUMAeTcs B OObIYHOE BpeMms. JlaHHBIE peKOMEHAALUu
OCHOBaHbI Ha 15-yacoBOM mepuo/ie MOTYBBIBEACHHS JapyHaBUpa B MPUCYTCTBUM PUTOHABUPA U
YCTaHOBJIEHHOM peXHME IpHeMa Ipernapara dyepe3 Kaxzasle 12 gacos. B ciywae, ecin npuem
KOMOUMHAIMY JapyHaBUP/PUTOHABUP Ha3HAUYEH 2 pa3a B CyTKHU U ONO3JJaHHE B IIPUEME COCTABUIIO
MeHee 6 4acoB, MPOMYUIEHHYIO /103y CIEAyeT KaK MOKHO CKOpee NMPUHSATh BMECTE C MUIIEH U
BO300HOBUTH OOBIYHBIM PEKUM JI03UPOBAHMS; €CIM ONO3JaHHE B MpPHEME COCTaBUIIO Oojee 6
4acoB, NPOMYUICHHYIO 03y NPUHMMATh HE CIEAYeT, W CIEAyIoIlas [103a IPUHUMAETCS B
0OBIYHOE BpeMs.

Oco0ble TPVIIILI TAIUEHTOB

HauueHmbz NOJ2HCUTIOC0 803pacma
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Wudopmanus no NPUMEHEHHIO Y MOXKWIBIX WAalMEHTOR (OrppEAveHa. T Hopnomy RoMOupaums

JapyHaBUP/pUTOHABUP JOJDKHA TPUMEHSATBCA C OCTOPOXKHOCTBIO Y TMAalMEHTOB JaHHOU
BO3pacTHOM Tpymibl (cM. paznensl 4.4 u 5.2).
Tayuenmoi ¢ Hapywenuem yHKyuu novex
Y mnanueHtoB C HapylmleHUusMH (YHKIUM TIOYEK HW3MEHEHHE J03 B KOMOWHAIuu
JlapyHaBUp/pUTOHABHD HE TpeOyeTcs (cM. pazaensl 4.4 u 5.2).
THayuenmoi ¢ HapywieHuem QYHKYuU neveHu
VY manueHToB ¢ JETKUM WJIHM CpeAHEH CTENeHU HapylleHueM (yHKUMU rnedyeHu (kiaacc A u B mo
Yaiina-I1p10) Koppekiuu 1036l HE TpeOdyeTrcs, 0HAKO HEOOXOAMMO COOI0JaTh OCTOPOKHOCTH
Ipy MPUMEHEHUH KOMOWHALIMU AapyHABUP/PUTOHABHP Yy AITHX NalueHtoB. Mudopmanus mno
NPUMEHEHHI0O KOMOWHUPOBAHHOHN Tepanuu JapyHaBUP/PUTOHABHP TPHU TKEIBIX HAPYHICHUIX
(GYHKIMU TI€YEHH OTCYTCTBYET; CIEIOBATEIbHO, NaTh CHEIH(PHUECKHE PEKOMEHAAIUN 10
JIO3UPOBAHUIO HE MPEJCTABISIETCS BO3MOXKHBIM. [IpreM komMOWHAIMU TapyHAaBUP/PUTOHABUD Y
MNAlMEHTOB C TsDKEJIOW TMeYeHOYHoW HemocrtatouHocTthio (kimacc C  mo  Yainn-Ilbro)
MpoTHUBOIOKa3aH (cM. pazaensl 4.3, 4.4 u 5.2).
bepemennocmuv u nocrepodosoii nepuoo
He TpeOyercs xoppekiuu 103bl KOMOWHAIMHM JapyHABUP/PUTOHABUP Yy MAIMEHTOB BO BpEMs
OepeMeHHOCTH W B TMOClIepogoBod mepuos. Heobxoaumo coOdr0AaTh OCTOPOKHOCTH Y
MAIMEHTOB, OJHOBPEMEHHO NPUHUMAIONIUX IMpenaparbl, KOTOpble MOTYT yMEHBIIATh
KOHIICHTPAIIMIO JIapyHaBUpPa B TU1a3Me KpoBH (cM. pasznaensl 4.4, 4.6 u 5.2).

eTn
JapyHaBup He cieayeT Ha3zHaudaTh AeTsaM oT 0 mo 18 yer B naHHOM JekapcTBeHHOH (opme B
CBSI3U C HEBO3MOYKHOCTBIO 00ECIIEUUTh PEXHUM JO3UPOBAHUS.

Criocob nmpuMeHeHu s

Baytps. [lanmeHTHl MOMKHBI OBITH MPOMHCTPYKTHPOBAHBI O TpHEMe Mpernapara BupHama c
HU3KO 10301 puTOHaBUpa He no3aHee 30 MUHYT MOCIie 3aBepUIeHUs e/1bl. TUIl MUK He BIUSET
Ha abcopOIuIo 1apyHaBHpa.
4.3. TIpoTHBOMOKA3aHUSA

e [ 'unepuyBCTBUTENBHOCTh K JapyHaBUPY WM K JIIOOOMY M3 BCIIOMOTaTeNbHBIX BEIIECTB,
IIEPEYNCIICHHBIX B paszzaene 6.1.

e OpHOBpeMeHHBI TpueM TnpenapaTa BupHaga M puUTOHaBHpa B HU3KHX J03aX C
npenapaTtamMi, KIUPEHC KOTOPBIX TPEHMYIIECTBEHHO OIpeaessieTcss n30(hepMeHTOM
nutoxpoma P450 CYP3A4, u noBbllIeHNE KOHIIEHTPAMU KOTOPBIX B IJIA3ME COIPSIKEHO
C BO3HMKHOBEHHEM CEPhE3HBIX W/HIIM YTPOXKAIOUINX JKU3HU MOOOYHBIX (P PeKToB (Y3KHii
TepaneBTHUECKUI auana3on). K TakuMm mpemnaparam OTHOCSATCS acTeMH30JI, andy303uH,

KOJIXUUUH (y TalMeHTOB C TOYEYHOHM WM TEeYEHOYHOW HEI0CTaTOYHOCTbHIO),
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JAMOKCEeTUH, CHiieHapun (IPUMEHAIO[UMIACS JPIs) TEPAIAVE ATEFQYHOM ) @PTEPAMTEHON

runepTeH3un), apaHadwui, TepdeHanuH, wMuAazonaMm (mepopaigbHO), HAIOKCETO,
TpHazojaM, LU3aNpui, NUMO3MJ, Jypa3uJOH, PpaHOJIa3UH, CEPTUHAOJN, KBETHAIIUH,
npenaparsl, COJAEpKAllMe alKaJlOUuIbl CHOPBIHBM (3ProTaMHH, AUTHUAPOIPrOTAMUH,
9ProMeTpUH M METUIIPrOMETPHUH), MBaOpaJMH, KOMOMHALUS JIONHMHABUP/PUTOHABUP,
aMHOJApOH, Oenpuani, IpOoHEeNapoH, KOMOMHALUs TIpa3onpeBUp/3710acBUpP, XUHUIMH,
CUMBACTaTHH, JIOBAaCTaTWUH, AaOuUrarpaH, TUKarpeyiop, JOMUTanuj (CM. TakXe paszei
4.5).

e [Ilpu nmpumeHenuu npenapara BupHajga u puTOHaBUpa B HU3KUX J/1033aX NAIL[UEHTHl HE
JIOJDKHBI OHOBPEMEHHO MPUMEHSTH INpernaparbl, coAepkalue pu(aMIuifH, a Takxe
npenaparbl, COJACpXAaIlUe OSKCTPAaKT 3Bepo0osi  mpoabipsieiaeHHoro  (Hypericum
perforatum), mOCKoONbKY OJHOBPEMEHHOE MPUMEHEHHUE MOXKET HNPUBECTH K MOHMKCHHIO
KOHIIEHTpAlluu JAapyHaBHpa U PUTOHABUpPA B IIa3M€. JTO MOXKET NPUBECTU K MOTEpe
TEpaneBTHUECKOTO AP PEeKTa U Pa3BUTUIO PE3UCTEHTHOCTH (CM. pasaen 4.5).

Tspxenas neueHouyHas HepocTaToyHOCTh (Kiace C o Yaitna-11s10).
4.4. Oco0Oble ykazaHusi 4 Mepbl MPeI0CTOPOKHOCTH M0 IPUMEHEHUI0
[TatmenTOB HEOOXOAMMO MPOWH(GOPMHUPOBATH O TOM, YTO COBPEMEHHBIE AHTHPETPOBHPYCHBIC
npenapatsl He usneuuBaoT BUU-undexnuto u He npenorspamatoT nepegaay BUY, B Tom uncne
nojoBbiM  nmyreMm. Ilammentam  crnenyeTr  pa3bsCHUTh — HEOOXOAMMOCTh — COOJIOACHUSA
COOTBETCTBYIOLIUX MEp IPEAOCTOPOKHOCTH.
Ha ¢one tepanuu npenaparom BupHaga HeoOXOIUMO NPOBOIUTH PETYISAPHYIO OLIEHKY
BHUPYCOJIOTUYECKOTO OTBETa. B cilyyae OTCYTCTBUS WM IOTEPU BUPYCOJIOTMYECKOTO OTBETA
HE00XO0/IMMO MTPOBECTH UCCIIEI0BAaHUE Ha HATMYUE PE3UCTEHTHOCTH.
JlapyHaBUp NpPEUMYILIECTBEHHO CBS3bIBAeTCA C anb(a-1-KUCIBIM TIMKOINPOTEHMHOM ILIa3MBbl.
CreneHb CBA3BIBAaHUS 3aBUCUT OT KOHIIEHTPAIIMU CBOOOTHOTO aib(a-1-Kucaoro raukonpoTenHa.
TakuM 00pa3oM, HENb3sl UCKIKOYATh BIMSHHE IpernaparoB ¢ OOJIBIIMM CPOACTBOM K aibga-1-
KHCJIOMY TJIMKONIPOTENHY IJ1a3Mbl Ha KOHIIEHTpALKI0 CBOOOIHOTO JapyHaBupa (cM. paszen 4.5).

[TanuenThl, paHee TONYYABIINE JICUCHUE — IPUEM Ipemapara 1 pa3 B CYTKU

Kom0Ounanust napyHaBUp/pUTOHABUp HE JIOJDKHA MPUMEHSTHCS € 4acTOoTOl 1 pa3 B CyTkH y
MAIMEeHTOB, paHee IMOJyYaBIINX MHTHOUTOPHI MPOTea3bl U UMEIOIINX, 110 KpallHeH Mepe, OJHY
MYTaIlHI0, BRI3BIBAIONIYO pe3UCTeHTHOCTD K napyHasupy (V111, V321, L33F, 147V, 150V, 154M,
I154L, T74P, L76V, 184V u L89V) wm c¢ mmasmenHsiM ypoBHem PHK BHUU-1
> 100000 kommii/mi u konuuectBom CD4+ kierok < 100 x 10%/1 (cm. paznen 4.2).

[Tpumenenre kKoMOWHAIUU JapyHaBUP/PUTOHABHP COBMECTHO C ONTHMHU3MPOBAHHOW 0a30BOI
tepanuen (OBT), Brmouaromet 2 u 6onee npemapara kinacca HUOT, He u3ydanoch y Takux

MaluCHTOB. I[aHHLIC O NPUMCHCHUHN Yy IMAIIUCHTOB C BHNY-1 APyrux rpyuii, 3a UCKIHUYCHUCM
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rpynnsl B, orpanndens! (cM. paszen 5.1). (MOCNENOBATENLHOCTL 0002)

bepemeHHOCTD

[Ipemapar BupHana ciexyeT IpUMEHSATH BO BpeMsi OEPEeMEHHOCTH TOJBKO B TOM CIIydae, eCIH
MOTEHIIMATbHAS MMOJIh3a TPEBHIIIACT BO3MOXKHBIN pUCK. CIeayeT ¢ OCTOPOKHOCTBIO MPUMEHSITh
npernapaThl, KOTOPbIE MOTYT NMPUBECTH K CHIDKECHHIO KOHIICHTPAIlUU JapyHaBUpa Yy OEpeMEHHBIX
(cm. paznensr 4.5 1 5.2).

[TanmeHThI OYKMJIOTo BO3pacTa

WNudopmanus o neueHnr KoMOMHAIMEH TapyHaBUP/pUTOHABUD MAIIMEHTOB B Bo3pacrte 65 neT u
cTapiie BeCbMa OrpaHHYCHa, HEOOXOIUMO COOJIIOAATH OCTOPOXKHOCTH IPH JICYEHHH TAKHUX
NalMEeHTOB MpernaparoM BupHana, MOCKOIBKY Y HUX Yalle BCTpeyaeTcsl AMCHYHKIMS TeUeHU, U
OHHU Yalle CTPAJAIOT COMYTCTBYIOIMIMMHU 3a00JIEBaHUSMHU WJIM MPUHUMAIOT KOMOWHUPOBAHHYIO
TEeparuio.

IIpuemM ¢ pUTOHABUPOM

JapyHaBup Bcerjga ciaeAyeT Ha3HadyaTb C HU3KOW /10301 PUTOHABUpPA B KAa4eCTBE CPEJNICTBA,
yIy4IIAoNIero ero (apMakOKHHETHYECKHE XapaKTePUCTHKH, a TAK)KE B KOMOMHAIIUU C IPYTUMHU
AHTUPETPOBUPYCHBIMU TIpernapatamMu (cM. pazaen 5.2). Ilosromy mepen HayajioM Tepanuu
JapyHaBUPOM HEOOXOJUMO O3HAKOMHUTBCS C OOIIeld XapaKTepUCTHKON JIeKapCTBEHHOTO
mpernapata puToHaBHpa. AOCONIOTHas OMOJOCTYMHOCTh ToOcie pazoBoro mnpuema 600 mr
JapyHaBHpa cocraBwia npumepHo 37 % W yBenuuwiach npuMmepHo 10 82 % mocne npuema
napyHaBupa B komOmHanuu co 100 Mr putoHaBupa aBa pasa B cyTku. Cymmapusbii ¢ dexrt
yiy4dieHus: papMakOKMHETUKH JapyHaBHpa pUTOHABUPOM BbIpA3HJIICS MPUMEPHO B 14-KpaTHOM
YBEJIMUEHUHU KOHIEHTPALMU JapyHaBHpa B IUIa3Me IOCIIE IPUEMa OJHOMW JI03bl 3TOTO Ipenapara
(600 mr) B komO6uHanuu co 100 Mr putoHaBupa ABa pa3a B cyTku. Takum oOpa3oM, mpenapat
Bupnana HeoOxoaumMo TpUHUMATh TOJBKO B KOMOWHAIIMM C HU3KOM J030M pUTOHABUpA B
KauecTBe (hapMaKOKMHETHYeCKOoro ycunurtens. [loBblleHre yka3aHHOM /103bI PUTOHABUpa HE
IIPUBOJUT K 3HAYMMOMY YBEIMUYEHUIO KOHIEHTpALUMM JapyHaBHpa B IJIa3Me, U MO3TOMY 03y
PUTOHABHpa HE PEKOMEH/IyETCsl IOBBILIATD.

KoXHBIe peakliny TSHKEI0U CTENEH!

V¥ 0,4 % nanueHToB Mpu MpueMe JapyHaBupa ObUTH 3a)UKCUPOBAHBI KOXKHBIC PEAKIIMH TSKEION
CTETEHU, KOTOpble MOTYT COIpPOBOXKIATHCA JUXOPAAKOW HW/WIM YBEJIWYEHHEM aKTUBHOCTH
neuyeHouHbIX TpaHcamuHa3. DRESS cunapom (jiexkapcTBeHHast Chillb € 303MHOQHINEH H
CHCTEMHBIMU TIPOSIBJICHUSIMU) U cuHIpoM CtuBeHca-/[xoHcona ¢pukcuponaics peako (< 0,1 %).
B moctperucTpanioHHOM TMEpHo/e COOOIANIOCh O Pa3BUTHU TOKCHYECKOTO SIHUACPMAaTIHLHOTO
HEKPOJIM3a U OCTPOr0 T€HEPAIM30BaHHOTO HK3aHTEMATO3HOro myctynesa. [Ipy BOZHUKHOBEHUU
NPU3HAKOB MM CUMIITOMOB KOXKHBIX PEAKIUN TSXKEIOW CTeNeHH (ChIIb TSKEJIOro TeUSHUs WU

CBITIb, COMTPOBOXKIaeMast TUXOPATKOM, OOIITUM HEIOMOTaHUEM, YCTaJIOCThIO, OOJISIMU B MBIIIIIIAX
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WM CYCTaBaX, BOJJIBIPSAMH, MOPaXEHUAMH DPATOBOHM IIPFIOCTHE KOHBIOHKTRBHTOM, LI SIATHTOM

MY OTUETY

W/unu 303UHOGUIIMEH U Ip.) MpUeM JapyHaBHpa HEOOXOIUMO HEMEIJICHHO TPEKPATUTh.

Ceinp yaie HaOJro/1anach y MAalMeHTOB, PaHEe MOJYYaBIINX aHTUPETPOBHPYCHYIO TEPAIUIO U
NPUHUMAIOIIUX OJHOBPEMEHHO pAITErpaBUp M KOMOMHAIMIO JapyHaBUP/PUTOHABUD IO
CpPaBHEHHIO C TAlMECHTAMH, IOJIyYaBIIMMHU IO OTIEIBHOCTH PAITETPaBUP WIA KOMOWHAIIUIO
JlapyHaBUP/pPUTOHABUD.

HapynaBup copepxuT cynb(oHamugHyio rpymmy. [IpuMeHneHue napyHaBHpa NMalMEHTaMU C
aysieprueii Ha Cyab(pOHAMUIBI TOHKHO MPOU3BOAUTHCS C OCTOPOKHOCTHIO.

IlanMeHTHl ¢ CONYTCTBYIONIMMU 3a00/1€BaAHUSIMHU

Tlayuenmsi ¢ 3a001e6aHUAMU NeYeHU

JlaHHbIE TIO TPUMEHEHUI0 KOMOWHALIMM JApyHABUP/PUTOHABUD Yy NAIMEHTOB C TSKEIBIM
HapymeHneM (QYHKIWW TI€YeHH OTCYTCTBYIOT; CII€JOBaTEIIbHO, JaTh CIeHUu(pUIECKUe
PEKOMEHJIAlMK 10 JO3UPOBAHUIO HE MpEICTaBiIsieTcs BO3MOXKHBIM. [Ipuem komOuHanuu
JapyHaBUP/pUTOHABHP  NPOTHUBOMOKA3aH y  MalMEHTOB C  TSHKENOM  MEeYeHOYHOU
HenoctatroyHocThio (kiacc C mo Yaina-IIpto). OcHOBBIBasiCh HAa JaHHBIX, YTO CTaOWJIbHBIC
(apMaKOKMHETUYECKHE MapaMeTphl MpU MPUMEHEHWH JApyHABHUpa y TMAIMEHTOB C JIETKUM U
YMEpEHHOU cTeneHu HapylienueM QyHkiun nedenu (kaacc A u B mo Yainn-I1st0) cpaBHUMBI €
napaMeTpaMH y 3I0pOBBIX JIHI[, KOPPEKIMH JI03bI MAlMEHTaM C JIETKUM U YMEPEHHOW CTerneHU
HapylieHneM QyHkiuu nedenu (knacc A u B mo Yaiing-I1si0) He TpebyeTcs, olHAKO claeayeT ¢
OCTOPOYKHOCTBIO TPHUMEHSATh KOMOWHAIMIO NAapyHABHP/PUTOHABHP y OSTUX IALMUEHTOB (CM.
paznensi 4.2, 4.3 u 5.2).

I'enamomokcuunocmws

[Ipy npuMeHeHWH KOMOWHAIMU JapyHaBUP/PUTOHABHDP BO3MOXKHO pa3BUTHE TeMaTUTA,
BBI3BAaHHOTO IPHUMEHEHHEM JIEKapCTBEHHBIX TMpenapaTroB (HAIpHMeEp, OCTPHIA TemaTHT,
HUTONMUTUYECKUI rematut). [emarur HaOmiomancs y 0,5 % TanMeHTOB, MOTYYarOIIUX
KOMOMHHPOBAHHYIO TEPAIUIO JapyHABUP/PUTOHABUP. Y MALMEHTOB C HAPYIICHUSMH (YHKITUH
MEYEeHU, B T.4. C XPOHUYECKUM aKTUBHBIM rematutoM B umm C, uMeeTcsl MOBBIIMIEHHBIH PHCK
Pa3BUTHUS TSXKENBIX MTOOOUYHBIX 3P (HEKTOB CO CTOPOHBI IEUEHH.

Heo6xoauMo mpoBOUTE MOHHTOPUHT COOTBETCTBYIOIIMX JIA0OPATOPHBIX IOKa3aTele mepen
Ha3HAYeHHEM KOMOMHHPOBAHHOW Tepanuy JapyHAaBUP/PUTOHABUP U BO BpeMs JICUCHHUS.
Crnenyer paccMOTpeTh BO3MOXKHOCTh KOHTpOJs yBenudeHus axktuBHoctH ACT/AJIT 'y
MAIMEHTOB ¢ XPOHMYECKUM TeMaTUTOM, IIUPPO30OM WM Y TTAMEHTOB, Y KOTOPHIX HAOII0IAIach
MOBBIINIEHHAsT aKTUBHOCTh TPaHCAMHHA3 TIEpe HA4YalloOM TEparnud W, OCOOCHHO, B TEYCHHE
MEPBBIX HECKOJIBKUX MeECSIIEB KOMOMHHUPOBAHHOM Tepanuu KOMOHWHAaIHen
JTapyHaBUDP/pUTOHABHDP.

B cnyuae obHapykeHuss HapyumieHUH (YHKUMU MEYEHW WIM YXYAIIEHUS UX TKECTH (B T.U.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 27.05.2024 N2 10319
KJIMHAYECKA 3HAYMMOE YBEIMYEHHE AKTUBHOCTH «IEAGHOTHBI ROEIMEHTOB CH/MIN T4KuX

CUMIITOMOB, KAaK yCTaJIOCTh, QAHOPEKCHUsS, TOIIHOTA, KEITyXa, MO4Ya TEMHOrO IIBETa,
0O0JIE3HEHHOCTh TPHU MAJBIIAMKA MIEYEHHU, FeNaTOMEraaus) CleayeT PacCMOTPETh BO3MOXKHOCTh
MPEPBHIBAHMSI UM OTMEHBI TEPAUKA KOMOMHAIIMEH JapyHABUP/PUTOHABHD.

Ilayuenmsi ¢ 3a001e6aHUAMU NOYEK

[Toukn WrparoT HE3HAYUTEIBHYIO POJIb B KIUPEHCE JapyHaBHpa, U MO3TOMY Y IALMEHTOB C
3200JIeBaHUSIMH TTOYEK OOIIMIA KIMPEHC JapyHaBHpa MPAKTHUECKH HE YMEHbIaeTcs. JlapyHaBup
U PUTOHABHP OO0JIAAIOT BBICOKOW CTETNICHBIO CBSI3BIBAHMS C O€JIKaMU IUIA3MbBI, U TOITOMY
reMOJIMAIIN3 WINA MEPUTOHEAIbHBIN JUAIN3 HE UTPAIOT CYIIECTBEHHON POJIM B BBIBEJCHUM 3THUX
rpenaparoB U3 opranusma (cMm. pazaeinsl 4.2 u 5.2).

THayuenmsi ¢ cemoghunueti

NmeroTcst cooOmieHus 00 yCHIICHUH KPOBOTEUCHMIA, BKITIOUAsl CIIOHTAHHBIE KOXKHBIE T€MAaTOMBI U
reMapTpo3, y MalMeHTOB ¢ remModuineid thuma A u B, jeuyeHHBIX MHTHOUTOpPAMHU MPOTEA3bI.
HekoTtopsie U3 3THX manueHTOB monydanu ¢akrop cBepTbiBaHus kpoBu VIII. Bonee yem B
MIOJIOBHMHE OITMCAHHBIX CITydaeB JIeYeHUEe HHIMONTOPaMHU IPOTeasbl MPOJODKAIOCH 0e3 mepephiBa
WM BO30OHOBJISJIOCH I1OCJIE BPEMEHHOM MPUOCTaHOBKU. BBIJIO BBICKA3aHO IMPENAIOJIOKEHUE O
MPUYMHHONW CBS3M MEXAY JICYeHHEeM WHTHOUTOpaMH MPOTeas3bl U yCUJICHUEM KPOBOTECUCHUS Y
MAlMEHTOB C TeMo(uiMel, OJHAKO MeXaHH3M TaKOW CBs3W He ycTaHoOBieH. [lanueHToB c
reMounuent, moyJarmux KOMOUHAIMIO 1apyHaBUP/PUTOHABUD, ClIeAyeT NpOMH(GOPMUPOBATH
0 BO3MOKHOCTH YCHJICHUSI KPOBOTCUECHUH.

CaxapHblil 1nadeT/THHepriInKeMus

VY manueHTOoB, MOJYYarOIINX aHTUPETPOBUPYCHYIO TE€PANMIO, BKIOYAs HHTUOUTOPHI MPOTEaskbl,
OTIHMCAHbI BIIEPBBIC BBIABICHHBIC CIyuyau CaxapHOTo Auabera, TMIEPTIUKEeMUs WIN YXYALIESHUE
TEUEHUsI Y€ CYIIECTBYIONIErO CaxapHOro auadera. Y HEKOTOPHIX W3 JITUX TMAlMEHTOB
TUTIEPTIIMKEMUST ObllIa TSDKENION U B PsIZIe CIIy4aeB COMPOBOXKIANACH KETOAIUI030M. Y MHOTHX
MAIMEHTOB MMEIM MECTO COIYTCTBYIOIIME 3a00NIeBaHUs, HEKOTOpPbhIE M3 KOTOPBIX TpeboBaiH
JIeUeHus penapaTaMu, ClIOCOOCTBYIOIUMU Pa3BUTHIO CaXapHOro quadeTra Wil TUIePTIUKEMUH.

Bec n MeTaboymueckue napaMETphl

VY manueHToB, MOJy4YaroUuX aHTUPETPOBUPYCHYIO TEPAIHUIO, MOKET HAOIIOAATHCS YBEIHUYCHHE
MaccChl Tela, a TaK)Ke MOBBIIIEHUE YPOBHS JIMMKUIOB U TIIOKO3bI KPOBU. Takue N3MEHEHHUS] MOTYT
OBITh YaCTUYHO CBS3aHBI C KOHTPOJIEM 3a00JIeBaHUS U 00pa30oM XKU3HU. B HEKOTOPBIX Cllydasx
OBLIO JI0Ka3aHO, YTO TOBBIMICHUE YPOBHS JUMHUIOB KPOBH CBA3AHO C MOCJIC/ICTBHSIMU JICUCHUS,
OJIHAaKO, He ObUIO JI0Ka3aHO, YTO YBEJIMYEHHE MAacChl Tejla KaK-TO CBS3aHO C IPOBEIECHUEM
AHTUPETPOBUPYCHOM Tepanuu. Jlas MOHUTOpPUHra YpPOBHS JHMIOWAOB M TIIIOKO3bl KpPOBHU
HEOOXOUMO CJIeJIOBAaTh COOTBETCTBYIOIIMM pPEKOMEHIAIMIM MO JEeUeHUI0 manueHToB ¢ BUY-

uHpekuue. Hapymenust nunuaHoro mMeradoan3Ma HeoOXOJIUMO JIEYUTh COOTBETCTBYIOLUIMMU
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COOTBETCTEYET ZKCNEPTHC
ot 27.05.2024 Ne 103
fperiapatami. (MOCNEOOBATENEHOCTE 0002)

MY OTUETY

OcTteoHekpo3

Hecmotpss Ha MHOTO(GAKTOPHYIO JTHOJOTHIO (MCHOJIB30BAHUE TIIFOKOKOPTHUKOCTEPOHIHBIX
TOPMOHOB, YIOTPEOJICHUE AalKOTOMs, TsDKeJas CTEMeHb HMMYHOCYIPECCHHU, MOBBIIICHHBIN
MHJCKC MAaccChl Tena), ObUIM OTMEYEHbI CIydyau OCTEOHEKPO3a, B OCOOEHHOCTH Yy MAIlMEHTOB C
BUY-undexnueir B mpoABUHYTON CTaJUH W/WIU Y TAIUEHTOB, JUTUTEIILHOE BPEMS IMOTy4YaBIINX
KOMOMHUPOBAHHYI0  AHTUPETPOBUPYCHYIHO  Tepamuio.  llanueHTsl  JOJDKHBI  OBITh
nporMH(GOPMUPOBAHEl O HEOOXOJMMOCTH HE3aMEUIUTEIHOTO TIOCEIIEHUsI Bpada B CiIydae
nosiBJIeHUs 0oJiel B cycTaBaX, CKOBAaHHOCTHU B CyCTaBax WJIM 3aTPYAHECHUS JBUKCHHI.

CHHIpPOM BOCCTAaHOBJICHHSI IMMYHHTETA

Y BUY-uHQUUUPOBAHHBIX MNAIMEHTOB C TSDKEIBIM HMMMYHOACDUUIMTOM B  Hayaie
KOMOMHHMPOBAaHHOW aHTHUPETPOBUPYCHOM Tepanmuud BO3MOYKHO IOSIBJIEHHE BOCHAIUTEIbHON
peaKkIMy OpraHu3Ma Ha 6€CCUMITOMHBIE HJIM OCTAaTOYHbIE ONMOPTYHUCTHUYECKUE HH(EKLIUH, YTO
MOJKET IIPUBECTH K CEPbE3HBIM KIMHUYECKUM OCIOKHEHUSM MM yXYIIICHUIO CUMITOMATHKU.
OOBIYHO TakWe peakluu HaONIOJAIOTCS B TIEPBBIE HEACTH WM MECSIbl MPUMEHEHHS
KOMOMHHMPOBAaHHOW AaHTUPETPOBUPYCHOM Tepamuu. B kauecTBe NpPUMEPOB MOXKHO NPUBECTU
LUTOMETAJIOBUPYCHBIM PETUHUT, T'€HEPATU3OBAHHBIE W/MJIM MECTHblE MHUKOOAKTEepHaJIbHbIE
uHpEeKIMH ¥ MHEBMOHMIO, BbI3BaHHYIO Pneumocystis jiroveci. HeoOxoaumo ompenenisth
TSOKECTh JIIOOBIX CHMIITOMOB BOCHAJIEHUS M IPOBOJUTH COOTBETCTBYIOILYIO TEpalMuIo.
AytonMMyHHBIE 3a007eBaHMs (Takue Kak Ooyie3Hb ['peiiBca M ayTOMMMYHHBIN T€TIaTHT) TaKKe
OTMEUAJIUCh NPHU BO3HUKHOBEHHWH BOCHAJIUTENIBHOTO CHHIPOMAa BOCCTAHOBJIEHHS HMMYHHOUN
cucreMbl. OpHako BpeMs [0 Hayajna 3a00Je€BaHUS MOXKET BapbUPOBATbCS, U TaKue
ayTOMMMYHHBIE 3a00JIeBaHUSI MOTYT HauMHAThCS CIYCTS MECALbl MOCJe Hayana Tepanuu (CM.
pasnen 4.8).

BSaHMOHeﬁCTBHC C APpYIUMH JICKAPCTBECHHBIMHU IIpCIiapaTaMu

JlapyHaBup 1 puTOHaBHp sBiIsAI0TCA HHTHOUTOpamu n3odepmentor CYP3A u CYP2D6, a takxe
UHTUOUTOpaMU P-rmukonporenna. OnHoBpeMEHHOE IIPUMEHEHNE KOMOUHaIUN
JapyHaBUP/pPUTOHABUP U JIPYTHX IpeErapaToB, KOTOPbIE META0OIU3UPYIOTCS MPEUMYLIECTBEHHO
uzopepmenramu CYP3A, CYP2D6 u nepenocstcss P-rimMkonpoTeMHOM MOKET NPUBOAUTH K
MOBBILIEHUIO KOHILEHTPALMU TaKUX IIPENapaToB B IJIa3Me, BCIEICTBUE YETO MOTYT YCUIMBATHCS
WIN YAJTUHATBCA MX TepareBTHYecKue U modounsie 3pdexts! (cMm. paszaen 4.5). lapyHaBup u
putoHaBup Metabonu3upyroTes uzopepmentom CYP3A. OnHoBpeMeHHBIH MpueM Mpernaparos,
uHAYIupyoumx akTuBHOCTE CYP3 A, MOXeT yBeIMUUTh KIMPEHC IapyHaBUpa U PUTOHABUPA, B
pe3yJbTaTe 4Yero yMEHBIINTCSA KOHIEHTpauus AapyHaBupa B Iutasme. [lpuem mnpenaparos,
uHrnoupyronmx CYP3A MokeT yMEHbIINUTh KIUPEHC AapyHaBUpPA U pUTOHABHUPA, B pe3yJIbTaTe

YEero yBEJIWYHUTCS KOHIIEHTpalMs JapyHaBUpa M pUTOHaBHpa B MiazMe (cMm. paszen 4.5).
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COOTBETCTEYET ZKCNEFTHOMY OTYETY
ot 27.05.2024 N= 10319
OnHOBpEMEHHOE  MCMONIb30BAHWE KOMOMHALUM  apyHaBAp PUTOHABHD) L ¢} (KOMOMHAMei

JIOTIMHABUP/PUTOHABUDP, PUGAMOUIMHOM U PACTUTEIbHBIMU IpernapaTamMH, COAEp KaIluMU
9KCTPAKT 3Bepo0os mpoabipsiiacHuoro (Hypericum perforatum) nporuBormnokasano (CM. pa3zesb
4.3 u 4.5). Ucnonbs3oBanue 3(aBUpeH3a COBMECTHO C KOMOMHAIMEW IapyHaBUpP/PUTOHABUP
800/100 mr oguH pa3 B CyTKH MOXKET IMPUBOJUTH K JIOCTHKEHHUIO HEOCTATOYHOTO 3HaueHUs Cyin
napyHaBupa. Ecmm sdaBupeH3 He0OXOAMMO HCIOJIb30BaTh COBMECTHO C KOMOHMHAaIMen
JapyHaBUP/PUTOHABUP, TO LEJIECOOOpa3HO IMPHUMEHATh KOMOMHALMIO JapyHaBUP/pPUTOHABUD
600/100 mr nBa pa3a B CyTKH. Y MalMEHTOB, MMOJyYaBIINX TEPAMUIO KOJXUIIUHOM U CHIBHBIMU
uaruouTopamu n3odpepmernra CYP3A u P-rimmkonporernHa, oTMEYaIMCh KU3HEYTPOXKAIOITUE U
cMepTesbHbIe JIEKapCTBEHHbIE B3auMoieicTBuUs (cM. pazzaen 4.5).

4.5. BzaumojeiicTBHe ¢ JPYrMMH JIeKAPCTBEHHBIMHU MpenaparaMud W JApyrue BH/bI
B3aMMO/EHCTBHUSA

Bce uccnenoBanus 1Mo ompeieneHUI0 B3aUMOJEWUCTBUS MPOBOJIMIMCH TOJBKO Ha B3POCIBIX.
JapyHaBup, mOpUMEHsSeMbli B KOMOMHAIMM C PUTOHABUPOM, SBJISETCS HMHTUOMUTOPOM
mzopepmerntoB CYP3A, CYP2D6 wu P-rmuxomnporenmna. OIHOBpEMEHHOE MpPHUMEHEHHE
KOMOMHAIIMM  JTAPYHABUP/PUTOHABUP H  MPEMapaTtoB, KOTOPblE  METabOIM3HPYIOTCS
npeumyiiectBeHHo uzopepmentamu CYP3A, CYP2D6 u mepenocsrcs P-rimkonporenHom,
MOJKET BBI3BIBATH IMOBBIIICHUE KOHIIGHTpAIMii TaKWX MpenaparoB B IUIa3Me, 4YTO, B CBOIO
ouepe]ib, MOXKET ObITh IPUYUHON YCUIICHUS WM MPOJIOHTUPOBAHUSI TEPAIeBTHUECKOTO ddeKTa,
a TaKKe MPUIUHOMN MOSBICHUS TTOOOYHBIX 3P PEKTOB.

He npgomyckaercss coBMecTHOE€ TpUMEHEHHE KOMOWHAIMM  JapyHaBUP/PUTOHABUP  C
JIEKAPCTBEHHBIMU INIpenaparaMy, KIUPEHC KOTOPBIX B 3HAUYMTENIbHOM CTENEHH 3aBUCUT OT
uzopepmenta CYP3A, u MOBBIIIEHHE CHUCTEMHOTO YPOBHS KOTOPBIX MOXET COMPOBOKIATHCS
Pa3BUTHEM CEPBE3HBIX W/WIM YTPOXKAOMIMX JKU3HU SIBJICHUN (Y3KUU TeparneBTUUECKHI
nuamnazoHn) (cm. pazgen 4.3). OOmumit  (papMakOKMHETHUYECKHM YCHUIMBAOIMMKA dPdeKT
pUTOHABUpA 3aKJIIOYaCs B YBEIMYEHHH CHUCTEMHOI'O YpOBHS JapyHaBHUpa NpuUMepHO B 14 pa3
NPy OJHOKPATHOM IpueMe AapyHaBupa B no3e 600 Mr B COue€TaHWM C PUTOHABUPOM B J03€
100 mr 2 pasza B cytku. Takum oOpazom, npemnapaT BupHaza HE0OXOIUMO HCIIONB30BATh B
COUYETaHUM C TOJBKO HU3KHUMH J03aMHU PUTOHABHpA KaK (HapMaKOKMHETHUECKOTO «YCHUIUTEIS»
(cM. pasmenst 4.4 u 5.2). KoMOuHanuio napyHaBUpP/pUTOHABUP HE CIEIyeT MCIOJb30BaTh C
JIPYTMMH aHTHPETPOBUPYCHBIMHU TperapaTamMu, KOTOpble TPEOYIOT HUCIOIb30BaHUS PUTOHABHPA
B KayecTBe (DApMaKOKMHETUYECKOTO «YCHIIUTEIs». B KIMHUYECKOM MCCIEI0BaHUU C
HCIIOJIb30BAaHUEM CMECH JIeKapCTBEHHBIX IpEnaparoB, MeETaO0IM3UPYEMbIX IUTOXpOMaMHU
CYP2C9, CYP2C19 u CYP2D6, ormeuanocs noBsimecHne aktTuBHOCTA CYP2C9 u CYP2C19 u
uHruOupoBanue akTuBHOCTH CYP2D6 B npucyTcTBUM KOMOWHAIMH JapyHABUP/PUTOHABUD, UTO

MOJKET OBITh OOYCIIOBJIEHO NMPUCYTCTBUEM HU3KOM J03bl puTOoHaBUpa. COBMECTHOE MPUMEHEHUE
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COOTBETCTEYET ZKCNEFTHOMY OTYETY
ot 27.05.2024 N= 10319
JlapyHaBMpa M PUTOHABMpA C JIEKAPCTBEHHBIMH |[TIPEUAPATAMHE, T CMe¢Ta00IH3nDyeMbIMH

npeumymectBeHHo CYP2D6 (mampumep, d¢uekanaugom, mnponadeHOHOM, METOIMPOIIOIOM),
MO’KET IPUBOJIUTH K MOBBIIIEHUIO KOHLEHTPALNUN 3TUX JIEKAPCTBEHHBIX MPENaparoB B ILIa3Me,
YTO CIIOCOOHO BBI3BATh YBEIMYCHHE WIM MPOMJICHHE HUX TepaneBTu4eckoro sddexra wu
BO3HUKHOBEHHE HEXelaTeNnbHbIX peaknuili. CoBMeCTHOE NpPUMEHEHHE JlapyHaBUpa U
pUTOHABHUpa C JIGKAPCTBEHHBIMU MpenaparaMy, MIPEUMYIIECTBEHHO MeTa00In3HUpyEeMbIMU
CYP2C9 (nanpumep, Bappapunom) u CYP2C19 (manpumep, METaAOHOM), MOXKET MPUBOJUTH K
CHIDKEHHIO CHCTEMHOTO YPOBHS JTHX JICKQPCTBEHHBIX CPEJICTB, 4YTO CIIOCOOHO BBI3BATh
CHI)KCHHME WIM COKpalleHHe uX TepaneBTudeckoro s¢pdexra. Xora 3¢p¢dekT B OTHOIICHUU
CYP2C8  wu3ywasncs  TOodbkO in  Vitro, COBMECTHOE€  TNPUMEHEHHE  KOMOHWHAIUU
JapyHaBUP/pUTOHABUP c JIEKapCTBEHHBIMU npenapaTami, IIPEUMYILIECTBEHHO
meTabomm3upyembiMa CYP2CS8 (Hanmpumep, TaKIUTaKCEIOM, POCUTIIMTa30HOM, PEariinHUuIOM),
MOJKET MPHUBOJIUTh K CHIDKEHUIO CHUCTEMHOIO YpPOBHS STUX JIEKAPCTBEHHBIX CPEICTB, UTO
CIIOCOOHO BBI3BAaTh YMEHBIIIEHUE WIIM COKpAIllEHUE UX TepareBTudeckoro 3ddexra. Putonasup
UHTHUOUpYEeT TpaHCIOpPTHhIE MOjeKynasl P-rimukxonporenna, OATPIB1 u OATPIB3, u ero
NpUMEHEHHE C CyOCTpaTaMH STHX TPAHCHOPTHBIX MOJIEKYJI MOKET HPUBECTH K TMOBBIIICHUIO
KOHIIEHTpAllMi ATUX MpernaparoB B Iia3Me (Hampumep, naburaTpaHa STEKCHIAT, JUTOKCHUH,
CTaTUHBI ¥ 003CHTaH).

JIekapcTBEHHBIC IpEeNapaThl, BIUIIONIME Ha KOHIICHTPAIIMIO I[aDVHaBI/IDa/DI/ITOHaBI/IDa

B Merabonm3me napyHaBupa u putoHaBupa ydactByeT uzopepmeHT CYP3A. JlekapcTBeHHBIE
npenaparsl, HHAyLHUpYyolue akTUBHOCTh M3odepmeHTa CYP3A, mpennonoXuTeabHO YCUIIST
KJIIMPEHC JapyHaBUpa W PUTOHABUPA, BBI3bIBAsS CHI)KEHHE KOHUEHTpAlMil 3THX IpernapaToB B
IUIa3Me, 4YTO MOXXET NPUBOJIUTH K CHIKEHHMIO TepaneBTHYecKoro 3¢¢dexkrta U pa3BUTHIO
pe3UCTEHTHOCTH (HampuMep, OTO KacaeTcs pudaMIuirHa, 3BEpo00s H  JIOMUHABUPA).
CoBMecTHOE TPUMEHEHUE JlapyHaBUpa W pPUTOHABUpAa C JPYTUMHU JIEKAPCTBEHHBIMU
npenapatamu, HHruoupyrommuMu n3opepmeHT CYP3A, MOXET CHIKATh KIMPEHC JapyHaBUpPA U
pPUTOHABHpa U TOBBINIATh MX KOHIIGHTPAIMIO B TUIa3Me (HampuMep, MHAWHABHUP, CUCTEMHbBIC
a30Jibl, B YaCTHOCTH, KETOKOHA30J M KJIoTpuMa3ois1). COBMECTHOE MPUMEHEHHE C MOIIHBIMU
unruoutopamu CYP3A4 He pekomeHmyeTcsi, cleAyeT coOMoaTh OCTOPOXKHOCTh. Takue
B3aMMO/ICHCTBUS ONUCAHBI B TAOJIUIIE HUXKE.

Ta0auia B3anuMOAEUCTBUI MEXKIY IpenapaTaMu

IIpuBeIeHHBIN HMKE CIUCOK IPUMEPOB B3aUMOJICUCTBUI MEXy JIEKAPCTBEHHBIMH CPEICTBAMU
HE SIBJISIETCS MCUEPIBIBAIOIINM, U ITO3TOMY Ui MOJyuYeHUs: HHPOpPMAIUH, CBI3aHHON C MyTSIMH
MeTaboaM3Ma, MyTIMH B3aUMOJEHCTBHS, MOTCHIUAIBHBIMA PUCKAMHU U JIEHCTBUSAMH, KOTOPBIE
HEOO0X0/MMO TPEANPHUHATH B Cllydyae COBMECTHOTO NPHUMEHEHHs, CIelyeT oOpariarbes K

COOTBETCTBYIOIIEH OOIIel XapaKTepUCTUKE JIEKApCTBEHHOTO MperapaTa, HCIOIb3yeMOro
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COBMCCTHO C

npenapaToM

Bupnana.

COOTBETCTEBYET 2KCNEPTHC
aT 2

BaanNpueiic BT 5 A NeRIYH () (KoMOmHan et

MY OTUETY
7.05.2024 N2 10319

JapyHaBUP/pPUTOHABUP U AHTHUPETPOBUPYCHHIMU U TPOUYMMHU JIEKAPCTBEHHBIMH CpPEICTBAMU

npuBeneHbl B Tabnuie Huxke (He onpeneneno coxpamaercs kak «H/Oy»). Hanpasnenue ctpenku

JUTSL K&KJI0T0 rapaMeTpa (papMakOKMHETHKH ocHOBaHO Ha 90 % moBepUTEIbHOM MHTEpBAJIE IS

CPEAHETO TCOMETPHUUCCKOIo COOTHOIICHHA, KOTOPOC MOXKET HAXOAUTHCA B IIpEaciaax (<—>), HUKE

() nnu Beime (1) nuanazona 80-125 %. Psna uccnenoBanuii B3aumoeicTBus (0003HaUYEHHBIN #

B Ta0nuue HWKe) ObUI IPOBEIEH C UCIOJIB30BAaHUEM J103 JapyHaBUPA HIDKE PEKOMEHIYEeMBIX

WIH C JAPYrdM peXuMoM Tepanuu. J((EKTsl B OTHONICHHH COBMECTHO TMPUMEHSEMBIX

JICKApCTBCHHEBIX IIPEIapaToB MOI'YT, TaKUM O6p330M, OBITh HEOOOUCHCHBI, BCJICACTBUC D3TOI'O

MOJKET OBITH IMOKA3aH KIMHHYSCKUH MOHUTOPHUHI 0€30IaCHOCTH.

JlexapcTBeHHBIH Npenapar, Bzaumonelictue PexomeHnanuu o COBMECTHOMY
IIPUMEHSEMBIIl COBMECTHO C Cpennee reomerpuueckoe n3MeHenue (%) TIPUMEHEHHIO
KOMOWHaIen
JlapyHaBHpP/PUTOHABHP

AHTHUPETPOBUPYCHBIE ITPEITAPATBI JIA JIEYEHNW S BUY-MHOEKIIMN

Hneubumopwr unmezpaswl

HomnyrerpaBup AUC pomyterpasupa | 22 % KomOuHanmio napyHaBup/pUTOHABHIP

Cy4y momyTerpasupa 38 % u JIOJIyTErPaBUp MOXKHO
Crax domyterpasupa | 11 % HCTIONIB30BaTh 0€3 KOPPEKIIUH 03B
JapyHaBUp «>*
* Ha OCHOBAaHMHM CpaBHEHHH MEXAY
HCCIIeJOBAaHUSIMU c HCTIONB30BaHHEM
HCTOPUYECKHUX JTAaHHBIX o
(hapMaKOKHHETHKE

DnBUTETpaBUP AUC snBuTerpaBupa <> Ilpy  coBMecTHOM  NpPUMEHEHUH
Chin DJIBUTETPABHpPA <> KOMOHMHAIIMU JapyHaBUP/PUTOHABUD
Crmax 9IBUTETpaBHUpa <> C HHU3KHMH J03aMH pUTOHaBHUpa
AUC mapyHnaBupa <> (600/100 Mr 2 pa3a B CYTKH) B
Chin BapyHaBupa 17 % COUYETAaHMHU C DJIBUTETPABUPOM J03a
Cmax lapyHaBHpa <> JJIBUTETPaBHpa JIOJDKHA COCTABIATH

150 mr 1 pa3 B cyTKu.
dapMaKkOKMHETHKA ¥ PEKOMEHIANI
10 JO3UPOBAHMIO IUIS JIPYTHUX MO03
JapyHaBUpa WIH Ui KOMOWHAIMU
3JIBUTETPABUP/KOOUIIUCTAT HE
yCTaHOBNEHB.  Takum  oOpazom,
COBMECTHOE IpUMEHEHNE
KOMOMHAIIMU J1apyHaBUP/PUTOHABUD
B J000# go3e, kpome 600/100 mr 2
pasa B CyTKH, B COYETaHHH C
JIBUTETPABUPOM HE PEKOMEHIYETCsI.
CoBmecTHOE MpUMEHEHHE
KOMOMHAIMM JapyHaBHp/PUTOHABHP
1 3JIBUTETPaBUpa ¢ KOOMIIUCTATOM HE
pEKOMEHAyeTCs.

Panrerpasup B pesynbrare HEKOTOpPBIX KIMHUYECKUX | B HacTosIee BpeMs
HCCIIEAOBAaHUNA OBIJIO MPEATONI0KEHO, YTO | TMpeAroaracTcs, 4TO a¢dexr
panTerpaBup MOKET BBI3BIBATH yYMEPEHHOE | pajTerpaBUpa Ha  KOHIIEHTPAITHIO
CHIDKCHHE KOHILIEHTpAaIlMM JapyHaBHpa B | JapyHaBHpa B IUIa3M€ HE SBIISETCS
I1a3Me. KITMHAYECKH 3HAYMMBIM.

Kombunanmio napyHaBHp/pUTOHABUP
U panTerpaBUp MOXHO HIPUMEHSTH
0e3 KOPPEKITUH JO36I.

Hyxneosuduvie/nyxneomuonvie uneubumopst oopamuou mpanckpunmasvl (HHOT)

JunaHo3uH AUC nmunanosuna | 9 % KomOuHamnmio napyHaBup/pUTOHABHP

400 mr 1 pa3 B cyTKH Chin Augano3una H/O Y TUIAHO3MH MOXKHO IPUMEHATH 0e3
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Crnax AumaHo3uHa | 16 %

(NOCNE]

1B TEAENRCTE 0002)

AUC mapyHaBupa <>
Chin IapyHaBUpa <>
Crnax JapyHaBUpA <>

T[I/T)THHOQT/IH HPORXO)TT/IMO lTpT/IHV[MHTB
HaTOIIAK, TakuM oOpa3oMm, ero
CJIeAyeT MPUHUMATH 3a | Yac o wiu
yepe3 2 yaca TOCie IMpHEMa
KOMOWHAIIMH JTapyHABHP/PUTOHABUP
C MUIIESH.

TenodoBupa IU30IPOKCHIT
245 mr 1 pa3 B cyTku]

AUC tenogosupa 1 22 %

Chin TeHOOBHPa T 37 %

Cmax TeHOOOBHUpa T 24 %

*AUC napymasupa 1 21 %

#Cpmin mapyHaBupa 1 24 %

#Cumax mapyHasupa 1 16 %

(1 xoHUeHTpamuu TEHO(OBHPA BCIECICTBHUEC

I[Ipy  coBMecTHOM  IPUMEHEHHH
KOMOMHAIMK JapyHaBHp/PUTOHABHP
C TeHO(pOBUPOM  MOXKET  OBITH
NOKa3aH  MOHUTOPHHI  (YHKUIUH
MOYeK, B OCOOCHHOCTH y IAaleHTOB
C CHCTeMHBIMH WJIH IIOYCYHBIMH
3a00JICBaHUSMH, 0o npu

BIUSIHAA Ha omocpenoBaHHbi MDR-1 | ucrmons3oBannr  HE(POTOKCHIECKUX
TPAHCIIOPT B ITOYEYHBIX KaHAJIbIAX) IIpenaparosB.
OMTpUIIUTAOUH/ Tenodorupa anadenamun < Pekomennyemas 103a KOMOWHAIMA
TeHo(oBUpa anadeHaMu Tenodorup 1 SMTpHULMTA0NHA/TeHOPOBUpA
anmapenamuna — 200/10 mr npum
COBMECTHOM MIPUMEHEHHUN c
KoMOMHaIuen
JlapYHAaBUDP/PUTOHABHP.
AbakaBup He wu3ywanoc. Ha ocHoBanmm myrteii | KomOuHaus napyHaBHp/pUTOHABHP
OMTpUIUTa0NH smuvuHanuu npounx HUOT (3umoBynmuHa, | MOXeT mpuMeHsAThes ¢ stumu HUOT
JlamuByanH SMTPHUIMTAONHA, CTaBYyAWHA, JaMHBYAWHA), | 0€3 KOPPEKIHH O35
CraaBynuH KOTOpBIE 9KCKPETHPYIOTCS
3un0ByIMH MIPEUMYIIECTBCHHO OYKaMH, U abakaBupa, B

MeTaboM3Me  KOTOPOTO HE  y4acTBYET
CYP450, HUKaKNX B3aUMOJCHCTBUH MEXIY
STHMHU JICKAPCTBCHHBIMH TperaparaMud U
KOMOWHAIMEH JapyHaBHP/PUTOHABUD  HE
MIPE/II0JIaraeTesl.

Henyrneosuonvie/nenyknieomuonvie uneubumopot oopamnoi mpanckpunmasol (HHUOT)

DdaBupens
600 mr | pa3 B cyTku

AUC s>¢dasupensa 1 21 %

Chin 2aBupensa T 17 %

Crnax 2baBupensa 1 15 %

*AUC napymasupa | 13 %

*Crmin JapyHnasupa | 31 %

#Crmax mapyHaBupa | 15 %

(1 xoHUeHTpauuu 3(haBHpEeH3a BCIEACTBUE
unrubuposanus CYP3A)

(] KoHUeHTpauuu IapyHaBHpa BCIIEACTBUE
unaykinu CYP3A)

I[lpy  npumeHeHMHM  KOMOHMHAIMU
JapyHAaBUP/PUTOHABUP B COYETAHHUHU
c 3¢ aBUpEH30M MOXKET
oTpedoBaThCs KITMHUYECKUH
MOHHUTOPHHT TOKCHYHOCTH B
OTHOLIEHUU ILEHTPAJIbHOM HEPBHOM
CHCTEMBI, CBSI3aHHBIH C TIOBBIIIEHHOM
KOHILIEHTpalue 3(haBupeHsa.

[Tpuem adaBupeHsa B codeTaHuu C
KoMOnHanuen
JapyHaBUDP/PUTOHABHP B J103e
800/100 mMr 1 pa3 B CyTKH MOXET
OPUBOAUTH K  CYOONTUMAaJbHOMY
snayenuto Cpi, mapyHaBupa. Eciwm
a¢aBupeH3 noTpedyeTcs NPUHUMATH
B COYETaHWM C KOMOMHaIuen
JlapyHaBHpP/pUTOHABHP, cienyer
HCcToNb30BaTh pexkuM 600/100 mr 2
pasa B CYTKH.

OTpaBUPHH
100 mr 2 pa3a B cyTKH

AUC stpasupuna | 37 %
Chin 2TpaBupuna | 49 %
Crnax @TpaBupuHa | 32 %
AUC mapynasupa 1 15 %
Chin ZapyHaBHUpa <>

Chmax lapyHaBHpa <>

KomOuHanmio napyHaBup/pUTOHABHP
¢ atpaBupuHoM 200 mr 2 pasza B
CyTKA MOXXHO HCIOJB30BaTh 0Oe3
KOPPEKIIH JO3bI.

Hesupanun
200 mr 2 pa3a B CyTKH

AUC neBupanuna 1 27 %

Chin HeBupanuHa T 47 %

Crmax HeBupanuHa T 18 %

*rapynasupa: KOHIICHTPALMU
COOTBETCTBOBAJIM MCTOPHYCCKUM JaHHBIM (1
KOHIICHTPALlMM  HEBHpPAIIMHA  BCJIEACTBHUE

KombuHanmio napyHaBHp/pUTOHABUP
c HEBUPATHHOM MOJKHO
HCTIONB30BaTh 6€3 KOPPEKIIUH JO3BI.
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narunouposanus CYP3A

A0CNENOBATENEHOCTS Q002

PuwinuBupun
150 mr 1 pa3 B cyTkun

AUC punmusupuna T 130%

KoMOuHanuo Ja pVT—Iﬂ RI}[}’\pr/TT(:\Hﬂ RI/I}'\

Chin pumuBrpuHa T 178 %
Cumax puitiuBupuHa T 79 %
AUC napynaBupa <>

Chin AapyHaBupa | 11 %
Chmax lapyHaBHpa <>

c PUITUBUPUHOM MOJKHO
HCTIOJTB30BaTh 0€3 KOPPEKIUH JO3BI.

Hnezubumopwr npomeasor BU4

T
6e3 00NoIHUMEeNbHO20 NpuMererusl HU3KUx 003 pumonasupa

ATazaHaBup
300 mr 1 pa3 B cyTkH

AUC arazanaBupa <>

Chin aTa3anaBupa T 52 %

Chax aTazanaBmpa | 11 %
*AUC napymasunpa <

Chin JapyHaBupa <>

Crmax JapyHaBHpa <>

ATa3zaHaBup: CpaBHEHHE
arazaHaBupa/putonasupa 300/100 mr 1 pa3 B
CyTKU U arazaHaBupa 300 Mr pa3 B CyTKH B
COYETaHWH C JapyHAaBUPOM/PUTOHABHPOM
400/100 mr 2 pa3a B CyTKH.

HapyHnaBup: CpaBHEHHUE
napynaBupa/puroraBupa 400/100 mr 2 paza
B CyTKH C JapyHaBUPOM/PHTOHaBHPOM
400/100 Mr 2 pa3a B CyTKH B COYCTAaHHH C
atazaHaBupoM 300 mr 1 pa3 B CyTKH.

KombuHanmro napyHaBHp/pUTOHABUP
U aTa3aHaBUP MOXKHO HCIIOJB30BATh
0e3 KOpPEeKITNH JO3HI.

Wununasup
800 mr 2 pa3a B CyTKH

AUC nrnunasupa 123 %
Chin uHIuHaBUpa 1T 125 %
Crnax HHIMHABHUpA <>
*AUC napynasupa 1 24 %
#*Cpmin mapyHaBupa 1 44 %
*Crmax mapyHasupa 1 11 %

WNununasup: CpaBHEHHE
nHanHaBupa/puronasupa 800/100 mr 2 paza
B CYTKH c

WHIUHABUPOM/aPYHABUPOM/PUTOHABHPOM
800/400/100 mr 2 pa3a B CyTKH.

HapyHaBup: CpaBHEHHUE
napynasupa/purorasupa 400/100 mr 2 pasa
B CYTKM C JIapyHaBUPOM/PUTOHABHPOM
400/100 mMr 2 paza B CyTKH B COYETaHHH C
unanHaBupoM 800 Mr 2 pasza B CyTKH.

[Ipn ncmons30BaHUM B COUYETAaHHUHU C
KoMOMHaIuen
JlapyHaBUDP/PUTOHABHP MOJET
MoTpeOOBaThCSl  KOPPEKLUUsT  JI03bl
nHanHaBupa ¢ 800 Mr 2 pasa B CyTKU
1o 600 mr 2 pa3a B CyTKH B cilydae
HENepEeHOCHUMOCTH.

CakBHUHaBUP
1000 mr 2 pa3a B CyTKH

#AUC napynasupa | 26 %
#Cpin mapyHasup | 42 %
#Crax napyHasupa | 17 %
AUC caxsunasupa | 6 %
Chin caxBuHaBHpa | 18 %
Crnax cakBuHaBHpa | 6 %

CakBHHaBHUD: CpaBHEHHE
cakBuHaBupa/puToHaBupa 1000/100 mr 2
paza B CYTKH u

cakBHHaBHpa/qapyHaBupa/puronasupa 1000/
400/100 mr 2 pa3a B CyTKH.

HapyHnasup: CpaBHEHUE
napyHaBupa/putonaBupa 400/100 mr 2 pasa
B CyTKH C JapyHaBUPOM/PUTOHABHPOM
400/100 mMr 2 paza B CyTKH B COYETaHHUH C
cakBuHaBupoM 1000 Mr 2 pa3a B CyTKH.

KomOuHauo napyHaBUp/pUTOHABHP
HE PpEKOMEHIyeTcs TPHUMEHATh C
CaKBHHABHPOM.

Hneubumopwl npomeasvt BU9

T
- 8 couemaHuu ¢ HU3KUMU 003aMU pumonaesupa

JlonmmHaBMp/pUTOHABUD
400/100 mr 2 pa3a B CyTKH

AUC nonmuaBupa T 9 %
Chin TonmaaBupa 1 23 %
Chax TotiHaBUpa | 2 %
AUC napynasupa | 38 %3]
Cin tapynasupa | 51 %]
Crax Zapynasupa | 21 %7

Bcaencrsue CHIDKEHUS
konueHrpauun (AUC) nmapyHaBupa
Ha 40 % mnogxondsiye 03kl ITOM
KOM6I/IHaHI/II/I HC yCTaHOBHeHBI.

Takum o0pazom, COBMECTHOE
HpI/IMeHeHI/Ie KOM6I/IHaHI/II/I
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or 27 052024 Mz 10319
JlonuHaBup/pUTOHABUD AUC nonunaBupa <> (nocn EilﬂaEyHT@PTE}H'Q‘H,HB'F[p 00021 c
533/133,3 mr 2 pasa B | CynomuHaBupa T 13 % KOMOWHUPOBAHHEIM IIpenapaTom
CYTKH Crax 1onmHaBupa T 11 % BKJIIOYAIOLUM
AUC napynaswupa | 41 % JIOIIMHABUP/PUTOHABUP,

Chin mapyHaBupa | 55 %

Crax dapyHasupa | 21 %

! Ha OCHOBaHHMM HE HOPMAJIM30BAHHBIX IO
J103€ 3HAUCHU

MPOTUBOMOKAa3aHo (cM. pazzen 4.3).

AHTAT'OHUCTBI PELIEIITOPOB CCR5

MapaBupoxk AUC mapasupoka 1 305 % IIpu npumeHeHMM B COYETaHUU C

150 mr 2 paza B CyTKH Chin MapaBupoka H/O KOMOWHAIMeH
Crmax MapaBupoka T 129 % JapyHaBHUpP/PUTOHABHP J03a
KonnenTpanun mnapyHaBupa ¥ PHUTOHABHpa | MapaBUpPOKa JOJDKHA  COCTABIATH
COTJIACOBEIBAIUCh C paHee NOXydeHHBIMH | 150 Mr 2 pasa B CyTKH.
JAHHBIMH

AHTATOHUCTBI anepal-AJPEHOPELIEIITOPOB

Andyzo3un Teopernuecky, JapyHaBHP nomkeH | OgHOBpeMEeHHOE pUMCHEHHE
MOBBIIATh KOHIICHTpAluio aixdy303uHa B | KOMOMHAIMU IapyHAaBUpP/PUTOHABHP
ia3me (3a cuet uaruduposanus CYP3A). n  andy3o3nHa NPOTUBONOKA3aHO

(cm. paznen 4.3).

AHECTETUKU

AndeHraHua He H3y4anoch. B Mmerabonu3me | [Ipy COBMECTHOM INpPUMEHEHHH C
anpeHTaHmna  y4acTByeT  M30()epMEHT | KOMOWHauuen

CYP3A, KOTOpBIi MOXET HWHTUOUPOBATHCS
KoMOMHaIMel JapyHaBUp/PUTOHABHP.

JapyHaBUpP/PUTOHABHP MOJET
MOTpeOOBaTbC  CHIDKEHUE  JI03BI
aneHTaHmIa, a TaKKe MOHUTOPUHT
PHCKOB JUTUTETIBHOTO init
OTCPOYCHHOT'O YIHETCHHUS bIXaHUs.

AHTUAHT'MHAJIbHBIE/AHTUAPUTMUWYECKUE ITPEITAPATBI

Juzommpamun He m3ywanoce. Ilpeamonaraercs, 49ro | HeoOxommmo — coOmomeHme — Mep
dnexanaug KOMOMHAIHSA JapyHaBHP/PUTOHABHUP | MPEIOCTOPOXKHOCTH, KPOME TOTO,
MexkcuneTns TIOBBICUT KOHLICHTPAIIHIO 9THX | PEKOMEHAYETCS MOHHUTOPHHT
[Mponadenon AHTHAPUTMHUYECKHX TIPENapaToB B IUIa3ME | TEpParneBTHIESCKON KOHLICHTPALNH
(uarubupoBanue uzopepmentoB CYP3A | (npu Hanu4uu Takoil BOZMOYKHOCTH)
w/unu CYP2D6). 3THX AQHTHAPUTMUYECKHUX
IpernapaToB pu COBMECTHOM
IIPUMEHEHUU c KoMOWHanuen
JlapyHaBUP/PUTOHABHD.
AMuoIapoH IIpotuBomnokaszano MpUMEHEHUE
Benpunun KOMOMHAIMN JapyHaBHP/PUTOHABHP
JpoHenapox C  aMuojapoHOM,  Oempuiuiom,
XUHUANH JPOHEIaPOHOM, XMHHJIMHOM WU
Panonasun paHona3uHOM (cM. paszen 4.3).
Jlurokcux AUC murokcuna 1 61 % ITockonbky JIMTOKCHH
0,4 Mr oIHOKpaTHO Chin aurokcraa H/O XapaKTepU3yeTcst Y3KUM
Crax turokcuna | 29 % TEpalleBTUYECKUM  JMala3oHOM, B
(1 KOHIEHTpalMM [IWTOKCHMHA BCIEACTBHE | Cydae  Ha3HAYeHHMA  JUTOKCHHA
BEPOSITHOTO WHrUOUpOBaHMs | MAlUEHTaM, MOJTyYarOIIUM
P-rnuxomnpoTenHa) KOMOWHAIIHIO
JlapyHaBUpP/PUTOHABHD,
HepBOHAYAIIBHO pexoMeHayeTcs
HCIIOJIb30BaTh MHUHHUMAaJIbHYIO
BO3MOJKHYIO 103y IUTOKCHHa. [lanee
CllellyeT TPOBOJIUTH  AKKYPaTHYIO

TUTPALMIO JI03bl JIMTOKCHHA C LIEJIBI0
JOCTHKEHHS JKEITAeMOTO
kinuHuYeckoro sddekra Ha one
OLIEHKH  OOMIEro  KIIMHUYECKOIO
COCTOSIHUSI MAIMEHTA.

WBabpanux

He uzyuanocs.

CoBmecTHOE IpUMEHEHNE
KOMOWHAIINK JTapyHABHP/pUTOHABHUP
1 wuBaOpajHa TMPOTHUBOIIOKA3aHO

(cm. paznen 4.3).

AHTUBUOTHKU
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Knaputpomunuu
500 mr 2 pasa B cyTkH

AUC xnapurpomumusa | 57 % (NocH EJ}?_?E%WFFF: CTk O f@@q}oz{aﬂa
Chin KiTaputpomunmaa 1174 % OCTOPOXHOCTE  TIPH___COBMECTHOM
Crmax Knaputpomunuaa T 26 % NPUMEHEHUHU  KJIApPUTPOMHULIMHA B
*AUC napymnasupa | 13 % COYETaHUU c KOMOMHaIHEH
*Cpmin MapyHasupa 1 1 % JapyHaBUpP/PUTOHABHD.

*Crnax napyHasupa | 17 % PexoMeHnnoBaHHYIO 103y
Konnenrpanuu 14-OH-kiapuTpoMHULIMHa HE | KIAPUTPOMHIMHA Yy TIAI[HEHTOB C
BBISBISUTMCH TP COBMECTHOM NPHUMEHECHWH | HapylmieHHeM  (QyHKIMH  I[OYeK
c KoMOmHauwmeil napyHaBup/putoHaBup (1 | ciemyer BEIOMpATh COTJIACHO
KOHLICHTPALIH KIApUTPOMHIMHA | MIHCTpYKIIMM 1O  MEIUIMHCKOMY

BCJICACTBHE WHTHOMPOBAaHUSA H30(epMeHTa
CYP3A u BO3MOXHOTO MHTHOMpOBaHUS P-
TJINKOTIPOTEHHA).

MIPUMEHEHHIO KIIAPUTPOMHUIINHA.

AHTHUKOAT'YJIAHTBI/AHTHUATPETAHTBI

AmnkcabaH He wzyuanoce. CoBmecTHOe mpuMmeHeHue | IlpumeneHue KOMOWHAIH
Onokcaban KOMOWHAIIMA  JapyHAaBUP/PUTOHABHP  C | JapyHaBHP/PUTOHABHP C  JTUMH
PuBapokcaban AQHTUKOATyJSTHTAMH MOXKET IIOBBICUTh HX | aHTUKOAryJITHTaMH HE
KOHLICHTPALHIO (uHrHOMpoBaHUE | PEKOMEHAYETCS.
30 epMeHTa CYP3A u/unu
P-rnukonpoTenna).
Jaburarpan He m3yuanocs. CoBmecTHOe npuMeHeHue ¢ | IlpumeHnenue KOMOMHAIH
Tuxarpenop KoMOMHAIMEel AapyHaBUP/PUTOHABHP MOXKET | JapyHaBUpP/PUTOHABHD c
MIPUBOJUTh K CYIECTBCHHOMY IOBBILIICHUIO | Ja0MraTpaHoM H  THKarpeliopoMm
KOHLICHTPALINH naburatpana WIN | IPOTUBOIIOKA3aHoO (cM. paznen 4.3).
THKarpenopa.
Bapdapun He M3y4asioCh. [Ipu coBMecTHOM | [Ipy  COBMECTHOM  NIPHUMEHEHUU
MIPUMEHEHUN c koMmOuHammel | BapdapuHa c KOMOMHaIeH
JapyHaBUpP/PUTOHABHP BO3MOXKHO | JapyHaBUP/pPUTOHABUD
N3MEHEHHE KOHIIEHTpanuy BapdapuHa. pEeKOMEHIyeTCs MOHHUTOPUHT
MEXIYHApOIHOTO
HOPMaJIN30BaHHOTO OTHOLICHUS
(MHO).
MMPOTHUBOCYIOPOXHBIE IMTPETTAPATbBI
denobapOuTan He usyuanoce. ®enobapburtan u denurons | KomOunaiuo napyHaBup/pUTOHABHP
denuronH MIPEANOIOKUTEIBHO  BBI30BYT  CHIDKCHHE | HE CJEIyeT NMPUMEHSTh B COYCTAaHHU
KOHLICHTpAaLMii JapyHaBUpa U PUTOHABUpA B | C TUMU JIEKapCTBEHHBIMHU
mwiasme (uHayknust pepmentos CYP450). CpeICTBaMH.
Kapbamazemnun AUC kapbamazenuna T 45 % Koppekiuu 10361  KOMOWHAIMU
200 mr 2 pa3a B CyTKH Chin kapbamazenusa T 54 % JlapyHaBHUpP/PUTOHABHD HE
Cmax kKapOamazenuna 1 43 % pexomenayercsi. Ecimm motpebyercs
AUC mapyHnaBupa <> MIpUMEHECHUE KOMOWHAIHH
Crin BapyHaBupa | 15 % JlapyHaBHUpP/PUTOHABHD c
Crnax JapyHaBUpa <> KapOaMa3enmHoM, Heo0XoauM
MOHHUTOPHHT MOTEHIUATIBHO
CBSI3aHHBIX €  KapOama3enuHoM
HeKeNaTeNbHbIX sBieHud. Cremyet
KOHTPOJIMPOBAThH KOHLIEHTPALIUIO
KapOama3enuHa, KpoMme TOTO,

TpeOyeTcsl THUTpalus €ro J03bl C
LeIbl0  OoOecreveHuss aJeKBaTHOTO
oTBeTa. Ha OCHOBaHMHM HOIyYEHHBIX
pe3ynbTaToB A03y KapOamasenuHa B

MIPUCYTCTBUH KOMOMHAIMN
JlapyHaBUP/PUTOHABHD MOJKET
moTpeboBaThcsl CHU3HUTH Ha 25-50 %.
Krnonazenam CoBmecTHOe  mpuMeHeHHe KoMOuHanuu | [Ipy  coBMEcTHOM  IpUMEHEHUH
JapyHaBUP/pUTOHABHpP W  KJIOHa3emaMa | KOMOMHALIMU JapyHaBUpP/PUTOHABHP
MOXeET MPUBECTH K MOBBIICHUIO | M KJOHa3emaMa  PEeKOMEHIYeTCs
KOHLIEHTpAllMM  KJOHa3ermamMa B IUla3Me | KIMHUYECKUH MOHHMTOPHHT.
(uarunbuposanue m3odepmenta CYP3A).
AHTUJETIPECCAHTBI
[Tapokcetnn AUC napokceruna | 39 % B ciydae coBMecTHOro mpuUMEHEHUS

20 mr 1 pa3 B cyTkn

Chin mapokcetuna | 37 %
Crnax mapokcetuta | 36 %

AHTHICTIPECCAHTOB C KOMOWHammei

JapyHaBUP/pUTOHABUD
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AUC napynasitpa < (MOCNENBSEATEPRHBCTE 0002RooM
Chin ZapyHaBHUpa <> ARIFETCH TUTpaLHs IO3BI
Crmax AapyHaBHpa <> aHTUJEIPECCaHTa HAa  OCHOBaHUH
Ceptpanun AUC ceprpanuna | 49 % KJIIMHUYECKOM OLIEHKU OTBETA Ha 3TOT
50 mr 1 pa3 B cyTku Chin cepTpanuHa | 49 % npemnapar. Kpome TOTO, 3a
Cmax ceptpanuna | 44 % NalnueHTaMu, [OJIy4arOLUMU
*AUC napysasupa < CTabMIbHBIC JI03BI
#*Cpmin MapyHaBupa | 6 % AHTHUJICTIPECCAHTOB, KOTOpBIE
Crmax JapyHaBHpa <> HAuMHAIOT Tepanuio KoMOMHaIen
JapyHaBHUpP/pUTOHABHP, ciemyer
HaOM0aTh Ha TPEIMET OTBETa Ha

AHTHUJICTIPECCAHTHI.

AMuTpUNTHINH CoBmecTHOe mpuMeHeHHe KomOuHanuu | [Ipy  coBMECTHOM — IpHUMEHEHHH
Je3unpamux JlapyHaBUpP/PUTOHABHD c 3TUMH | KOMOMHAIIMK JapyHaBUP/PUTOHABUD
Wmunpamun AQHTUJETIPECCAHTAMH ~ MOXET  IOBBICUTH | C TUMHU aHTHUJIETPECCaHTAMH
Hoprpuntunua KOHLICHTPALHIO AQHTU/ICTIPECCAHTOB | PEKOMEHAYETCS KITMHUYECKHUH
Tpazonon (uarubuposanue CYP2D6 u/umu CYP3A). MOHHUTOPHHT, KpPOME TOTO, MOXET
MoTpeOOBaThCsl  KOPPEKLHUS  J103bI

OTUX aHTUACTIPCCCAHTOB.

I[TPOTHMBOPBOTHBIE ITPETTAPATBI

Jomnepunon He uzyuanocs. IIpy  CcOBMECTHOM  IPUMEHEHUU
KOMOWHAIINH TapyHABHP/pPUTOHABHUP
c JIOMITEPAIOHOM ciemyer
coOoaaTh OCTOPOXKHOCTH u
HaOIIO1aTh 3a MOOOYHBIMH
peaxusMu, CBSI3aHHBIMU c
JIOMITEPUIOHOM.
[MPOTHUBOI'PUBKOBBIE ITPETTAPATEI
Bopukonazon He m3ywanocs. PuronaBup MokeT cHWXATh | BopukoHazon HE ciemxyer
KOHIIGHTPALlMI0 BOPHKOHA30JIa B IUIa3Me | IPUMEHATh B COUETAaHMH  C
(uunykuus pepmentor CYP450). KoMOMHaIuen
JlapyHaBUDP/PUTOHABHP 3a
HCKJIOUEHHEM CIJIydaeB, Korja Ha
OCHOBAHHU OLIGHKH COOTHOIICHUS
pUCKa W TOJB3Bl  HEOOXOAUMO
MIpUMEHECHNE BOPUKOHA30JIa.
DiyKoHa3011 He M3Yy4aJioCh. Kom6Ouuanus | Heooxomumo co0JIr01aTh
WzaBykoHa301 JapyHABUP/PUTOHABHP MOXET IOBBIMIATH | OCTOPOXKHOCTB, peKOMeHyeTCs
Utpakonazomn KOHIICHTPAITUIO MIPOTHUBOTPUOKOBBIX | KIMHUYECKUH MOHUTOpHWHT. [lpu
[To3akoHazou mpermapatoB B IDIa3Me,  IM03aKOHA30JI, | COBMECTHOM MpPUMEHEHHU CYTOYHAs
M3aBYKOHA30IL, HUTPaKOHA30JI WIN | 7032 WTPaKOHA30Jla HE JOJDKHA
GbyxoHazon MOXET MOBBIIATh | TpeBbImath 200 mr.
KOHIIEHTPAIHIO JapyHaBUpa
(uarubupoBanue uzopepmenta CYP3A u
P-rnuxomnpoTenHa).
Knorpumazon He w3ywamocs. CoBmectHoe cucrtemMHoe | Ecim Tpebyercs COBMECTHOE
NpUMEHEHHE KJIOTpHUMa3ojia M KOMOMHALMHM | MPUMEHEHHEe C  KJIOTPHUMAa30joM,
JApyHABUP/PUTOHABHP MOJXKET TMOBBIIIATH | HEOOXOIUMO co0o1aTh
KOHIICHTPAIUIO JapyHaBHpa W/WIA | OCTOPOXKHOCTD, peKOMeHyeTCs
KIJIOTpHMAa30Jia B mIa3Me. AUC,,, | KIIMHIYECKUI MOHUTOPHHT.
napyHasupa T 33 % (Ha OCHOBaHUH
MO JIAITUOHHON MoJenu
(apMaKOKHHETHKH).
MMPOTUBOITIOAAT'PUYECKUE ITPETTAPATBI
Konmxnmma He wusyuanocs. CoBmecTHOe mnpumeHneHue | Ecau Tpedyercst Tepanus
KOJXUIIMHA u KOMOUMHAIIMY | KOMOMHAIIMEN

JApYHABUP/PUTOHABHP MOXKET TIOBBIIIATH
KOHIIEHTPAIINIO KOJXHUIIMHA (MHTHOUPOBaHNE
n3odepmenTa CYP3A W/unm P-
TJINKOTIPOTEHHA).

JapyHaBUP/PUTOHABHP y HAIHEHTOB
C HOpManmbHOH (YHKIMEH IeYeHn
I MOYEK, pEKOMEHAYETCS
CHIDKEHHME [103bl KOJXHULMHA WIH
IIPUOCTAHOBJIEHHE MPHEMA  DTOTO
npemnapara. IManuentam c

HapynieHneM (QYHKIMH TeYCHH WU
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(NOCTE[ISEETIRpsIRpaig gazy s
KOIXUIIUH CO‘IPTHHT/IT/I
KOMOMHauen

JapyHaBUp/pUTOHABUP (CM. paznen
4.3).

ITPOTUBOMAJISIPUMHBIE

ITPEITAPATBI

Apremetep/Jlymedantpun
80/480 mr, 6 103 uepes 0, 8,
24, 36,48 u 60 gacoB

AUC aptemerepa | 16 %

Chin apTemerepa <>

Crax aptemetepa | 18 %

AUC nurunpoapremususa | 18 %
Chin IUTHIPOAPTEMHU3HHA <>
Crax ouruapoaptemususa | 18 %
AUC nymedantpuna 1 175 %
Chin mymedanTpura 1 126 %
Crmax Tymedantpuna T 65 %
AUC mapyHnaBupa <

Chin IapyHaBupa | 13 %

Chmax lapyHaBHpa <>

KombuHarusi mapyHaBUp/pUTOHABHD
MOXET TMPHUMEHSITHCS B COUCTAHHUH C
apteMeTepom/mymedaHTpuHOM  O€3
KOppEeKIIMH J03bI; TeM HE MEHee,

BCJIECTBHE TOBBILICHUS
KOHLICHTPALUH TymehaHTpHHA
JaHHYI0 ~ KOMOHMHAIMIO  CIeXyeT

MIPUMEHSATH C OCTOPOKHOCTBIO.

IMTPOTUBOTYBEPKVYIJIE3HBIE ITPETTAPATBI

Pudamnunun He wn3y4anocs. Pudanentun u pudpamnuunn | [Ipumenenne pudanenTrHa c
Pudanentun SIBJISIFOTCS MOUIHBIMH MHIYKTOpaMHu | KOMOWHaIuen
nzodepmenra CYP3A, oHM BbI3BIBAIM | JapyHaBUDP/PUTOHABHD He
BBIDOKEHHOE  CHW)KEHHME  KOHIIEHTpAlUH | PeKOMEHAYETCs.
JpYrux WHrHOUTOPOB mpoteas3, uro MoxkeT | [IpoTnBomokazaHa
TPUBOIUTH K BUPYCOJIOTHYECKO | KOMOMHUpOBaHHAs Tepanus
HedPPEKTHBHOCTU u Pa3sBUTHIO | pUPAMIUIIMHOM C  KOMOHMHAITHCH
pe3UCTEHTHOCTH  (MHAYKUUS  (EpPMEHTOB | TapyHaBHP/PUTOHABHP (CM. pazzen
CYP450). B xome mnombITok mpeoponets | 4.3).
CHIDKCHHE  KOHICHTPAIMM  MOCPEICTBOM
TOBBIIICHUST J03bl JPYrUX HHTUOUTOPOB
poTea3 B COYCTAaHMU C HU3KUMHU JI03aMH
puTOHaBHMpa HabJIOJaNach BHICOKAsl 4acTOTa
peakuuii CO CTOPOHBI IIEUEHHU.
Pugabyrun AUC** pudabyruna 1 55 % [TanuenTam, MOJTyYaroIUM
150 mr 1 pa3 B 2 nus Chin** pugadyruna T H/O KOMOWHAIIHIO
Crmax** pucabytuna < JlapyHaBUpP/PUTOHABHD,
AUC napynasupa 1 53 % PEKOMEHAYETCAd  CHIDKEHHE  J03bI

Chin BapyHaBupa T 68 %

Cmax tapyHasupa 1 39 %

**cymma AKTHBHBIX TIPOU3BOIHBIX
pudadyrrHa (McxomHbsld mpemapat + 25-O-
JIe3aleTUIIBHBIN MeTabO0JTUT)

B HCCIIEJOBAHUU B3aUMOJICHCTBUSA
HaOJII01aTHCh CpaBHHUMBIE CyTOYHBIE
CHCTEMHbIE KOHIIEHTpauu pudadyTuHa npu
npueme B 03¢ 300 mr 1 pa3 B cyTku B BHIIE
MoHOTepanud u 150 Mr depe3s neHp B
COYETaHUU c KoMOMHaImen
napyHasup/putoHasup (600/100 mr 2 pasa B
CYTKM) € TPHUMEpPHO  JAECSTUKPATHBIM
YBEIMYEHHUEM CYTOYHOTO YPOBHSI aKTHBHOTO
Metabomura (25-O-ne3anetmnpudadyTuHa).
Kpome Ttoro, AUC cymMMBI aKTHBHBIX
MpOU3BOAHBIX  puabdyTtuHa  (MCXOTHOTO
npenapara + 25-0O-ne3aneTHIbpHOTO
MeTaboanTa) MoBBICHIOCHE B 1,6 paza, B TO
BpemMss Kak 3HaueHHEe Cpac OCTaBaOCh
COMOCTABUMBIM.

B Hacrosiiiee Bpemsi OTCYTCTBYIOT JaHHBIC
II0 CPaBHEHUIO CO CTaHAApTHOH no3oit 150
MT pa3 B CyTKH.

(Pucabytun  sBisieTcss  MHAYKTOPOM H
cyoctpatom m3ogpepmenta CYP3A). Ilpu
COBMECTHOM  NPHMEHEHHH  KOMOWHAILMH

pudabytnna Ha 75 % OT OOBIYHOM
10361 300 mr/cyt (Hanpumep, 150 mr
yepe3 JICHb), a TaKkke Ooyiee 4acThId
MOHHUTOPHHT 10 TIOBOJTY CBSI3aHHBIX C
pudadyTrnHOM HeXKeJIaTeTbHBIX
sapneHudd. B cimyuwae mpoGnem co
CTOPOHBI 0€30MaCHOCTH HEOOX0TUMO
paccMoOTpeTh JlanbpHeniee
yBEJIMYCHUE  HWHTEpBAJA  MEXAY
npuemMamu  pudabyTuHa  W/HIH
MOHHUTOPHHT KOHLICHTPAIMH
pudadyTrHa.

Heobxonnmo m3y4nTs oduInaNbEHBIC
PEKOMEHIAMK 110  Ha/JIexanien
Tepamuu  TyOepkynesa y BUU-
MHQHUIIMPOBAHHBIX MAIIUEHTOB.

Ha OCHOBaHUU npodms
6e3omacHOCTH KOMOWHAIMH
JIApYHAaBUP/PUTOHABHD  YBEIUUCHHE
JI03bI pUTOHABUpa Ha (oHe Tepanuu

pudadyTnHOM HE Tpebyer
KOpPpEKLHHU 0351 KOMOMWHAINN
JlapyHaBUpP/PUTOHABHP. Ha

OCHOBaHWHU (HapMaKOKHHETHIECCKOTO
MOJEIMPOBAHUS 3TO CHUKEHHUE J03bI
Ha 75 % Taxke KacaeTcs IalieHTOB,

nojydaromux pudadbytiH B 103e,
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JapyHaBUP/PUTOHABHD | C

PrOAqYTIHOE N PR RRERAOT 00 MraZ

(150 wmr gepe3 1acHR) _HAOIIOIAIOCH
MOBBIIICHHE  CHCTEMHOW  KOHIIEHTpAaIUHU
JlapyHaBupa.
[MPOTHBOOITY XOJIEBBIE ITPEITAPATHI
Hazatiauo He wm3yuanoce. IIpeamonaraercs, 4ro | [Ipu coBMECTHOM NPUMEHEHUH STHX
Hunotnan6 KOMOMHAIMS JapyHaBUP/pUTOHABUp OyAET | JIEKapCTBEHHBIX  IIpernapaToB ¢
BunOnacTun TIOBBIIIATH KOHLIEHTPALHIO 9THX | KOMOHMHaIMen
Bunkpuctua MIPOTUBOOITYXOJIEBBIX IPENapaToB B IUIa3Me | JapyHaBHP/PUTOHABUP  BO3MOXKHO
(uarubuposanue uzodepmenta CYP3A). MOBBIIIEHHE  UX  KOHIIEHTPAIUH,
TaKUM obpazom, BO3MOJKHO
YBEIIMYICHHUE HEKENaTeNbHBIX
SIBJICHWH, OOBIYHO HAOIIOJAEMBIX
pu MPUMEHEHUU JTAaHHBIX
JIEKapCTBEHHBIX CPE/ICTB.
Heobxomnmo co0Iro1aTe
OCTOPOXKHOCTb ~ IIPU  Ha3HAYCHUH
Kakoro-jmoo u3 3THX
MIPOTUBOOITYXOJIEBEIX IPENapaTroB B
COYETaHUH c KOMOMHaIen
JlapyHaBUDP/PUTOHABHD.
OBeponrmMyc CoBMmecTHOE NpUMEHEHHE
WpuHoTekan 9BEpOIMMYCa MM HPHHOTEKaHA C
KOMOMHAanuen
JapyHaBHUpP/PUTOHABHP HE
PEKOMEHIyeTCsl.
AHTUIICUXOTUYECKUE ITPEIIAPATBI/HEMPOJIEIITUKU
Kgernanua He msywanoce. [Ilpeamonaraercs, 4yro | CoBMecTHOE NpPUMCHEHHE
KOMOMHAIHSA JapyHaBHpP/PUTOHABUP | KOMOMHAIIMK JapyHaBHP/PUTOHABHP
TIOBBICUT KOHLICHTPALHIO 9TOTO | ¢ KBETHAIlMHOM HPOTHBONOKA3aHO,
AQHTUIICUXOTUYECKOTO TMpernapara B IUIa3Me | MOCKOJBbKY BO3MOXXHO YBEIHYCHHUE
(uarubupoBanue uzodepmenta CYP3A). CBSI3aHHOM c KBETHAIIMHOM
TOKCUYHOCTH. IloBbIIEHUE
KOHICHTPAlM KBETHANIMHA MOXET
MIPUBOJUTH K KOMe (cM. pazzen 4.3).
[epdenasuu He wu3ywanoce. Ilpenmonaraercsa, uro | B ciyyae cOBMECTHOrO MpUMEHEHHS
Pucniepunon KOMOMHAIHS JapyHaBUP/PUTOHABHUP | 3THX TIperapaToB ¢ KOMOMHaIen
Tuopunazun TIOBBICUT KOHLEHTPAIHIO 9THX | JMPYHABUDP/PUTOHABUD MOXeET
AQHTUIICUXOTHYECKHX IPEnapaTroB B Iula3Me | HOTpeOOBaThCS CHMKEHHE UX JIO3bI.
(maTHONpOBanne m30(pepmeHToB CYP3A,
Jlypazunon CYP2D6 w/wnu P-rnukomnpoTenHa). CoBmecTHOE pUMEHECHUE
IMumo3un KOMOMHAIMN JapyHaBHpP/PUTOHABHP
Ceprunzgon C JIypa3suAOHOM, IHMO3HMJIOM HIIH

CEePTUH/IOJIOM TPOTHBOIIOKA3aHO (CM.
pasnen 4.3).

BETA-AIPEHOBJIOKATOPBI

Kapsenumnon
Mertomnpoiion
Tumouon

He wu3yuanoce. Ilpenmomaraercd, 4To
KOMOMHanus JlapyHaBUpP/PUTOHABUP
MOBBICUT  KOHIIGHTpAaIMIO  3THX  Oerta-
a/IpeHO0JI0KATOPOB B Ia3Me

(uarubuposanue uzopepmenra CYP2D6).

IIpy  COBMECTHOM  IPUMEHEHUU
KOMOMHAIIMU J1apyHaBUP/PUTOHABUD
c Oeta-aapeHobIoKaTOpaAMH
pEKOMEHAyEeTCS KIIMHUYECKUN
MoHHuTOpHHT.  Clemayer  pemmmTh
BOIIPOC O CHIDKCHHH JI03BI OeTa-
aJipeHo0JI0KaTopa.

BJIOKATOPBI «MEJIEHHBIX» KAJIBIITMEBBIX KAHAJIOB

AmnogunuH He uzyuanocs. MoxHO Npeanonoxurs, 4to | IIpu COBMECTHOM NPUMEHEHUU ITHUX
Junruazem KOMOMHAIMS JapyHaBHP/PUTOHABHP MOXKET | ITpenaparoB c KOMOMHaIMei
®denoaunux MOBBICUTh ~ KOHIIEHTpauUuio  OJIOKATOPOB | JapyHaBUpP/PUTOHABUP

Huxkapaummx «MEIVICHHBIX» KaJbIIMEBBIX KaHAIOB B | PEKOMEHIyeTCs KITMHAYECKUH
Hudenumnma mwia3Me (MHTHOMpOBaHME H30(EPMEHTOB | MOHHUTOPHHT  TEPAaeBTUYECKUX U
Bepanmamun CYP3A u/umu CYP2D6). 100OYHBIX AP PEKTOB.
I'TFOKOKOPTUKOCTEPOUNIbI

[ TIOKOKOPTHKOCTEPOUIHI, OryTHKa30H: B knuHIYeckoM | IIpu ogHOBpEeMEHHOM IpHMEHEHHH
METaboIN3UpPyEMBbIC B | HCCIIEIOBAaHUH, B KOTOPOM PpHUTOHABHP B | KOMOMHAIIMM JapyHaBUP/PUTOHABUD

nepByio ouepeas CYP3A (B

noze 100 mr B kamcymax 2 pa3a B CYTKH

u TJIFOKOKOPTUKOCTEPOHUJIOB,
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T.4. OeramerasoH, | NPUMCHATM B COUeTdHME  C (304N J.M?E?QWPLFEEEXF:I 00ngYP3A

Oyneconun,  (ayTukasoH, | QUIyTHKa3oHa MPONMMOHATA WHTPAHARANLHO | (HAIpUME] QIyTHKaz0Ha

MOMETA30H, MpeaHnu3oH, | (4 pa3a B CyTKHM) B TedeHHWe 7 JHEH y | mpormuoHara WITH JIPYTHX

TPUAMINHOJIOH) 3JI0POBBIX  JOOpPOBOJIbLIEB  HAOMIONANIOCH | MHTASIMOHHBIX — WJIM  Ha3aJbHBIX
CYIIECTBEHHOE IIOBBIIICHUE KOHIEHTPALUUil | TIIIOKOKOPTHKOCTEPOUIOB),  MOXKET
¢uyTMKa3oHa NMpONHMOHATa B IUIa3Me, B TO | BO3pacraTb pHCK pasBUTHUSL
BpeMsi KaK KOHIEHTpPAlMH SHJIOT€HHOTO | CUCTEMHBIX a¢pexToB
KOPTH30JIa CHW)KAINUCH MpHUMEpHO Ha 86 % | MIIOKOKOPTHKOCTEPOHMIOB, BKIIOUYAs
(90 % noBeputenpHbI uHTepBad 82-89 %). | cunapom KymmHra u cympeccuio
pu HHTTAHOHHOM NPUMEHEHHE | HAAMOYCYHHKOB. [Tpumenenne
¢iyTHKa3oHa MOTYT HabmomaTecsi Ooliee | OZHOBPEMEHHO c
BEIp@KEHHBIE A(PQeKTs. VY  MaHMeHTOB, | METaO0OIN3UPYEMBIMHU CYP3A
MONYYAIOIUX PUTOHABHP ¥ (PIYTHKA30H | IIIFOKOKOPTHKOCTEPOHIAMH He
HHTAJALHOHHO WIH WHTpAHA3aJIbHO | PEKOMEHIYeTCs, 3a HCKIIOYCHHEM
OTMEYaJIiCh CHCTEMHBIC | CllyyaeB, KOIJla  MNOTCHIMaJbHas
TIIIOKOKOPTHKOCTEPOHIHBIE o deKTs, | monp3a A MalMeHTa IPEBHIIIAET
BKJIrouast cunapoMm KymmHra u cympeccuro | puck. B Takmx ciydasx cuemyer
HaJINOYEYHUKOB. D dexTs BBICOKOIl | HaOmoAaTh 3a MalMeHTaMu Ha
KOHLICHTPALH ¢ryTnKa3zoHa Ha | IpeAMET  CHUCTEMHBIX 3 (EKTOB
KOHLEHTPAllMI0O PHUTOHaBMpa B IUIa3Me | [IIIOKOKOpTHKOcTepounoB. Cruemyer
HEHU3BECTHBL paccMoTpeTb, OCOOCHHO B Cliydae
Hpyrue TIIFOKOKOPTHKOCTEPOHIBL: | HEOOXOAUMOCTH JUTUTENBHOTO
JIEKapCTBCHHBIC B3aMMOICHCTBHSA HE | IPUMCEHEHUs, aNbTePHATHBHBIC
U3y4anCh. KoHueHTpanuun 9THX | TIIIOKOKOPTUKOCTEPOUJIBL, MeHee
IpernaparoB B IIa3Me MOT'YT BO3PAaCTaTh NP | 3aBHCHMBbIC oT Merabonu3ma
onHOBpeMeHHOM mpuMeHeHnn komOmHaruu | CYP3A, nHampumep, OekiomeTa3oH
JlapyHaBUpP/PUTOHABHD, NPUBOAS K | s Ha3aJIbHOTO WIn
CHI)KEHHIO KOHICHTpPAIMM KOPTH30JIa B | MHTAJSIMOHHOTO MPUMEHEHHS.
CBIBOPOTKE.

JexcameTazoH He wusyuanocs. Jlekcamerazon MoxeT | [lekcameTrazoH B KauecTBe

(cuctemHO) CHW)KaTh KOHIIGHTPALMIO JapyHaBUpa B | CHCTEMHOIO IMpermapara  ClexyeT
miasme (uHAyKiws usopepmenta CYP3A). NPUMEHATh C OCTOPOXXHOCTBIO B

COYCTAHUH c KOMOWHaIHeH
JapyHaBHpP/PUTOHABHP.

AHTAT'OHUCTBI DHAOTEJMHOBBIX PELIEIITOPOB

bosenran He wu3ywamocs. CoBmecTHoe mpuMeHeHue | [Ipg  COBMECTHOM  NPHMEHCHUH
0o3eHTaHa c KoMOWHanmeH | KOMOMHAIMU JapyHaBUpP/PUTOHABHP
JapyHaBHP/PUTOHABHP MOXET MOBBILATH | PEKOMEHIYETCS MOHHUTOPHHT

KOHIICHTPALHIO 603€eHTaHa B ILIa3Me.
Bo3eHTaH MOXET CHIDKATH KOHIICHTPALIHIO
JapyHaBHpa ¥ PHTOHaBHpa B IUIa3Me
(uanykims CYP3A).

NEPEHOCUMOCTHU 003eHTaHa.

AHTUBUPYCHBIE IPEITAPATBI IIPSIMOI'O IEMCTBUS JIJIS1 TEPAIIUUM TEITATUTA C

Hneubumopwr npomeaswvt NS3-4A

I'nexanpesup/ CoBMecTHOe  mpuMeHeHHe  KomOuHaiuu | CoBMeCTHOE MIPUMEHEHHE
UOpEHTACBHP JapyHaBUP/PUTOHAaBHpP B  COYETAHWUM C | KOMOMHANMK JapyHaBUP/PUTOHABHP
KOMOMHaIMe riekanpeBup/ MHOpeHTacBHp | € KoMOuHanuei
MOXKET TIOBBICUTh KOHIEHTPALMIO | TJeKanpeBUp/MMOpeHTacBUp He
rJieKanpeBupa ¥ MUOpPEeHTacBUpa B IUIa3Me | PEKOMEHAYETCsl.
(mHTHOMpOBaHMe P-rhmmkomporenHa, Oenka
PE3UCTEHTHOCTH pPaKa MOJIOYHOH JKeJe3bl
n/van OATP1B1/3).
Bonenpesup AUC 6onenpesupa | 32 % KomOuHamio napyHaBup/pUTOHABHP

800 mr 3 pa3a B cyTku

Chin 6onetipeBupa | 35 %
Cmax OoienipeBupa | 25 %
AUC mapyuasupa | 44 %
Chin mapyHaBupa | 59 %
Crnax JapyHasupa | 36 %

HE PEKOMEHAYeTCS MPHMEHITh B
COYETaHUH ¢ OOLETIPEBUPOM.

Cumenpesup

AUC cumenpeBupa 1 159 %
Chin cumeripeBupa 1 358 %
Crnax cumemnpesupa T 79 %
AUC mapyuasupa 1 18 %
Chin BapyHaBupa T 31 %
Crnax JapyHaBUpa <>

Kombunanmio napyHaBHp/pUTOHABUP
HE PEKOMEHIYeTCs TPUMEHATH B
COYETaHUH C CHMEIPEBHUPOM.
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03a CHMCIIpEBHUPA B ITOM HCCIK
A fenpeBHp AR |
B3auMOJIeHcTBUA cocTakusana 50" Mr npu

NOBATENEHOCTE 0002)

COBMECTHOM MIPUMEHEHHU c
JapyHaBHpoM/puToHaBupoM u 150 mr B
rpymnne MOHOTEPanly CUMENIPEBHPOM.

I'pazonpeBup/an6acBup

[penmnonaraercs, 4TO KOMOMHAIHS
JlapyHaBUpP/PUTOHABHD TIOBBICUT
KOHLICHTPAIMIO Tpa3olpeBUpa B IUIA3Me
(uarnbuposanue uzodepmentoB CYP3A u
OATP1B)

KombuHarmio napyHaBup/puTOHABHD
MpPOTBOINOKA3aHO  MPHMEHATH B
COUYCTaHHUU c KOMOUHaIHeH
rpasomnpeBup/>a0acBup (CM. pasnen
4.3).

PACTUTEJIBHBIE ITPEITAPATBI

3Bepo0boi
MIPOJBIPSIBICHHBIN
(Hypericum perforatum)

He wu3yuanoce. Ilpemmomaraercs, 4TO
3Bep00OH TPOIBIPSBICHHBIN OyIEeT CHIKATh
KOHILICHTPAIMIO JapyHaBHpa W PUTOHABHPA B
rrasme (maaykuus CYP450).

KombuHanmsa napyHaBHp/pUTOHABHUP

NPOTUBONOKA3aHO  NPHUMEHATH B
COYETaHHH c npenapaTamu,
COIEPIKAIMMH  9KCTPAKT 3BEpo00s
TIPOJIBIPSIBIIEHHOTO (Hypericum

perforatum) (cm. pasmen 4.3). Ecim
MAlMeHT YyXKE TMOJy4aeT 3BepoOoit
MIPOJBIPSBICHHBI, HEOOXOANMO €ro
OTMEHHTb M, TI0 BO3MOXHOCTH,
MIPOBECTH aHANNU3 YPOBHSA BHPYCOB.
KonneHTparnus napyHaBupa (a Taxoke
pUTOHABHpA) MOXKET TOBBICUTHCS
pu OTMCHE 3Bepo0ost
MIPOJBIPSIBIEHHOTO. JlanHbIi
WHAYIHPYOMUA  3pQPeKT MOKeT
COXPaHATBCS B TEUEHHE IO KpaifHei
Mepe 2 Hemenb IOCiIe OTMEHbI
3Bep000st POIBIPSIBICHHOTO.

MHI'MBUTOPBI I'MI'-KoA-PEJIYKTA3bI

JloBacratnH He M3yqaJIoCh. IMpennonaraercs | IloBemeHue KOHLICHTPALNH
CumBacTaTuH 3HAYUTEJbHOE TMOBBINICHUE KOHIEHTpPAlMi | JlOBacTaTMHA MJIM CHMBAacTaTHHA B
JIOBACTaTHHA W CHMBACTaTHHA B IUIa3Me NPH | IUIa3Me MOXKET BbI3BaTh MHOIIATHIO, B
COBMECTHOM IPHUMEHEHHWH C KOMOWHauueid | ToM uwmcie padgomuonu3. Takum
JapyHABUP/PUTOHABHP (uHrHOupoBaHue | 00pa3oM, COBMECTHOC MNPUMCHCHHE
usopepmenra CYP3A). KOMOMHAIMK JapyHaBUpP/PUTOHABHP
c JIOBaCTaTHHOM nm
CHMBAaCTaTHHOM  IIPOTHBOIIOKAa3aHO
(cMm. paznen 4.3).
AropBacTaTtuH AUC aropsacraruHa 1 B 3-4 paza B ciyvae MIPUMEHEHUS
10 mr 1 pa3 B cyTkn Chin aTopBactaTHa T B = 5,5-10 pa3 aTopBacTaTHHA ¢  KOMOWHammein
Cmax aTopBacTatuHa | B = 2 pasa JlapyHaBHUpP/PUTOHABHD
*rapynasupa peKOMEHIyeMasi HadaibHas 1032
aTopBactaTuHa coctasisier 10 mr 1
pas B CYTKH. Bo3MmoxHO
NOCTENICHHOE  TOBBIIICHUE  JI03bI

aTopBacTaThiHa B COOTBETCTBHUU C
KIIMHUYCCKHUM OTBCTOM.

IIpaBactatun
40 Mr OJTHOKpPaTHO

AUC npasacraruna 1 81 %'
Chin ipaBactatura H/O
Cmax mpaBacTatusa T 63 %

B OTpaHHYCHHOH  CYOIOMYJISALUH
NAalUeHTOB HAaOJII0IaI0Ch YBEIHYECHHE 1O 5
pa3

Ecnu Tpebyercs COBMECTHOE
NpUMEHEHUE IpaBacTaTuHa C
KOMOMWHanuen
JapyHaBUP/pPUTOHABHD,
peKOMEeHayeTC s HA4YUHATH c
MUHHUMAQJILHOM  BO3MOKHOH  JIO3BI

npaBacTaTMHa C TUTpanuer 1o
JKEaeMoro KIMHHYEeCKOTo 3ddexra
C MOHHTOPHHIOM 0€30ITaCHOCTH.

PosyBacTtaTun
10 mr 1 pa3 B cyTku

AUC posysacratuna 1 48 %"
Cmax pO3yBacTaTina 1 144 %"
Ha OCHOBAaHHUH OHy6HI/IKOBaHHBIX JAHHBIX

Ecmm Tpedyercs COBMECTHOE
MIPUMEHEHHE po3yBacTaTHHA c
KOMOMHaIueH
JapyHaBUP/pUTOHABUD,
PEKOMEHTYETCSI HAaYMHATH c
MHUHHUMAJIbHOH  BO3MOXKHOH  JO3BI

po3yBacTaTMHa C THUTpamued 1o
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C MOHUTOPUHIOM 0€30TACHOCTH.

JPYT'ME T'MITOJIMTTM AEMMWYECKUE TTPEITAPATBI

Jlomuranun

KomOuHanms napyHaBHp/pUTOHABHDP MOXKET
MOBBIIIATH KOHIICHTPALMIO JIOMHUTAITUA IPH
COBMECTHOM HCIIOJIb30BaHUH
(uarubuposanue nzodepmenta CYP3A).

CoBmecTHOE WCTIONB30BaHUE
KOMOWHAIINK TapyHABHP/pUTOHABHUP
W JIOMHTalMJa NPOTHBOIOKA3aHO

(cm. paznen 4.3).

BJIOKATOPHI H,-ITHICTAMMWHOBBIX PEITEITTOPOB

Panutunun
150 Mr 2 pa3a B cyTKH

*AUC napyHasupa <
#*Cpmin IApyHABHpA <>
Crmax JapyHaBHpa <>

KomOuHammio napyHaBHp/pUTOHABHP
MOYXHO TPUMEHSTH B COYETaHUU C
6J0KaTOpamMu H,-rucramMmmuHOBBIX
penenTopoB 06e3 KOPPEKIHH 10351

NMMVYHOCYIIPECCAHTHI
[uxsocnopuH He wusyuwamocs.  KoHuentpaumust otux | B ciyuae coBMECTHOro NpUMEHEHUS
Cuposumyc HMMYHOJICTIPECCAHTOB ~ IOBBICHTCS ~ IIPU | PEKOMEHAYETCS  TepalieBTHYECKUH
Takposmyc COBMECTHOM IIPHMEHEHHH C KOMOWHAIMEH | MOHUTOPHHT KOHIICHTPALHH
JapyHaBUpP/pUTOHABHP (nHrHOMpOBaHUE | UMMYHOCYTIPECCAHTOB.
m3opepmenra CYP3A).
OBeponmumyc CoBmecTHOE IpUMEHECHNE
IBepoimMyca € KoMOWHanmen
JlapyHaBUDP/PUTOHABHP He
peKoMeHyeTcsl.
NHI'AJUIIMOHHBIE BETA-AJIPEHOMUMETUKU
Canmetepon He wusydanock. CoBmectHoe npumeHenue | CoBMecTHOE NpUMEHEHHE
caJMeTepoia M JapyHaBHpa C HU3KHMH | caJMeTeposia  C KOMOMHaIHEH
J03aMH pUTOHAaBUpPAa MOXKET IPHUBECTH K | JapyHaBUDP/PUTOHABHP HE
TIOBBILICHUIO KOHIICHTpAIMH calMeTepoiia B | peKoMeHayercs. B pesynbrare
iasme. UCIIONB30BAaHMSA 3TOH KOMOHMHALUH
BO3SMOXKHO  IIOBBIICHHE  pHCKa
CEePICYHO-COCYIUCTBIX
HeXeJaTeIbHBIX SIBJICHHH,
CBSI3aHHBIX c CaJIMETEPOJIOM,
BKJIIOYas yJuinHeHue uHrepBana QT,
CUJIbHOE cepauebrenue u

CHHYCOBYIO TaXHUKapAHIO.

HAPKOTUYECKHWE AHAJIbIETUKW/TEPATIMS OITMOUJIHOM 3ABUCUMOCTH

Meranon

I/IHJII/IBI/II[yaHLHLIe 03Bl B
nuamna3one ot 55 mo 150 mr
1 pa3 B cyTkH

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

B Hauane cOBMECTHOr0 NPUMEHEHUS
c KoMOuHanuei
JApYHAaBUP/PUTOHABHP  KOPPEKLIMUS
03Bl MeTajioHa He TpeOyercs. Tewm
HE MeEHee, B ClIy4ae COBMECTHOIO
MIPUMEHEHHST Ha IMPOTSHKEHUH Oojee
JUINTENIbHOTO ~ NEpUoJa  BPEMEHH
MOJXET MOTPeOOBATHCS YBEIUUCHHE
J103bI MeTaJ0Ha BCJIEJICTBHE
WHIYKOIUU €ro MeTaboiu3Ma Ioj
JICCTBUEM  pUTOHaBupa. Taxkum
obpazom, pEKOMEHTyeTCS
KITMHUYECKUN MOHHTOPHHT,
MOCKOJIBKY Y HEKOTOPBIX MallMEHTOB
MOXET MOTPeOOBaTHCS KOPPEKIUI
N0IIeP>KUBAIOLIEH TEpanyH.

Bynpenopdun/HanokcoH
82 mr — 16/4 mr 1 pas B
CYTKH

AUC oynpenopouna | 11 %
Chin OynipeHOpduHA <>

Cmax Oymipenopduna | 8 %
AUC nopOymnpeHopduna 1 46 %
Chin HOpOynipenopduna 1 71 %
Crmax HOpOynpenopduHa 1 36 %
AUC Hanokcona <

Cnin Haslokcona H/O

Cinax HAJIOKCOHA <>

Kinnanueckas 3HAYMMOCTh
YBEJIMUYEHUS napameTpoB
(hapMaKOKUHETUKU

HOpOyIpeHOp(dMHa HE yCTaHOBIICHA.
IIpy coBMECTHOM NpPUMEHEHUU C
KoMOMHaImen

JTapyHAaBUP/PUTOHABHP  KOPPEKIHA
036l OympeHOppHHA MOXET He
moTpeboBaTeCs, TEM HE MeEHee,
pEKOMEHIyeTC sl TIIATENbHbIN

KIWHUYECKHI MOHHUTOPUHT Ha
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TOKCUYHOCTHU

denTaHu, CoBmecTHOe  mpuMmeHeHHe komOuHauuu | [Ipy  COBMECTHOM  HPUMEHEHUH
OKCHKOJIOH, JNApyHaBUP/pUTOHABHP ¢  (EHTAHWIOM, | KOMOWHAIIMN JapyHaBUP/pUTOHABHUP
Tpamanon OKCHKOJOHOM HJIH TPaMaZolioM MOXET | ¢ (PCHTAHWIOM, OKCHKOJOHOM HJIH
MTOBBICUTH KOHIICHTPAIUIO 9THX | TpamMaIojioM pEeKOMeHIyeTCs

AHAJIbTCTHKOB (MHrHOMpOBaHKE | KIMHUYCCKUIA MOHUTOPHHT .

uzopepmenroB CYP2D6 w/unu CYP3A).

SCTPOI'EH-COJIEPXKALLU

E KOHTPALIETITBHBIE TTPETTAPATBI

JpocnupeHon
OTHHUIACTPATHOI
(3 mMr/0,02 mr 1 pa3 B

CYTKH)

Bnusinue KOMOMHAINN
JapyHAaBUP/PUTOHABHP Ha KOHLEHTPALHUIO
JPOCIHMPEHOHA HE H3YUCHO.

Ecmu 3CTPOTEHCOICPIKAIINE
KOHTPAIICTITUBBl ~ NPUMEHSIOTCS B
COYETAaHNH C KOMOWHaIen
JapyHaBUpP/pUTOHABHP

OTHHAIACTPAIION
Hopatunnpon
35 Mxr/1 Mr 1 pa3 B cyTKH

AUC stuanmerpaanona | 44 %
Chin dTHHIICTpaAUONA | 62 %
Crax dTHHIICTpaauona | 32 %
AUC nopatuagpona | 14 %
Chin HOpaTHHIpOHA | 30 %

Crmax HOPITUH/IPOHA <>

pPEKOMEHyeTCst UCTIONIb30BaHKE
AIbTEPHATHBHBIX Wi
JIOTIOJTHUTENBHBIX CpencTB
KOHTpalenuuu. 3a MNalueHTKaMH,
MOJTyYarOIUMHU 3CTPOTEHBI B
KayecTBE  TOPMOH3aMECTUTEILHOU
Tepamuy, HEOOXOAUMO HaOIIAAThH
Ha peaMeT CHMITOMOB
3CTPOT€HOBOM HEJOCTATOYHOCTH.
Ilpy  COBMECTHOM  MPHUMEHCHHHU
KOMOHMHAIMK JapyHaBUP/PUTOHABHP
c JPOCIMPEHOHCO/IePIKAIUMA
npernaparamMmu pEeKOMEHIyeTCs
KJIMHUYECKHH MOHUTOPHUHT B CBSI3U C
PHCKOM Pa3BUTHS THIIEPKATHEMHUH.

AHTATOHUCTBI OITMOUJHBIX PELIEITTOPOB

Hamokceron

He uzyuanocs.

CoBMmecTHOE NpUMEHEHHE
KOMOHMHAIMK JapyHaBUP/PUTOHABHP
U HaJOKCeroja MNpPOTUBONOKa3aHO
(cm. paznen 4.3).

WHI'MBUTOPBI ®OCOOJNUDCTEPA3BI 5 TUIIA (DID-5)

Jns neuenus spexkTunbHOU | B HCCIIEIOBAaHUN B3aHMO/ICHCTBHS IIpumenenue aBaHaduaa B
TuChHYHKIHH COMOCTaBUMBIC CHCTEMHbIE KOHIIEHTPALMU | COYETaHUHU c KOMOUMHAaImeH
ABaHadun cunaeHaguna HabroKaIICh noclie | JapyHaBUpP/PUTOHABHP
CunneHadun OJTHOKPATHOTO MpHeMa CHeHa(uIa B 103€¢ | MPOTHBOIIOKA3aHO. Hpyrue
Tamamadun 100 Mr B BHIE MOHOTEpANUH U B 03¢ 25 Mr | mHTHONTOpEl DJI3-5 nnsa nedeHus
Bapuenagpun B COYCTaHUH c KOMOWHAIe! | peKTHIEHON JTUC)YHKITIH B
JapyHaBUP/PUTOHABHP. COYCTaHUH c KoMOWHaImeH
JapyHaBUDP/pPUTOHABHP ciaemxyer
MIPUMEHSTh C OCTOPOKHOCTHIO. Ecim
ITOKa3aHO COBMECTHOE IPUMCHCHHE
KOMOWHAIIMK JapyHABUDP/PUOTHABHP
¢ cuigeHaduioM, BapaeHaduiIoM
WK TajanapuioM, PEKOMEHIyeTCs
npueM cuizieHaduia B pa3oBoil 103e
He Bbie 25 Mr 3a 48 wuyacos,
BapaeHaduia B pa3oBOM J103€ He
BeIe 2,5 Mr 3a 72 vdyaca WIH
tTagaraduma B pa3oBOM 03¢ HE
Boite 10 mr 3a 72 yaca.
Hus  nedenuss nerouyHod | He wu3ywamock. CoBMmecTtHoe mnpuMeHeHue | besomacHas u 3¢¢exTHBHas 1032
apTepUabHOW THIICPTEH3UN | crileHadmia win Tajganaduia B KadecTBe | CHIACHa(uUIa JUTSt JIeYeHuUs1
Cunnenadun npenapaToB s JIEYEHUS  JIETOYHOW | JIErOYHOMH apTepuaibHOR
Tananapun apTepUAILHON TUTIEPTEH3MH W KOMOWHAIIUW | TUTMEPTEH3UM TMpPU NPUMEHEHUH B
JApyHABUP/PUTOHABUP MOXKET MPHUBOJIUTH K | COYETAHWUHU c KOMOUWHAIHEH
TOBBIIICHUIO KOHIICHTpAIlMU CHiIAeHadWIa | TapyHaBUP/pUTOHABUD HE
WK Tajganaduia B miazMe. YCTaHOBJICHA. IToTeHnmanbsHO
BO3MOYXHO YBEJIIMYEHHUE CBSI3aHHBIX C
cuieHapUIIoM HEeXeJIaTeTbHBIX
SBICHUM  (BKJIIOYask  3pUTEIbHBINA
paccTpoicTBa, TUIIOTEH3HIO,
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CUHKOIIANOBHOC CO(‘TOHHVIE‘T Tagum

00pa3oM, COBMECTHOE IPHMEHEHHE
KOMOMHAIMM JapyHaBUp/PUTOHABHP

u  cwigeHapwia IS JICUCHUS
JIETOYHOU apTepuabHOM
THIIEPTEH3UH NPOTUBOINOKA3aHO (CM.
pasaen 4.3).

CoBmecTHOE IIpUMEHEHUE

TagaraduIa IS JICUYSHUs JICTOYHON

apTepUalIbHOMN TUIEPTEH3UU c
KOMOMHAanuen

JapyHaBUpP/pUTOHABHP HE
PEKOMEHAYETCSL.

WHIMBEUTOPBI IPOTOHHOWM TTOMIIbI

Owmemnpazon
20 mr 1 pa3 B cyTku

*AUC napymasnpa <
Chin lapyHaBHpa <>
Crmax JapyHaBHpa <>

Kombunanmro napyHaBHp/pUTOHABUP
MOXHO MPUMEHATh B COYCTAHUH C
HHIHOUTOpAMU  TIPOTOHHOM MOMIIBI
0€3 KOPPEKITUH JI036I.

CEJATHUBHBIE/CHOTBOPHBIE ITPEITAPATHI

Bycnupon
Knopazenar
Juazemnam
Ocrazonam
Onypazenam

Mupgasoaam
(mapeHTepanbHO)
3oanuaeM

Munazonam (TepopanbHO)
Tpuazonam

He w3yuanoce. CepnaTHBHBIE/CHOTBOPHBIC
mpenapatsl B 3HAUUTEIBHOM  o0Obeme
Metabonusupyrorcs nzopepmerntom CYP3A.
CoBMecTHOE MPUMCHCHUE C KOMOHHAIUCH
JapyHaBHP/PUTOHABHP  MOXET  BBI3BATh
3HAYUTEIBHOE IIOBBINICHHE KOHIICHTPALIMU
9TUX MPENapaToB.

HpI/I COBMCCTHOM IPUMCHCHHHU MUJAa30JilaMa

MapeHTepaIbHO c KOMOUHAaIMeH
JapyHABUDP/PUTOHABHP BO3MOKHO
3HAYUTCJIIbHOC TIOBBIMICHUEC KOHICHTpauuu
storo  Oen3zoauazenuHa. JlaHHBIE  TIO

COBMECTHOMY IIPUMEHEHHMIO MHIa30jlama
MIApEHTEPAIHO € APYTUMH HMHTHOUTOPaMH
mpoTeasbl  yKa3bIBAlOT Ha BO3MOXHOCTh
TIOBBIIIEHUs] KOHIIGHTPAMH MHIa30jilaMa B
mia3me B 3-4 pasa.

IIpy  CcOBMECTHOM  IPUMEHEHUU
KOMOMHAIMK JapyHaBUP/PUTOHABHP
c 3TUMH

Ce[laTI/IBHLIMI/I/CHOTBOpHLIMI/I
CpeaAcCTBaMu PCKOMCHAYCTCA
KIAHHYCCKHN MOHUTOPUHI, KPOMC
TOTO, CJICAYCT pCIIUTL BOHIPOC O
CHMI)KCHHHU J03bI 3TUX NPCIIapaTOB.

Ecim wMwupasonam  mapeHTepaibHO
OyneT MPUMEHSIThCS B COUYCTAHUHU C
KOMOUHaIuen

JlapyHaBUpP/pUTOHABHD, JIeueHue
HeO6XOI[I/IMO Ha4YuHATHL B YCJOBHUAX
OTACIICHUA MHTEHCUBHOM Teparnuuu
(OUT) wm B  aHAJOTHYHBIX
YCIIOBHSAX, B KOTOPHIX MOXET OBITh
obecrieueH TIIATEIBHBINA
KITMHAYECKUH MOHHUTOPHHT u
HAAJeKaIass Tepamusi B CIydae
VTHETCHUSI JBIXaTeNBHOTO IICHTpa
u/unu JUTUTEIBHOMN ceJlaluu.
Cneayer  pemmrh  BONPOC O
KOPPEKIIMU J03bl MH7a30jaMa, B
0COOEHHOCTH B CIydae HMPUMEHEHUS

9TOro  mpemapara  Oonee  4eM
OJTHOKPAaTHO.

[Ipumenenne KOMOWHAIH
JapyHaBUDP/pPUTOHABHP c
TPHA30JIAaMOM  FJIM  MHIa30JIaMOM

MepopaIbHO MPOTHUBOIMOKA3aHO (CM.
pasnen 4.3).

TIPETTAPATHI /U151 TEPATIMU IPEXJIEBPEMEHHOW DSIKY IS

JlamokceTnn

Het nanHbIX.

CoBmecTHOE IpUMEHEHNE
KOMOWHAIINK JTapyHABHP/pPUTOHABHUP
W JTallOKCEeTHHAa MPOTHUBOIIOKA3aHO
(cm. paznen 4.3).

[TPEITAPATBI JUTA JJEYEHWA YHAILIEHHOI'O MOYENCITY CKAHMA N HEJIEP2)KAHM A MOYUA

®de3oTepoivH
Comudenanun

Het nanHbIX.

CrnenyeTt coOnroaaTh OCTOPOKHOCTD
pH  COBMECTHOM  IPHMEHCHHH
KOMOWHAIINK JTapyHABHP/pUTOHABHUP
C YKa3aHHBIMH IperapaTamu.

Heob6xoaumo HaOJIr0IeHrE 3a
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CBARAHHBIMU _C P?OTE‘“O OIUHOM U

con(peHAITTHOM, BO3MOJKHO,
notpedyercs CHIDKCHHE JIO3BI
yKa3aHHBIX MPENapaTos.

# HccnemoBaHus NPOBOAWINCH C J03aMH JlapyHaBHpa HHXKE PEKOMEHJOBAaHHBIX HWIH C APYIMM PEXHMOM
JI03UPOBAHMS.

+ DddexruBHOCTS N Ge30macHOCTh AapyHaBupa ¢ puroHaBupoM 100 mr u nroObiMu Apyrumu UHrHOMTOpamMu BUY
(manpumep, (doc)ammnpenaBupom, HelUHABUPOM W THIpaHaBupoM) y BUY-mHOUIMPOBaHHBIX MAlMEHTOB HE
ycraHoBneHa. CoracHO TEKYIIMM PEKOMEHAAlusM 1o JedeHuro BUY-mHOUUMPOBaHHBIX MALUEHTOB, PEKHMBI
TeparnuH, BKIIOYAIoIe 2 HHruONTOpa mpoTeasbl, Kak NPaBuIIo, HE PEKOMEHIYETCS.

i HUccnemoBaHre MPOBOAMIOCH C MCTIONB30BAaHIEM TeHO(GOBHpa Ii3ompokcmia pymapara 300 mr 1 pas B CyTKH.

eTH
Bce uccrnenoBanus 1o onpeneaeHuo B3auMOACHCTBUS MPOBOIMIINCH TOJIBKO Ha B3POCIBIX.

4.6. @epTUIBHOCTH, 0€PEMEHHOCTH U JIAKTAIUS

bepemeHHOCTB

[TonHOIIEHHBIX HCCIENOBAaHUM y OEpeMEHHBIX >KCHIUH IO OILEHKE BIMSIHHS JapyHaBUpa Ha
ucxoj; 0epeMeHHOCTH HE MTPOBOAMIOCH. MccienoBaHus Ha )KUBOTHBIX HE BBISIBUJIM Y IapyHaBHUpa
TOKCUYECKOW AaKTHUBHOCTM WJIM HETaTUBHOTO BJIMSHHUS Ha PENPOIYKTUBHYIO (QYHKIHUIO U
bepTibHOCTh. B HccnenoBanusx y KpbIC IapyHaBUP HE OKa3bIBaJ BIMUSHUS HA CIIOCOOHOCTH K
Pa3MHOXKEHHUI0 U (QepTUIbHOCTh. J[1s1 HaOMIOIeHUs 3a BIMSHUEM Ha IUJI0OJ U OPraHu3M MaTepu
co3nan Peructp cimydaeB mpuema aHTHPETPOBUPYCHBIX MpENapaTroB BO Bpems OepeMEHHOCTU
(www.apregistry.com).  JIaHHBI  pPETUCTp  SBISETCS  JOOPOBOJBHBIM  TPOCICKTUBHBIM
HAOJIOIATEIIBHBIM HCCIICIOBAaHUEM C IEIbl0 cOOpa W OLEHKH JAHHBIX O BIMSHHUH TIpUeMa
AHTUPETPOBUPYCHBIX MPEmapaToB Ha UCX0] OepeMeHHOCTH. JlaHHbBIe 0 MPUMEHEHUHU AapyHaBHpa
B TEPBOM TpUMECTpe OEPEeMEHHOCTH JOCTAaTOYHBI JJS OIEHKM €ro BIMSHHS Ha YBEIUYEHUE
pUCKa TOSBIEHUS BPOXICHHBIX AepekToB Iiofa. KomOuHauus napyHaBUp/pUTOHABUDP NpU
COBMECTHOM TIpueMe C 0a30BOi Tepamuei OICHHBAJACh B KIMHHYECKOM WCCIICAOBAHUU C
yuactueM 36 OepeMEeHHBIX KEHIIUH BO BPEMsI BTOPOTO M TPEThETO TPUMECTPOB OEPEMEHHOCTH.
DapMaKOKMHETUYECKUE JTaHHBbIE MOKA3adl, YTO KOHIICHTpAIMM JapyHaBUpa U PUTOHABUpPA BO
BpeMsi OepeMeHHOCTH ObUIM HIDKE, YeM B TMociepoioBoM rmepuoae (6-12 Hemens).
Bupyconoruueckuii 0TBeT coxpaHsuicsi B 00€HX rpynnax Ha MPOTSDKEHUU BCETO MCCIIET0BaHUS.
OrtcyTcTBOBaNa BEepTUKANbHAS Mepelrada BUpyca OT Marepu K MiaaeHny y 31 manueHTkw,
MPUHUMABIINX AHTUPETPOBUPYCHYIO TEPaNMI0 BIUIOTH 0 pojaopasperieHus. KomOuHarms
JApyHABUP/PUTOHABHP XOPOIIO IMEPEHOCHIACh TMPU TPHEME BO BpeMs OCpEeMEHHOCTH W B
nociepoaoBor nepuos. [Ipoduns 6e30macHOCTH B TaHHOM HCCIIEIOBAHUH OBLI COIOCTABHM C
TaKOBBIM Yy B3POCIBIX MalMEeHTOB, WHuUIMpoBaHHEIX BUY u mpuHUMAaronmx KOMOWHAITUIO
napyHaBup/puToHaBup. KoMOMHaIMIO AapyHaBUpP/PUTOHABUP MOKHO Ha3zHadyaTh OepeMEHHBIM
JKEHIIIMHAM TOJIbKO B TEX CIIydasx, KOTJa OXKHJaeMas I0Jib3a e¢ MPUMEHEHUs IS Oymymiei

MaTCpH NEPEBCIINBACT HOTeHHI/IaIII)HBII\/'I PUCK IJId TJI0JA.
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HewussectHo, criocoOeH 1 TapyHaBUp MPOHUKAThH B TpyAHOE MOJoko. MccnenoBanus Ha Kpbicax
MOKa3aJId, YTO JAPyHAaBUP IPOHUKAET B MOJIOKO. YUUTBIBAasI BO3MOXKHOCThH nepenaun BUY c
TPYAHBIM MOJIOKOM, a TakKe PHUCK CEPhE3HBIX MOOOYHBIX A(P(PEKTOB y TPYAHBIX JCTEH,
CBSI3aHHBI C BO3JCHCTBMEM Ha HHUX aapyHaBupa, BUY-undumupoBaHHBIC IKEHITUHBI,
noJryyaroiue npenapatr BupHazaa, J0KHBI BO3AEPKUBATHCS OT IPYIHOTO BCKaPMIIMBAHUS.

DdepTUabHOCTD

B HCCIICAOBAHHUAX HA KPbICAX HC GBIHO BBISIBJICHO BJIMAHUSA HaA (I)CpTI/IHBHOCTB.

47. BJausiHMe HA CMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMHU U PadoTaTh ¢
MeXaHU3MaMHu

He npoBouiiocs ucciae1oBaHuid M0 U3yYSHUIO BIMSHUS KOMOWHAIMK JapyHaBUp/PUTOHABUD HA
CIIOCOOHOCTH YIPABIISATH TPAHCIIOPTHBIMH CPEJICTBAMU M MexaHm3Mamu. OgHaKO HEOOXO0IUMO
OPUHUMATh BO BHHUMaHHE TOT (AaKT, YTO y HEKOTOPBIX IMallMEHTOB BO BpeMs JICUEHUS,
BKJIIOUAIOILIETO MpHeM KOMOWHAIUMU JapyHaBUpP/PUTOHABHUP, HAOIIOJANOCH TOJOBOKPY>KEHUE.
HpI/I IMMOABJICHUU T'OJIOBOKPYKCHHA CICAYCT BO3ACPIKATHCA OT BBINNOJIHCHUA YKAa3aHHBIX BHUIOB
JIeSATETLHOCTH.

4.8. He:xenaTejbHble peakHu

Pesrome mpoduisg 6e3onacHoOCTH

HanOonee 4yacThIMU HeXeNaTENbHBIMU PEaKLUSIMH BO BPEMs KIMHHUYECKUX HCCIEIOBAaHUI U B
MOCTPETHCTPAIMOHHOM TiepuoJie OBLIM: IHapesi, TOIIHOTA, ChIllb, TOJOBHas OONb M PBOTA.
HaunbGonee dacThiMM CEpbe3HBIMU HEXKENATEIbHBIMU pPEAKUMSIMH ObUIM: OCTpas IMOoYeyHas
HE/I0CTaTOYHOCTh,  MH(APKT  MUOKAapAa, CHUHAPOM  BOCCTAaHOBJIECHHS  HMMMYHHUTETA,
TPOMOOIIMTONEHHUS, OCTEOHEKPO3, Tuapesi, FenaTuT U JIUXOopaJIKa.

TabnmuHoe PE3IOME HEXKENATCIIbHBIX PEaKIINI

HexenarenbHble peakliy MPHUBEICHBI B COOTBETCTBUH C CHCTEMHO-OPTaHHOH KiIaccu(puKamen
U C paclpeleieHHeM IO YacTOT€ BO3HUKHOBEHHUS. B Kakoif 4acTOTHOW rpymnmne moOOovHbIE
NEHCTBUS MPECTABICHBI B MOPSIKE YMEHbBIIIEHUS UX CEPhE3HOCTH.

Yactora moOouHbIX 3(D(PEeKTOB ompeneneHa cleayronmM olOpa3oM: o4eHb dvacto (= 1/10
ciaydaeB), yacto (= 1/100 u < 1/10 ciyuaeB), Hewacto (= 1/1000 u < 1/100 cmygaeB), peako
(> 1/10000 u < 1/1000 cnmyuaeB) W 4YacTOTa HEU3BECTHA (HEBO3MOXHO OIEHUTH YaCTOTY W3

JOCTYIHBIX JIAHHBIX ).

CucreMHO-OpraHHbIi HesxkenarenbHble peakuuu
KJ1acc

Karteropust yacrorsnl

Hugpexyuu u unsasuu

Heuacto ‘ I'epniernueckas HHPEKIH

Hapywenus co cmoponul kposu u numgamuueckou cucmemol
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Heuacto TpombouuTonehus, HEHTPOTECHES] ABSMYE RGHRCITEHMIH](]2 |

Penxo DosuHo U

Hapywenus co cmopoHvl uMMyHHOU cucmembl

Heuacro CHHIpPOM BOCCTaHOBJIEHUSI HMMYHMTETA, (JIEKApCTBEHHAas)
TUIEPYYBCTBUTEIBHOCTD

DOHOOKpUHHbLEe HapYULeHUs.

Heuacro FI/IHOTI/IpeOB, IOBBIIICHNUEC KOHLOCHTPALlMU THUPECOTPOIIHOI'O
TOpMOHAa B KpOBU

Hapywenus memabonuzma u numanus

Yacro Jlumomuctpodust (B TOM  yHCIe  JMOOTHIEPTpodus,
aunoaucTpodus,  nunoarpodus),  caxapHblii  jauader,
THIIEPTPUTIHLEPUACMHESL, THIIEPXOJINCTEPUHEMHS,
THIEPIIUITUICMHUS

Heuacro Hoz[ar‘pa, AHOPECKCHA, ITIOHMKCHUEC alllICTUTA, CHUKCHHUEC MAaCChL
TCIa, IIOBBIIICHHUEC MacCChl TCI1a, TUIICPIrIINKCMUS,
HWHCYJIMHOPE3UCTCHTHOCTD, IIOHMIXCHHC KOHICHTpaluu
JIMTIOIIPOTCUHOB BBICOKOH IIJIOTHOCTH, ITIOBBIIICHUEC alllICTHTA,
MMOJIMAUIICHUS, TOBBIMICHUE AKTUBHOCTH JIAKTATACTUAPOICHA3BI

B KPOBH

Ilcuxuueckue napywenus

Yacto becconnuia

Heuacro Jenpeccusi, [ne30pueHTanus, TPEBOra, HAPYIICHUS CHA,
MIaTOJIOTUYECKUE CHOBUJCHUS, HOUYHBIE KOIIMApbI, CHUYKECHUE
b2 (079 ()

Penxo CryTaHHOCTb CO3HAHMSI, CMEHbI HACTPOEHUS, OECTIOKOICTBO

Hapywenus co cmoponul HepeHoll cucmembl

Yacro I'onosHas 601b, nepugepuyeckas Helponarus,
TOJIOBOKPYKECHHE

Hegacro 3aTOPMOXKEHHOCTh, MapecTe3us, THUIECTe3Us, JUCTeB3Us,
HapyLICHNs] BHUMAHUs, HApYIIEHUs [TaMTH, COHJIMBOCTh

Penxo OOMOpOK, Cy1I0pOTH, areB3usi, HapyleHne puTMa ¢a3 cHa

Hapywenus co cmoponul opeana 3penus

Heuacto ['unepemust KOHbIOHKTUBBI, CYXOCTh CIM3UCTON 000I0UYKH TJ1a3

Penko Hapymenne 3penus

Hapywenus co cmoponul opeana ciyxa u nabupunma

Heuacto ‘ BectubynspHoe ronoBokpyxeHue (BEpTHTO)

Hapywenus co cmoponul cepoya

Heuacto Wudapkr Muokapaa, creHOKapaus, yJuinHeHne naTepBana QT
Ha 2JIEKTPOKapANOrpaAMME, TaXUKapIus

Penko OcTpplii  uHGapKT MHOKapia, CHHycOBas OpaauKapaus,
OIIYIICHHUE Cep/IIIeOneHNUs

Hapywenus co cmopoHul cocy0os

Heuacto ‘ IloBbIIcHHE ApTCPHUAIIBHOTO OAAaBJICHUSA, KIIPUITUBBD)

Hapywenus co cmoponul OvixamenvHoti cucmemsl, 0p2arHos8 2pyOHOU KIemKU U CPeOOCmeHUs]

Heuwacro ‘ Opplnika, Kamieab, HOCOBOE KPOBOTEUEHHE, IEPILIEHUE B TOPIIe
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Penxo

‘ Punopes

(NOCNEQCBATENEHOCTE 0002)

Kenyoouno-Kkuuleunvie HapyuleHus

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

OueHp 4acTo

Muapes

Yacto

TomHora, pBora, 06071b B 00JaCTH JKUBOTA, IOBBIIICHUE
AKTUBHOCTH aMWJIa3bl B KPOBH, JIUCIIEIICHUS, B3AYyTHE JKUBOTA,
METCOPHU3M

Heuacto

[lankpeatur, racTpuT, ractpod3odareaibHblii peduroke,
adTO3HBI CTOMATHUT, IMO3bIBBI K PBOTE, CYXOCThb CIIHM3HCTOMN
000JIOUKH TMOJIOCTH pPTa, AUCKOM@POPT B 00JacTH KHUBOTA,
3amop, TMOBBIIIEHWE  AKTUBHOCTU  JIMNA3bl,  OTPBIKKA,
HapylIeHHE YyBCTBUTEIbHOCTH B POTOBOM MIOJIOCTH

Penxo

CroMarut, pBOTa C KpPOBBIO, XEHJIHT, CYXOCThb CIU3HCTOU
0007109KH Y0, HAJIET HA SI3bIKE

Hapywenus co cmoponul neuenu u sscenuesbi8o0auux nymeti

Yacto

IToBhIlIEHHE AKTUBHOCTH aJIaHI/IHaMI/IHOTpaHC(bepaSH

Heuacto

I'ematuT, UTONMMTHYCCKHWII TE€HATHUT, CTEaTo3 IICYCHH,
rernaroMeraiavs, TMOBBIIIEHUE AaKTUBHOCTH TpaHCAMHUHA3bl,
MOBBIIIICHHUE aKTHBHOCTH acnapraTaMUHOTpaHc(epasbl,
MOBBILICHUE KOHIICHTPAIMK OUIUpYyOUHA B KPOBHU, MOBBIILICHUE
AKTUBHOCTH IICJIIOYHOM ¢ocdara3sl B KPOBH, TOBBIIICHUE

AKTHUBHOCTH FaMMaFJ’IYTaMI/IJ'ITpaHC(i)epaSLI

HapymeHu}z CO CNIOPOHbL KOJHCU U NOOKOICHBIX MKAHell

Yacto

Coiib (B TOM 4MCIIE MakKy/lIspHas, MakKyJonamyie3Has,
TnaryJse3Has, YpuTeMaTo3Has u 3yjsiasi), 3ya (cMm. pazzaen 4.4)

Heuacto

AHTMOHEBPOTHYECKUM  OTEK, TIE€HEPAIU30BAHHAs  ChIIb,
QJUIEPTUYECKU J€pMaTUT, KpalMBHUIA, S5K3€Ma, JpUTEMA,
TUIIEPTUIPO3, HOYHAS IMOTJIMBOCTb, AJIONELHUs, AKHE, CYXOCThb
KOKH, TUTMEHTALUs HOI'TEH

Penxo

JlexapcTBeHHass CbIlb C DSO3MHOPUINEH U CHUCTEMHBIMHU
nposieienussimu  (DRESS-cunnpom), cunapom  CrBeHca-
JI>)xoHCOHA, MyIbTU(OPMHAsS SpUTEMA, IEPMATUT, CEO0OPEUHBIN
JI€PMaTUT, IOBPEKIEHUS KOKU, KCEPOJAEpMUs

YacToTa HEeM3BEeCTHA

Tokcuyecknii SMUAEPMAIIbHBIN HEKPOJIN3, OCTpBII
TEeHEPAIM30BaHHBINM DK3aHTEMATO3HbIN IIyCTYIIE3

HapymeHu}l CO CMOpPOHDbL szmelmoﬁ, CKeNemHou U COCOUHUMETbHOU MKAHU

Heuacto Muanrusi, OCTEOHEKPO3, MBIIIEYHBIE CIAa3Mbl, MbIIICYHAS
cnabocTh, apTpanrusi, 00Jb B KOHEYHOCTSIX, OCTEOINOpO3,
MOBBIILIEHNE AKTUBHOCTU KpeaTUH(POCHOKNHA3HI B KPOBU

Penxo CKeneTHO-MBIIIEYHas] CKOBAaHHOCTh, APTPUT, CKOBAHHOCTH B

cycTaBax

Hapywenus co cmopoHuvl nouex u mouesvi8o05auux nymeil

Heuacto Ocrtpas rnoyeyHas HEI0CTAaTOYHOCTb, noyeyHas
HEJ0CTaTOYHOCTh, IOYEYHOKaMEHHass O0Jie3Hb, IOBBIIICHNE
KOHLEHTpallUl  KpeaTMHHMHAa B  KpPOBH, IPOTEUHYpHS,
OUITMPYOUHYPHUSL, TU3YPUSL, HOKTYPHS, TOJUTAKUYPHUSI

Penxo CHMKeHHe OYEeUHOro KIMpeHca KpeaTuHUHA
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= RS

Heuacto OpeKTuiibHas AMC(HYHKINS, THHEKOMACTHS

Obwue paccmpoiicmea u HapyuleHus 8 mecme 66e0eHUs

Yacro AcTeHus, ycTanocTb

Heuacto Jluxopazaka, 607b B TPYAHOU KIIETKE, NMepu(EpUIECKuil OTeK,

HCAOMOIr'aHUEC, OIYIICHUE XKapa, pa3apaKUTCIbHOCTD, 0016

Penxo O3H00, MI0X0€ CaMOYyBCTBHE, KCEPO3 KOKHU

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKl_Hflf/'I

Cuiny

B xnmMHMYeCKUX MCCe0BaHUAX B OCHOBHOM Ha0II0/1a1ach ChIIb JIETKOW WM CPEHEH CTEeleH .
Chlllb yalie BCEro MosBIIIACh B TEUEHHE INEPBBIX YETHIPEX HENENb TEpalMM U Ucde3ana Mpu
NPOJIOJDKEHUM TpUeMa Tpernapata. [Ipy pa3BUTHH KOXKHBIX PEaKIHMid TshKenoi creneHu (cM.
paszaen 4.4).

B xonme KIMHWYECKUX WCCIEIOBAHUW Yy MAIlMEHTOB, paHEe IOJIy4YaBIIUX TEPAIuio, ChIllb,
HE3aBHCHUMO OT €€ MPUYMHBI, 00JIee YacTO BO3HMKANIA MPU MPUEME CXEM JICUCHUS, COACPKAIIUX
JapyHaBUp U pajTerpaBUp, 4YeM IpU IpHeMe AapyHaBupa 0e3 paliTerpaBupa WU paiTerpaBupa
0e3 napynaBupa. Ceimb, OOYyCIOBIGHHAs MPUEMOM TIperapara, IOsBISIACh CO CXOIHON
4acToTOW. BO3HMKaBIIas B KIMHUYECKUX UCCIICIOBAHUSX ChIMb ObLIA JISTKOW U CPEeTHEH CTCIICHN
U He MPUBOJINIIA K TPEKPAIICHUIO Tepanuu (cM. paznen 4.4).

Jlunooucmpodghus

KoMmOuHHUpOBaHHAss aHTUPETPOBHPYCHAsE TEpamusi BBI3BIBACT IEpepaCIpeeiCHHEe JKHUpa
(munmomucrpoduto) y mamueHtoB ¢ BUY. Jlumommcrpodus mposBIsiIack B BHIE TMOTEPH
nepudeprudeckoro U MOIKOXKHOTO KUpa B 00JIacTH JIHIA, YBEIWYEHHS BHYTPUOPIOIIHOTO U
BUCIIEPATILHOTO JKUpPa, TUMEPTPOGUU MOJOYHBIX >KeIe3 M HAKOIUICHUS MOJKOXKHOTO XKUpPa B
JIOPCOIEPBUKAIBHON 0051acTH («OBI4Mii TOpo»).

Hapywenus co cmoponvl obmena eeujecme

KoMmOuHMpoBaHHAs aHTUPETPOBUPYCHAS TEpaIlvs MOXKET MPUBECTH K TaKHUM HApYIICHUSM, KaK
TUNIEPTPUTITULEPHUIEMHUS], TUIIEPXOJIECTEPUHEMUS, NHCYJINHOPE3UCTEHTHOCTh, TUIIEPTIIMKEMUS U
TUTIEPJIAKTATEMUS, a TAK)KE MOBBIIICHUE MACChl Te€Jla U KOHIIEHTPAIlMU JIUITHJIOB B KPOBHU (CM.
pasnen 4.4).

Hapywenus co cmoponwl ckenemuo-mvluieynol mKanu

[ToBbillIeHNEe aKTHUBHOCTU KpeaTUH()OCHOKUHA3BI, MUAITHS, MHO3UT U pabAoOMUONU3 (PEIKO)
OTMEYAJIUCh TPU WCIOJb30BAaHUU HWHTHOMTOPOB TIPOTEa3bl, OCOOCHHO B COYETAHUH C
HYKJICO3UIHBIMH HMHTHOUTOpaMH OOpaTHOW TPAHCKPUITA3bl. bBBUTM OTMEYEHBI CiIy4au
OCTEOHEKPO3a, OCOOEHHO Yy TAaIMeHTOB ¢ OOmenpu3HaHHBIMU (haKTOpaMH pHUCKa, C

3a0oneBannemM BHY Ha MO3JAHEH CTaguyd WIM  JJIATEIbHOE BpEMs  TIOJYYarOIInUX
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KOMOWHMPOBaHHYIO aHTHPETPOBUPYCHYIO TEppmuio. JACTOTAE BO3HMKHOBGHHS (OCLEOHERPO3a

HensBecTHa (cM. pasnen 4.4).

Cunopom eoccmanosienus uMmyHumema

Y mnammentoB ¢ BUY u Tsokenoil cremeHpr0 MMMyHOAepHIMTA B MOMEHT Hadaia
KOMOMHUPOBaHHON aHTUPETPOBUPYCHOH Tepanmuy MOTYT BO3HMKATh BOCHAIUTEIbHBIE PEAKLIUU
Ha OEcCUMITOMHO MpOTEKAoLIMe WIM OCTaToyHble HHpekuuu. Taxke Ha0I0JAINCh
ayTOMMMYHHbIE 3a0oneBaHus (Hampumep, Oose3np ['peiiBca M ayTOMMMYHHBIH T'eHAaTHT).
OpHako BpeMsi 10 Hayana 3a00JE€BaHUS MOXKET BapbHUPOBATHCSA, M TaKue 3a00JIEBaHUS MOTYT
HAUMHAThCA CIIYCTs MECSIbl II0CIIE Hayana Tepanuu (cM. pasnen 4.4).

Kpoeomeuenus y nayuenmos c cemogpunuet

Habmioganock yBenu4eHue 4acTOThI CIIOHTAHHBIX KPOBOTEUCHUH Y MALMEHTOB C TeMOQHINECH,
MOJIyYaIOLUX aHTUPETPOBUPYCHBIE HHTUOUTOPBI IpOTeas3bl (M. pasaein 4.4).

THayuenmoi ¢ kounghexyusmu eupycom cenamuma B u/unu C

VY nanueHToB ¢ JaHHBIMM MHQEKIUSAMH, MOIYyYaloUIMX KOMOMHALUIO JapyHaBUP/pUTOHABUD,
4acTOTa BOSHUKHOBEHHS HEXKENATEIbHBIX PEAKIUNA U HapyIIEHUH OMOXMMHUYECKUX M1apaMeTPOB
Obula HE BBINIE, YeM Y MAIMEHTOB, IMOJYYArOIIUX KOMOMHALMIO IapyHaBUpP/pUTOHABHp Oe3
KouHpexkuuu BUpycoM rematura B w/mnmm C, 3a HMCKIIOYEHHEM IOBBIIIEHUS AKTUBHOCTH
IIEUYEHOYHBIX TpaHcaMHHa3. KoHIleHTpalus B 1a3Me y MalueHToB ¢ Ko-uHpekuuei 1 6e3 Hee

COO6H.I€HI/IC 0 ITOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo coo0maThe 0 Mo 03peBacMbIX HEXKENIATEIBHBIX PEAKIUIX MMOCIE PETUCTPAIMHU TIperapara
C menp0 OoO0ecTeueHHuss HENPEephIBHOTO MOHHTOPWUHTA COOTHOUICHHS «IIOJbh3a — PHCK»
JIEKapCTBEHHOTO Ipernapara. MeIuIMHCKUM paOOTHUKAM PEKOMEHIYeTCs coOOIIaTh O JHOBIX
MIOJI03PEBAEMbIX HEXKENATENbHBIX PeaKIUsAX JIEKApCTBEHHOTO Mpernapara yepe3 HallMOHaJbHbIE
CHCTEMBI COOOMICHHSI O HEXeNaTeIbHBIX pPEaKIUsAX TOCYIapCTB — WIEHOB EBpa3suiickoro
HYKOHOMHYECKOTO CO03a.

Poccuiickas ®enepanus

®denepanbHas ciyx0a 1o Haa3opy B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. Mocksa, CriaBsiHCKasl TUIOIIAAb, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnexkTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru

Pecniy6iuka benapych

PVII «lleHTp 3KCIIEpTH3 U UCIIBITAHUH B 3/IPaBOOXPAHEHUN»

Anpec: 220037, r. Munck, niep. ToBapuieckuii, 2a

Tenedon/dakc: +375 17 242 00 29

Caiit: www.rceth.by

29



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 27.05.2024 N= 10313

Pecnyonuka Kazaxcran iNMOCNEONQBATENEBHOCTE 00027

(R RO TP

PI'TI na ITXB «HauuoHaJbHBINA LHEHTP SKCHOEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEAUIIMHCKUX
W3IETUIN»

Anpec: ZOOT6ES (010005) r. Acrana, paiton baiikonsip, yi. A.Mimanosa, 13

Tenedon: +7 (7172) 235 135

Caiit: www.ndda.kz

Pecny6niuka Apmenust

«Hay4yHBII LEHTp OKCHEPTHU3Bl JIEKAPCTB M MEIULIMHCKUX TEXHOJOTMM MM. aKaJeMHKa
O.I'abpuensnay AO3T

Anpec: 1. EpeBan, 0051, ip. Komuraca, 49/5

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

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

Keiprezckas PecniyOnmka

JenapramMeHT  JIEKapCTBEHHBIX CpPEICTB U  MEIMLIMHCKUX  u3Aenud  MuHucTepcTBa
3npaBooxpaneHust Keipreizckoit PecrryOnukn

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

Tenedon: (996) 312 21-92-86

Caiit: www.pharm.kg

4.9. TIlepeno3upoBka

CumMnTOMBI

Caenenust 00 oCTpoil mepeo3upoBKe MPH NpUEME JapyHaBUpa B KOMOMHAIIUY C PUTOHABUPOM Y
JIOJIeH OrpaHUYeHbl. 310pOBbIe T0OPOBOIBIEI MPUHUMATH OJHOKpaTHO A0 3200 Mr qapyHaBupa
B BHJIe pacTBopa U 0 1600 Mr B BHIe TaOJIeTOK JapyHaBHpa B KOMOWHAIIUU C PUTOHABUPOM,
IIPU 3TOM HEOJIaronpusTHHIX 3PPEKTOB HE OTMEUEHO.

Jleuenue

Creruduueckuii aHTUAOT HeusBecTeH. Ilpu mepeno3upoBke cieayeT NPOBOJAUTH OOIIYIO
MOJIJIEP>KUBAIOIIYIO TEPAIUI0 C MOHUTOPUPOBAHNEM OCHOBHBIX (PU3MOJIOTHUYECKUX TTOKa3aTeNeH.
JlapyHaBup MpeuMyIIeCTBEHHO CBSI3bIBAETCS ¢ OeJIKaMM IJIa3Mbl, IO3TOMY 3HAYMMOE yJaJIeHHe

AKTHUBHOM CYOCTaHIIMM METOJIOM JIMaIN3a MaJOBEPOSATHO.

5.  ®APMAKOJOIMYECKHUE CBOMCTBA

5.1. dapmakoanHaMHYyecKHe CBONCTBa

®apMakoTepaneBTUYECKass TpyIa: MNPOTUBOBUPYCHBIE CpPEJICTBA CHCTEMHOTO JEHCTBUS;
IPOTUBOBUPYCHBIE CPEJCTBA MIPSIMOTO JIEHCTBUS; HHTMOUTOPSHI ITPOTEa3.

Kox ATX: JOSAE10

MexaHn3M AeiCTBUS
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JlapyHaBup SBIAETCS MHIMOMTOPOM JMMEPU3EIMH U KATHTANMHACCRON @AKTUBHQCTH, MIPOTEa3bI

BHUpyca uMMyHoaeduiuta yenoseka I-ro tuma (BUY-1). lapynaBup nz0upaTelbHO HHTHOUPYET
pacuierienne nonunporenHoB Gag-Pol BUY B uHOUIMPOBaHHBIX BHpYCaMH KIJIETKaXx,
peloTBpalias 00pa30BaHUE MOJHOLIEHHBIX BUPYCHBIX YaCTHULI.

[IpoTUBOBUPYCHAS AKTUBHOCTS iN Vitro

JapyHaBup nposBIsSieT aKTUBHOCTh IMPOTHUB JTAOOPATOPHBIX ITAMMOB M KIIMHUYECKUX U30JISITOB
BHY-1, a Takke npotuB 1adopatopHbix mramMmMoB BUY-2 B muHUsAX 0cTpO MHPHUIMPOBAHHBIX T-
TMM(OIUTOB,  MOHOHYKJEApHBIX  KJeTKax  mnepudepuyeckodl  KpOBH  4YEJIOBEKa |
MOHOIIMTaX/Makpodarax yenoBeka, ¢ Menuanoit 3nadenust 50 % >PpPpeKTUBHON KOHIEHTpAUU
(EC50) ot 1,2 mo 8,5 mmonw/a (0,7-5,0 ur/mm). JlapyHaBup HpOSBISIET TPOTHBOBHPYCHYIO
AKTUBHOCTH in Vitro Mo OTHOIICHHIO K MIUPOKOMY CIIEKTPY MEePBUYHBIX H30JsToB BUY-1 rpymmsl
M (A, B,C,D, E, F, G) u rpynmet O ¢ EC50 ot 100 MxMoub/i).

Pe3ucTeHTHOCTh

Cenexkuusi pe3uUCTEHTHBIX K JAapyHaBupy BHpycoB u BHY-1 «aumkoro tuma» in vitro Obuia
mumtensHoi  (6onmee 3 mer). [lomyueHHBIE BHPYCHI HE MOTJH PAacTH B TPUCYTCTBUH
KOHIIeHTpauuii napynaBupa Bbime 400 HMOIB/1I. Bupychl, oToOpaHHBIE B STHX YCIOBUSIX U
JIEMOHCTPHUPYIOLIUE CHUKEHHYIO BOCIPUUMYHBOCTD K JlapyHaBupy (B 23 - 50 pa3), conepxanu 2
- 4 aMMHOKUCJIOTHBIX 3aMeHbI B I'eHe MpoTeas3bl. CHI)KEHHAasi BOCHPUUMYHBOCTD K IapyHaBHpY B
BO3HHUKAIOIIMX NPH CEJIEKIHHM BUpPYycaX B JAHHOM 3KCIIEPUMEHTE HE MOXKET ObITh OOBsICHEHA
NOSIBJIGHUEM 3TUX MyTaluuid reHa mporeas3bl. [lo NaHHBIM KIMHUYECKMX HCCIENOBAaHUN Yy
NAIMEHTOB, paHee IMOJIyYaBIIUX AHTUPETPOBUPYCHYIO TEparuio, BUPYCOJOTHYECKUI OTBET Ha
JapyHaBUp B KOMOHMHALlMM C PUTOHABUPOM B HM3KOM J03€ CHWXKaJCs, KOIjla B Hadaie
UCCIIIOBaHMs TPHUCYTCTBOBAIM WM B XOJ€ JIEYEHMsS pa3BUBAIMCH 3 M Ooyiee MyTalMH,
CBSI3aHHBIX C PEe3UCTEHTHOCTHIO K AapyHaBupy ( V111, V321, L33F, 147V, I50V, I54L um M,
T74P, L76V, 184V u L89V). KpatHocts mnossimienuss EC50 ngapyHaBupa Mo CpaBHEHHUIO C
ucxonnoi (fold change, FC) Obiia cBsizaHa CO CHMKEHHEM BUPYCOJIOIMYECKOI0 OTBeTa. bbuin
OIpeCNIEHbl BEPXHUN M HWXHMM KiauHu4eckue noporu B 10 u 40 pa3. M3omatel ¢ ucxonHon
kpaTHocThi0 FC <10 pa3 BocnpurmuuBbl; n30isThl ¢ KpaTHOCTRI0 FC ot 10 10 40 pa3 obnananu
CHI)KEHHON BOCTIpUUMYMBOCTBIO; M30JsThl ¢ FC >40 Obutn pe3ucTeHTHbIMH. Bupycsl,
BBIJICJIEHHBIE OT MAllMEHTOB, MOJIYYaBIINX KOMOUHAIHMIO fapyHaBup/putoHaBup mno 600/100 mr 2
pa3a B CyTKH, y KOTOPBIX pa3BWJIaCh BUPYCOJIOTMYECKAsl HEyJauya B BUJE PELUANBA, U KOTOPHIE
OBLIM BOCIIPUUMYMBBI K THIPAHABUPY B Hayalle MCCIEI0BaHUS, OCTAINCh BOCIPUUMYHMBBIMU K
TUIIPaHABHPY IOCJIE JICUEHUS B TIOJIABISIONIEM OOJILIIMHCTBE CIy4aeB.

Haunbonee Hu3Kasg yactoTa pa3BUTUS PE3UCTEHTHOCTH HaONIOanach y MAalMEHTOB, paHee He
MOJYYaBIIUX JICYEHUS] CPEACTBAMU aHTHUPETPOBUPYCHOM Tepamuu, KOTOpble BIEpBbIE Hayalu

MoJIyyaTh JlapyHaBUp B KOMOWHALMU C OPYTMMH IpernapaTaMH aHTUPETPOBHUPYCHON Tepamuu.
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[epekpécTHas pe3UCTEHTHOCTh (MOCNENOBATENEHOCTE 0002)

= RS

FC napynasupa Obuia menee 10 ans 90 % u3 3309 kIMHHMYECKHX HU30JSTOB, PE3UCTEHTHBIX K
aMIIpeHaBHpy, AaTa3aHaBHpYy, WHAMHABUDPY, JIONMHHABUDPY, HEI(PUHABHPY, PHUTOHABHPY,
CaKBUHABHPY /MU TUIPAHABHPY, YTO YKA3bIBAET, YTO BUPYCHI, YCTOMUMBBIC K OOJBIIUHCTBY
MHTHOUTOPOB MPOTEA3bl, OCTAIOTCS BOCIPUUMYHUBBIMU K TapyHABUDY.

5.2. ®dapmakokHHeTHYeCKHe CBOiicTBA

DapMaKOKMHETUYECKHE CBOWCTBA JapyHaBUpa, NPUMEHSBIIETOCs B KOMOMHAIMUA €
PUTOHABHPOM, M3y4allUCh Y 3J0POBBIX J100poBosbLeB U Yy BUY-MHQHUIMPOBaHHBIX MAIIEHTOB.
KoHnentpanuu nqapyHaBupa B 1jia3mMe ObUTH BBIIIE Y MAIMEHTOB, HHPUIIMpoBaHHBIX BUY-1, uem
y 3I0pPOBBIX JIOACH. DTO pa3inuue MOXXHO OOBSCHUTH 0OOJee BBICOKUMHU KOHIEHTPALUSIMU
anb(da-1-Kucioro TIMKONPOTEHHA Yy MalMeHToB, WHpuIMpoBanHbix BUY-1, uro mpuBOIUT K
YBEIMYCHUIO KOJIMYECTBA JapyHaBUpPA, CBSI3aHHOTO C anb(a-1-KUCIBIM TIIHKOIPOTEHHOM
wia3mel. JlapyHaBup mertabomusupyetrcss B ocHoBHOM uzodepmentamu CYP3A. PurtonaBup
unruoupyer wuzodepmentst CYP3A mnedeHn u, TeM caMbIM, CYIIECTBEHHO IOBBIIIAET
KOHLEHTPALUIO JapyHAaBUpa B IUIa3Me.

AOGcopouus

[Tocne mpuema BHYTPH JapyHaBUp OBICTPO BCACHIBACTCA B IKEIYJAOYHO-KHIIEYHOM TPAKTE.
MaxkcuMmanbHasi KOHIEHTpalus AapyHaBupa B miaasMme (Cmax) B MPHUCYTCTBHUM HHU3KOM 03B
puToHaBHUpa nocturaercs uepe3 2,5-4,0 4. AOcomoTHas OHOJOCTYMHOCTh OJHOW O3Bl
napynasupa (600 mr) nmpu npueme BHYTPb COCTaBMIIa OK0JIO 37 % M yBeIWUYUIIach MPUMEPHO 10
82 % B mpucyrcTBuM putoHasupa (100 mr nBa pa3a B cytku). OOuiee BIUsSHUE pUTOHABHpPA Ha
OMOMOCTYHOCTh JapyHaBUpPA COCTOSJIO B NMPUMEPHO 14-KpaTHOM YBEJIWYEHHUU KOHIEHTpalUu
JapyHaBUpa B IJIa3Me IOCJe OJHOro mpueMa BHYTpb 600 Mr napyHaBupa B KOMOMHAIIUU C
putonaBupom (100 mr gBa pasa B cyrku). llpu mnpueme HaTOmaK OTHOCHUTEIbHAs
OMOJOCTYITHOCTh JapyHaBUpa B MPUCYTCTBUM HU3KOM 103bI puTOHaBUpa Oblia Huxe Ha 30 %,
4eM IpHu npueme BO BpeMs ezpl. CleoBaTeNbHO, JapyHaBUP HYKHO INPUHUMAaTb BMECTE C
PUTOHABUPOM BO BpeMs €bl. XapakTep MUILKM HE BIMSJI HAa KOHIIEHTPALlMM JapyHaBUpa B
miasMe.

Pacnpenenenne

Oxono 95 % napyHaBHpa CBS3bIBaeTCsS C O€lIKaMU IUIA3Mbl, IMPEUMYIIECTBEHHO C anbda-1-
KHCJIBIM TIMKOIpoTenHOM. [loce BBeieHus: BHYTPUBEHHO 00BEM pacmpesiesieHus 1apyHaBupa B
KayecTBe MoHoTepanuu coctaBisin 88,1+59,01 (cpegnuii + craHAapTHOE OTKJIOHEHUE) U
Bo3pactan a0 13144991 (cpenHuil + cTaHIapTHOE OTKJIOHEHHE) B IPUCYTCTBHUM PUTOHABHpA
(100 mr 2 paza B CyTKH).

BI/IOTDaHCd)ODMaHI/Iﬂ
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B skcnepuMenTax in vitro Ha MUKpOCOMax MEHEeHH YejBeKd] OBLIOnIOKA3HO/ HTO L IAPYHaBHUD

noJiBepraercs MIPEUMYIIECTBEHHO OKHUCJIUTETbHOMY MeTaboIn3My. HapyHnaBup
METabONMM3UPYETCsl MPEUMYIICCTBEHHO B TEUEHU CcHCTeMOW 1nuroxpoma P450, moutu
uckmountensHo n3opepmenrom CYP3A4. HccnenoBanue, B KOTOPOM 3/I0POBBIE JOOPOBOJIBIIBI
npunumanu 14C-mgapyHnaBup, mokasaio, 4yTo 00Jblasi 4acTh PaJUOAKTUBHOCTH B ILIa3ME IOCIIe
oaHokpatHoro mpuema 400 mr mapyHaBupa u 100 Mr puToHaBUpa NPUXOAWIIACH HA JOJIO
HEM3MEHEHHOT0 JapyHaBHpa. Y 4UelOBeKa MWICHTHU()UIUpPOBAHO, MO MEHbIIEH Mepe, 3
OKHCIUTEIBHBIX METAa00INTa JapyHAaBUPA; aKTHBHOCTh BCEX 3TUX META0OIMTOB B OTHOLICHUH
«nukoro tTuna» BHUY cocrtaBnsina meHee 1/10 oT akTUBHOCTH camMoro JapyHaBUpa

OJIMMHUHALNS

[Tocne ognoxparHoro npuema 400 mr 14C-napynaBupa u 100 Mr putonasupa okoio 79,5 % u
13,9 % paanoakTHBHOCTH OOHApYXHMBAJIOCh B Kajle W MOYE COOTBETCTBEHHO. Ha moio
HEM3MEHEHHOTO JapyHaBHpa npuuuiock okoio 41,2 % u 7,7 % paguoakTUBHOCTH B Kajle U MOYE
cootBeTcTBeHHO. KoHeunblli nepuos nonyseiBenenus (T'2) mapyHaBupa coctaBui okoiio 15 9
IpU €ro npruemMe B KOMOMHAIIMU ¢ puTOHaBUpOM. KimpeHc mapyHaBHpa 1OCie BHYTPUBEHHOTO
BBeneHus: 150 mr cocraBun 32,8 n/4 (6e3 puroHaBupa) U 5,9 /9 B MPUCYTCTBUU HU3KOU JIO3BI
pUTOHABHpA.

Jluna mnoxkumoro Bo3pacta llomynsauuoHHbld dapmakokuHeTHueckud ananuz y BHY-
UH(OUIUPOBAHHBIX MAIMEHTOB nokasain OTCYTCTBHE 3HAYUMBIX paznuuui
(apMaKOKMHETHMUECKHUX IapaMeTpoOB JapyHaBHpa B Bo3pacTHOM rpymnme 18-75 ner (B 3TOT
aHanu3 OpuTK BKIIOUEHB! 12 BUY-uHbUIIMpPOBaHHBIX MAallMEHTOB B BO3pacTe 65 JET u crapiie).
TeMm He MeHee, JaHHBIE 110 TPUMEHEHHUIO JApyHaBUpa y MAalUEHTOB cTapuie 65 JeT OrpaHUYeHHbI
(cMm. paznen 4.4). [lonosblie paznuuus [lonynsaunoHHBINA (papMaKOKHHETUYECKUI aHATN3 BBISBHI
HecKosIbko Oonee Bbicokue (16,8 %) koHueHTpauuu gapyHasupa y BUY-ununmpoBaHHbIX
KEeHIIMH, yeM y BUY-unguurpoBaHHbIXx MyXuuH. JlaHHOE pa3nuuue He SBISETCS KIMHUYECKU
3HauuMbIM. [lanmeHTsl ¢ HapymeHusMH (GYHKOUKM ToYeK Pe3ynbrarhl HcclnenoBaHus C
ucnonb3oBanueM 14C-gapyHaBupa B KOMOMHALMU ¢ PUTOHABUPOM IOKa3ald, 4yTo okoio 7,7 %
MIPUHATOMN 03Bl JapYHABUPA SKCKPETUPOBAIOCH C MOYOM B HEM3MEHEHHOM BHJIE. Y NALUEHTOB C
HapylmeHusMH (QyHKIMKM Touek  (apMaKOKMHETHKY JapyHaBUpa HE U3ydaldd, HO
MOMYJISIIIUOHHBIA (apMaKOKHMHETUYECKUH aHaIMU3 ToKa3al OTCYTCTBUE 3HAUYMMOTO W3MEHEHUS
(dbapMaKOKMHETHUECKUX TapaMeTpoB JnapyHaBupa y BHY-uH(GUIMPOBAHHBIX MAIUEHTOB C
YMEPEHHO BBIPA)KEHHBIMH HapyUICHUSIMH (QYHKIMM T[OYeK (KJIMPEHC CBhIBOPOTOUYHOTO
kpeatuanHa 30-60 mur/muH, n = 20) (cM. pazaenst 4.2 u 4.4).

[TaneHThl ¢ HApYIICHUSIMH d)VHKHI/II/I OCYCHU

I[apYHaBI/Ip MeTa6OHI/I3I/IpyeTCH W BBIBOAUTCA NPCUMYHICCTBCHHO IICYCHBIO. B uccnemopanuu c

MPUMEHEHHEM HECKOJBbKUX 03 JAapyHaBHpa B KOMOMHauuu ¢ putoHaBupom (600/100 mr) nsa
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pasa B JicHb OBUIO TIOKa3aHO, YTO OOIIask KOHIEHTPALMS IAPYHABHUPA B[ IIAEME Y TIAUMEHTPB C

nerkuM (knacc A mo mkane Yaina-ITero, n=8) u yMepeHHbIM HapylieHHeM (DYHKIIUU TEUYCHU
(xnacc B mo mkane Yaitna-I1sto, n=8) ObIIM CPaBHUMBI C TAKOBBIMH TApaMETPaMHU y 30POBBIX
. Tem He MeHee, KOHIICHTPALMU HECBSI3aHHOTO JIapyHaBHpa ObutM puMepHO Ha 55 % (kiacc
A no mxkane Yaitng-Ilsto) u 100 % (xiacc B no mkane Yaina-I1et0) Beime. Knnnuueckas
3HAYUMOCTb 3TOTO MOBBIIICHHUS HEU3BECTHA, U Ipenapar BupHana cienyeT npuMeHsITh Y TaKUX
MAIUEHTOB C OCTOPOXKHOCTBIO. DPQPEKT THKENOro HapymieHus (QYHKIUKW T[EYSHH Ha
(dapMaKOKMHETHKY JapyHaBUpa HE u3ydaiucs (cM. pazuenst 4.2, 4.3 u 4.4).

bepeMeHHOCTE M HOCIEPOOBON IEPHUOT

[Ipu mpueme koMOWHanuu napyHaBup/puToHaBup B no3e 600/100 mr 2 pasa B CyTKH WU
800/100 mMr 1 pa3 B CyTKM B COCTaBe KOMOMHHMPOBAHHOW aHTHPETPOBUPYCHOW TEpamuw,
KOHLEHTpAlluu JapyHaBUpa U PUTOHABHpA B IUIa3Me€ KPOBU OBLIM HUKE IPU IIPUEME BO BpPEMs
OepeMEeHHOCTH IO CPaBHEHHMIO C TAaKOBBIMH IMPHU IpHEME, B MociepoaoBoil mepuoa. OnHako,
(dbapMaKOKMHETHUECKHE MMapaMeTPhl HECBA3aHHOTO (aKTHBHOIO) JapyHaBUpa OBLIM CHUKECHBI B
MEHBIIIEH CTETeHH, TaK KaK BO BpeMsi OEpeMEHHOCTH HaOII0AaeTCsl yBeTUYeHUE KOHIICHTPALUU

CBOOOAHOM (pakIuy JapyHABUPA IO CPABHEHUIO C TAKOBOH B MOCIEPOJIOBOM NIEPUOIE.

JlanHbIe (hapMaKOKMHETHKH OOIIETo JapyHaBUpa Mocie MpuéMa KOMOMHALINT
napyHaBup/putonasup B go3e 800/100 mr 1 pa3 B CyTKH B paMKax CXE€Mbl aHTUPETPOBUPYCHOM
Tepanuu BO BTOPOM TPUMECTpPE OEPEMEHHOCTH, TPEThEM TPUMECTPE OEPEMEHHOCTH U
MIOCJIEPOJOBOM MEPUOJIE
PapMaKOKMHETHKA Bropoii tpumectp Tperunii TpumecTp [TocneponoBsiii
o01miero napyHaBupa OepeMeHHOCTH OepeMeHHOCTH nepuos
(cpennee + (n=17) (n=15) (6-12 Henenp)
CTaHJAPTHOE (n=16)
OTKJIOHCHHE)
Crnax, HI/MJ 4964+1505 5132+1198 7310+1704
AUCy4p, HF*u/MI 62289+16234 61112+13790 92116+29241
Chmin, HT/MI 1248+542 1075+594 1473+1141

VY XeHIKH, NoJy4yaBUIMX KOMOUHAIMIO napyHaBup/putonasup B 1o3e 800/100 mr 1 pa3 B cyTku
B TEYEHHE 2-TO TpuUMecTpa OepeMeHHOCTH, cpeaHue 3HadeHUs Cp,x (MakcuMaabHas
KOHIIeHTpalus aapyHaBupa B miaazme), AUCys, (III0MaAb MO KPUBOM «KOHIICHTPAIUS-BPEMSD»
yepe3 24 4. mocne mpueMa npenapara) U Cpin (MUHUMaJIbHas KOHIEHTpaIUs TapyHaBUpa B
ma3Me) JapyHaBupa ObUTH, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % HmKe 1Mo CpaBHEHHUIO CO
3HAUYCHWSIMU JaHHBIX TIOKa3zaTelied B TOoCIeponoBoM Tmepuone. Bo Bpemst 3-ro Tpumectpa
6epemenHocTd 3HaUYCHHUS Cmax, AUCon 1 Cpin JapyHaBHpa ObLIM, COOTBETCTBEHHO, Ha 29 %,
32 % u 50 % HUXKe MO CpPaBHEHUIO CO 3HAYEHHUSMM JaHHBIX IOKa3aTelel B MOCIEPOI0BOM
nepuoJie.

€T
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®apMaKoKMHETUKA JapyHABUpPa B KOMOMHAILMH|C PUTOHGBAPONLIIPK MRAMEHEHIH I pag B0y TKHU

m3ydainach y 12 nereil, paHee He MOJy4aBIIMX JICUCHHS MpenaparaMyd aHTHUPETPOBUPYCHOM
Tepanuu, B Bo3pacte oT 12 no 18 ner m maccoi tena He meHee 40 xr. Ilpu npuéme y HuX
KoMOuHarmu aapyHaBup/putoHasup 800/100 mr 1 pa3 B CyTKM KOHILEHTpalus AapyHaBUpa B
mwiasMe ObUla COMOCTaBUMa C TaKOBOM Yy B3pOCHbIX, NPUHUMABIIUX KOMOWHAIUIO
napynasup/putonaBup 800/100 mr 1 pa3 B cytku. Takum 00pa3om, OJIHa M Ta e TO3UPOBKA,
npuMeHsiemass 1 pa3 B CyTKH, MOXET OBITh HMCIOJBb30BaHA Yy MOAPOCTKOB, PaHee IMOJIyYaBIIMX
nedeHue, B Bozpacte oT 12 1o 18 jer ¢ maccoii Tena He meHee 40 kr, 6e3 MyTaluii, CBSI3aHHBIX C
pesucteHTHOCTRIO K mapyHaBupy ( V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V u L89V), yposnem PHK BHU-1 B mnazme <100 000 xormii/mi u uuciom kierok CD4+

>100 kierok x 10%/1 u y B3pOCIIbIX (CM. pazzen 4.2).

6. ®APMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BcmoMoOraTebHBIX BelIECTB
Konosuaon

CWIMKOHU3UPOBaHHAS MUKPOKPUCTAIUTMYECKAs 1EJUTI0JI03a
(MUKPOKpHUCTAIIMYECKAs LIEJUII0NI03a, KPEMHHUSI TUOKCHT KOJIIOHIHBIH )
KpocnoBunon

Kpemuust 1MoKcu KOJITOUAHBIN

Marnus creapar

lInenounas obonrouka:

Kommno3uiust asis nieHo4YHoro MOKphITHS KPACHOTO 1[BETA
(Ha OCHOBE MOJMBUHUIIOBOTO CIIHPTA):

ITonMBUHUIOBBINA CIIUPT

Turana quokcun (E171)

Tanpk

Maxporon 3350/4000 (TOAMATUICHTITUKOIIB)

Kpacutens xene3a okcup kpacHblil (E172)

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpoxk rognoctu (Cpok Xxpanenus)

2 roza.

6.4. Oco0ble Mepbl MPEeI0CTOPOKHOCTH NPH XPaHEHHH
XpaHUTh B 3alIMIIIEHHOM OT CBETa MECTE MpHU TeMIiepaType He Bbiie 25 °C.

6.5. XapaxTep M cojiep:kaHue NePBUYHON YIAKOBKH
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[To 10 TabneTok B KOHTYPHYIO SYCHKOBYIO YIIAKOBKY{|COCTRHMLYXO M3 ruerrur TIBX/BIBIX

(MTOTMBUHIIIXJIOPHUI/ TTOJTMBUHIIIH ICHXJIOPHU ) u dbonpru ATFOMUHHUEBOM nevyaTHOU
JTAKUPOBAHHOM.

[To 3 KOHTypHBIC SIMEHKOBBIC YIMAKOBKHM BMECTE C JIMCTKOM-BKJIAJBIIIEM IMOMEIIAIOT B MAYKy
KapTOHHYIO.

6.6. OcobOble Mepbl MNPETOCTOPONKHOCTH TPH YHHYTOKEHHMH HMCHOJH30BAHHOTO
JIEKAPCTBEHHOr0 mMpenapara WM OTX0A0B, TMOJYYEHHBIX TOCJde MNPHUMEHEHUs!
JIEKAPCTBEHHOI'0 MpenapaTa ujiM padoThbl ¢ HUM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. JAEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «M3Bapuno dapmar

Anpec: 108817, r. MockBa, kM BHykoBckoe mocce 5-if (. BuykoBckoe), nna. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

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

OnekrponHas moura: info@izvarino-pharma.ru

7.1. IlpeacTraBuTe/b Jep:KaTesl PerHCTPALMOHHOI0 YI0CTOBEPEHHUS

IIpereH3un HOTDC6PIT€J'I€I>1 HaIripaBJIATH I10 aApECy.

Poccmiickass ®enepanus, Keipreizckas Pecnybnmka, Pecnybmmka Apmenus, Pecrybnmka
bemapych

000 «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, kM BHyKkoBcKoe mocce 5-if (. BuykoBckoe), nna. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

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

OnexTponHas noura: info@izvarino-pharma.ru

Pecny6nmka Kazaxcran

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

Anpec: 050047, Kazaxcran, ropon Anmartsl, Anatayckuii paiton, Mukpopaiton Casubl, 1. 16,
KB. 8

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

OnekrponHas mouta: adversereaction@drugsafety.ru

8. HOMEP PETUCTPALIMOHHOTI'O YAOCTOBEPEHUA
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9. JATA MEPBUYHO¥ PETMCTPALMM/TIONFREPHKIER S-PECMCTRANMH

(MMEPEPETHCTPAILINN)

JlaTa nepBoi perucTpanuu:
10. JATA INIEPECMOTPA TEKCTA
OO0mast xapakTepuCTHKA JIEKapCTBEHHOTO NpenapaTta BupHana poctynHa Ha HH()OpMAIMOHHOM

nopTtane EBpazniickoro 3KOHOMHYECKOTO COr03a B MH(OPMAIIMOHHO-KOMMYHHKAIIMOHHON CETH

«Hurepuer» http://eec.eaeunion.org
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