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1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

HapynaBup, 400 mr, TaGJIETKH, TOKPBITHIE TUICHOYHON 000JIOYKOA.
Hapynasup, 600 Mr, TaGIETKH, MOKPBITHIEC MJICHOYHOW 000JIOYKOA.

Hapynaup, 800 mMr, TaGIETKH, TOKPHITHIE TUICHOYHON 000JIOYKOHA.

2. KAUECTBEHHBIN U1 KOJIUMYECTBEHHbBIN COCTAB

JleiicTByrOIIIEE BEIIECTBO: JapyHABUP.

Hapyuaasup, 400 mr, TabJETKH, ITOKPBITHIE INIEHOYHOU 000JIOYKOM

Kaxxnas TaGnerka, moKpsITas INIEHOYHOM 000710uK0#, conepxkuT 400 Mr napyHaBupa.

Japyuaasup, 600 mr, TabJIETKH, ITOKPBITHIE INIEHOYHOU 000JIOYKOM

Kaxxnas TaGnerka, moKpbITas INIEHOYHOM 000710uKOH, coaepxkuT 600 Mr qapyHaBupa.

Japyuaasup, 800 mr, TabJIETKH, ITOKPBITHIE INIEHOYHOU 000JIOYKOM

Kaxxnas TaGnerka, moKpbITas INIEHOYHOM 0007104KOH, cofepxkuT 800 Mr napyHaBupa.

[TonHbIii IepeyeHs BCIIOMOTaTEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TaOneTku, MOKPHITHIE MJIEHOYHOU 000I0UYKOM.

Jlapvaasup, 400 Mmr, TabJIEeTKHA, MOKPBITHIE IIJIEHOYHONW 000JI0UYKOM

OBajnbHbBIC ABOSIKOBBIITYKJIBIC TaGJ’IeTKI/I, IMOKPBITEIC IJICHOYHOM 000JI0YKOI OeI0ro OBCTA.

Jlapvaasup, 600 Mmr, TabJIEeTKHA, MOKPBITHIE IJIEHOYHONW 000JI0UYKOM

OBanbHbBIC ABOSIKOBBIITYKJIBIC Ta6J'IeTKI/I, TIOKPBITHIC IJICHOYHOH 000JI09KO0l Oenoro OBCTA.

Jlapvaasup, 800 Mr, TaOJIETKHA, MOKPBITHIE INIEHOYHONW 000JI0UYKOM

OBanbHBIC JABOSKOBBIITYKJIBIC Ta6J'ICTKI/I, IMOKPBITBIC IJICHOYHOH 000JI04KO0M Oeoro OBCTA.

4. KIMHNYECKUE JAHHBIE

4.1. loka3zaHusi K NPUMeHEHHIO

[Ipenapar J[lapyHaBup moka3zaH kK mnpuMmeHeHuro misg JjedeHuss BUU-undexnum y B3pocCibix
MarueHToB (B KOMOMHAIIMM C HU3KOW J030H pPUTOHABUpA U APYTUMU AHTHUPETPOBUPYCHBIMHU

npenapaTami).
4.2. PesxuM 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

Tepanus momkHA HA3HAYATHCS BPAa4oM, UMEIOIIHUM OIBIT JieueHnuss BUY-nndexnun.

PexxuM no3upoBaHus

[Ipenapar JlapyHaBup Bcerjma cienyeT Ha3HadaTh B KOMOWHAIMKM C HU3KOW 1030 PUTOHABHpA B
KAauecTBE CpPENICTBA, YIYUIIAIOMIET0 ero (hapMakKOKMHETHYECKHE XapaKTePUCTHKH, a TaKXKe B
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pUTOHABHpA JIOJDKHA OBITH PACCMOTPEHA JI0 Hadyalla Teparuyi KOMOMHANMEH JapyHaBUP/PUTOHABHD.

[losToMy mepen HayaloM Tepalnuu JapyHaBUPOM HEOOXOAMMO O3HAKOMMUTBCS C 0OwIei
XapaKTePUCTUKON JIEKapCTBEHHOTO MpernapaTra/UHCTPYKIHEeH MO0 MEIUIMHCKOMY IPUMEHEHUIO
putoHaBupa. [locne Hayana Tepanuu npenapaToM JlapyHaBUp HalUEHTH! HE JOJKHBI U3MEHATh WK
IpeKpalaTh Tepanuio 6e3 KOHCYIBTAIUH C JISYAI[UM BPAuOM.

B3pocnvie
[TauueHTsl, paHee HE [TanueHTHl, paHee NOJy4YaBUINE UHTHOUTOPHI NPOTEA3bl
MOJIyYaBIlIne UHTHOUTOPHI | He AMEIOIIE MyTalMi, | UMEIOLIME N0 KpaHel mepe
MIPOTEA3BI BBI3BIBAIOIINX PE3UCTEHTHOCTh | | MyTaunuio, BBI3BIBAIOLIYIO

K JTapyHaBUPY* (C TUTa3MEHHBIM | PE3UCTEHTHOCTH K
ypoBaem PHK B1U-1 < 100000 | mapynaBupy*

KONUU/MI W KOJIMYCCTBOM
CD4+ xnetox > 100 x 105/m)
800mr 1 paz B cyrkm B| 800mMr 1 pa3 B cyrku B | 600 Mr 2 paza B CyTku B
KOMOHWHAIIUU co 100 Mr | xoMOMHAUH co 100 mr | komMOuHarmu co 100 mr

pUTOHABUPA, BO BPEMsI €/bl pUTOHABUPA, BO BpEMsI €/1bl pUTOHABUpPA, BO BpEMsI €/1bl
* Myrtaiuu, BRI3BIBAIOINE PE3UCTEHTHOCTD K mapyHaBupy: V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V u L89V.

HJ’IH MalMEeHTOB, pPAHEC IMOJyYaBIINUX I/IHFI/I6I/ITOpBI npoTeasbl, PCKOMCHAYCTCA IIPOBCACHUC
TCHOTHUIIMYCCKUX aHAJIU30B.

IIpy HEBO3MOXXHOCTM IIPOBEJEHUS TaKMX AaHAJIU30B, IAlMEHTaM, pPaHEEe HE IOJy4YaBUIMM
MHTHUOUTOPBI MPOTEa3bl, PEKOMEHYETCs IPUHUMATh KOMOMHAIMIO JapyHaBUp/puToHaBup 1 pas B
cytku B 03¢ 800 mMr/100 mr, a manueHTaM, paHee MoJydyaBIIMM UHIHOUTOPHI PpOTeas3sl — 2 pas3a B
cytku B 1o3e 600 mr/100 mr.

Puronasup (100 Mr) ucnonb3yeTcsi B Ka4ecTBe yCHINUTEN PapMakKOKMHETUKH JapyHaBHUPA.
IIponyck npuema xomouHayuu 0apyHaeup/pumorHasup

ITocne Hauana Tepanuu npenapatoM JlapyHaBHp MalMEHTHl HE JOJDKHBI MPOIYCKATh OYEepEeIHOM
IIpUEM IperapaTa, a TakKKe W3MEHSTh WIHM MPEeKpallaTth Tepanuio 0e3 KOHCYIbTAllMH C JIeHaluM
BpavoM.

Ecnu npuem koMOMHaLIMK AapyHaBUp/pUTOHABUP Ha3HaueH | pa3 B CYTKM U ONO3JlaHUE B IpHUEME
COCTaBUJIO MEHee 12 4acoB, TO MPOIYILEHHYIO 03y CIEAYET KaK MOXKHO CKOpPEE IPUHATH BMECTE C
MuUIIe ¥ BO30OHOBUTH OOBIUHBIN PEXXUM JO3UPOBAHMUS; €CIIM ONI03/1aHKE B IPUEME COCTaBUIIO Ooliee
12 yacoB, TO IPOMYIIEHHYO 103y IPUHUMATh HE CIIEAYET; CISAYIOIIYIO 103y IPUHUMAIOT B OOBIYHOE
BpeMms. [laHHbIE peKOMEHJallii OCHOBAHBI Ha IIEPUO/IE TIOJTYBBIBEIEHUS JapyHaBUpa B IPUCYTCTBUU
pPUTOHABHpA M YCTAHOBJIECHHOM PEKMME MpreMa Ipernapara yepes Kaxasle 24 gaca.

Ecnu npuem koMOMHAIMK TapyHABUP/PUTOHABUDP HAa3HAYEH 2 pa3a B CYTKH M OINO3/IaHUE B NpHEME
COCTaBUJIO MEHee 6 4acoB, TO MPOMYLIEHHYIO J03Y ClIeyeT KaKk MOKHO CKOpee MPHUHSITh BMECTE C
NUIIEeH 1 BO30OHOBUTH OOBIYHBIN PEKUM JI0O3UPOBAHHUS; €CITH OT03/JaHHE B ITPHUEME COCTAaBUIIO OoJiee
6 yacoB, TO IPOMYUICHHYIO JJ03y IPUHUMATh HE CJIEyeT; CIeIYIONIYIO 03y IPUHUMAIOT B 0OBIYHOE
BpeMs. JlaHHBIE PEKOMEHIallMM OCHOBAHbI Ha 15-4acoBOM IepHoOe NOIyBBIBEIEHUS JapyHaBUpa B
IIPUCYTCTBUHM PUTOHABHPA U YyCTAHOBIECHHOM pEXKUME NpHEMa IpenapaTa uepe3 Kax/ple 12 yacos.

QOco0ble rpynisl MalueHToB

J]ub;a noosHCus10c0 so3pacma

Wudopmanus 1o NPUMEHEHHIO Y MOXWIBIX NAalMEHTOB OTPaHMYEHa, IOITOMY JapyHaBUD B
KOMOHMHAIIMK C PUTOHABUPOM Yy TMAIMCHTOB TAHHOW BO3PACTHOM TPYIIIbI TODKEH MPUMEHSTHCS C
OCTOPOXKHOCTBIO (CM. paszensl 4.4. u 5.2.).
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Y manuMeHToB ¢ HapymieHWsMH ~ (YHKIIMM TIOYE€K W3MEHEHHE 103 B KOMOHWHAIIUU
JapyHaBUP/pUTOHABUD HE Tpebyercs (cM. pasaensi 4.4. u 5.2.).

Hab;ueHMbl C NeYeHOYHOU HeOOCMAMoOYHOCbIO

VY nanueHToB ¢ HapylieHueM (PYHKITUU TIEYSHH JICTKOW U CPEeIHEH CTeNeHH TsokecTr (kiacchl A u B
o Yaina-ITs10) Koppekiuu 1036l HE TpeOyeTcsi, HO HEOOXOAMMO COOIIOAATh OCTOPOKHOCTH MPHU
NPUMEHEHUH KOMOMHAIMM JapyHaBUP/pUTOHABHP y OTuUX mnauueHtoB. HWHdopmanus mno
MPUMEHCHUIO KOMOWHUPOBAHHON Tepanuu JTapyHABUP/PUTOHABHP TPH THKEIBIX HAPYIICHUSX
(GYHKIIMM TI€YEHU OTCYTCTBYET; CJIEIOBaTelIbHO, [aTh cleuu(UYecKue peKOMEHJAluN 110
JIO3UPOBAHUIO HE MPEICTABISCTCS BOZMOXHBIM. [I[puMeHeHe KOMOMHAIIMK JapyHABUP/PUTOHABHP
y TAIMeHTOB C TSDKEJIOW CTENEeHbI0 IMeueHOYHoU HemocTaTouyHOCTH (kiaacc C mo Yaiina-Ilero)
MPOTHBOIOKa3aHo (cM. pasaenst 4.3., 4.4. u 5.2.).

bepemennocms u nocrepooosoti nepuod

He TtpeOyercss KOppeKIMU 10361 KOMOWHAIMH JapyHABUP/PUTOHABHP Y IAIIMEHTOB BO BpEMs
OEepeMEHHOCTH U B MOCIIEPOAOBOM Iepuojie. Heooxommumo co0imro1aTh OCTOPOKHOCTD Y MAIUCHTOB,
OJTHOBPEMEHHO TPHHUMAIOIIUX TIperaparbl, KOTOPhIE MOTYT YMEHbBIIATh KOHIICHTPAIHIO
JapyHaBHpa B TU1a3Me KpoBH (cM. pasaens 4.4., 4.6. u 5.2.).

CTHU

He cnenyer Ha3HauaTh y ieTeid B Bo3pacTe 10 18 JIeT B CBSI3U C HEBO3MOXKHOCTBIO 00CCIICUHUTh PEKUM
JI03UPOBAHUSI.

Cnoco0 nmpuMeHeHus

BryTps.

[TaneHTh! JOKHBI OBITH MPOMHCTPYKTUPOBAHBI O HEOOXOAMMOCTHU ITpUeMa npenapata JJapyHasup
C HU3KOH /103011 puTOHaBHpa He no3aHee 30 MUHYT IOCJIe 3aBEPIICHUS TPUEMa MTUIITH.

Tun nuim He BIuseT Ha abcopOILMIO TapyHaBUpa.
4.3 TIpoTuBONOKA3aHUS

° ['unepuyBCTBUTENHFHOCTh K JapyHABUPY WM K JIOOOMY U3 BCIIOMOTATENIbHBIX BEIIECTB,
MepEYMCIICHHbIX B pazzene 6.1.;

. OnHoBpeMEeHHBIM mNpueM mnpenapara JlapyHaBup W pUTOHAaBHpa B HUBKUX [1033aX C
npernapaTtamy, KIUPEHC KOTOPBIX NMPEHMYILECTBEHHO OmperenseTcs H30(pepMEeHTOM IHMTOXpoMa
P450 CYP3A4, u noBbllIeHHE KOHUEHTPALMN KOTOPBIX B IIJIa3ME COIPSIKEHO C BOZHHUKHOBEHUEM
CephE3HBIX W/WIIN YTPOXKAIOLINX KU3HU MOOOUYHBIX 3 (PeKTOB (y3KUI TepaneBTUYECKHH TUana3oH).
K takum npenaparam OTHOCSTCS acTeMU30:, andy303uH, KOJIXUIHUH (y TAI[UEHTOB C MOYEYHOU M
MEYEHOYHON HEJOCTaTOUYHOCTBIO), JAMOKCETHH, CWieHadun (TMPUMEHSIONMICS A Tepanuu
JIETOYHOM apTepualbHOM TUIEpTeH3uu), aBaHadui, TepdeHaauH, MuAazojgaMm (IEPOPaIBHO),
HAJIOKCETroJl, TpUa30JiaM, LU3aNpHi, MUMO3UM, Jypa3uiOH, PAHOJA3MH, CEPTUHJIOJ, KBETHAIIUH,
MpemnapaTsl, CoAepIKaIUe ATKATOUABI CIIOPBIHBU (3PTOTaMUH, AUTHUIAPOIPTOTAMUH, DIPTOMETPUH U
METUJIDPrOMETPHH), WBaOpaguH, KOMOHWHAIUS JIONMMHABUP/PUTOHABHUD, aMHOJAPOH, OCTPHIWII,
JIPOHEIAPOH, KOMOWHAIUS Tpa3onpeBUp/>M0acBUp, XWUHUAWH, CHMBACTaTHUH, JIOBACTATHH,
naburarpaH, THKarpeynop, Jomutanu (cM. pasaen 4.5.);

. [Ipu nmpumenenun npenapara JlapyHaBup W pUTOHABUpPa B HU3KUX J03aX MHAI[UEHTHI HE
JOJKHBI OJTHOBPEMEHHO MPHUMEHSTH MpenapaThl, coAepKaliue puGamMnuifH, a TakKe Ipenaparsl,
coJiepKalIie 3KCTPAKT 3BEpO0Os MPOJBIPSBIEHHOTO, MOCKOJBbKY OIHOBPEMEHHOE IMPHMEHEHHE
MOKET IPHUBECTU K MOHMKEHUIO KOHIEHTpPAlUU JapyHaBHpa B IUIa3Me. DTO MOXET MPUBECTU K
MoTepe TepaneBTUYECKOro AP PeKTa U pa3BUTUIO PE3UCTEHTHOCTH;
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TLOC OB HIC) 0002
) Tspxenas meyeHouHast HeloCcTaTOYHOCTH (Kiacg C 1o q'?&mr-‘ﬂl;fgf BATEINBHOCTE 0002)
4.4. OcoOble yka3aHusl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH
JlapyHaBup ciielyeT NPUMEHSTh C OCTOPOKHOCTHIO:
. VY manueHToB ¢ HapylmeHHueM (yHKIIUH TTEUYSHHU JIETKOW U cpeaHel crenenu (kiacc A u B mo
Yaitna-I1s10).
J VY ManueHToB C TUINEePUYyBCTBUTEIBHOCTHIO K CyJIb(aHUIaMHIaM.
J VY nanueHToB, KOTOpbIE BO BpeMs OEpEMEHHOCTH U B MOCIEPOIOBON NMEPUO]T OTHOBPEMEHHO

IIPUHUMAIOT IPEraparbl, KOTOPBIC MOI'YT YMCHbIIATh KOHOCHTPAUIO JapyHaBHpa B I1J1Ia3M€ KPOBHU.

. Y nanmeHToB MoKujIoro Bo3pacta (ot 65 et u crapiie).
. VY nanmeHToB npyu CUCTEMHOM BBEJICHUU JIUJOKANHA.
. CoBMecTHOE TPUMEHEHHE HE PEKOMEHYETCsl CO CIEAYIOUMU MpenaparaMu (CM. pa3/esibl

4.4. u 4.5.); cakBuHaBHp, amnukcabaH, »/10KcabaH, puBapokcabaH; pHQaNEHTHH;, >BEPOIUMYC,
MPHUHOTEKaH; Oeramera3oH, OymecoHuna, (IIyTHKAa30H, MOMETAa30H, NMPEIHU30H, TPHAMIWHOJIOH,
TenamnpeBup, OolenpeBup, TIeKalpeBUP/MUHOPEHTACBUP, CHUMENPEBUP; CaIMETepoli, Taaanadui
(n7s1 IeyeHust IErOYHON apTepUalIbHOM TMIIEPTEH3UH).

. Crieyer IpUMEHSITh C OCTOPOXKHOCTBIO CO CIEAYIONIMMU Tpenaparamu (cM. pasaensl 4.4. u
45)): nu3ommpamun, (QuekamHWO, JIMAOKaMH ~ (CHCTEMHO), MEKCHJICTHH, MpornadeHoH;
KIAQPUTPOMHIIMH; JAOMIEPUAOH; (IIYKOHA30JI, M3aBYKOHA30J, MTPAKOHA30J, II03aKOHA301I,
KJIOTPUMA30J, KETOKOHA30J; apTreMmerep/nymedaHTpUH; Aa3aTMHUO, HWIOTUHHO, BUHOIACTHH,
BUHKPUCTHUH; J€KcaMeTa30H (CHCTEMHO); cuiieHadui, Taganadui, BapiaeHapuul (IUisl JIEYEHHS
APEKTHIIbHON TUCHYHKIUN); (e30TepOInH, CONH(EHAIINH.

o Crenyer n3beratb COBMECTHOIO PUMEHEHUS CO CIEAYIOIIMMU IMpernapaTaMu (CM. pasJielbl
4.4.u4.5.): penobapOutai, GEHUTONH; BOPUKOHA3O.

Oco0ble yKa3zaHusg

[TarueHTOB HEOOXOAMMO NPOMH(MOPMHUPOBATH O TOM, YTO COBPEMEHHBIE AHTHUPETPOBHPYCHBIE
npemnapatsl He u3neunBaroT BUY-undekuuio n He npenorepamaioT nepenady BUY, B Tom uucne
0JIOBBIM IyTeM. [lanuenTam crienyer pa3bICHUTh HEOOXOAUMOCTb COOTIOACHHSI COOTBETCTBYIOIINX
Mep NPENOCTOPOKHOCTH.

Ha ¢one tepanuu npenaparoM HE0OXOAMMO TMTPOBOIUTE PETYISAPHYIO OIEHKY BHPYCOJIOTHYECKOTO
oTBeTa. B cimydae OTCYTCTBHS WM TOTEPH BHPYCOJOTHUECKOTO OTBETa HEOOXOAMMO MPOBECTH
HCCIEA0BAHUE HA HAINYUE PE3UCTEHTHOCTH.

JlapyHaBUp TPEUMYIIECTBEHHO CBS3BIBACTCS C alb(a-1-KUCIBIM TIUKOMPOTEHHOM IUIa3MBl.
CreneHb CBS3BIBAHUS 3aBHCHT OT KOHIIEHTPAIIMU CBOOOTHOTO anb(a-1-KUCIoro riauKONMpOTeHHA.
Takum 00pa3oM, HeNlb3sl HUCKIIOYATh BIMSHUE MpemnapaToB ¢ OONBIIUM CpPOJACTBOM K aib(a-
I KHCIOMY TJIMKOTIPOTEHHY TUIa3Mbl Ha KOHIICHTPAIIUIO CBOOOTHOTO JTapyHaBUpa.

Ilayuenmul, panee nonyuasuiue revenue — npuem npenapama I pas 6 cymxu

KoMOunanust napyHaBUp/pUTOHABUpP HE JOJKHA MPHUMEHSTHCS € 4YacTOToM 1 pa3 B CyTkH y
MAIMEHTOB, paHee IMOJYYaBIIUX WHTHOUTOPHI MPOTEa3bl W MMEIOIIHUX, MO KpaiHed Mepe, oIHy
MYyTaIMIo, BBI3BIBAIOINIYI0 pe3ucTeHTHOCTh K mapyHaBupy (VIIL, V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V) unu ¢ mnazmenssiM yposaem PHK BUY-1 > 100 000 komuit/mn u
xomugecTBoM CD4+ knetok < 100 x 108/

[IpumeHeHre KOMOMHALMHU JapyHAaBUP/PUTOHABUP COBMECTHO C ONTUMH3UPOBAHHON 0a30BOM
tepanuerr (OBT), Bxmrouaromeld 2 m Oonee mpemnapata kinacca HMOT, He msydanu y Takux
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nanueHToB. JlaHHbIe 0 TpUMeHeHuH y anreHToB ¢ BHY-1 anEM%ﬁI%%hg%ﬁﬁ

B, orpanuueHs!.
bepemennocmo

[Tpenapar [lapyHaBup ClelyeT UCIIOIb30BaTh BO BpeMsi OEPEMEHHOCTH TOJIBKO B TOM ClIydae, ecliid
IIOTCHLIAAJIbHAs I0JIb3a IIPEBBINIACT BO3MOXKHBIM PHUCK. ClleyeT ¢ OCTOPOKHOCTBIO NPUMEHSATH
IpernapaThl, KOTOPbIE MOTYT MPUBECTH K CHIDKEHUIO KOHIEHTPAIMK AapyHaBUpPa y OEpEeMEHHBIX.

Toorcunvle nayuermol

Wudopmanus o neyeHnn KoMOMHALMEH NapyHAaBHp/PUTOHABUP MAIMEHTOB B BO3pacTe 65 JeT u
crapuie BechbMa OrpaHHYeHa, HEOOXOIMMO COONI0JaTh OCTOPOKHOCTh NPH JICYCHHH TaKHX
MAIMEeHTOB mpenapaTtoM JlapyHaBup, MOCKOJIBKY Y HUX Yallle BCTpeyaeTcs AUCHYHKIUS TeUSHH, U
OHHU Yalle CTPAAAIOT COMYTCTBYIOIIMMH 3a00J€BaHUSAMU WM NPHHUMAIOT KOMOWHHPOBAHHYIO
TEpaIHIo.

AbcomtoTHas OMOAOCTYIMHOCTH MOcie pa3zoBoro npuema 600 Mr gapyHaBHpa cOCTaBUJIa PUMEPHO
37 % w yBenuumiachk mpuMepHo 10 82 % mocne mpuemMa jJapyHaBupa B komOuHanmu co 100 mr
puTOHaBHpa 1Ba pa3a B cyTku. Cymmapubiil 3¢ ekt ynayuiieHus GpapMakOKMHETUKH JAapyHaBHpa
PUTOHABUPOM BBIPA3WICS MPUMEPHO B 14-KpaTHOM YBENWYEHUM KOHIIGHTpPALlUU JapyHaBHpa B
IJIa3Me MOCJIe IpreMa OHOM 03kl ATOTro npernapata (600 mr) B komOuHaiuu co 100 Mr puToHaBUpa
nBa pa3za B cyTku. Takum oOpasom, mpemnapaTt JlapyHaBup HE0OXOAMMO NPUHUMATH TOJBKO B
KOMOMHAIIMK ¢ HU3KON J030M pUTOHABUPA B KauecTBE (PapMaKOIOTHUYECKOTO YCUITUTES.

[ToBbI1IEHNE YKa3aHHOM O3Bl PUTOHABUPA HE IPUBOJUT K 3HAYMMOMY YBEJIMYEHUIO KOHIICHTPALINH
JlapyHaBHpa B IJIa3M€, U I03TOMY J03y PUTOHABUPA HE PEKOMEHIYETCS MOBBIILIATD.

Koorcroble peakyuu msoicenol cmeneHu

VY 0,4 % nanueHToB MpU MpUeMe NpenapaTa AapyHaBupa ObUTH 3a(UKCUPOBAHBI KOKHBIE pPeaKIuH
TSDKEJIONW CTETIeHU, KOTOPBIE MOTYT COIIPOBOXKAATHCS JIMXOPAIKOH W/HIN yBETHUYECHHEM aKTHBHOCTH
nedyeHouHbIX TpaHcamuHaz. DRESS cuHapom (JiekapcTBeHHas ChIllb €  303MHO(DUIMENH U
CHCTEMHBIMH TPOSIBICHUSIMH) 1 cuHApoM CtuBeHca-/[oHcoHa ¢pukcupoBancs peako (< 0,1 %). B
MOCTPETUCTPALIMOHHOM TEpUOJIe COOOINANOCh O pPa3BUTHM TOKCHYECKOTO SHHUAEPMAIbHOIO
HEKpOJIM3a M OCTPOTrO TI'€HEPAIN30BAHHOTO 3K3aHTEMAaTO3HOro mycryne3a. IIpm BO3HHKHOBEHHMH
MIPU3HAKOB WJIM CHUMIITOMOB KOXKHBIX PEAKIMHA TSHKENOH cTeneHM (ChIIb TSXKEIOro TEYEHUS WIIU
CBITIb, COITPOBOKIAFOIIASCS JTMXOPAAKOH, OOIINM HEOMOTAaHHEM, YCTAIOCTHIO, OOJISIMU B MBITIIIIAX
WIN CycTaBaX, BOJJIBIPSIMH, TOPAXKEHUAMH POTOBOM MOJIOCTH, KOHBIOHKTUBUTOM, T€IaTUTOM H/HITU
703MHOMIINEH U Ap.) pueM npernapara JlapyHaBup HEOOX0IMMO HEMEICHHO MTPEKPATHTb.

Cpinp yamie HaOdrofanach y MalMeHTOB, paHee IMOJIyYaBUIMX AHTUPETPOBUPYCHYIO TEPAIUIO U
MPUHUMAIOIINX OJJHOBPEMEHHO PAJITETPaBUP U KOMOWHAIINIO TapyHABUP/PUTOHABHP, IO CPABHEHHUIO
C TAalMeHTaMH, TMOJyYaBUIMMU 1O  OTJIEJNBHOCTH  paITErpaBUp MM  KOMOWHAIIHIO
napyHaBUpP/pUTOHABHP.

JlapyHaBUp COAEPKUT cyTbhoHaMuaAHYI0 Tpymnny. [Ipumenenue npenapara JlapyHaBup nauueHTaMu
C ajuleprueil Ha cyab(hOHaAMU/IbI T0OJKHO MMPOU3BOJIUTHCS C OCTOPOKHOCTHIO.

Hauueﬁmbz ¢ 3a00/1e8AHUAMU NeYeHU

JlanHblE 1O TPUMEHEHHI0O KOMOWHALMM JapyHaBUP/PUTOHABHP Y TMALMEHTOB C TSKEIBIM
HapyleHneM (pyHKIUHU IeYeHH OTCYTCTBYIOT; CIIEI0BATEIbHO, 1aTh CIeUU(UIECKIE PEKOMEHIALNN
10 JO03UPOBAaHUIO HE MPEACTaBIsAETCS BO3MOXKHBIM. [IpueM kKoMOMHAIMKM AapyHaBUP/PUTOHABUP
MPOTUBONOKA3aH y MAalMEHTOB C TSKEJIOW MEeYEeHOUHOM HeaocTaTodHocThio (kiace C mo Yaina-
[1pt0). OcHOBBIBAsICh Ha JaHHBIX, YTO CTaOWIbHBIE (apMaKOKHHETHYECKHE MapaMeTpbl Mpu
NPUMEHEHUH JapyHaBUpa y MAIMEHTOB C HapylleHWEeM (YHKIUHM TEYCHU JIETKOM U yMEpEeHHOM
crenenu (kiacc A u B mo Yaiina-I1s10) cpaBHUMBI ¢ mapaMeTpaMu Y 30POBBIX JIUII, KOPPEKIIUH 1036
MAIMEeHTaM C JIETKOI U yMEpPEHHOI cTeneHu HapylieHneM ¢yHKIuu rnedenu (kimacc A u B mo Yaiina-
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JapyHABUP/PUTOHABHP Y ITUX MAIUCHTOB.
I'enamomoxkcuunocms

[Tpu npuMeHeHUN KOMOUHAIIMY JapyHABHP/PUTOHABUP BO3MOKHO Pa3BUTHE IE€NaTHTA, BEI3BAHHOTO
MPUMEHEHHEM JICKAPCTBCHHBIX TIpenapaToB (HANpUMeEp, OCTPBIA TEMaTHT, IUTOJUTHYCCKUH
rematut). ['emarut Habmonancs y 0,5 % manueHToB, MOTyYarONIMX KOMOWHUPOBAHHYIO TEPAITHIO
JTapyHaBUP/PUTOHABUD. Y TAINMEHTOB C HAPYIICHUSAMH (QYHKIMH TICYCHH, B T.4. C XPOHHYECKHM
aKTUBHBIM TematutoM B wunmu C, mMeeTcs MOBBINICHHBI PHUCK PAa3BUTHUSL TSKEIBIX MOOOYHBIX
3(PEeKTOB CO CTOPOHBI TICYCHH.

Heo6xoauMo NpOBOAWTE MOHHMTOPUHI COOTBETCTBYIOIIMX JIADOPATOPHBIX TIOKa3aTelen mepen
Ha3HaueHUeM KOMOMHMPOBAHHOW Tepanuu JapyHaBUP/pUTOHABUP U BO Bpems jeueHus. Ciepyer
paccMOTpeTh BO3MOXKHOCTH KOHTpoJisi yBenuueHus: akTtuBHocTH ACT/AJIT y mamueHToB C
XPOHUYECKUM TeNaTUTOM, LHUPPO30M WIM y MALUEHTOB, Y KOTOPHIX HaOIr0/1anach MOBBIILIEHHAS
aKTUBHOCTb TpaHCAaMHUHA3 MEpej HayajioM Tepanuu M, OCOOEHHO, B TEUEHHE NMEPBBIX HECKOIbKUX
Mecsi11eB KOMOMHUPOBAaHHOM Tepanuy KoMOMHaLuel 1apyHaBUp/pUTOHABUD.

B cnyyae oOHapyxeHHss HapymieHHH (QYHKIUH TIEUYEHH WIM YXYIIICHUS WX TSDKECTH (B T.4.
KJIMHUYECKHU 3HAYMMOE YBEJIIMUECHNUE AKTUBHOCTU MIEYCHOUYHBIX ()EPMEHTOB H/UJIM TAKUX CUMIITOMOB,
KaK YCTaloOCTh, AHOPEKCHs, TOLIHOTA, JXENTyXa, MO4Ya TEMHOIO IBeTa, OOJIE3HEHHOCTh IIpU
HaJIbIAIMK I€UYeHH, TelaTOMerainus) ciaeayeT pacCMOTPETh BO3MOXKHOCTb IPEPhIBAaHUS WK OTMEHbI
Tepanuy KOMOMHAIIEH JapyHaBUP/pUTOHABUP.

Hal/ﬂ/{eHn’Zbl ¢ 3a400/1e6AHUAMU NOYEK

[Toukn urparOT HE3HAUYUTEIbHYIO pPOJIb B KIMPEHCE JapyHaBUpa, M IMOATOMY Yy MAlUEHTOB C
3a00JIeBaHUSAMU MMOYEK OOLIUI KIMpEHC AapyHaBUpa NMPaKTHUECKH HE yMeHblIaeTcs. JapyHaBup u
puTOHaBUp 00J1a/1al0T BHICOKOW CTENEHBIO CBA3BIBAHUSA C O€JIKaMU IJIa3Mbl, U IOATOMY IeMOJINaIn3
VI NIEPUTOHEAIBHBIN UAIN3 HE UTPAIOT CYLIECTBEHHOW POJIM B BBIBEJCHUM 3THUX NPENApaToB U3
OpraHusma.

Iayuenmoi ¢ cemoghunueii

Nwmerores cooliieHust 00 yCUJIEHUU KPOBOTEUEHUH, BKIIIOYAs CIIOHTAHHBIE KOKHBIE NeMaTOMBbl U
remMapTpo3, y MalueHToB ¢ remodunueid tuma A u B, nedeHHBIX HMHrHOMTOpaMH MPOTEA3bI.
HekoTopsie u3 3TuX nauueHToB nosydaiu (axktop ceepteiBanus kpoBu VIII. bonee uem B mosoBuHe
ONMCAHHBIX CJIy4yaeB JIEYeHHE MHIHMOUTOpaMM NpOTeas3bl MPOJODKAIOCh 0e3 mepepbiBa WM
BO300HOBJISIIOCH ITOCJIE BPEMEHHOM MPUOCTAaHOBKH. bbIII0 BEICKA3aHO MPEI0JI0KEHNE O TPUYMHHOMN
CBSI3U MEXIYy JICYEeHHEM HMHTHOUTOpaMM MpoTeasbl W YCHIEHHEM KpOBOTEUEHHUS y OOJBHBIX
reMo(uueii, 0JHaKO MEXaHNU3M TaKOM CBSI3U HE YCTaHOBJIEH. BoabHBIX reModuiinelt, momyJaromux
KOMOMHAIMIO JapyHaBUP/pUTOHABUD, CIEAyeT NPOMH(POPMUPOBATH O BO3MOXKHOCTU YCHIICHHS
KPOBOTEYECHUI.

Caxapuuiii ouabem/2unepenuxemus

VY nanueHToB, MOJIyYaIOIIMX AHTUPETPOBUPYCHYIO TEpamuio, BKIIOYas MHTHOWUTOPHI MPOTEa3bl,
OIMCaHbl BIEpBbIE BBIABICHHBIE CIy4Yal CaxapHOTo auabera, THNEPIIMKeMHsS WIH yXY/IIeHHe
TEYEHMs] YK€ CYIIECTBYIOIIET0 caxapHOro juabera. Y HEKOTOpPhIX U3 JTHX HallMeHTOB
TUNEpriIMKeMus: Oblila TSDKETOH W B pAJie CIIydaeB CONPOBOXKIAIACH KETOAMI030M. Y MHOTHX
NAIEHTOB HMMEJIN MECTO COIYTCTBYIOIIME 3a00JIeBaHUsl, HEKOTOPBIE M3 KOTOPBIX TpeOOBaIM
JIeUeHHsI MpernapaTaMu, CIoCOOCTBYIONMMH Pa3BUTHIO CaXapHOTo AuadeTa Wi TUIEePTINKEMHH.

Macca mena u memabonuueckue napamempul

VY manueHToB, MOJYYalOMIUX AHTHPETPOBHPYCHYIO TEPAIUIO, MOXKET HAONIONAThCS yBEITHYEHUE
Macchl Tela, a TaKKe MOBBIIICHUE YPOBHS JIMIUIOB U TIIIOKO3BI B KPOBH. Takue M3MEHEHHS MOTYT
OBITh YACTUYHO CBSI3aHBI C KOHTPOJIEM 3a00IeBaHMsI M 00pa30oM )XKU3HH. B HEKOTOPBIX cilydasx ObLIO
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JIOKa3aHO, YTO TOBBIIMICHUE YPOBHS JIUIIUIOB B KPOBH; CB;{3aHd-Q'ﬁgc}éﬂg@%m%%{%ﬂﬁgﬁ-,

He OBUIO JIOKa3aHO, YTO YBEJIMYEHHE MacChl Tela Kak-TO CBSA3aHO C IIPOBEICHHEM
aAHTUPETPOBUPYCHOM Tepanuu. J1Jis MOHUTOPUHTIA YPOBHS JIUMUAOB U TJIFOKO3bI B KPOBU HEOOXOIUMO
CJIEJIOBATh COOTBETCTBYIOIIMM PEKOMEHAALUSAM [0 JIeYeHHI0 manueHToB ¢ BUY-undexnuei.
Hapymenus nunuanoro metadoin3ma He0OX0AUMO JICYUTh COOTBETCTBYIOIIMMH MpenapaTamMu.

Ocmeonexkpos

Hecmotpss Ha MHOro(akTOpHYIO OSTHOJOTHIO (HCIOJIb30BAHHE TIIOKOKOPTHKOCTEPOUTHBIX
TOPMOHOB, yIOTPEOJICHHUE AIKOTOJIs, TSKeNasi CTeeHb UMMYHOCYIIPECCUH, TIOBBIIICHHBIN HHICKC
Macchl Tenla), ObUIM OTMEYEHBl CIydyal OCTEOHEKpOo3a, B OCOOEHHOCTH Yy mauueHTtoB ¢ BUY-
uHpEKIMe B TPOJBUHYTOW CTaguM W/WIM Yy NAalMEHTOB, JJIUTEIbHOE BpeMs MOJy4aBIIUX
KOMOMHHPOBAaHHYIO aHTUPETPOBUPYCHYIO Teparuto. [lanreHTs! JomKHbI ObITh MIPOUH(DOPMHUPOBAHBI
0 HEOOXOTMMOCTH HE3aMEUTUTEIBHOTO MOCEIICHUS Bpaya B CiIydae MOsBJICHUs 0oJieil B cycTaBax,
CKOBAHHOCTHU B CYCTaBax WM 3aTPYAHEHUS JBUKECHUMN.

CqupOM 60CCMAHOBIEHUA UMMYHUmMemda

Y BUY-uHGHUIHPOBAHHBIX MAIMEHTOB C TSHKEIBIM KMMYHOIC()UITUTOM B Hayasie KOMOMHUPOBAHHOM
AHTUPETPOBUPYCHOM TEpalMK BO3MOXKHO IIOSIBIICHHE BOCIAIMTEIBHOM pEaKIUU OpraHu3Ma Ha
OECCUMIITOMHBIE HJIM OCTATOYHBIE ONIIOPTYHUCTHYECKME HH(EKIUH, YTO MOKET IPHUBECTH K
CEPHE3HBIM KIIMHUYECKUM OCJIOKHEHUSAM W YXYALMIEHUIO CAMIITOMATHKH. OOBIYHO TaKHE PEaKInu
HaOJIOIAI0TCS B TIEPBBIE HEJIEIH WK MECSIIBI IPUMEHEHHST KOMOMHUPOBAHHOW aHTHPETPOBUPYCHOM
Tepanud. B KayecTBe IPUMEPOB  MOKHO IPHBECTH  I[UTOMEraJOBHUPYCHBIA  PETHHUT,
reHepaIn30BaHHbIE W/WIM MECTHBIE MHKOOAKTEepUaIbHbIe MH(PEKIUH ¥ MHEBMOHHIO, BBHI3BAHHYIO
Pneumocystis jiroveci. HeoOxoaumMo OmpeaensaTh TAKECTh JIIOOBIX CHMIITOMOB BOCHAJICHUS WU
MPOBOANTH COOTBETCTBYIOIIYIO Tepanuio. AyTOMMMYHHBIE 3a0oiieBaHus (Takhe Kak OOJe3Hb
I'peiiBca 1 ayTOMMMYHHBIH TEAaTUT) TAK)Ke OTMEYAIUCh NMPH BO3HUKHOBEHHH BOCIAIMTEIHHOTO
CHHIPOMa BOCCTAHOBJICHHUS MMMYHHOM cucTeMbl. OHAKO BpeMs 10 Hadaja 3a00JeBaHHs MOXKET
BapbUPOBATHCS, M TaKWE ayTOMMMYHHBIE 3a00JI€BaHHMsI MOT'YT HAUWHATHCS CITYCTS MECSIIBI TIOCITE
HavaJia TeparuH.

Bzaumooeiicmeue ¢ Opyeumu nexapcmeennvimu npenapamamu

JlapyHaBup U puTOHaBUp sABIsOTCS uHruouropamu nsodepmenro CYP3A u CYP2D6, a takxe
MHTHOUTOpaMu P-rimmkonporenHa. OpnHOBpeMEHHOE IIPUMEHEHHE KOMOMHAINH
JapyHAaBUP/PUTOHABUP U JPYTUX IPErnapaTroB, KOTOPbIe METaOOIU3UPYIOTCS NMPEUMYILECTBEHHO
nzopepmentamu CYP3A, CYP2D6 u nepeHocsatcs P-TIMKONpOTEMHOM, MOXET MPUBOJIUTH K
MOBBIIIEHUIO KOHIIEHTPALMH TAKUX IIPENapaToB B IIJIa3Me, BCIEACTBHE YETO MOTYT YCUIIUBATHCS MU
YAJUHATBCS WX TepaneBTUYecKkue U 1obouHble 3¢¢ekTsl. JlapyHaBUp U PUTOHABHP
Mmetabomusupytoress  uzopepmentoMm  CYP3A.  OpHoBpeMeHHBI — NIpueM  Mpenapartos,
uHAynupyomux akTuBHOCTh CYP3A, MOXeT yBeIMUUTh KIMPEHC JapyHaBUpa U PUTOHABHpA, B
pe3ysibTaTeé 4Yero YMEHBIIMTCS KOHIEHTpauus JapyHaBupa B 1uia3me. llpueM mnpenaparos,
unruoupyronmx CYP3A, MoXeT yMEHbIIUTh KIMPEHC JAapyHaBHpa U PUTOHABUPA, B Pe3yJbTaTe
4ero YyBEJIWYUTCS KOHLEHTpalus JapyHaBUpa W puTOHaBupa B Iuia3Me. OIHOBpPEMEHHOE
WCIOJIb30BaHNE KOMOWHAIMKM JapyHaBUP/PUTOHABUP C KOMOWHAIMEW JIONuHaBUpP/pUTOHABHP,
pUGaMIIMIIMHOM W pacTUTENBHBIMU  IpernapaTtaMi, COAEp)KAlIMMHU  3KCTPAKT  3Bepo0Oos
npoasipsiBierHoro (Hypericum perforatum) mnpotuBonokazano. Mcmonb3oBanue 3daBupeH3a
COBMECTHO ¢ KomOuHarmei napyHasup/puronasup 800/100 Mr ofuH pa3 B CYTKH MOXKET IPUBOIUTH
K JIOCTHKEHUIO HENOCTaro4Horo 3Hadenus Cmin gapynasupa. Ecmu sdasupens HeoOxomumo
UCIOJIb30BAaTh COBMECTHO C KOMOMHAIMEH TapyHaBUP/pUTOHABUP, TO IENECOO0PA3HO MPUMEHSTh
koMOuHanmio gapyHaBup/putonaBup 600/100 Mr nBa paza B CyTKH. Y TalMEHTOB, MOJYYaBIINX
TEpanuio KOJXUIMHOM M CHUJIbHBIMH HHTHOUTOpamu mn3odepmenta CYP3A u P-rimxomnporenHa,
OTMEYaINCh )KU3HEYTPOXKAIOIINE U CMEPTEIbHBIE JIEKAPCTBEHHBIE B3aUMOICHCTBUS.
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4.5. B3aummojeiicTBHe ¢ JAPYrMMH JIeKAPCTBEHHBLIMH ipertapaiasi | o Eapyide B

B3aMMOJelCTBUA

Bce uccrnenoBanus 1o ornpeeneHuio B3auMoIeHCTBUS IPOBOAUIIN TOJIBKO Y B3pocibiX. lapyHaBup,
MPUMEHSEMBIIl B KOMOMHAIIMM C PUTOHABUPOM, SIBJsieTcss MHTuOuTOpoM m3odepmeHToB CYP3A,
CYP2D6 u P-rnmukonporenna. OqHOBpEeMEHHOE TPUMEHEHNE KOMOMHAIIMY TapyHABUP/PUTOHABUD U
MpernapaToB, KOTOPbIE METa0OIU3UPYIOTCS peumyiecTBeHHO n3odepmentamu CYP3A, CYP2D6 u
MEePEeHOCATCS P-TTMKONPOTEMHOM, MOKET BBI3bIBATh MOBBIIICHNE KOHIEHTPALIUI TaKUX MpErnapaToB
B IUIa3ME, 4YTO, B CBOIO OYEPENb, MOXKET ObITb MPUUYMHON YCWJIEHUS WIH IPOJOHIMPOBAHUS
TepaneBTUUecKoro 3 dekra, a Takke MPUINHON MOSBICHUS MOOOYHBIX 3 (PEKTOB.

He nomyckaeTcsi coBMeCTHOE MPpUMEHEHNEe KOMOWHAITUY TapyHABUP/PUTOHABUD C JICKAPCTBCHHBIMU
npenaparamMu, KIMPEHC KOTOPBIX B 3HAYMUTEIBHOH cTernmeHu 3aBUCUT oT u3odepmenta CYP3A, u
MOBBIIICHUE CUCTEMHOTO YPOBHSI KOTOPBIX MOXET COIPOBOXIATHCS PA3BUTHEM CEPhE3HBIX W/HIU
YTPOXKAIOUIUX KU3HU sIBICHUN (Y3KUI TepameBTHUeCKUi Auana3oH). O0mmii hapmakoioruyeckuit
ycmmBamui 3(hGEeKT puToHABUpPA 3aKITIOYAIICS B YBEIMYCHUN CHCTEMHOTO YPOBHSI JIapyHaBHpa
npuMepHo B 14 pa3 mpu OAHOKpAaTHOM IipueMe aapyHaBupa B no3e 600 Mr B couyeTaHuu C
putonaBupoMm B fo03e 100 mr 2 pasza B cytku. Takum oOpaszom, npenapar JlapyHaBup HEOOXOAMMO
WCIIOJIb30BaTh B COYETAHUU C TOJBKO HU3KUMH J03aMH PHTOHABUpPa Kak (HapMakoJIOTHUYECKOTO
«YCUITUTEIS».

KomOuHanuio napyHaBup/puTOHaBUP HE CIEIyeT MCIOJIb30BaTh C APYTUMH aHTHPETPOBUPYCHBIMU
npernapaTtamu, KOTOpble TpeOylOT MCIOJIb30BAHUSI PUTOHABUPA B KadyecTBE (apMaKoJIOTHUECKOTO
«yCHUITUTEIIS.

B knuHMYEeCKOM HCCIEAOBAaHWUM C HCIOJIb30BAHMEM CMECH JIEKApCTBEHHBIX IPENaparos,
metabomusupyembix nutoxpomamu CYP2C9, CYP2C19 u CYP2D6, ormeuanoch MHOBBIILIEHHE
aktuBHocTH CYP2C9 m CYP2C19 u wunrunbupoanue aktuBHoctu CYP2D6 B mnpucyrcrBum
KOMOWHAIMK JJapyHaBUP/PUTOHABUP, YTO MOXKET ObITh 0OYCIOBIEHO MPUCYTCTBUEM HU3KOU J03bI
putoHaBupa. CoBMECTHOE NIPUMEHEHHE JapyHaBHpa U pPUTOHABUPA C JIEKAPCTBEHHBIMU
npenaparamu, MetadonusupyeMeiMu npeumyuiectBeHHo CYP2D6 (manpumep, duexanHugoM,
nponadeHoOHOM, METONPOJIOIOM), MOXKET NPUBOAUTH K MOBBILICHUIO KOHLEHTPALMU 3THUX
JIEKapCTBEHHBIX MpPENaparoB B IJa3Me, YTO CIOCOOHO BBI3BaTh YBEJIMYEHHE WM MPOJUICHUE HMX
TepaneBTHUECKoro 3pdexra u HexenaTeNbHbIX peakuuil. CoBMECTHOE TPUMEHEHUE JlapyHaBUpa 1
PHUTOHABHpA C JEKapCTBEHHBIMU MpenapaTaMu, IpeumyiiecTBeHHo MetabonuzupyembiMmu CYP2C9
(manpumep, Bappapunom) u CYP2C19 (manpumep, METaOHOM), MOKET MPUBOJUTH K CHUKEHHIO
CHCTEMHOI'O YpPOBHSI 3THX JIEKapCTBEHHBIX CpPEJCTB, UYTO CIIOCOOHO BBI3BAaTh CHIDKEHUE WU
COKpalleHHe UX TepaneBTU4YecKoro s dekra.

Xotrs spdexr B orHomenun CYP2C8 wusywanu Ttompko in VItro, coBMecTHOE HpPUMEHEHHE
KOMOMHAIMM JapyHaBUP/PUTOHABUP C JIEKApPCTBEHHBIMH IpernapaTamMH, MpEeUMYIIECTBEHHO
metabonmusupyembivu CYP2CS8 (Hampumep, NakIWTaKCeIOM, POCHITIMTA30HOM, PENariuHUIOM),
MOJKET NMPUBOJUTH K CHUKEHHUIO CUCTEMHOI'O YPOBHS 3THX JIEKAPCTBEHHBIX CPEACTB, UTO CIIOCOOHO
BbI3BaTh YMEHbBIIIEHHE MJIM COKpallleHHe UX TeparneBTu4Yeckoro sddexra. PuronaBup uHruOupyer
TpaHcnopTHble MoJeKkynbl P-rmukonporenna. OATPIB1 u OATPIB3, u ero npumeHeHue c
cyOcTpaTaMu 3TUX TPAHCHOPTHBIX MOJEKYJ MOKET NMPUBECTU K MOBBIMICHUIO KOHIEHTPAIUN 3TUX
MpernapaToB B IJ1a3Me (Hanpumep, AadurarpaHa 3TeKCUIaT, TMTOKCUH, CTATUHBI U 00O3€HTaH).

JIekapCcTBEHHBIC IpeNapaThl, BIUIIONINE Ha KOHIICHTPAIIUIO I[aDVHaBI/IDa/ PHUTOHaBUpa

B merabonmusme nmapyHaBupa u puToHaBupa ydactByeT m3odepmeHT CYP3A. JlekapcTBeHHBIC
mpemapaTsl, HHIYIHPYIOIIHEe akTUBHOCTh u3zodepmenta CYP3A, mpenmnolioXuTenbHO YCHIST
KJIMPEHC AapyHaBHpa U PUTOHABUPA. BBI3bIBAs CHIDKEHNE KOHIICHTPAIIM ATUX MpenapaToB B IIa3Me
(Hampumep, 3TO Kacaercss pudammnuuuHa, 3BepoOos W yonuHaBupa). COBMECTHOE MPHUMEHEHHE
JapyHaBUpa W pPUTOHAaBHpa C JPYTUMHU JIEKQpCTBEHHBIMHM IpenapaTtaMy, WHTHOUPYIOUIUMU
nzopepment CYP3A, MoxeT CHIWXKaThb KIMPEHC JapyHaBHpa W PHUTOHABHpA U TMOBBIMIATH HX
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KOHIICHTPAIIMIO B IJIa3Me (HampuMep, 9TO KacaeTcst HHnHHaBpf@:'c;Ig%ﬁﬁiEEA?{'BE"%%E&Q%Q—‘

KETOKOHA30J1a ¥ KJIOTPHMa3o0Jia). DTU B3aUMOJICHCTBUS ONMCAHbI HHXKE B TAaOJIHIIE.

Tabauiia B3auMOIENCTBHN MEXKAY IIpernaparaMu

IIpuBeIeHHBIN HUKE CIIMCOK IIPUMEPOB B3aUMOICHCTBUN MEXIY JIEKAPCTBEHHBIMU CPEICTBAMU HE
SBJISICTCS MCUEPIBIBAIOIMM, W IO3TOMY JUI IOJY4YeHHs HH(POPMALUMH, CBA3aHHOW C IyTAMHU
MeTabonu3Ma, MyTIMH B3aMMOJECHCTBUS, NOTEHLUMAIbHBIMU PUCKAMU U JEUCTBUAMH, KOTOpPbIE
HEOO0XOAMMO TPEANPHUHATh B Clydae COBMECTHOTO IIPUMEHEHHUs, CIeAyeT oO0pamarbes K
COOTBETCTBYIOIIEH MHCTPYKIMHM JIEKAPCTBEHHOI'O IIperapara, HCIOJIb3YyEMOI0 COBMECTHO C
npenapatoM lapyHaBup.

BiaumopeiicTBust Mex 1y KOMOUHAIIMEH TapyHABUP/PUTOHABUP M aHTHPETPOBUPYCHBIMH U IPOYUMU
JIEKapCTBEHHBIMU CpelICTBaMU TpuBeAeHbl B Tabnuie Hmke (He ompeneneHo cokpaiaercss Kak
«H/O»). HampaBiieHue CTpenku Ui KaKIoro napamerpa GpapMakOKHHETHKH ocHoBaHO Ha 90 %
JIOBEpUTEIILHOM HMHTEpBajie [isl CPEAHEr0 TIeOMETPHUYECKOr0 COOTHOIIEHUS, KOTOPOE MOKET
HaXOIUThCS B mpenenax (&), nmxke (|) wim Boime (1) nuanazona 80—125 %. Psax uccnenoBanuii
B3aMMOJICHCTBUS (00O3HAUCHHBIA # B TAaOJNHIIE HUXKE) OBUTU TPOBEACHBI C HCIIOIH30BAHUEM J103
JapyHaBUpa HUXKE PEKOMEHAYEMBIX HIIM C JIPYTHUM peXUMOM Tepanuu. Id(HeKThl B OTHOIICHUU
COBMECTHO MTPUMCHSICMBIX JICKQPCTBEHHBIX MPENapaTOB MOTYT, TAKIM 00pa3oM, OBITh HEJOOIICHEHEI,
BCJIE/ICTBHE ATOT'0 MOKET OBITh NOKa3aH KJIMHUYECKUA MOHUTOPUHT 0€30MaCHOCTH.

JlekapcTBeHHBI Mpenapar,
NPUMEeHsIeMblii COBMECTHO ¢
KOMOMHaNuel
AApYHaBHP/PUTOHABHP
AHTUPETPOBUPYCHBIE NPEITAPATHI JJIA JTEYEHUSA BUY-UHOEKIIUN

Hneuoumopvr unmezpaszol

B3aumoaeiicrBue
Cpennee reomerpuveckoe
n3menenue (%0)

Pexomenpanuum mo
COBMECTHOMY IPUMEHECHUI0

HonyrerpaBup AUC nonyrerpasupa | 22 % Komb6unammro
Ca44 nomyterpasupa 38 % JlapyHaBUpP/pUTOHABUP U
Cmax nonyrerpasupa | 11 % JIOJIyTETPaBUP MO>KHO
napyHaBup «>* HCIIOJIB30BaTh 0€3 KOPPEKINU

* Ha ocHOBaHMUM CpaBHEHMH | JTO3BI.
MEXIY UCCIECIOBaHUAMH C

HCIIOJIb30BAHUEM
HUCTOPUYECKUX  JIaHHBIX  TIO
(hapMaKOKHHETHKE.

DIBUTETPABUP AUC snButerpaBupa <> [Ipn COBMECTHOM
Chmin 21BUTErpaBHUpa <> PUMEHEHUN KOMOUHAIMH
Cmax DIIBUTErpaBupa <> JapyHaBUP C HU3KUMU J03aMHU
AUC napynasupa < puronasupa (600/100 mr
Cmin napynasupa 17 % 2 pasa B CyTKH) B COYETaHUHU C
Cmax TapyHaBupa <> AJIBUTETPABUPOM 7032

AJIBUTETPaBUpa JIOJKHA
cocraBiaTh 150mr 1 pa3 B
CYTKH.

dapMaKOKMHETHKA u
pEKOMEeHAaluu o
JIO3UPOBAHUIO JUISl APYTUX 103
JlapyHaBUpa WIH s
KOMOMHAIINHU

AIIBUTETPABUP/KOOUITUCTAT
HE  YCTaHOBJIEHBL.  Takum
o0Opazom, COBMECTHOE
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JapyHaBUP/pPUTOHABUD B
T000# 703¢, KpoMme
600/100 mr 2 pasa B CyTKH, B
COYETAaHUH C AJIBUTETPABHPOM

HE PEKOMEHIyeTCsl.
CoBmMmecTHOE IIPUMEHEHNE
KOMOHMHAINU
JapyHaBUP/pUTOHABUP u
AJIBUTETPaBUpA c
KOOMIMCTATOM HE
PEKOMEHIYeTCsl.
Panrerpasup B pesynbrate Hekoropeix | B HACTOSILIEE BpeMs
KIIMHUYECKUX HCCIEO0BaHUMN | mpeamonaraercs, 4to 3¢hdext
OBUIO  TIPEIIONIOKEHO, YTO | pajTerpaBupa Ha
pajTerpaBup MOKET BbI3bIBATh | KOHIICHTPAIUIO JapyHaBUpa B
YMEpEHHOE CHW)KCHHE | TUIa3Me HE SIBJISICTCS
KOHIEHTPALlUU JlapyHaBUpa B | KIMHUYECKU 3HAYUMBIM.
miasMe. KomOunamnmro
JapyHaBUP/pUTOHABHUP u
payirerpaBup MOKHO
NPUMEHSTh 0€3 KOppeKlIUu
JIO3BI.
Hykneo3uonvie/nenyxkineomuonvle uncudumoput oopamnou mpanckpunmasol (HUOT)
Jnnano3un AUC munano3una | 9 % KombOunamnuro
400 mr 1 pa3 B cyTKH Cmin ntunanozuxa H/O JlapyHaBUpP/pUTOHABUP U

Crax Auano3una | 16 %
AUC napynaBupa <>
Cmin JapyHaBupa <>
Cmax TapyHaBHupa <>

TUAAHO3UH MOKHO MTPUMEHSITh
0€3 KOPPEKIIUHU JO3BI.

Jnnano3ux HEO0OXOIUMO
MIpUHUMAaTh HATOIIaK, TaKUM
obpazom, ero clienyeT

IIpUHUMAaTh 3a 1 gac 1o umm
gyepe3 2 yaca MoOcjie IpHuemMa
KOMOWHAIIUH JapyHaBup/
PUTOHABHP C MULIEH.

Tenodosup

dbymapar
300 mr 1 pa3 B cytknd

JIM30TIPOKCHIT

AUC tenodosupa 1 22 %
Cmin TeHOOBHpa T 37 %

Cmax TeHO(OBHUpa T 24 %

# AUC napynasupa 121 %

# Cmin mapyHaBupa 1 24 %

# Cmax mapynasupa 1 16 %

(T xoHIIEHTpauK TeHOOBHPa

[Ipn COBMECTHOM
PUMEHEHUN KOMOUHAIINH
JlapyHaBUDP/pUTOHABUP c
TEHO(POBHPOM MOXKET OBITh
MOKa3aH MOHHUTOPHHT
GbyHKIIUU MOYEK, B

OCOOCHHOCTH Yy TAaIlMeHTOB C

BCIEACTBUE  BIMSHUS  HA | CHCTEMHBIMH WJIH TIOYEYHBIMU
ONOCPEIOBaHHBIN MDR1 | 3aboneBanusimu, 100 TpHU
TPaHCIIOPT B TOYEUHBIX | MCIOJIH30BAHHUH
KaHaJIbIIax ) HEe(PPOTOKCHUHBIX
MIPEmapaToB.
AbGakaBup He wmsyuanu. Ha ocHoBanmm | KomOunarms
OMTpHUIIUTA0OUH MyTed DIMMHUHALMKA TPOYHX | JapyHABUP/PUTOHABUP MOXKET
JlamuByauH HHUOT (3umoBynuHa, | mpuMeHATbes ¢ dTumMu HUOT
CraBynuH AMTPULIUTAOMHA, CTaBYAHWHA, | 0€3 KOPPEKIMH JO3BI.
3UI0BYIMH JIAMHUBYJIMHA), KOTOpBIE
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CHEOOBETENBROC T 0002)

MPEUMYILECTBEHHO TOYKAMH,
u abakaBupa, B MeTabOIM3ME

KOTOPOTO HE  y4acTBYeT
CYP450, HHUKaKHX
B3aUMOJCUCTBUI MEXKY
STUMH JIEKapCTBCHHBIMU
npenaparaMiu ¥ KOMOMHAIHEH
JapyHaBUP/pUTOHABUD HE
MIpeAIoJaracTcs.

Henykneozuouwvie/nenykneomuonvie unzudoumopul oopamuoit mpanckpunmazol (HHUOT)

Ddasupens
600 mr 1 pa3 B cyTku

AUC >¢dasupensa 1 21 %
Chmin 2daBupenza T 17 %
Crmax 2daBupensa 1 15 %

# AUC napynasupa | 13 %
# Cmin mapynasupa | 31 %
# Cmax NapyHaBupa | 15 %

(T xoHueHTpanuu 3¢aBupeH3sa
BCIICICTBUE ~ WHTHOMPOBAHUS
CYP3A)

(| xOHIEHTpaIMK JapyHaBHpa
BCJIE/ICTBUE WHIYKIAH
CYP3A)

[Tpu npumMeHeHnN KOMOMHAIIU

JapyHaBUP/PUTOHABUD B
coueTaHMd C  3(aBUPEH30M
MOXKET noTpeboBaThCS
KIIMHIYECKUH MOHHUTOPHHT
TOKCUYHOCTH B  OTHOUICHUH
LEHTPAJILHOU HEPBHOHN
CHUCTEMBHI, CBSI3aHHBIH c

HOBBIIICHHOW KOHIICHTpaIEH
adaBupeH3a.

[Tpuem mpenapara 3¢haBupeHsa
B COYCTAHWH C KOMOWHAIHEH
JTApYHABUP/PUTOHABUP B J03€
800/100mMr 1 pa3 B cyTku
MOXKET TPUBO/TUTh K
CyOONTUMAIFHOMY ~ 3HAYCHHIO
Chin JTapyHaBHpa. Ecmu
s(aBupeH3 notpedyercst
OPUHUMATh B COYCTAHUH C

KOMOMHAIEH napyHaBup/
pHUTOHABHD, cremyer
UCIIOJIb30BaTh pexUM
600/100 mr 2 pa3a B CyTKH.
OTpaBUpHH AUC stpaBupuna | 37 % KomOunanmio
100 mr 2 pa3a B CyTKH Chmin aTpaBupuHa | 49 % JapyHaBUP/pUTOHABUP c
Cmax aTpaBupuHa | 32 % stpaBupunHoM 200 mr 2 paza B
AUC nmapynasupa 1T 15 % CYTKH MOXHO HCTIOJb30BaTh
Cmin 1apyHaBupa <> 0€e3 KOppEeKIUH 03bI.
Cmax JapyHaBupa <>
Hesupanun AUC neBupanuna 1 27 % KomOunanmio
200 mr 2 pasa B CyTKH Cmin HeBUpanuHa T 47 % JlapyHaBUP/PUTOHABHUD c
Cmax HeBupamnuHa 1 18 % HEBUPAMHOM MO’KHO
# nmapyHaBHpa: KOHIIEHTPALIMH | MCIIOJIb30BaTh 0€3 KOPPEKIUH
COOTBETCTBOBAJIH JI03BI.
MCTOPUYECKUM JaHHBIM
(1 KOHIIEHTpAIlMM HEBHpANuHa
BCIICICTBUE  MHTHOWPOBAHUS
CYP3A)
PunmuBupun AUC pwmmusupuna T 130 % KomOunanmro
150 mr 1 pa3 B cyTku Cmin punnuBupuHa T 178 % JapyHaBUP/pUTOHABUP C
Cmax punnuBupuHa T 79 % PUITTUBUPUHOM MOYXHO

11
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nnnnn

AUC napyHnasupa ¢ S e e T e A

Cmin tapyHaBupa | 11 % JTO3bI.
Cmax JapyHaBHpA <>

Huzuoumopuer npomeasvt BUY 6e3 00nonnumensnozo npumenenus HU3Kux 003 pumonasupa*

ATazaHaBup AUC arazanaBupa <> KomOunanuro

300 mr 1 pa3 B cyTku Cmin aTa3anaBupa 1 52 % JapyHaBUP/pUTOHABUP u
Cmax atazanasupa | 11 % aTazaHaBUP MOXHO
# AUC napynaBupa <> HCII0JIb30BaTh 0€3 KOPPEKINU
Cmin apyHaBupa <> JTO3bI.

Cmax AapyHaBHpa <>
ATtazaHaBup: CpaBHEHHE
aTa3aHaBUpa/pUTOHABHpA
300/100 mr 1 pa3 B CyTKH H
atazaHaBupa 300 mr pa3 B
CYTKH B  COYETaHUH C
JTapyHABUPOM/PUTOHABUPOM
400/100 Mmr 2 paza B CYTKH.
JapyHaBup: CpaBHEHUE
JapyHaBUPa/pPUTOHABHPA
400/100 mr 2 pa3a B CyTKH C
JapyHABUPOM/PUTOHABUPOM
400/100 mr 2 pa3a B CyTKH B
COYETaHUM C aTa3aHaBHUPOM
300 mr 1 pa3 B cyTKH.

NuaunaBup AUC unnunasupa T 23 % ITpn UCIIOJIb30BaHUU B
800 mr 2 pasa B cyTKH Cmin namuHaBupa T 125 % COYETaHMH C KOMOHWHAIUEH
Cmax UHIUHABUPA <> JTapyHaBUP/pPUTOHABUP MOXKET
# AUC nmapynaBupa 1 24 % noTpeboBaTbcs  KOppEKLHUs
# Cmin DapyHasupa T 44 % n03bl nHAMHaBUpa ¢ 800 Mr

# Cmax fapyHasupa T 11 % 2 paza B cyTku 10 600 mT
WununaBup: CpaBHEHHME | 2 pa3a B CYTKM B ciydae
WHIMHABUPA/PUTOHABHPA HETIEPEHOCUMOCTH.

800/100 mr 2 pa3za B CYTKH C
WHMHABUPOM/AapyHaBUPOM/
putonasupom 800/400/100 mr
2 pa3a B CyTKH.

JapyHaBup: CpaBHEHHE
JapyHaBUpa/pUTOHABHUpA
400/100 mr 2 pa3a B CyTKHU C
JapyHaBUPOM/PUTOHABUPOM
400/100 Mr B codeTaHUH C
nHauHaBrpoM 800 mr 2 pasa B
CYTKH.

CakBuHaBUp # AUC nmapynaBupa | 26 % Komb6unanuro

1000 mr 2 pa3za B cyTKu # Cmin mapyHaBup | 42 % JapyHaBUP/pUTOHABUP

# Cmax napyHaBupa | 17 % HE PEKOMEHIYETCS IPUMEHATD
AUC cakBunasupa | 6 % C CAaKBUHaBUPOM.

Chmin cakBuHaBupa | 18 %
Cmax cakBuHaBupa | 6 %
CakBuHaBUD: CpaBHEHHE
CaKkBUHaBHPA/pUTOHABUPA
1000/100 mr 2 pasa B CYyTKH U

12
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CaKkBUHaBHpa/IapyHaBupa/

_NEOCBATERBROCTE 0002)

putonasupa 1000/400/100 mr
2 pa3a B CyTKH.

JapyHaBup: CpaBHEHHE
JapyHaBUpPa/pUTOHABHPA
400/100 mr 2 pa3a B CyTKH U
JapyHaBUpPa/pUTOHABHPA
400/100 Mr B codYeTaHHUHU C
cakBuHaBupom 1000 mr 2 pasa
B CYTKH.

Hnzuoumoput npomeazvst BUY — 6 couemanuu ¢ HusKumu 003amu pumonasupa’*

JlonuHaBUp/pUTOHABUD
400/100 mr 2 pa3a B CyTKH

JlonmuHaBUp/pUTOHABUD
533/133,3 mr 2 pa3za B CyTKH

AUC nonunasupa 1 9 %

Cmin noriuaaBupa 1 23 %

Crax TortmHABUpA | 2 %

AUC napynasupa | 38 %?
Cmin napyHaBupa | 51 %2
Crnax apyHaBupa | 21 %?
AUC nonmuaaBupa <>

Cmin toniuaaBupa T 13 %

Crax TormmHaBupa 1 11 %
AUC napynasupa | 41 %

Cmin mapynaBupa | 55 %

Crmax AapyHasupa | 21 %

’Ha OCHOBAHHUHU HE
HOPMAJIM30BaHHBIX 10 J103€
3HAYEHUI

Bcenencraue CHUKECHUS
KOHIIEHTPALUU (AUC)
JapyHaBUpa Ha 40 %
MNOJIXOMASIIME  JIO3bI  ITOM

KOMOWHAIMH HE YCTAaHOBJICHBI.
Takum 00pa3oM, COBMECTHOE
IPUMEHEHHE KOMOWHAIMN
JlapyHaBUP/pUTOHABUP c
KOMOMHHPOBaHHBIM
IpenapaToM,  BKIIOYAIOIUM
JIOTIMHABHUP/PUTOHABHUD,
IIPOTHBOIIOKA3aHO (CM. pa3zen
4.3)).

AHTATOHUCTBI PEHEIITOPOB CCR5

Mapasupok
150 mr 2 pa3a B cyTkH

AUC mapasupoxka 1 305 %
Cmin MapaBupoka H/O

Cmax MapaBupoka 1T 129 %
KonnenTpauuu napyHaBupa u
PUTOHABHPA COTJIACOBHIBAINCH
C UCTOPUYECKUMHU JIAHHBIMU

IIpn IIPUMEHEHUH B
COYETaHMM C KOMOMHaIueH
JlapyHaBUP/pUTOHABUD 1032
MapaBHpOKa JOJDKHA
cocraBiaTh 150 Mr 2 pasa B
CYTKH.

AHTATI'OHUCTHBI al-AIPEHOPEHEIITOPOB

Andy3o3uH Ha ocnoBanuu teoperndeckux | OIHOBpEMEHHOE MpPUMEHEHUE
COOOpaKeHHI, npenapar | KoMOWHaIMK
JapyHaBup JOJKEH | JapyHaBUP/pUTOHABUP u
MOBBIILIATH KOHIIGHTpALUIO | aldy303uHa
andy3031Ha B IJ1a3Me (3a CYET | MPOTHBOIMOKA3aHO (CM. pa3zien
unruouposanus CYP3A). 4.3)).

AHECTETUKHA

Andenranun He uzyuanu. B merabonusme | Ilpu COBMECTHOM

andeHTanuna y4acTBYeT
n3ohepMeHT CYP3A,
KOTOPBIN MOXET
MHTUOMPOBATHCS
KOMOUWHaIuen
JapyHaBUP/pPUTOHABUP.

NPUMEHEHHH ¢ KOMOWHanuen
JapyHaBUP/PUTOHABUP MOXKET
moTpeOoBaThCs CHUKEHUE
036l an(eHTaHWIa, a TaK¥Ke

MOHHUTOPHUHT PHUCKOB
JUTUTEIBHOTO WA
OTCPOYEHHOTO YTHETEHUS
JIBIXAHUSI.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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AHTHAHTMHAJIbHBIE/AHTUAPAUTMUYECKHUE IPEAAPATRE =BT T2 HHLE
Juszonupamus He u3yuanu. [Ipeanonaraercs, | Heo6xonumo colutoieHne
dnexanHUI 91O KOMOMHAIHS | Mep PEOCTOPOKHOCTH,
JIuoxauH (CUCTEMHO) JapyHaBUP/pUTOHABUD KpOME TOT0, PEKOMEHIYeTCs
MekcuneTnH MOBBICHT KOHIIEHTPAIMIO 3TUX | MOHUTOPHHT
[Tponapenon AHTHAPUTMUYECKUX TepaneBTUYECKON
MperaparoB B TUTa3Me | KOHIEHTpauu (MpH HATUYUA
(nHTHOMpOBaHUE Tako BO3MOXKHOCTH) 3THX
m3odepmerToB CYP3A u/uinm | aHTUAPUTMUYECKHUX
CYP2D6). MPenapaToB MPU COBMECTHOM
NPUMEHEHHU C KOMOMHAITUEH
JapyHaBUP/pUTOHABUD.
AMuomapon [TpoTuBOMIOKa3aHO
benpu i NpUMEHEHHE KOMOUHAIIUU
Jponenapon JapyHaBUP/PUTOHABHP C
XUHUIUH aMHOIapOHOM, OCTIPHUTUIIOM,
Panonazun JIPOHENAPOHOM, XUHUIUHOM
WA PAHOJIA3UHOM (CM. pasfen
4.3.).
Jluroxcuu AUC purokcuna 1 61 % [Tockonbky JIIUTOKCUH
0,4 Mr OTHOKPATHO Chmin nuroxcuna H/O XapaKTepu3yeTcs Y3KUM
Crax auroxcuna 1 29 % TepaneBTUYECKUM
(1 KOHIIEHTpAIMHM JUTOKCUHA | IWANa30HOM, B cirydae
BCJIEJICTBHE BEPOSITHOTO | HA3HAYEHUS JTUTOKCHHA
WHTUOMPOBAHUS MaIyeHTam, MOJTYyYarOIIAM
P-rnuxomnporenna) KOMOWHAIHIO
JapyHaBUpP/pUTOHABHP,
NepBOHAYAIIBHO
PEKOMEHIyeTCs UCTIOIb30BaTh
MUHUMAJIbHYI0  BO3MOXKHYIO
no3y  aurokcuHa.  Jlanee
cleayer IIPOBOJIUTH
aKKypaTHYIO THTPALUIO JIO3bI
JUTOKCHHA c LEJIBIO
JOCTHKEHUS KEIaeMOoTo
KIMHUYeckoro sddexra Ha
dbone OIICHKH oO1ero
KIIMHUYECKOTO COCTOSIHUS
TaIMeHTa.
WBabpanun He uzyuanu. CoBmecTHOE pUMEHEHHE
KOMOHMHAIINH
JapyHaBUP/PUTOHABUD u
nBabpaanHa
MPOTHBOIOKA3aHO (CM. pa3zien
4.3)).
AHTUBUOTUKHU
Knaputpomumma AUC xnaputpomuinaa 1 57 % | Pexomenayercs  coOmioaTth
500 mr 2 pasa B cyTKH Chin knapurpomunuaa T 174 % | ocTopokHOCTH npu
Crnax Knaputpomuiiaa T 26 % | coBMecTHOM MPUMEHEHUN
# AUC napynasupa | 13 % KJIApUTPOMMUIIMHA B COYETAaHNUU
# Cmin napyHaBupa 1 1 % Cc KOMOWHAaIMEH
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# Cumax napynasupal | 17 % """ |-iiip¥iabip/patodasmp.” -
Konnenrpanuu 14-OH- | PexomMeHI0BaHHYIO 03y
KJIAPUTPOMHUIIMHA KJIAPUTPOMHIIMHA y
HE BBISIBJISUIUCH IpU | NAllMEHTOB C HapyLICHUEM
COBMECTHOM TPUMEHEHUH C | QYHKIUH  MOYEK  CJeIyeT
KOMOUWHaLuen BBIOMPATh COIJIACHO
JapyHaBUP/pUTOHABUD WucTpykimu 1o
§ KOHILEHTPALUU | MEIULIUHCKOMY MPUMEHEHHUIO
KJIQPUTPOMHIIMHA BCJIEICTBUE | KIAPUTPOMHUIIMHA.
WHTUOMPOBAaHMS U30(epPMEHTA
CYP3A u  BO3MOXKHOIO
WHTUOUPOBAHUS
P-rnukonporenHa).
AHTHUKOATYJIAHTBI
Arnnkcaban He w3yuamu. CoBmectHoe | [Ipumenenue  komOuHanuu
JlaburatpaHa 3TeKCHIaT pUMEHEHHE KOMOWHAIIMY | TapyHaBUP/PUTOHABUD C
Puapoxcaban JapyHaBUP/pUTOHABUP C | STUMU aHTUKOATYJISTHTAMH
AHTHKOATyJITHTAMHU MOXET | HE PEKOMEHIyeTCsl.
MOBBICUTh MX KOHIEHTPAIUIO
(uHTHOMpOBaHME
m3opepmenta CYP3A w/mwnu
P- rnukonpoTenna).
Bapdapun He nzyuanu. [Ipu coBmectoom | Ilpu COBMECTHOM
MPUMEHEHUH C KOMOMHAIMeW | mpuMeHeHun BapdapuHa C
JTapyHaBUpP/pUTOHABUP KOMOHMHaIuen
BO3MOKHO W3MEHEeHHE | JapyHaBUP/pPUTOHABUP
KOHIIEHTpalluu BapdapuHa. PEKOMEHIYeTCSI MOHUTOPUHT
MEXTyHAPOIHOTO
HOPMaJIH30BaHHOTO
orHomenus (MHO).
IMPOTUBOCYJIOPOKHBIE ITPEITAPATHI
®denobapOuTan He uzyuanmu. KomOunanmro
DeHuTONH ®enobapOutan U (EHUTOMH | JapyHABUP/PUTOHABUD
MPEIOJI0KHUTEIBHO BBI3OBYT | HE CIEAyeT TMPHUMEHATH B
CHIDKECHHUE KOHIIEHTpAIUi | cCOYeTaHUU c STUMH
JapyHaBUpa W PUTOHABHpA B | JIGKAPCTBEHHBIMH CPEIICTBAMH
njaa3Me (uaaykuus | (cm. pazmen 4.3.).
bepmenTtoB CYP450).
Kapb6amazenun AUC kap6amazenuna 1 45 % | Koppekiuu JI03bI
200 mr 2 pasa B CyTKH Cmin kapbamasenuHa T 54 % KOMOUWHAITHH
Cmax kapbamazenuna 1 43 % | napyHaBUp/pUTOHABUD
AUC napynaBupa <> He pekomeHayercs. Ecmu
Cmin mapynasupa | 15 % notpedyercst IIPUMEHEHNE
Cmax JapyHaBupa <> KOMOWHAIINH
JapyHaBUP/pUTOHABUP "
KapOamMasenuHa, HeoO0X0oauM

MOHUTOPHUHI TMOTCHIUAJIbHBIX
CBsI3aHHBIX C Kap6aM33€HI/IHOM

HEXKEIIAaTCIbHbBIX SIBJICHUH.
Cnenyer KOHTPOJIUPOBATH
KOHIICHTPALUIO

KapOamMasennHa, KpoMe TOTo,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 10.03.2026 N2 4693
- he6Yeds Trpams ero nosbr’
c LIENIBIO obOecreueHus
aJieKkBaTHOro orTBera. Ha
OCHOBaHHH MOJTY4EHHBIX
pe3yIbTaTOB 03y
KapOamMasenuHa B
MPUCYTCTBUU KOMOHHALIMHU

JapyHaBUP/PUTOHABUP MOXKET
noTpeOOBaThCS CHU3UTH Ha

25 %50 %.

AHTHUJAENNPECCAHTbBI
[TapokceTun AUC napokceruna | 39 % B  caysae = coBMecTHOro
20 mr 1 pa3 B cyTKH Cmin mapokcetuna | 37 % MIPUMEHEHUS
Crmax mapokcetuna | 36 % AHTHUJICTTPECCAHTOB c
# AUC napynaBupa <> KOMOMHaIuen
# Cmin IapyHaBHpa <> JapyHaBUP/pUTOHABUD
# Cmax JapyHaBUpa <> PEKOMEHIYEMBbIM  TOJIXOJIOM
SABISICTCSA ~ TUTpAMsl  JIO3BI
Ceprpanun AUC ceptpanuna | 49 % aHTHUJIEIIPECCAaHTa Ha
50 mr 1 pa3 B cyTku Chmin ceptpanuna | 49 % OCHOBaHUU KJIIMHUYECKON
Cmax cepTpasiuna | 44 % OLIEHKM OTBETa Ha 3TOT
# AUC napynaBupa <> npenapar. Kpome Toro, 3a
# Cmin napyHasupa | 6 % [AUEHTaMH, IOJIy4alOIUMU
# Crmax JapyHaBHpa <> CTaOMIIbHBIE J103bI
aHTUJICTIPECCAHTOB, KOTOpbIE
HAYMHAIOT TEpanuio
KOMOHMHaIuen
JlapyHaBUpP/pUTOHABUP
cienyer  HabmrogaTh — Ha
npeaMeT oTBeTa Ha
aHTUJICTIPECCAHTHI.
AMUTPUNTHIINH CoBmecTHOE npumenenue | [Ipu COBMECTHOM
JlesunpamuH KOMOWHAINH MPUMEHEHUN KOMOWHAINN
Nmunpamux JapyHaBUP/pUTOHABUD C | AapyHaBUpP/pUTOHABHP C
HoptpunTunua STUMH  aHTHJIETPECCAHTAMH | OTUMH  AHTHJCTPECCAHTaAMHU
Tpazonon MOKET MOBBICUTh | PEKOMEHAYETCSI KIMHUYECKUN
KOHIICHTPAITUIO MOHUTOPHHT, KpOME TOTO,
aHTUJICTIPECCAHTOB, MOXKET norpeboBaTbcs
(uHrUOMpoBaHUE CYP2D6 | xoppekuus JI03BI 3TUX
u/unmu CYP3A). AHTUJEIPECCAHTOB.
MPOTUBOPBOTHBIE NPEITAPATDI
Jomriepuion He nzyuanu. [Ipu COBMECTHOM
MPUMEHEHHH KOMOWHAIAN
JapyHaBUP/pUTOHABUP C
JIOMITIEPUIOHOM clenyer

coOMII0IaTh OCTOPOXKHOCTDh H

HaOrooare 3a IMOOOYHBIMU
peakuusMHU, CBSI3aHHBIMH C
JOMIIEPUIOHOM.
INPOTUBOI'PUBKOBBIE ITPEITAPATBI
Bopukonasou ‘ He n3yuanmu. ‘ BopukoHazon He cienyer
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1T
PuroHaBup MoOXeET CHIKATH"

EARRATEToHOETRY

KOHIIEHTPALIMIO BOPUKOHA30J1a
B IjIa3Me (uHaYKUUSA
dbepmentoB CYP450).

KOMOMHaImen

JapyHaBUP/pUTOHABUP 3a
UCKJIIOYEHUEM CIIy4aeB, KOTaa
Ha OCHOBAaHUU OLICHKHU
COOTHOUICHUS  IOJIb3a/PHUCK
HE00X0AUMO pUMEHEHNE

BOpUKOHa30Ja (CM. paszen
4.3.).

Ketokonazon AUC xkerokonazona T 212 % | Ilpu HCITOJIb30BaHUH
200 mr 2 paza B CyTKH Cmin keToKkOHa301a T 868 % KOMOMHAIAH
Cmax keTokoHazoma T 111 % JlapyHaBUP/PUTOHABHP
# AUC mapynaBupa T 42 % HE00X0TUMO co0roaTh
# Cmin napynasupa 1 73 % OCTOPOKHOCTb,
# Cmax nmapynaBupa 1 21 % | pekomMeHIyeTcsl KIMHHYECKHU
(uarubuposanue CYP3A). MOHUTOPHHT.
Eciu TpeOyercs coBMecTHOE
NPUMEHEHHE, TO CyTOYHAs
71032 KETOKOHA30J1a HEe TOJDKHA
npebimath 200 Mmr.
dykoHa307 He w3ywyamun. KomOunamus | Heo6xomumo co0Ir01aTh
[To3akoHazoun JapyHABUP/PUTOHABUDP MOMKET | OCTOPOIKHOCTH,
W3zaBykoHazon MOBBIIIATh  KOHLIEHTPAIHIO | PEKOMEHIYETCS KIMHHYECKHU
MIPOTHUBOIPUOKOBBIX MOHUTOPHHT.
MpernapaToB B TIa3me
(uHrHOupoBaHue P-
[JIMKONIPOTENHA),
M103aKOHA30J1 WK (IyKOHA307
MOTYT MTOBBINIATH
KOHIIEHTPAIIMI0  JapyHaBHpa
(nHrMOMpOBaHKE
nzodepmenta CYP3A).
Wtpakonazon He wusywanu. CosmectHoe | Heobxoaumo coOnroaaTh
CHCTEMHOE IPUMEHEHHE | OCTOPOKHOCTB,
UTpaKoHa30J1a U KOMOHWHAIIUK | PEKOMEHIYeTCs] KIMHHYECKHHA
JapyHaBUP/PUTOHABUP MOXKET | MOHUTOpHHT. Ecnu Tpebyetcs
MOBBIIIATh  KOHIIEHTPAIMIO | COBMECTHOE MPHUMEHEHHE, TO
JapyHaBUpPA U UTPAKOHA30JIa B | CyTOYHAs /1032 UTpPaKOHa30ja
ia3mMe (vaTHOVpOBaHWE | HE  JOJDKHA  TPEBBINIATH
nzopepmenta CYP3A). 200 mr.
Knorpumaszon He wusyuwamu. CosmectHoe | Ecnu Tpebyercsi coBMecTHOE
CHCTEMHOE NpUMEHEHHE | MPUMEHEHHe c
KJIOTpUMAa3ojia U KOMOMHALMU | KIOTPUMAa30JI0M, HEOOXOIMMO
JapyHAaBUDP/PUTOHABUP MOXKET | COOMIOJATh  OCTOPOXKHOCTD,

MOBBIIATE  KOHIICHTPAIIHIO
JapyHaBHpa 197070171
KJIOTpUMa3oina B IUIa3Me.
AUCy4, nmapynaBupa 1T 33 %

(Ha OCHOBaHUU
HOHy.]'DII.[PIOHHOﬁ MOACIn
(hapMaKOKMHETHKH ).

PEKOMEHYETCA KIMHUYECKHI
MOHHUTOPUHT.
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TEBETCTEYET ZJKCNEFTHOMY OTHYETY

ot 10.03.2026 M= 4693
MMPOTUBONOJATPUYECKUE ITPENAPATHI M R TECVBATETTDAVA T8 TS
Konxunun He w3yuanmu. CoBmectHoe | Ecnmu  TpeOyercss — Tepamnwus
IPUMEHEHHE KOJIXHMIMHA W | KOMOMHanumen
KOMOWHAINH JapyHaBUP/pUTOHABUP y
JIapyHaBUP/PUTOHABUP MOXET | MAIIMEHTOB C  HOPMAaJIbHOM
NOBBIIATE  KOHICHTpAIMIO | QYHKLIHUEH MeYEeHH UM MOYCK,
KOJIXMIMHA (MHIHOMpPOBaHHE | PEKOMEHIYEeTCs  CHHIKEHHE
nzopepmenta CYP3A w/umu | 10361 KOJIXMIIMHA Wi
P-rnukonporenna). IPUOCTAHOBIICHNE npuema
aroro mnpemnapara. [lTanuentam
C  HapymeHueM  (QyHKIHH
NCUCHH W OYEK
NPOTHUBOIIOKA3aHO NPUMEHSThH
KOJNIXUIMH B COYCTAaHHH C
KOMOMHaIuen
JTapyHaBUDP/pUTOHABUD.
MMPOTUBOMAJISIPUVHBIE ITPEITAPATBI
Aptemerep/ JIymedantpun AUC apremerepa | 16 % KomOunanms

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

Chin apTemMerepa <

Cmax apTemerepa | 18 %
AUC muruapoapTeMu3nHAHA
1 18%

Chmin AMTUAPOAPTEMU3UHUHA <>
Crnax AUTHIPOAPTEMU3UHUHA
1 18%

AUC nymedantpuna 1 175 %
Chmin Tymedantpuna T 126 %
Crnax TymedanTpuna T 65 %
AUC napynasupa <>

Cmin mapyHasupa | 13 %

Crmax JapyHaBHpa <>

JApyHABUP/PUTOHABUDP MOXKET
NPUMEHSTHCSI B COYETAHHU C
apreMeTepom/TyMedhaHTPUHO

M 0€3 KOppPEKIUH J103bl; TEM HE

MeHee, BCJIC/ICTBHE
ITIOBBIIIICHUA KOHIOCHTpAIuu
nymedaHTpuHa JTAHHYIO
KOMOWHAIINIO clenyer

IMPUMCHATH C OCTOPOKHOCTBIO.

INPOTUBOTYBEPKYJIE3HBIE ITPEITAPATBI

Pudamnunun
Pudanentun

He wuzydanu. Pudanentun u

pudamMIuIuH SIBIISTIOTCS
MOIITHBIMHU MHAYKTOpaMHU
modepmernta CYP3A, oHmM
BBI3BIBAIH BBIpQ)KEHHOE
CHIKEHUE KOHIIEHTpauun
JPYTUX MHTHOUTOPOB MIpOTeas,
9TO MOXXET TPUBOIUTH K
BUPYCOJOTMYECKON

Her((HEKTUBHOCTH "
Pa3BUTHIO  PE3UCTEHTHOCTH
(MHAYKIUSA bepMeHTOB
CYP450). B xome mOMBITOK
IIPEOI0JIETh CHIKCHHE
KOHIICHTPALMU TOCPEACTBOM
MOBBIIIEHUST  J103bl  JIPYTUX
UHTUOMTOPOB  TpoTea3 B
COYETaHUM C HU3KUMHM J103aMHU
pHUTOHaBHpa Halronanack

BBICOKAsi 4aCTOTa PEaKIMi CO

[Ipumenenue pudaneHTuHa C
KOMOHMHaLHMEH
JapyHaBUP/pUTOHABHUD

HE PEKOMEHTYeTCS.

[IpoTuBonoka3zana
KOMOWHUpPOBaHHAs
pUpaMIuIIHOM
KOMOUHaIen
JapyHaBUDP/pUTOHABUP
pazznen 4.3.).

TCparund
C

(cm.
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CTOPOHBI IICYCHU.

_NEOCBATERBROCTE 0002)

Pudabyrun
150 mr 1 pa3 B 2 gus

AUC** pucabyruna 1 55 %
Chmin™* pudadyruna T H/O
Cax™* pudabyruna «

AUC napynaBupa 1 53 %

Cmin mapynaBupa 1 68 %

Cmax AapyHasupa T 39 %
**cymma AKTHBHBIX
MPOW3BOIHBIX  pHUadyTHHA
(ucxomuslii npenapat + 25-O-
JIe3aleTHIIbHBIA METa0OJIUT).
B UCCIIEI0BAHUU
B3aMMO/JICHCTBHS
HaOJIOAATNCh CpaBHUMBIE
CYTOUHBIE CUCTEMHBIE
KOHIIEHTpauuu pudadyTuHa
npu npueme B no3e 300 mr
lpas B cyrku B Buie
MoHoTepanuu u 150 Mr yepes
JeHb B COYETAaHMH  C
KOMOUWHaLuen
JapyHaBUP/pUTOHABUD

(600 Mr/100 Mr 2 pa3sa B
CYTKH) c IIPUMEPHO
JECSITUKPATHBIM YBEIHUYEHUEM
CYTOYHOTO YpPOBHSI aKTHBHOTO
MeTaboIuTa (25-(9-
ne3anetwipudadyTrHa).
Kpome Ttoro, AUC cymmsbl
AKTUBHBIX TIPOU3BOIHBIX
pudalyruHa (ucxonHoro
mperapara + 25-0O-
JIe3alleTUIIBHOTO MeTaboIMTa)
MOBBICWJIOCH B 1,6 pa3a, B TO
BpeMs Kak 3HaueHUE Cmax
0CTaBaJIOCh COMTOCTaBUMBIM.

B HacTosIee BpeMs
OTCYTCTBYIOT  JIaHHBIE  TIO
CPaBHEHHMIO CO CTaHJIApPTHOU
10301 150 mr pa3 B CyTKH.
Pugabyrun SIBJISIETCS
UHIYKTOPOM U cyOcTparom
m3opepmenra CYP3A. Ilpu

COBMECTHOM MIPUMCHCHHH
KOMOWHAIUU

JapyHaBUP/pUTOHABUP c
pudadyrunom (150 Mr dyepes
JICHB) HaOJIFOJaJIOCh
MHOBBIIICHUE CUCTEMHOM

KOHIEHTPALlUU AapyHaBHpa.

ITamuenTam,
KOMOMHAIIUIO
JapyHaBUP/pUTOHABUD,
PEKOMEHTyeTCs CHH)KEHHE
no3el puadyruna Ha 75 % oT
oObryHOM 70361 300 Mr/cyT
(mampumep, 150 mr uepes
JIeHb), a Takke Ooyiee J4acThIi
MOHHTOPHHT  TI0O  TIOBOAY
CBSA3aHHBIX C puUpaOyTHHOM
HEeXXeJIaTelIbHLIX SBICHUM. B
ciiydae MmpoOieM CO CTOPOHBI

MOJTY4arouM

0e30macHOCTH  HE0O0XOIUMO
paccMoTpeTh JajbHeHIIee
yBEIIMYCHUE UHTEpBaJa
MEXKIY npueMaMu
pudabyruHa u/nnm
MOHUTOPUHI  KOHLEHTPALUH
pudabyruHa.

Heob6xoaumo U3y4YHUTh
ounmanbHEIe PEKOMEHIAIIH
N0  HaUIeXalled  Tepanuu
TyOepKye3a y BU1Y-
UH(QUIPOBAHHBIX
MAIMEeHTOB.

Ha ocHoBanmm  mpoduis
0€e30MacHOCTH  KOMOWHAIUHU
JapyHaBHpP/pUTOHABHP
YBEIIMYCHUE T036I pUTOHABHPA
Ha ¢done Tepanun

pudabytuHOM He TpedyeT
KOPPEKIHNU J03bl KOMOMHALIUN
JlapyHaBUP/pUTOHABHUP. Ha
OCHOBaHUU
(hapMaKOKHHETHYIECKOTO
MOJIETTUPOBAHUS 3TO
cHIKeHne 1036l Ha 75 %
TaKk)Ke KacaeTcsl MalMeHTOB,
nosydaromux pu@adbyTuH B
J03€e, OTIUYaromieics oT

300 mr/cyr.
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Ly

INPOTUBOOITYXOJIEBBIE IIPEITAPATBI

(MOCAEQCBATERBROCTE 0002)

Jazatunu6
Hunotnan6
Bunb6nactun
Bunkpuctun

DBEPOIUMYC
HNpunorekan

He n3yuanmu.

[Ipennonaraercs, 4TO
KOMOMHAITHS
JapyHaBHp/pUTOHABUD OyaeT
MOBBIIIATh  KOHIEHTPAIUIO
ITHX MPOTHBOOITYXOJIEBBIX
MpernapaToB B a3me
(mHTHOMpOBaHUE
uzodepmenta CYP3A).

[Ipu COBMECTHOM
MPUMEHEHUU ITUX
JIEKapPCTBEHHBIX MPENapaToB C
KOMOMHaImen
JapyHaBUP/pUTOHABUP
BO3MOXXHO  MOBBIIIEHUE HX
KOHI[EHTPAIIWH, TaKUM
oOpazom, BO3MOYKHO
YBEJIMUCHUE HEXKEIATEIbHBIX
SIBJICHUH, 00BIYHO
HaOJI01aeMBIX npu
MPUMEHEHUU JAHHBIX
JICKapPCTBEHHBIX CPEJICTB.
Heo0xomumo coOIro1aTh
OCTOPOKHOCTh npu
HA3HAYCHUH KaKoro-iubo wu3s
3THUX MIPOTHUBOOITYXOJIEBBIX
[pernapaToB B COYETAHUU C
KOMOMHAIMen
JapyHaBUP/pPUTOHABHP.
CoBmecTHOE IIPUMEHEHNE
IBEPOIMMYCa WK
MPUHOTEKaHA C KOMOWHAIMEH
JapyHaBUP/pUTOHABHUP HE

peKkoMeHyeTcs: (cM. pasjaen
4.3.).

AHTUTPOMBOLUNTAPHBIE IIPEITAPATHI

Tukarpenop

He wusyuaiu. CoBmecTHOE
IIPUMEHEHHE C KOMOMHaluen
JapyHaBUDP/PUTOHABUDP MOXKET
MIPUBOANTH K CYIIECTBEHHOMY
MOBBIIIEHUIO  KOHIIEHTPAIMH
TUKarpesopa.

CoBmMmecTHOE IIPUMEHEHHE
KOMOHMHAIINU
JapyHaBUP/pUTOHABHUP c
THUKarpesopom
MIPOTHBOIOKA3aHO (CM. pa3zaen
4.3)). Pexomennayercs
IIPUMEHEHNE OPYTUX
aHTUTPOMOOIIUTAPHBIX
IIPENnapaToB, Ha KOTOpBIE HE
BIUSIET MHTUOMpPOBAHUE WU
uaaykuugs CYP  (manpumep,

mpacyrpen).

AHTUIICUXOTUYECKHUE MPENAPATBI/HEMPOJENTUKH

Ksetnanuun

He nzyuanmu.

[Ipeanomnaraercs, 4TO
KOMOWHAIUSA
JapyHaBUpP/pUTOHABUP
TTOBBICHT KOHIICHTPAIUIO
3TOr0  AHTUIICUXOTUYECKOTO
mpernapara B asme
(mHTHONpOBaHNE
nzodpepmenta CYP3A).

CoBmecTHOE IIPUMEHEHNE
KOMOHMHAIINU

JapyHaBUP/pUTOHABUP v
KBETHAITMHOM

MIPOTUBOINOKA3aHO, MOCKOJIbKY
BO3MOXKHO YBEITMYCHHE
CBSI3aHHOM C KBETHAIIMHOM
TOKCHYHOCTH. IToBEI1ICHHE

KOHIEHTpAaUUi  KBETHAIIMHA
MO3KET MPUBOIUTH K KOME (CM.
paznen 4.3.).
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5 o,
1T

[Tepdenazun He nzyuanu. -B = eyuae’ "B CopMedtioro’
Pucnepunon [Ipenmnonaraercs, YTO | MPUMEHEHUS 3TUX MPEenapaToB
Tuopunasun KOMOWHAIHSA C KOMOUHAaIen
JapyHaBUpP/pUTOHABUP JapyHaBUP/PUTOHABUDP MOXKET
MOBBICUT KOHLEHTPAIMIO 3TUX | TOTPEOOBAThCS CHU)KEHUE HX
AQHTUIICUXOTUYECKUX JIO3BI.
MperaparoB B a3me
(mHTHOMpOBaHUE
n30(hepMEeHTOB CYP3A,
CYP2D6 u/unu
P-rnukonporenna).
Jlypazunion CoBmMmecTHOE MIPUMEHEHUE
ITumozng KOMOMHAINHU
Ceptunaon JapyHaBUDP/pUTOHABHUP c
Typa3uI0HOM, MUMO3UIOM
WIH CepTUHI0IOM
MIPOTUBOIIOKA3aHO (CM. pa3jien
4.3.).
BETA-AJIPEHOBJIOKATOPBI
Kapsenumnon He nzyuanu. [Ipu COBMECTHOM
Mertormnpomnon [Ipenmnonaraercs, YTO | MPUMEHEHHUH KOMOUHAINH
Tumonon KOMOUWHAITHS JapyHaBUP/pUTOHABHD ¢ OeTa-
JapyHaBUpP/pUTOHABUP aZipeHo0I0KaTOpaMu
TTOBBICHT KOHIIEHTPAIHIO 3TUX | PEKOMEHYeTCSl KIMHHYECKHHA
6eTa-apeHo0I0KaTOPOB B | MOHUTOPHHT. Crnenyer
IJ1a3Me (MHrMOMpOBaHME | PELIUTh BOIPOC O CHIKEHUU
nzodepmenta CYP2D6). JI03BI OeTa-apeHobI0KaTopa.

BJIOKATOPBI «ME/JVIEHHBIX» KAJIBITUEBBIX KAHAJIOB

AMIOIUIINH
Huntrazem
denoaunun
Hukapunua
Hudenunun
Bepamamun

He nzyyanmu.
MOXHO MpeAnoNoKUThb, YTO
KOMOWHAIUA
JapyHaBUP/PUTOHABUP MOXKET

MIOBBICUTD KOHIIEHTPAIUIO
0JIOKATOPOB  «MEJICHHBIX»
KaJbIIMEBBIX  KaHAJIOB B
IJ1a3Me (uHrHOMpoOBaHUE

mzopepmentoB CYP3A w/unu
CYP2D6).

IIpu COBMECTHOM
IIPUMEHEHUH 3TUX IIPErapaToB
C KOMOUHaIuen
JlapyHaBUpP/pUTOHABUP
PEKOMEHYETCSl KIMHUYECKHUN
MOHHUTOPHUHT
TepaneBTHUECKUX U OOOUHBIX
3¢ dexTos.

I'IIOKOKOPTUKOCTEPOU/1bI

[ MIOKOKOPTHKOCTEPOU/IBI,
MeTaboIu3upyeMbIe B IIEPBYIO
ouepeab CYP3A (B ToM uucine
OeTamMeTasoH, OynecoHus,
(bayTHKa30H, MOMETAa30H,
MIPEeIHU30H, TPUAMIIUHOJIOH)

@DIIyTUKA30H: B KIMHUYECKOM
UCCIIEIOBAaHUH, B KOTOPOM
putoHaBup B no3ze 100 mMr B
Kamncynax 2pasa B CYTKH
IIPUMEHSUIA B COYETAaHUM C

50 MKT ¢dyTuka3oHa
MPOMUOHATa HMHTPAHA3aIBHO
(4 paza B cyTKH) B TEUYCHHE
7 nuein y 3J10pOBBIX
TO0OpOBOJIBIICB  HAOJI01a710Ch
CYIIECTBEHHOE  IOBBIIICHUE
KOHIICHTpauuii  uryTuKa3zoHa

IponrMoHaTa B IJIa3MC, B TO

ITpn OJIHOBPEMEHHOM
MPUMEHEHUN KOMOHMHAINH
JapyHaBUP/pUTOHABUP U
TIIIOKOKOPTUKOCTEPOUIOB,

metabonusupyembix CYP3A

(manpumep, (bayTukasoHa
[pOIIMOHATA  UIU  JPYIHUX
MHTAIISIIHOHHBIX WIIN
Ha3aJIbHBIX

TTFOKOKOPTHKOCTEPOUIOB),
MOXET  BO3pacTaTth  PHCK
pa3BUTHUSA CHCTEMHBIX
3¢ heKToB
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BpEMsI KaK  KOH HGHTDaHI'll/I{/II_I

S T

9HJIOTEHHOT'0 KOPTH30J1a
CHW)KAJIMCh  TPUMEPHO  Ha
86 % (90 % moBepUTEIbHBII
untepBan  82-89 %). llpu
HHTTAHOHHOM TPUMCHEHHH

(bayTukasona MOTYT
Ha0JII0aThCsA OoJtee
BEIpakeHHBbIE A(hdexTer. VY
MaUEeHTOB, MOJTyYaIOUINX
pUTOHABHp U  (QIIyTUKA30H
WHTAIALMOHHO Wi
WHTPAaHA3JILHO  OTMEYAJINCh
CUCTEMHBIE
TIIFOKOKOPTUKOCTCPOHTHBIC
3¢ deKThI, BKIOYAs CHHIPOM
HNuenko-Kymmnnra "
CYIIPECCHIO  HAIMOYCUYHUKOB.
DddekT BBICOKOM
KOHIIEHTpanuu (hIyTUKa30HA
Ha KOHIIEHTPAIUIO
pUTOHaBHpaA B Ia3me
HEU3BECTHBI.

Apyrue
TIIFOKOKOPTUKOCTEPOUIBIL:
JIEKapCTBCHHBIE
B3aMMOJICHCTBUS HE HM3yYallu.
Konuenrpannn ITUX
MpernapaToB B IUIa3Me€ MOTYT
BO3pacTaTh pu

OJIHOBPEMEHHOM NPUMEHEHHH
KOMOMHAIUU
JapyHaBUP/pUTOHABHUD,
MIPUBOIS K CHHYKEHUIO
KOHIIGHTpAllUl KOPTH30JIa B
CBIBOPOTKE.

BKJIIOuas cuHapom Kymmara u
CYIPECCUIO0  HaIIOYCYHUKOB.
[TpumeHeHne OZTHOBPEMEHHO C
metabonusupyembivu CYP3A
TIIIOKOKOPTUKOCTEPOUIaMH He
pPEKOMEHIyeTcHl, 3a
UCKJIIOYEHUEM CIIy4aeB, KOTaa
NOTCHIMANIbHAS T0Jb3a IS
NanyeHTa NpeBbIIaeT puck. B
TaKUX  CIy4asX  CJeIyeT
HaOMI01aTh 3a MalUeHTaMu Ha
npeMeT CHCTEMHBIX
apdexToB
TJIFOKOKOPTUKOCTEPOUIOB.
Cnenyer paccMoTpeTh,
0c00eHHO B cirydae
HEOOXOUMOCTH JITUTEIHHOTO
NPUMEHEHHS,
abTePHATHUBHBIC
TIIFOKOKOPTUKOCTEPOUIBI,
MeHee 3aBUCHMBIC oT
MeTabor3Ma CYP3A,
Hanpumep, OEKJIOMETa30H AJis
Ha3aJIbHOTO WIIN
UHTAIISIIHOHHOTO
PUMEHEHHS.

Jlekcamerazon He nzyuanu. JlekcamMeTrazoH B  KayecTBe

(cucTemMHO) JlexcameTa3oH MOXXET | CHCTEMHOTO npemnapara
CHUXATh KOHLIEHTPAIUIO | CIeayeT MIPUMEHSATD c
JapyHaBHpa B I1a3Me | OCTOPOKHOCTBIO B COUYETAaHUU
(MHIYKUIMS nzodpepMenTa | ¢ KOMOMHAaIen
CYP3A). JTApyHABUDP/pPUTOHABHUD.

AHTATOHUCTHBI DHAOTEJIMHOBBIX PEIHEIITOPOB

bosenTan He n3yuanu. [Ipn COBMECTHOM
CoBmMmecTHOE MPUMEHEHHUE | TPUMEHEHUHU KOMOUHAIINH
0o3eHTaHa ¢ KOMOWHAIMEH | JapyHaBHp/PUTOHABUP

JTapyHaBUP/PUTOHABUP MOKET
MTOBBIIIATE KOHIICHTPAIHIO
0o03eHTaHa B ILJIa3Me.

bo3eHTaH MOXKET CHMXATh
KOHIICHTPALIMIO JapyHaBUpa U
pUTOHABHpaA B miasme

pEKOMEHAYEeTCd MOHUTOPUHT
MePEHOCUMOCTH 003CHTaHa.
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‘ (uanykuus CYP3A).

[i'iClr:_'i EQCBATERBROCTE 0002)

AHTUBUPYCHBIE TIPENIAPATBHI TIPSIMOI'O JEWUCTBUA IS TEPAIIMA

I'EIIATHUTA C

Huzubumopuvr npomeazer NS3-4A

TenanpeBup
750 mr xaxpie 8 4acoB

AUC Temanpesupa | 35 %
Cmin TenmanpeBupa | 32 %
Cmax Tenmanpesupa | 36 %
AUC 24 napynasupa | 40 %
Cmin tapyHaBupa | 42 %
Crmax HapyHasmupa | 40 %

KoMmOunarmuro
JapyHaBUP/pUTOHABUP

HE PEKOMEH/IYeTCsl IPUMEHSTh
B COYETAHUH C TEJAIPEBUPOM.

bouenpesup
800 mr 3 pasa B cyTkH

AUC 6ouenpeupa | 32 %
Cmin 6ouienipeBupa | 35 %
Crax 601ienpeBupa | 25 %
AUC napynasupa | 44 %
Cmin mapynasupa | 59 %
Crmax HapyHasupa | 36 %

KomOunamuro
JapyHaBUP/pUTOHABUP

HE PEKOMEH/IYETCSI IPUMEHSITh
B COUYETAHHUH C OOLICTIPEBUPOM.

CumenpeBup AUC cumernpeBupa 1 159 % KomOunanuro
Chmin cumenipeBupa T 358 % JapyHaBUP/PUTOHABHUD
Crmax cumenpesupa 1 79 % HE PEeKOMEHIYeTCs IPUMEHSTh
AUC nmapynasupa 1 18 % B COYCTAHUU C CUMETIPEBHPOM.
Cmin napynaBupa 1 31 %
Cax TapyHaBHUpa <>
Jlo3a cumenpeBHpa B 3TOM
WCCIICIOBAaHUH
B3aMMOJICHCTBHS COCTaBIIsIA
50Mr mpu  COBMECTHOM
MIPUMEHEHUH c
JapyHaBHUPOM/PUTOHABUPOM H
150 mr B rpymme
MOHOTEpAIHH CUMETIPEBHPOM.

I'pazomnpeBup/r56acBup [Ipennonaraercs, yro | KomOunammio
KOMOUMHAIHS JlapyHaBUpP/pUTOHABUP
JTapyHaBUP/PUTOHABUP MPOTUBOMNOKA3aHO MPUMEHSTH
TTOBBICHT KOHIICHTPAIIMIO | B COUYETaHWU C KOMOWHanuen
rpasonpeBupa B IJIa3Me | Tpa3oIrpeBHp/>10acBUD.
(uHrUOMpoBaHUE
mopepmento  CYP3A wu
OATPIB).

PACTUTEJIBHBIE TPEINTAPATDBI

3Bepo0oit mpoasipsiBiieHHBI | He m3ydany. KomOunanmro

(Hypericum perforatum) [Ipennonaraercs, 4TO | AapyHaBUP/PUTOHABHP
3Bepo0OW  MPOIBIPSBICHHBIN | IPOTHBOMOKA3aHO MPUMEHSThH
Oyner CHW)XKATh | B COUYETAaHHWH C IMpenaparamu,
KOHIICHTPAIIMIO JapyHaBUpPA U | COICPKAITIMH IKCTPAKT
pUTOHaBHpaA B ia3Me | 3Bepo0osi  MPOJBIPSBIEHHOTO
(uaayknus CYP450). (Hypericum perforatum). Ecnu

MAlUeHT  y)Ke  MOoJydaeT
3BEpO0OI  TPOIBIPSBICHHBIN,
HEOOXOAMMO €ro OTMCHUTH H,
[0 BO3MOXHOCTH, IPOBECTU
aHallu3  YPOBHS  BHPYCOB.
Konnenrpanus gapynasupa (a
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MOBBICUTBCA  TIPU  OTMEHE
3Bep0o00si TMPOBIPSIBICHHOTO.
JlaHHbI 15030107004 10) 2 10 112071
3 (HEeKT MOKET COXPaHATHCS B
TEUYCHHE MO KpailHeh Mmepe 2
HeZelb nocie OTMEHBI
3Bep000si  MPOJBIPSBICHHOTO
(cMm. paznen 4.3.).

NHI'UBUTOPBI I'MI'-KOA-PEJIYKTA3bI
JloBacTtaTun He uzyuamu. [Ipennonaraercsa | [loBbilieHME  KOHIEHTpPALMKU
CumMBacTaTuH 3HAYUTENBHOE  TIOBBIIICHHE | JIOBACTATHHA WIH
KOHIIEHTpAllU{ JIOBacTaTWHA U | CUMBAcTaTUHA B IUIa3Me
CUMBACTaTHHA B IUIa3Me MPHU | MOKET BBI3BATh MUOMATHIO, B
COBMECTHOM NPUMEHEHHU C | TOM 4Hcie padJoMHONH3.
KOMOUWHAaIHEH Takum oOpa3oM, COBMECTHOE
JapyHaBUP/pUTOHABUP MIPUMEHEHUE KOMOUHAINH
(nHTHOMpOBaHUE JapyHaBUP/PUTOHABHUD c
uzodpepmenta CYP3A). JIOBaCTaTUHOM WIn
CUMBACTaTHHOM
MIPOTUBOMNOKA3aHO (CM. pa3zen
4.3.).
ATopBacTaTH AUC aropBacratuHa 1 B B ciydae MIPUMEHEHHUS
10 mr 1 pa3 B cyTkHn 34 paza aTopBacTaTHHA C
Cmin aTopBacTaTHa T B = KOMOHMHaLNEN
5,5-10 pa3 JapyHaBUP/PUTOHABUP
Cmax aTOpBacTaTuHa | B peKoMeHayemMas ~ HayalbHas
~ 2 pa3a J03a aTopBacTaTHHa
cocrapiasier 10mr 1pa3 B
CYTKH. Bo3moxHO
MOCTETIEHHOE MTOBBIIIICHHE
JTO3bI aTOpBacTaTHHA B

COOTBCTCTBHUHU C KIIMHUYCCKUM
OTBCTOM.

IIpaBacraTtux
40 Mr OJTHOKpaTHO

AUC npaBactratuna 1 81 %*
Cmin mpaBactatuaa H/O

Cmax mpaBactaTiHa T 63 %

* B OTpaHUYCHHOU
CyOnonyJsIsiiMY NalueHTOB
HaO0JII01aI0Ch YBEITUYCHHUE /10
5 pas.

Eciu Tpebyercs coBMecTHOE
MIPUMCHECHHE TIpaBacTaTHHA C
KoMOMHAaIHEH
JlapyHaBUP/pUTOHABHP.
PEKOMEHIyeTCsl HauMWHATh C

MUHHAMAaITbHOH BO3MOXKHOH
JIO3BI npaBacTaTHHA c
TUTpAIIMEd 7O  KEITAEMOrO
knmuHu4eckoro  dddexra ¢
MOHHUTOPHHTOM
0C30ITacCHOCTH.

PosyBacratun
10 mr 1 pa3 B cyTku

AUC posysacraruna 1 48 %
Cmax po3yBactatuna T 144 %
Ha OCHOBaHUU
OHY6J'II/IKOB3.HHBIX JaHHBIX.

Ecmun Tpebyercsi coBmecTHOE
MIPUMEHEHHE PO3yBacTaTHHA C
KOMOMHaImen
JapyHaBUP/pUTOHABUD,
PEKOMEHIyeTCsl HauuHaTh C
MUHUMaJTbHOMN BO3MOXKHOM
JIO3BI po3yBacTaTuHa c
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KIIMHA4YecKoro  3¢dexkra ¢
MOHHUTOPHUHTOM
0€30I1acCHOCTH.
BJIOKATOPBI H2-TUCTAMUWHOBBIX PEIIEIITOPOB
Panutuaun AUC napynaBupa <> KomOunammro
150 mr 2 pa3a B cyTku Cmin apyHaBupa <> JapyHaBUDP/PUTOHABUP MOMKHO
Crax lapyHaBHpa <> NPUMEHSTh B COYCTAaHUU C
0JIoKaTopamMu
Hz-rucTaMuHOBBIX
perenTopoB 0e3 KOpPpeKIUuu
JI03BI.
NMMYHOCYHPECCAHTBI
[uknocnopuH He wuzywanu. Konuentpanus | B ciay4dae COBMECTHOI'O
Cuponumyc 3THX  WMMYHOJICTIPECCAHTOB | IIPUMEHECHHUSI PEKOMEHIYETCs
Takponumyc MOBBICUTCS. TIPH COBMECTHOM | T€PANCBTUYCCKHIA
OBeponumyc MPUMEHCHHH C KOMOWHAIIMEH | MOHUTOPHHI  KOHIICHTPAIHH
JTapyHaBUP/PUTOHABHP UMMYHOCYTIPECCAHTOB.
(uHrUOMpoOBaHUE CoBmMmecTHOE MPUMEHEHUE
uzodpepmenta CYP3A). IBEpOIMMYCa ¢ KOMOHMHAIUEH
JapyHaBUP/PUTOHABUP

HC PCKOMCHAYCTCH.

NHT' AJVIAHIMOHHBIE BETA-AAPEHOMUMMETHKH

Canmerepoi

He wusyuaiu. CoBmecTHOE
IIPUMEHEHHE CalIMeTepona |
JapyHaBUpa €  HHM3KHMHU
J03aMH  PUTOHABUpa MOKET
IIPUBECTH K  TIOBBIILIEHUIO
KOHIICHTpALUK CaJIMETEPOJIa B
IasMe.

CoBmecTHOE IIPUMEHEHHE
caJIMeTeposia ¢ KOMOWHAIUEH
JapyHaBUP/pUTOHABHUP

HE PEKOMEHyeTCs. B
pe3ynbTaTte  HCIOJIb30BAHUS
9TOH KOMOMHAIIMM BO3MOKHO
MOBBILIIEHUE PUCKA CEPACUHO-
COCY/IMCTHIX HEXKeIaTeIbHBIX
SIBJICHUH, CBSI3aHHBIX c
CaJIMETEPOJIOM, BKJIFOYAst
ynnuHeHue wuHtepBana QT,
CWJIBHOE  cepjledueHue u
CHUHYCOBYIO TaXUKapIHIO.

HAPKOTUYECKHE AHAJIBTETUKHW/ TEPATINSI OTMOUTHON 3BABUCUMOCTH

Meranon

WHIUBHUIyaJIbHBIC  JI03BI B
nuamnasoHe ot 55 go 150 mr
1 pa3 B cyTku

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

B Hayale COBMECTHOTI'O
MPUMEHEHUSI ¢ KOMOWHAIHMEH
JapyHaBUP/pUTOHABUD
KOPPEKIHS T03bI METaI0HA

He Tpebyercs. Tem He MeHee, B
ciryJae COBMECTHOTIO
MPUMEHEHUS Ha TPOTSHKEHUU
0oJee NITUTENHHOTO TEepruoaa

BpPEMCHH MOXKET
moTpeOOBaThCS  YBEIUYCHHUE
J03bl METaAOHaA BCICIACTBUC

UHAYKIUM €ro Meradoiausma
IIOJ] JIEMCTBHEM PUTOHABHUpA.
Takum o0Opazom,
PEKOMEHYEeTCsl KIMHUYECKUN
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HEKOTOPBIX MAIMCHTOB MOXKET
noTpeOoBaTbcss  KOPPEKIUs
HOAJICPIKUBAIOIICH TepaIuH.

Bynpenopdun/manokcon AUC 6ynpenopduna | 11 % | Knunnueckas 3HAYUMOCTh
8 mr/2 mr—16 mr/4 mr 1 pa3 B | Cmin OynpeHopduna «> YBEITUYCHUS napameTpoB
CYTKH Cmax 6ynpenopouna | 8 % (bapMaKOKUHETUKH

AUC nopOymperopduna 146 % | HopOynpeHopduHa
Cmin HOpOynperopdura 1 71 % | He YCTaHOBJICHA. [Tpu
Crmax HOpOYyTIpeHopduHa T 36 % | COBMECTHOM TPUMEHEHHH C

AUC nanokcona < KOMOHMHAaIuen
Cmin Hamokcona H/O JlapyHaBUP/PUTOHABHP
Cinax HUIOKCOHA <> KOPPEKILIHs JIO3bI

OynpeHoppuHa MOXKET He
moTpedoBaThCS, TEM HE MCHEE,
PEKOMEHYeTCsI THIATEeNbHBIH
KIIMHUYECKUIT MOHUTOPUHT HA
peaMET CHMIITOMOB
OIIMATHON TOKCUYHOCTH.

ICTPOI'EH-COJAEPKAIIIME KOHTPALHEIITUBHBIE ITPEITAPATBI

OTUHWIACTPAANOI AUC stunumcerpammona | 44 % | Ecnu scTporeHcoaepikaiume
Hopatunapon Chin oTHHIDTICTpamona | 62 % | KOHTpalenTUBEI
35 mxkr/1 mr 1 pa3 B cyTku Crmax dTHHIIACTpaauona | 32 % | npuMeHSIOTCS B COYETaHUH C
AUC nopatunapona | 14 % KOMOMHanuen
Cmin HOpaTHHIpOHA | 30 % JlapyHaBUP/pUTOHABUP
Cinax HOPITHH/IPOHA <> PEKOMEHTyeTCst
UCITOJIb30BaHUE
aNTbTePHATHBHBIX WA
JIOTIOJTHUTEITBHBIX CpeACTB
KOHTpALIETIUH. 3a
MAUEHTKaMH, MOJy4al0IuMU
ACTPOTECHBI B Ka4yecTBe
TOPMOHO3aMECTUTEIbHOM
Teparnuu, HE00X0IMMO
HaOmoAaTh  Ha  MpeaMeT
CUMIITOMOB ACTPOTEHOBOM
HE/I0CTaTOYHOCTH.
AHTATIOHUCTBI OITMOUJHBIX PEIIEIITOPOB
Hanoxkceron He uzyyanmm. CoBmecTHOE pUMEHEHHE
KOMOHMHAIINH
JapyHaBUP/pUTOHABHUD u
HAJIOKCEToJIa
MPOTHBOIOKA3aHO (CM. pa3aen
4.3)).
HMHI'UBUTOPBI ®OCPOANUICTEPA3BI 5 TUIIA (®/1D-5)
Jnsa  nedenuss odpexTwibHOU | B uccnenoBanuu | [Ilpumenenune aBaHaduia B
TUCHYHKIINH B3aMMOJICHCTBUS COYETaHMM C KOMOMHauuen
ABanadun COIIOCTAaBUMBIE  CHUCTEMHBIC | JJapyHAaBUP/PUTOHABUD
Cunnenadr KOHIICHTpalluu cujifieHaduIa | MPOTUBOMOKA3aHO (CM. pa3iel
Tamanagun HaAOJIIOIAJINCH nocie | 4.3.).
Bapnenadun OJTHOKPATHOTO npuema | JIpyrue wmaruoutopsr ®J193-5

cungeHagwia B 1o3e 100 Mr B | uist  JIeYeHHS  SPEKTHIILHOU
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25 mr B COYETaHUU C
KOMOUHAaLMENR
JapyHaBUP/PUTOHABHP.

KOMOMHaImen
JapyHaBUP/pUTOHABUP
clieayeT PUMEHSTh c
OCTOPOKHOCTBIO. Ecnu
MoKa3aHo COBMECTHOE
IIPUMEHEHNE KOMOWHAINN
JapyHaBUP/pPUTOHABUD c
CHIIICHAPUIIOM,
BapeHaUIOM
Taganaduiom,
pEKOMEH TyeTCs npuemM
cwiaeHaguIa B pa3oBoOi J103¢
He BbIIIEe 25 mr 3a 48 yacos,
BapjeHaduiIa B pa3oBOW J103€
He BBINIIE 2,5 Mr 3a 72 Jaca uin
Taganaduia B pa3oBoii 103e HEe
Boime 10 mr 3a 72 gaca.

U1

JIETOYHOM
TUIIEPTEH3UHU

st neyeHus
apTepuaIbHOU
Cunpnenadun
Tanamadun

He wusyuyanu. CoBmecTHOE
IpUMEHeHue  cuijeHaduna
Wi Tajganapuiia B KauecTBe
IpernaparoB s JICUEHUs
JIErOYHOMN apTepHUAIIbLHON
TMIIEPTEH3UH M KOMOMHAIUH
JapyHABUP/PUTOHABUP MOXKET
INPUBOAUTH K  TOBBIIICHUIO
KOHIICHTpalluu cuieHaduia
WM Tajanaduia B miasme.

bezonacnass u s¢dexkTuBHasL
no3a  cuiaeHaduna Ui
JICUECHUS JIETOYHOM
apTepHalibHON  THUIEPTEeH3UU
MIPU MPUMEHEHUH B COYCTAaHUHI
c KOMOHMHaIuen
JlapyHaBUpP/pUTOHABUP HE
yctaHoBieHa. [loTeHnunanbHO
BO3MOKHO YBEITUYCHUE
CBSI3aHHBIX C CHJIJIeHA(UIOM
HEXKENATEIIbHBIX SIBJICHUI
(BKITIOYAst 3pUTETBHBIE
paccTpoicTBa, THIIOTEH3UIO,
JUIMTENBHYIO ~ 3PEKIHUI0 U
CHUHKOITAJIbHOE COCTOSTHUE).

Takum 00pa3oM, COBMECTHOE

pUMEHEHHE KOMOUHAINN
JapyHaBUP/pUTOHABUP u
cunaeHadmwiIa s JIeYSHHS
JIErOYHOMN apTepuaIbHON
TUIIEPTEH3UU
MIPOTHBOIIOKA3aHO (CM. pa3Jien
4.3.)).

CoBmMmecTHOE IIpUMEHEHNE
Taganapuima Ui JICYEHUS
JIErOYHOMN apTepuaIbHON
TMIIEPTEH3UN C KOMOMHanuen
JlapyHaBUP/PUTOHABHP

HC PCKOMCHOYCTCH.

WHTUBATOPHI MTPOTOHHOM IOMITbI

Omernpazon
20 mr 1 pa3 B cyTKH

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

KombOunammro

JlapyHaBUP/PUTOHABHP MOKHO
NPUMEHSTh B COYETAaHUU C
WHTUOMTOpAaMU  TIPOTOHHOM
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CEJATUBHBIE/CHOTBOPHBIE ITPEITAPATBI

Bbycniupon
Knopasenar
Jnazenam
Ocrazonam
®nypazenam
Mwupazonam
(mapeHTepanbHO)
3onnuaem

Munazonam (epopajibHO)
Tpuazonam

He uzyyanu.
CenatuBHBIE/CHOTBOPHBIE
npenaparsl B 3HAYUTEIHBHOM
o0beMe  MeTaboIM3UPYIOTCS
m3odepmerntom CYP3A.
CoBMeCTHOE TIPUMEHEHHE C
KOMOUWHaLuen
JTapyHABUP/PUTOHABHP MOKET
BBI3BaTh 3HAYHUTEIBHOC
MOBBIIIEHUE  KOHIICHTPAIHH
ATHX TpErnapaToB.

IIpu COBMECTHOM
MIPUMEHEHUU Myja3ojgama
MapeHTepaIbHO c
KOMOUWHAIHEH
JapyHaBUP/pUTOHABUD
BO3MOKHO 3HAUYUTENIbHOE
MOBBIIICHHE  KOHIICHTPALUH

3TOro OeH30/1ua3enuHa.
JlaHHBIE 10 COBMECTHOMY
IIPUMEHEHHUIO MHyjazonama
MIapEHTEPAIBHO C  JAPYTHUMH
UHTUOUTOpaMHU IIpOTEa3kl
YKa3bpIBalOT Ha BO3MOYKHOCTh
MOBBIIICHUS  KOHLEHTPALUMHU
MHJa30JIaMa B IUIa3M€ B

34 paza.

[Ipu COBMECTHOM
MIPUMEHEHUHU KOMOUWHAITNH
JapyHaBUDP/pUTOHABUP c
TUMU
Ce1aTUBHBIMHI/CHOTBOPHBIMU
CpPEIACTBAaMH  PEKOMEHAYETCS
KIIMHUYECKUIT ~ MOHUTOPUHT,

KpOME TOro0, CJIEIYyeT PEIIUTh
BOIIPOC O CHUXXEHUU J103bl
3THUX IIPENapaToB.

Ecin MHIa30J1aM
MapeHTepaIbHO Oyzner
MPUMEHATHCSI B COYCTAHHH C
KOMOMHaLMEN

JapyHaBUDP/pPUTOHABUD.

Jie4eHue HE00X0IUMO
HAYMHATh B YCIOBHAX
OTJEICHUS WHTEHCUBHOU
tepaiun  (OUT) wumm B
aHAJIOTUYHBIX  yCJIOBHSIX, B
KOTOPBIX MOYKET OBITh
obecrieyeH TIIATENbHBIN

KIIMHAYECKUI MOHUTOPHHI H
HaJUIeXKalass ~ Tepamusi B
cirydae YIHETEHUS
JIBIXaTeNTbHOTO IIEHTpa W/HIIH
JIUATEITHFHOMN ceJlaInm.
Cnenyer pemurtb BOIPOC O
KOPPEKIIUH J03bI MHU/Ia30JIaMa,
B OCOOEHHOCTM B cllyyae
NPUMEHEHHsI 3TOTO Mpernapara
OoJiee ueM OJHOKPATHO.

[Ipumenenne  KOMOMHALIUU
JlapyHaBUpP/pUTOHABUP c
TpHA30JIaMOM WIH
MHU/Ia30]1aMOM  [IEpOpaIbHO

MMPOTHUBOIIOKA3aHO (CM. pa3acit
4.3).

IPENIAPATHI 1151 TEPATIMW TPEKIEBPEMEHHOM JSKYJISIIIUA

JlanmokceTnH

Het nanHeIx.

CoBmMmecTHOE IIpUMEHEHNE
KOMOMHAITHH
JlapyHaBUP/PUTOHABHP u
JTAaTIOKCEeTHHA

MIPOTHBOIOKA3aHO (CM. pa3aen
4.3.).
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NPENAPATBI 111 JEYEHUSI YUYAIIEHHOI'O'~ MOYEHCITYCKAHIS - 1

HEJAEPXAHUA MOYHA

®de30TepoIuH Her nanHbIX. Canenyer COOJIO1ATh

Conundenanux OCTOPOKHOCTh pu
COBMECTHOM IIPUMEHEHUN
KOMOHMHAaIUU
JapyHaBUP/pUTOHABUP C

yKa3aHHBIMH  TIperapaTaMu.
HeoOxomuMo HaOIIOAECHUE 3a

0OOYHBIMU peaKIMsIMHU,
CBSI3aHHBIMU c
(dhe3oTepoaHOM u

comu()eHAIMHOM, BO3MOXHO,
noTpedyeTcsi CHUYKEHHE 03Bl
YKa3aHHBIX IIPENaparTosB.

IIpumeuanus:

# HccnenoBaHust MPOBOIMIIN C J103aMU AapyHaBUpa HUXKE PEKOMEHIOBAHHBIX WM C APYTUM PEKUMOM JT03UPOBAHUS.
1-DdpexTrBHOCTH M Oe30macHOCTH IIpenapaTa JJapyHasup ¢ puroHaBupoM 100 Mr 1 IF0OBIMH IPYTUMH HHTHOUTOpaMU
BUY (nampumep, (poc)amnpenaBupom, HeiaduHaBupoMm U THpaHaBupoMm) y BUY-uHOUIMPOBAHHBIX MAIIMEHTOB HE
ycraHoByieHa. CorylacHO TEKYIIMM PEKOMEHIALMAM 10 JICIEHHIO, Tepanus, BKIOYaromas 2 HHrnOuTopa npoTeasbl, Kak
MIPABUJIO, HE PEKOMEHIYETCS.

2 — HccnenoBanue MpOBOAWIN C UCTIONB30BaHUEM TEHO(OBHUpa nu3onpokcmia Gpymapara 300 mr 1 pa3 B cyTku.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTDb U JAKTALUA

bepemeHHOCTD

[TonHOIIEHHBIX MCCIIEOBaHUM y OEpEMEHHBIX JKEHIIUH 10 OLEHKE BIHSHUS JapyHaBHpa Ha UCXOJ
OepeMEeHHOCTH He MpoBoAWIOCh. MccnenoBaHus Ha KMBOTHBIX HE BBISBUIM Yy JapyHaBUpa
TOKCUYECKOW aKTUBHOCTH WM HETaTUBHOTO BIUSHUS Ha PENpOAYKTUBHYIO (QYHKIUIO U
¢bepTunbHOCTh. B HccienoBaHusx y KpbIc JapyHaBUp HE OKa3blBall BIMSHMS Ha CIIOCOOHOCTH K
Pa3MHOXKEHHUIO U (PePTUIILHOCTb.

Jlns HaOmroieHUs 3a BIMSHUEM Ha IUIOJ M OpraHuM3M MaTepu co3faH Peructp ciydaeB mpuéma
AHTUPETPOBUPYCHBIX IPEMapaToB BO BpeMs OepeMeHHOoCTH (WWW.apregistry.com). JlaHHbIi peructp
SBISIETCS JOOPOBOJBHBIM MPOCIEKTUBHBIM HAOJIIOAATENbHBIM HCCIIEOBAaHUEM C IENIbI0 cOopa U
OLIGHKHM JaHHBIX O BJIMSHUU IpUEMa aHTHUPETPOBUPYCHBIX IpPENapaToB Ha MCXO0J OEPEMEHHOCTH.
JlaHHBIE 0 MPUMEHEHUH JapyHaBUpa B IIEPBOM TPUMECTpEe OEPEMEHHOCTH JOCTATOYHBI /ISl OLICHKH
€ro BIUSHUS Ha yBEJIMYEHHUE PHCKa MOSIBICHUS BPOXKIEHHBIX AeekToB Iuioga. K HacTosmemy
BPEMEHH MOKA3aHO, YTO JAapyHABUP HE YBEIMYMBAECT PUCK BOZHUKHOBEHUS BPOXKJIEHHBIX 1e(EKTOB
10/a.

KombOunanus napynaBup/puToHaBup pu COBMECTHOM IIpHeMe ¢ 0a30BOM Tepanueil oleHuBatach B
KJIMHUYECKOM HCCIIEIOBAaHUU C yyacTueM 36 OepeMEHHBIX KEHIIUH BO BPeMsi BTOPOTO M TPETHETO
TpUMecTpoB OepeMeHHOCTH. PapMaKOKMHETHUECKHE JaHHbIE II0Ka3aJld, YTO KOHLEHTpPAlUu
JapyHaBUpPa U pUTOHABUPA BO BpeMs OEpEMEHHOCTH ObUIH HIJKE, YEM B ITOCIEPOIOBOM MEPHO/IE
(612 memenp). Bupyconorudeckuii OTBET COXpaHsUICS B 00CHX Tpymax Ha MPOTSKEHHUH BCETO
uccnenoBanus. OTCyTCTBOBaJla BEpTHKalbHas NepeAaya BHpyca OT MaTepu K MIAJCHLY Yy
31 manueHTKy, NPUHUMABIIMX AaHTUPETPOBUPYCHYIO TEpalui0 BIUIOTh [0 POAOPA3PEIICHUS.
KomOuHnanust gapyHaBUp/pUTOHABHP XOPOIIO MEPEHOCUIACH MPH IIpUeMe BO BpeMsi OepeMEeHHOCTH
1 B miociepoaoBoit nepuoa. [Ipoduns 6e3omacHOCTH B TaHHOM HMCCIEIOBAHUN OBLI COMOCTABHM C
TaKOBBIM Y B3pPOCIBIX MAaIMEHTOB, MHPHUMpOBaHHBIX BUWY M mnpuHHMarOmuX KOMOWHAIIHIO
JapyHaBUP/pUTOHABHP.

KomOuHnanmio napyHaBUp/pUTOHABUP MOXKHO Ha3Ha4aTh OCpEMEHHBIM JXCHIMHAM TOJBKO B TEX
cllydasx, KOrJa OKuJaemasl TIojb3a €€ NpUMEHEHHus Ui Oyaylied Marepu MepeBelInBacT
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MMOTEHITUATBHBIA PUCK JIJIS TUIO/A.

JlakTanms

HewuspectHo, criocobeH 1n apyHaBUp IMPOHUKATh B TPyaHOE MOJOKO. MccnenoBanus Ha Kpbicax
MOKa3aJId, YTO JApyHABUpP IPOHUKAET B MOJIOKO. YUHUThIBAas BO3MOXKHOCTh Iepenaun BUY c
TPYAHBIM MOJIOKOM, a TaKXe PUCK CEPhE3HBIX TOOOYHBIX IPHEKTOB y IPYAHBIX JI€TEH, CBSI3aHHBIN C
BO3JICHCTBUEM Ha HUX JapyHaBupa, BUY-uH(UIMPOBAHHBIC >KEHIIWHBI, MOTYYAIOIIUE MpermapaT
JlapyHaBup, JOJKHBI BO3AEPKUBATHCS OT IPYJHOTO BCKApMJIMBAHMUS.

DepTHabHOCTD

B HCCIICAOBAHMAX HAa KpbICax HE OBUIO BBHISABJICHO BIHAHHUA Ha (bepTI/IJ'II)HOCTI).

4.7. BausiHue HAa CIOCOOHOCThH YHIpaBJsAThL TPAHCHOPTHBIMH CpEACTBaAMH M paGOTaTb C
MeEXaHU3MaMHu

He mpoBoamiock uccienoBaHuid 1O U3YYSHHUIO BIUSHHUS KOMOWHAIIMH JapyHaBUP/pPUTOHABUDP Ha
CIOCOOHOCTh YHPABJIATh TPAHCIOPTHBIMU CpeACTBaMM M MexaHu3Mamu. OnHako, He0OXOAMMO
MPUHUMATh BO BHUMAHHUE TOT (aKT, YTO y HEKOTOPHIX MAIIMEHTOB BO BPEMs JICUCHHSI KOMOMHAIIUEH
JapyHaBUDP/pUTOHABUP HAOJII01a7I0Ch FOJIOBOKpYKeHHE. [Ipyu MOsSBIEHNN IOJIOBOKPYKEHHUS CIIEAYyeT
BO3JIEPKATHCS OT BBINOJIHEHUS YKAa3aHHBIX BUJIOB JACSATEIBHOCTH.

4.8. HexenaTelbHbIE peaKIUU

Pesrome HDOd)I/IJIﬂ 0€30IaCHOCTU

HauOonee yacThiMM HeXeNaTeNbHBIMM PEAKLIUSIMH BO BpeMs KIMHUYECKMX MCCIIEJOBaHUN U B
MOCTPETUCTPALIMOHHOM IIEpHOo/ie ObLIN: Tuapesi, TOIIHOTA, Chlllb, T'0JI0BHAsA 00k U pBoTa. Hanbonee
YacThIMU CEPhE3HBIMU HEXENATeNbHBIMU pEaKIUsAIMHU ObUIM: OCTpas Mo4yeuyHas HEJOCTaTOYHOCTH,
nH(}apKT MUOKapJa, CUHIPOM BOCCTAHOBJIEHMS MMMYHHUTETA, TPOMOOLIMTONEHHS, OCTEOHEKPO3,
nuapesi, TeaTUuT U JIMX0PaJKa.

TabauaHoe pPE3FOME HEXKEIIATSIbHBIX pPeaKIIHi

HexxenarenbHble peakiMy NMPUBEIEHBI B COOTBETCTBUU C CUCTEMHO-OPraHHOM KiaccupUKanuen u
pacrpeneneHsl o 4aCTOTe BOSHUKHOBEHHUS. B KaX101 4aCTOTHOM TpyIIIE HEKENATEIbHbIE PEaKIINU
IIPEACTABIICHBI B IOPSAKE YMEHBIICHUSA UX CEPbE3HOCTH.

YacroTa HexenaTeabHbIX peakluid onpesiesieHa cleyomuM o0pa3om:

oueHb yacto (> 1/10);

gacto (> 1/100, vo < 1/10);

HedacTo (> 1/1 000, o < 1/100);

penxo (> 1/10 000, ro < 1/1000);

ouenb penko (< 1/10 000);

YacTOTa HEM3BECTHA (HA OCHOBAHWH MMEIOIIUXCS TaHHBIX OI[CHUTH HEBO3MOKHO).

CucreMHO-OpraHHbIii KJjacc
Kareropusi 4acTorbl
Hugpexyuu u unsasuu

HeskenarenbHble peakumuu

Heuacto ‘ ['epniernueckas HHPEKIHS

Hapywenus co cmoponul kposu u aumgamuueckori cucmemvl

Heuacto TpomOoIuTONeHNSs, HEUTPOTICHHUSI, AaHEMUS, JICHKOTICHHS
Penxo Do3uHOGUIHS

Hapywenus co cmopoHvl uMMyHHOU cucmembl
CHUHIIpOM BOCCTaHOBJIGHHUS HMMMYHUTETa, (JIeKapCTBEHHAas)
TUTIEPYYBCTBUTEIHHOCTD

Heuacto
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OHOOKpUHHbBIE HAPYUIeHUS]

(MOCAEQCBATERBROCTE 0002)

Heuacto

FI/IHOTI/IPGOS, IOBBIIICHHUE KOHLOCHTpalUuHu THUPCOTPOITHOI'O
TOpMOHAa B KPOBHU

Hapywenusa memabonuzma u numanus

Jlumopguctpoduss (B TOM  uucie  JUNOTHIEPTpodus,
Yacro munoauctpodus,  aunoarpodwus),  caxapHeld  auader,

TUIIEPTPUTIHLIEPUIECMHUS, THIIEPXOJIECTEPHHEMHUS,

THITCPITUTTH IEMHSI

[Tonarpa, aHOPEKCHS, NOHMKEHUE anreTuTa,

CHIDKCHHC/TIOBBIIICHAE ~ MAacChl  TeJla, TUIEPTIIMKEMUs,
Hewacto MHCYJIMHOPE3UCTEHTHOCTD, CHIDKEHHE KOHIIEHTpaluu

JUTONPOTENHOB BBICOKOM IMJIOTHOCTH, MOBBIIICHUE alNIeTUTa,
TIOJIMIATICHSI, TIOBBIIICHHE aKTHBHOCTH JIAKTATICTHAPOTeHA3bI
B KPOBU

Icuxuueckue Hapywernus

Yacto becconnuia
Henpeccusi, ne3opueHTalUsi, TPEBOTa, HAPYLIEHUS CHa,

Heuacto aHOMAJIbHBIE  CHOBMJICHMS,  KOIIMApHBIE  CHOBHUJCHUSA,
CHIDKCHUE JTUOHI0

Penxo CIlyTaHHOCTBH CO3HAHMSI, CMEHBI HACTPOCHHSI, OECIIOKOMCTBO

Hapywenus co cmoponwl nHepsnoti cucmembi

Yacro ['omoBHas 00J1b, nepudepudeckas HeWponartus,
TOJIOBOKPYKEHHE

HewacTo 3aTOpMOKEHHOCTh, ~ TAPECTE3Wsl, THUIECTE3Us, JIUCTEB3US,
HapyllIeHUs] BHUMAaHUsl, HAPYIIEHUs] TAMSTH, COHIIMBOCTh

Penko OOMOpOK, Cy0pOTH, areB3usi, HapylIeHne purma (a3 cHa

Hapywenus co cmoponwl opeana 3penust

Heuacto

FI/IHepeMI/IH KOHBIOHKTUBEI, CYXOCTb CIIU3UCTON O00O0JIOYKH
rjia3

Penxo

Hapymenue 3penus

Hapywenus co cmoponul opeana ciyxa u 1abupunma

Heuacto

‘ BectuOynsipHoe rojaoBoKpykxeHue (BEpPTUTO)

Hapywenus co cmoponul cepoya

Heuacto

WudapkT MuoKapaa, cTeHOKapAus, yJuinHeHne natepBana QT
Ha DJIEKTPOKapIUOrpaMMe, TaXUuKap s

Penxo

Octpeiii  wHGApPKT MHUOKapAa, CHHYCOBas OpaauKapamus,
OLIYIICHUE cepaLeOneHus

Hapywenus co cmoponwl cocyoos

Heuacto

‘ IloBeimIeHNE APTCPHUAIIBHOTI'O JABJICHUS, KIIPUITUBBI»

Hapywenus co cmoponul OvlxamenvHotl cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCHeHUs]

Heuacto

OI[LIIJ_IKa, KalICJib, HOCOBOC KPOBOTCUCHUC, ICPIICHUC B T'OPJIC

Penxo

Punopes

Hapywenus co cmoponul scenyoo

YHO-KUUIeYHO20 mpaxkma

OueHp 4acTo

Huapes

TomHoTa, pBOTa, 00AHL B 00JACTH JKWBOTA, IOBBIIIICHUE

Yacto AKTUBHOCTH amMujia3bl B KPOBH, AUCIEICHUs, B3AYTUE KUBOTA,
METEOpU3M
[TankpeatuT, TracTpuT, ractpod3odarcaabHbIi  pedrokc,
aTO3HBLIA CTOMATHUT, HO3BIBEI K PBOTE, CYXOCTH CIU3HUCTOU
Heuacto b > P > OX

000JI0YKH MOJIOCTH PTa, JUCKOM(OPT B 007IaCTH )KUBOTA, 3a110P,
NOBBIIICHAE AKTUBHOCTH JIMIIA3bl, OTPHDKKA, HapyIICHHE
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CroMatuT, pBOTAa C KPOBBIO, XCHIIUT, CYXOCTh CIHM3UCTOM
000J104KH T'y0, HAJIET Ha SI3bIKE
Hapywenus co cmopoHuvl neuenu u scenuegblo0auux nymeti

Penxo

Yacro [ToBpIIeHNE aKTUBHOCTHU aJlAHMHAMUHOTpaHC(hepasbl
I'ematuT, UWTONIMTUYECKUN TENATUT, CTEaTO3 IICYECHH,
renaToMeranus, IIOBBIIICHHE AKTUBHOCTH
acriapraTaMUHOTpaHCc(epasbl, IOBBILIEHUE KOHLCHTPALUU

Heugacro P paschepasl, p

OunupyOMHA B KpPOBH, IOBBIIICHWE AKTUBHOCTH IIEIOYHOU
docdarazpl B KpOBH, TOBBIIIEHHE AaKTUBHOCTH Tramma-
rIIyTaMUIITpanchepasbl

Hapywenus co cmoponul Kodtcu 1 n0OKONCHbIX MKAHell

Coimp (B TOM 4YHCIIE MaKyJspHas, MakKylonamysie3Has,
nanyJse3Has, 3puTeMaTo3Hasl U 3yAsias), 3y1
AHIMOHEBPOTHMYECKUM  OTEK,  TICHEPAJIM30BaHHAs  ChblIlb,
QUIEPIrUYECKUHA  JIepMAaTUT, KpalMBHUIA, DSK3€Ma, JpHUTEMA,
TUNIEPIUAPO3, HOYHAS MOTIMBOCTb, aJIONELMs, aKHE, CYXOCTb
KO>KH, TUTMEHTAITNS HOTTCH

JlexapcTBeHHass ChIlb C HSO3WHO(PMIMEH U CHUCTEMHBIMU
nposienenusimu - (DRESS-cunnpom), cunmpom CruBenca-
JxoHCOHa, MyIbTU(GOPMHAs 3puTeEMa, JIepMaTHur,
ceOOpeHbIN 1epMaTUT, HOBPEXKACHUSI KOXKHU, KCEPOAEPMUS
Toxkcuueckuit SNUICPMATIbHBIN HEKPOJIU3, OCTpbIN
T€HEPaJIM30BAHHbBIA SK3aHTEMATO3HBIN MyCTYJIE3

Hapywenus co cmopoHvl mbiuieyHotl, KOCMHOU U COeOUHUMENbHOU MKAHU

Muanrusi, OCTEOHEKpPO3, MBIIIEYHbIE CMAa3Mbl, MBbIIICYHAS
Heuwacro cnabocTh, apTpairus, OOl B KOHEYHOCTSX, OCTEONOpO3,
MOBBIILIEHWE AKTUBHOCTH KpeaTHH(OC(HOKNHA3HI B KPOBU
KocTHO-MBIIIEYHAss CKOBAaHHOCTb, ApTPUT, CKOBAaHHOCTH B

Yacto

Heuacto

Penxo

YacTtoTa HEU3BECTHA

Penxo
cycTaBax

Hapywenus co cmopoHbl nouex u Mouesbleo0sauux nymet
Octpas roveyHast HEJ0CTaTOYHOCTb, MOYEYHasI

Heuacto HEJ0CTAaTOYHOCTh, MOYEYHOKAMEHHAasi OO0J€3Hb, MOBBILICHHUE
KOHLEHTpAallUM  KpeaTMHWHA B  KPOBH, IPOTEHUHYpHUS,
OUITUPYOUHYPHUSI, TU3YpHUs, HOKTYPHS, OJJIAKUYpHUS

Penxo CHMKEHHNE MOYEUHOro KIMpEeHca KpeaTHHUHA

Hapywenus co cmopoHbl penpo0yKmusHOoU cucmembvl U MOJIOYHBIX JHcene3

Heuacro | DpexTHbHAS TUCYHKIHS, THHEKOMACTHSI

Obwue napywenus u peakyuu 8 mecme 66e0eHUsl

Yacro AcreHnus, yCTaJIoCTh

Hewacto Jluxopanka, 60J1b B TPYAHOM KJIETKE, NMeprU(pepUuecKuil oTek,
HE/IOMOTaHue, OIYIIEHHE XKapa, pa3ApakUTeIbHOCTh, 00JIb

Penxo O3H00, MI0X0€ CaMOYyBCTBHE, KCEPO3 KOKHU

Onmncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/II\/’I

Cuins

B xnrHMYECKUX HCClIeIOBaHUSAX B OCHOBHOM HAOJIOAJIach CHINb JIETKOU U cpenHel creneHu. Chllb
Yqalie BCEro HpOSIBJISIJIaCI: B TCUCHUC HepBBIX 4-X HCICJIb Tepam/m 1 Ucye3aia HpI/I HpOI[OJDKeHI/II/I
npueMa npenapara. [Ipu pa3BUTHH KOXKHBIX Peaklnil TsoKenoi crenenn (M. pasmen 4.4.).

B xo/1e KIMHUYECKUX HCCIeA0BaHUH Y MAIIMEHTOB, paHEE MOJIYYaBIINX TEPANHUIO, ChIlb, HE3AaBUCUMO
OT €€ MPHUYMHBI, Yallle BO3HHMKAJa MPH MPUMEHEHUU CXEM JICUEHHUS, COJEpKalluX JapyHaBUp U
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OoOyCIIOBJICHHAsT TPUEMOM JapyHaBUpa, TMOSBISIACH CO CXOJIHOW dYacToTol. Bo3HuKaBmias B
KIIMHUYECKUX MCCIIEI0OBAHUSAX ChINb ObLIa JIETKOW U CPEHEN CTENEHU TSXKECTH, UTO HE MIPUBOIUIO
K IIPEKPALLEHUIO TEPAIIHH.

Jlunooucmpogus

KomOunupoBannas antuperpoBupycHas tepanusi (APBT) BbI3bIBaeT mepepacrpenesieHue xXupa
(mumoguctpoduro) y nanmentoB ¢ BUY. Jlunonuctpodus nposBisiiack nmotepei nepudepudeckoi
U JIMIEBOM IMOJKOXKHOM >KUPOBOM KJIETYATKH, YBEIMYCHHEM BHYTPHOPIOIIHOTO M BHUCHEPATBHOTO
KHpa, THIepTPopUei MOJIOUHBIX JKeJe3 U HAKOIUIEHHEM MOKOKHOIO KHUPa B TOPCOLEPBUKAIBLHON
obmactH («Obr4mii rOpo»).

Hapywenusa memabonuzma

KomOunupoBannas  APBT  BbI3bIBaeT  HapymieHMs  OOMEHa  BEHIECTB, TakuWe  Kak
TUIEPTPUIIIMLEPUAEMHUS, TUIEPXOJECTEPUHEMUS, HUHCYIMHOPE3UCTECHTHOCTh, THUIEPIIMKEMUS U
TUIIEPJIAKTATEMUSL.

HapymeHuﬂ CO CNOPOHbL Mblu/lellHOI:i, KOCMHOU U COCOUHUMENbHOU MKAHU

[ToBbIIeHNE AKTHBHOCTH KpeaTWH(MOCHOKUHA3BI, MHAITHSI, MHO3UT H pPadaoMuoim3 (pelKo)
OTMEYaJIMCh TPU HCHOJIb30BAHUM HHIMOMTOPOB IpOTEasbl, OCOOEHHO B COYETAaHHM C
HYKJICO3UITHBIMHA HHTHOUTOpAaMHU 00paTHOW TPAHCKPUITA3bI. BB OTMEUEHBI ClTy4an OCTEOHEKPO3a,
0CcOOEHHO y MalMEeHTOB ¢ OOIIeNpU3HaHHBIMU (akTopamu pucka, ¢ BUU-undexuueit Ha nosanei
CTaJlu{ WM JAJIUTENIbHOE BpeMsl oaydarounx komounupoBanHyo APBT. Yactora BO3SHUKHOBEHUS
OCTEOHEKPO3a HEU3BECTHA.

CqupOM 60CCMAHOBIEHUA UMMYHUmMemda

VYV nanuentoB ¢ BUY-undexkuumeil M TSOKENOH CTENEeHbO HMMMyHOAeduIMTa B Hayaje
koMOuHMpoBaHHOW APBT Moryr BO3HMKaTh BOCHAIUTENIbHbIE peakUWd Ha OeCCUMITOMHO
IpoTeKarollue WIM OcTaTouHble MH(pekuuu. Taxke HaOMIOATUCh ayTOMMMYHHBIE 3a00JI€BaHMS
(manpumep, 6one3npb ['peliBca U ayrouMMyHHBIN TenaTuT). OgHaKko BpeMsl 10 Havayia 3a00JieBaHuUs
MOJKET BapbUPOBATHCA M TaKHUe 3a00JIEBaHUS MOTYT Pa3BUBATHCS CIYCTS MeCALbl MOCe Hadaja
Tepanuu.

Kposomeuenus y nayuenmos c cemogunueti

Habumonanock yBennyeHHe 4YacTOThl CIOHTAHHBIX KPOBOTEUEHHM Y MAllMEHTOB C reMOQUIMEH,
MOJTyYaIOIUX aHTUPETPOBUPYCHBIE TpenapaTsl U3 IPyHIbl HHTHOUTOPOB MPOTEA3HI.

Iayuenmui ¢ koungexyusamu supycom cenamuma B u/unu C

VY DanMeHToB C JAHHBIMH HHQEKUUSMH, MOJYYAIOUIMX KOMOMHAIMIO JapyHaBUpP/PUTOHABHP,
4acTOTa BO3HMKHOBEHMSI HEXEJIaTeNbHBIX PEeakUUil M HapylIeHUH OMOXMMHUYECKHUX IapaMeTpoB
Obula HE BBINIE, YeM Yy MAIMEHTOB, MOJIyYarolIMX KOMOWHAIMIO JapyHaBUp/pUTOHABHUp O€3 KO-
nHpexkuuu Bupycom renartuta B n/nnn C, 3a UCKIIIOUEHUEM MOBBIIEHUS! aKTUBHOCTHU NEYEHOYHBIX
TpaHcamuHa3. KoHIIleHTpaIys B I1a3Me y MAIMeHToB ¢ Ko-uHpekuuei u 6e3 Hee Obliia cpaBHUMA.

COO6HI€HI/IG 0 MOAO03PEBACMBIX HEXKCIIATCIIbHBIX PCAKITHAX

Baxxno coo0mare O TMOJO3pEBAEMBIX HEXKENATENbHBIX PpEaKIUsAX IOClIe PEerUCTpaIruu
JIEKapCTBEHHOI'O Tpernapara ¢ IeNiblo 00ecreyeHus] HelpPephIBHOTO MOHUTOPUHIA COOTHOILIEHUS
«TI0JTb3a — PUCK» JIGKAPCTBEHHOTO Tpemapata. MeIUIUHCKUM pPaOOTHHKAM PEKOMEHIYETCS
co001IaTh 0 JIOOBIX MOJI03PEBAEMbIX HEXETATeNbHBIX peaklUsixX JeKapCTBEHHOTO IMpernapaTa yepes
HAaIlUOHAJIBHBIC CHCTEMbI COO6H_[€HI/I}I 0 HCKCIIATCIbHBIX PCAKIUAX TOCYIAapCTB — YJICHOB
EBpa3uiickoro 3kOHOMHUYECKOT0 COI03a.

Poccuiickas @enepanus
®denepanpHas cayx0a o Haa30py B cdepe 3apaBoOXpaHEHUS
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4.9. llepeno3upoBka

CUMIOTOMBI

Ceenenust 00 OCTpolt Tepeno3upoOBKe MpHU MPUEME JapyHaBUpa B KOMOWHAIIMM C PUTOHABUPOM Yy
JOJel orpaHUYeHbl. 310pOBble TOOPOBOIBIBI TPUHUMATH ofHOKpaTHO A0 3200 Mr napyHaBupa B
BHUJe pactBopa M 10 1600 Mr B Buae TabIETOK B KOMOWHAIIMM C PHUTOHABUPOM, IMPU 3TOM
HeOmaronpusATHLIX 3(()EKTOB HE OTMEUEHO.

Jleuenue

Crneunduyeckuii aHTUIOT Heu3BecTeH. llpu mepeno3upoBKe cleAyeT MNPOBOIUTH OOMIYIO
MOJIJICP’KUBAIOIIYIO TEPAITHUIO C KOHTPOJIEM OCHOBHBIX (PH3UOJIOTUYCCKUX MMOKa3arenei. JlapynaBup
MIPEUMYIIIECTBEHHO CBS3BIBACTCS C OENKaMHU IJIa3Mbl, IOATOMY 3HAYMMOE yajeHHe JIeHCTBYIOIIETO
BEILIECTBA METOJIOM JIHAIM3a MAJIOBEPOSITHO.

5. PAPMAKOJIOTHTYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHYecKHe CBOlicTBa

dapmakoTepaneBTUUYeCKas TIpynna: MPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOIO  JIEUCTBUS;
MIPOTHUBOBUPYCHBIE CPEJICTBA MPSMOTO JEHCTBUSI, HHTUOUTOPHI TIPOTEA3.
Kong ATX: JOSAE10

Mexauusm JiercTBus U hapMakoanHaMudeckue YO HEeKThl

JlapyHaBup SIBJISETCSI MHTHOMTOPOM AUMEPU3ALUU U KaTaIUTUYECKON aKTUBHOCTH ITPOTea3bl BUpyca
uMMyHOeuuTa Yenoseka I-ro tuma (BUY-1), cponctBo k mpotease BUU (Kp) = 4,5 x 1012 M.
[Ipemapar wu30uparenbHO HMHIHOMpyeT paciueruieHue nonunporenHoB Gag-Pol BUY B
MH(QULIMPOBAHHBIX BHpPyCaMH KIIETKaxX, MpPeJoTBpalias oOpa30BaHUE IOJHOIEHHBIX BHUPYCHBIX
Y4acTHLI.

IIpomusoeupycuas akmugHocms in vitro

JlapyHaBUp TNPOSBISET aKTUBHOCTH MPOTHB JIA0OPATOPHBIX INTAMMOB U KIMHMYECKUX H3O0JIATOB
BUMU-1, a takxe npoTuB 1abopaTopHbIX mTaMMOB BUY-2 B TUHUSAX OCTPO HHPHUIIMPOBAHHBIX
T-numdonuToB,  MOHOHYKJIEapHBIX  KJI€TKaX  nepudepuyeckod  KpOBU  UeEIOBEKa H
MOHOLUTax/Makpogarax uenoBeka, ¢ MeauaHod 3HaueHUs 50 % 3¢ ¢deKTHBHON KOHUEHTpaluu
(ECs0) or 1,2 mo 8,5 mmonw/n (0,7-5,0 Hr/mi). JlapyHaBuUp THpOSBISIET MPOTUBOBHPYCHYIO
AKTHBHOCTH IN VitrO Mo OTHOIICHHUIO K IIMPOKOMY CHEKTPY MepBUYHBIX U30isiToB BUY-1 rpymmer M
(A,B,C,D, E, F, G) urpynmst O ¢ ECsg ot < 0,1 10 4,3 HMOMB/11.

Otu 3HayeHuss ECsp HaMHOTO HIDKE TMara30oHa KOHIIEHTPAINH, BEI3BIBAIOIINX TOKCHYHOCTE B 50 %
kieTok (ot 87 mo > 100 MxMoub/1).

Pe3ucTeHTHOCTD

Cenexiysi pe3MCTEHTHBIX K AapyHaBupy BupycoB BUU-1 «aukoro Tumay in Vitro Obuta AIuTebHON
(6omnee 3 net). OTOOpaHHBIE BUPYCHI HE MOTJIM PACcCTH B MPHUCYTCTBHHM KOHIICHTpAIMW JapyHaBHpa
Bbiie 400 HMoub/1. Bupycel, oToOpaHHbBIE B 3TUX YCIOBHUAX M J€MOHCTPHPYIOLIUE CHUXEHHYIO
BOCIIPUUMYHUBOCTH K JapyHaBupy (B 23—50 pa3), comepkanu 2—4 aMUHOKHCIIOTHBIX 3aMEHBI B TCHE
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npotea3bl. CHUKEHHAST BOCIPUUMYHUBOCTh K JapYHARHPY B H&QJM%HJ&QE#QT% -Iéé'ﬁ%;(ﬁ%h

BUpPYyCax B JAaHHOM SKCICPUMCHTC HC MOKCET OBITh OOBSICHEHA IMOSBICHUEM JTHX MYTaI_II/IfI I'CHa
IIpOTCAa3kl.

[To maHHBIM KIMHUYECKUX HMCCICIOBAHUHN y MAIMEHTOB, paHEe MOYYaBIINX aHTHPETPOBUPYCHYIO
TEparuio, BUPYCOJIOTMUYSCKHIA OTBET HAa JJAPYHABHUP B KOMOWHAIIMM C PUTOHABUPOM B HH3KOH J103¢
CHIDKAJICS, KOT/Ia B Havaje MCCIICIOBAHUS MPUCYTCTBOBAIM UM B XOJI€ JICYCHUS PA3BUBAINUCH 3 H
OoJiee MyTaIuid, CBSI3aHHBIX C PE3UCTEHTHOCTRIO K napyHasupy (V111, V321, L33F, 147V, I50V, 154L
umu M, T74P, L76V, 184V u L8IV).

Kpatnocts moBbimienusi ECso gapyHaBupa no cpaBHenuto ¢ ucxonnoil (fold change, FC) 6bina
CBA3aHAa CO CHW)XCHUEM BHUPYCOJIOTMYECKOrO OTBETa. bbpUIM oOmpenenceHsl BEpXHUN W HUKHUN
ximHrYeckue noporu B 10 u 40 paz. M3omstsel ¢ ucxomnoit FC < 10 pa3 BOCIpUUMYUBEI; H30JISTHI C
FC or 10 no 40 pa3 oOnamany CHMKEHHOM BOCHPUMMYHUBOCTBIO; M30iAThl ¢ FC > 40 Opuin
PE3UCTEHTHBIMHU.

Bupychl, BBIICTICHHBIE Y TAIMEHTOB, IMOTYYaBIINX KOMOWHAIMIO JapyHaBUP/PUTOHABHD II0
600/100 mr 2 pa3a B CyTKH, Y KOTOPBIX pa3BHIaCh BUPYCOJIOTHUECKAs HEY/Jaua B BU/C PCIUINBA, U
KOTOphIe OBUTM BOCIPUUMYHMBBI K THIPAHABUPY B HAYale HCCICIOBAHUS, OCTAIUCH
BOCIIPUMMYHUBBIMU K THIIPAHABUPY IOCIIC JICYCHUS B MOAABIISIONIEM OOJIBIIUHCTBE CIIyYacB.

Hawnbonee HU3Kas 4acTOTa Pa3BUTHSI PE3UCTEHTHOCTH HAOJIIOAIACh Y MAIIEHTOB, paHee
HE IOJy4YaBUIMX JICYEHUS CPEICTBAMHU aHTHPETPOBHUPYCHOM Tepaluu, KOTOpPbHIE BIEPBHIE HAdalH
10JIy4aTh JAPYHABUP B KOMOMHALIMY C APYTUMHU MpenaparaMu aHTUPETPOBUPYCHOM Tepanuu.

IlepekpecTHas pe3UCTEHTHOCTD

FC nmapynaBupa Owbumia menee 10 mist 90 % w3 3309 KIMHWYECKHX H30JSTOB, PE3UCTCHTHBIX K
aMIpeHaBUpPY, aTa3aHaBUPY, UHAUHABHUPY, JTOMHUHABUPY, HEN(DUHABUPY, PUTOHABUPY, CAKBUHABUPY
W/WIM TUTIPAHABHPY, YTO YKa3bIBACT, YTO BHUPYCHI, YCTOMYMBBIE K OOJBIIMHCTBY WHTHOUTOPOB
MPOTEa3bl, OCTAIOTCS BOCIPUUMYUBBIMU K JaPyHABHPY.

5.2. dapmakoKHUHEeTHYECKHUeE CBOIiCTBA

dapMakOKMHETHYECKHE CBOMCTBA JapyHaBHpa, MPUMEHSBIIErocs B KOMOWHAIMM C PUTOHABUPOM,
U3ydanu y 310poBbIX JoOpoBonblieB U y BUU-unduumpoBanusix nanueHToB. KoHueHTpauun
JapyHaBUpA B IJIa3Me ObUIH BbILIIE Y MALIMEHTOB, MHGHUIMPpoBaHHBIX BUY-1, yeM y 310pOBBIX JOAEH.
OTO0 pa3nuuue MOXHO OOBSICHUTH Oo0Jee BBICOKMMHM KOHIEHTpauusiMu anbga-l-kucioro
TJIMKONPOTENHA y allMeHTOB, MH(pUIMpoBaHHbIX BUY-1, 4TO MpUBOAMT K YBEIUYEHHUIO KOJINYECTBA
JapyHaBHpa, CBS3aHHOTO ¢  anbda-1-KuciapiM  TIIMKONPOTEMHOM  Tuta3Mbl.  JlapyHaBup
MeTabonu3upyercss B ocHOoBHOM u3opepmeHToM CYP3A. PutoHaBup mHruObupyer usodepmeHT
CYP3A u TeM caMbIM CYIIECTBEHHO IMOBBIIIACT KOHIICHTPAIUIO JapyHABHPA B TUIA3ME.

AbGcopbuus

[locne mnpuema BHYTpPh JapyHaBUp OBICTPO BCACHIBAETCS B JKEIYJOYHO-KUIIIEYHOM TPAKTE.
MakcumanbHass KOHIEHTpauusi JapyHaBupa B Iuia3Me (Cmax) B HPUCYTCTBHM HHU3KOH 03B
puToHaBHpa Jocturaerca uepe3 2,5-4,0 yaca. AOcontoTHas OMOAOCTYNHOCTh OJHON 03Bl
napyHasupa (600 Mr) mpu npuemMe BHyTpb cocTaBuIIa 0KoJio 37 % u yBenuuuiach npuMepHo 10 82 %
B mnpucyrctBun puroHaBupa (100 mr aBa pasa B cyrku). OOmiee BIMSHHE pPHUTOHABUpa Ha
OMOOCTYIIHOCTh JIapyHaBHpa COCTOSUIO HPUMEPHO B 14-KpaTHOM YBETMYEHUHM KOHILICHTPAIIUH
JapyHaBHpa B IIa3Me TOCIe OJHOro mpuemMa BHyTph 600 Mr mapyHaBupa B KOMOWHAIIMH C
putoHaBupoM (100 mr aBa pasza B CyTKH).

[Ipu npueme HaTOIAK OTHOCUTENbHAsI OMOAOCTYITHOCTh AApYHABUPA B IPUCYTCTBUU HU3KOW J103bI
putoHaBupa Obina Ha 30 % HuXke, yeM mpu Hpueme Bo BpeMms enbl. CliejoBaTeNbHO, AapyHABUD
HY)KHO IpPUHHMaTb BMECTE C PUTOHABUPOM BO BpeMs e€lbl. XapakTep MNUIIM HE BIMI Ha
KOHLIEHTPAlLlUU JapyHaBHpa B IUIa3Me.
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Oxomo 95 % mapyHaBupa CBS3BIBACTCS C OEKaMU IJIa3Mbl, IPEUMYIIECTBEHHO C anb(ha-1-kuciapim
TJIUKOIIPOTEHHOM.

[Tocrme BBeAECHHMS BHYTPUBEHHO OOBEM pacmpelelcHHs JapyHaBHpa B KadecTBE MOHOTEpaIuu
cocraBimsn 88,1 +59,01 (cpemnuii + craHmapTHOe OTKIOHEHHME) M Bo3pactan ao 131 +4991
(cpenuuii = craHgapTHOE OTKIOHEHHUE) B MpUCcyTcTBUM puToHaBupa (100 mr 2 paza B CyTKH).

Buorpancdhopmars

B skcnepumenTax in Vitr0 Ha MHKpOCOMAax MEUCHHM YeOBEKa ObUIO TMOKAa3aHO, YTO JapyHaBHP
MOJIBEPraeTcsl MPEUMYIIECTBEHHO OKHCIUTEIbHOMY MeTabonu3My. JlapyHaBup metabonu3upyercs
MIPEUMYIIECTBEHHO B MEYEHH CHUCTEMOU IUTOoXpoMma P450, mouTH HCKITFOYUTENIBHO H30(epMEeHTOM
CYP3A4. Uccnenosanue, B KOTOPOM 30pOBbIE JOOPOBOJBIBI MpUHEMATH “*C-mapyHaBup,
MOKa3ajo, 4YTo OOJbIIas YacTh PAaJUOAKTHBHOCTU B IUIa3Me mocie oaHoro mnpuema 400 mr
napyHaBupa u 100 Mr puroHaBHpa IPUXOAMIACH HA JOJTI0 HEU3MEHEHHOTO JJapyHaBHUpa. Y 4eloBeKa
UICHTU(QUIMPOBAHO O MEHbIIEH Mepe 3 OKHCIUTENbHBIX METa0oNnTa JapyHaBUpPA; aKTUBHOCTh
BCEX ATHX METaboNUTOB B OoTHOmEHHH Aukoro Turna BUY cocraBnsuia menee 1/10 or akTuBHOCTH
caMmoro JapyHaBupa.

OnMMUHALNS

Iocne oanoxpaTHoro npuema 400 mr 1*C-papynasupa u 100 mr putoHasupa oxoino 79,5 % u 13,9 %
PaZMOaKTUBHOCTH OOHApYXXMBAJIOCh B Kajle U MO4Y€, COOTBETCTBEHHO. Ha 1105110 HEM3MEHEHHOTo
JapyHaBHpa npuiuiock okoio 41,2 % u 7,7 % paguoakTUBHOCTU B Kaj€ U MOYE, COOTBETCTBEHHO.
Koneunblii mepuoj mosyBbIBECHUS JapyHaBUpa COCTaBWJI OKOJO 15 4YacoB HpH €ro npueme B
KOMOHMHAIMK C pUTOHaBUpoM. KimpeHc napyHaBupa mociieé BHYTPUBEHHOTO BBeAeHHs 150 mr
cocraBui 32,8 51/4 (0e3 putoHaBupa) u 5,91 1/4 B IpUCYTCTBUU HU3KOH /103b1 pUTOHABHPA.

Oco0bIe T'PYIIIBI HATWUCHTOB

./Tub;a nooaicus10co so3pacma

[onynsauuoHHel papMakokuHeTndeckuil aHanu3 y BUY-uHpuumpoBaHHBIX NallMEHTOB IMOKa3al
OTCYTCTBHE 3HAUMMBIX pa3ivuuil (papMakKOKMHETUYECKHX MapaMeTpOB JapyHaBHpa B BO3PACTHOM
rpynme 1875 ner (B 3ToT aHanu3 Obutn BKMoYeHb! 12 BUY-uHQUUIMPOBAHHBIX NAllMEHTOB B
BO3pacTe 65 ner u crapue). Tem He MEHee, JaHHbIE IO MPUMEHEHUIO JapyHAaBUpPA Yy MAIMEHTOB
cTapuie 65 JET OrpaHUYEHBI.

Tlonosole pasiaudus

[MonynsiunoHHBIN (papMaKOKMHETHYECKUH aHaNW3 BBISABUJ HECKOJIBKO Oojee Bbicokue (16,8 %)
KOHIEeHTpauuu AapyHaBupa y BUY-undunmpoBanusix xkeHuiuH, yeM y BUY-ununmpoBanHbx
MYK4MH. /[aHHOE pa3nuuue He SABIIAECTCS KIMHUYECKU 3HAYNMBIM.

Toueunas neoocmamoynocme

Pe3yibTaThl HCCENOBAaHUS C HCMONb30BaHMeM *C-mapyHaBHpa B KOMOMHAIIMM C PUTOHABUPOM
MOKa3ajiM, 4YTo OKoyuo 7,7 % TpuHATOW H03BI JapyHaBUpa OKCKPETHPOBAIOCH C MOYOH B
HEM3MEHEHHOM BHJE. Y TAIMEHTOB C HapylIeHHsAMH (QYHKIMU TMOYeK (HapMaKOKHHETHKY
JapyHaBHUpa HE U3y4alH, HO MOMYJSIMOHHbINA (HapMaKOKMHETHYCCKUI aHaIN3 MOKa3al OTCYTCTBUE
3HAYMMOT0 M3MEHEHUS (papMaKOKHHETHYECKHX MapamMeTpoB napyHaBupa y BUU-undumpoBanHbIx
HalUCHTOB C YMEPEHHO BBIPAKCHHBIMH HAPYIICHUSAMU (DYHKIMH MMOYEK (KIHMPEHC CHIBOPOTOYHOTO
kpearunanHa 30—-60 mu/muH, N = 20).

Ileyenounas neoocmamounocms

JlapyHaBUp METa0OJIM3UPYETCS M BBIBOJUTCS NPEUMYIIECTBEHHO IME4YeHbIO. B umccnenoBaHuu c
IPUMEHCHHEM HECKOJIBKUX 7103 JapyHaBHUpa B KoMOMHanuu ¢ puroHaBupom (600 mr/100 mr) 2 pasa
B CYTKH OBIJIO MIOKa3aHO, 4TO 00Iast KOHIIEHTPALUs JapyHaBUpa y MAlMEHTOB C JIETKUM (Kacc A 1o
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wcare Yaiina-Tsro, n = 8)  ywepeasv napymesnnen oy IS ARBATH RHAGTL A7

IIpto, N = §) ObuUIM CpaBHUMBI C TAaKOBBIMU IIapaMeTpaMH Yy 3/0pOBbIX JIML. TemM He MeHee,
KOHIEHTPALlMU HECBA3aHHOIO JapyHaBupa Obuid mpumepHo Ha 55 % (kmacc A mo mkane Yainn-
[Ts10) 1 100 % (xmacc B mo mkane Yaitna-I1st0) Beime. Knuanyeckas 3Ha4uuMOCTh ATOTO IMOBBIIIICHUS
HEU3BECTHA, U JIapyHaBUp ClIeyeT MPUMEHATh y TaKUX MAlUEHTOB C OCTOPOKHOCTHIO. DdeKT
TSDKEJIOTO HapymIeHus: (yHKIIUH MeueHU Ha (papMaKOKMHETUKY JIapyHaBHUpa HE U3ydalICs.

bepemennocmov u nociepooosoii nepuoo

[Ipu nmpueme xomOuHanmu AapyHaBup/puToHaBup B go3ze 600 mr/100 mr 2 pasa B CyTKH WU
800 mr/100 Mr 1 pa3 B CyTKM B COCTaB€ KOMOWHHUPOBAaHHOW aHTUPETPOBHPYCHOM Tepamuu,
KOHIICHTPALMU JlapyHaBHpa M PUTOHABHpA B IJIa3Me KPOBH OBLIM HUXKE IMPH MPHEME BO BpeMs
OEpEeMEHHOCTH IO CPAaBHEHUIO C TAaKOBBIMH IPH IPHEME B MOCIeponoBOM mepuoj. OmHako,
(apMaKOKMHETUYECKHE IMapaMeTpbl HECBS3aHHOTO (aKTHBHOTO) JapyHaBHpa OBUIM CHUKECHBI B
MEHbIIICH CTENEHH, TaK KaKk BO BpeMsi OEPEMEHHOCTH HAOJFOJAeTCs YBEJIWYCHUE KOHIICHTPAIIUH
CBOOOHOH (ppaKunu JapyHaBHpa 110 CPABHEHUIO C TAKOBOM B MOCIEPOJOBOM IIEPHOJIE.

Jlannble (papMaKOKMHETUKHU 00111ero JapyHaBUpPa MocJjie NpueMa KOMOUHAMHU
napyHaBup/puroHaBup B 103e 600/100 mr 2 pa3a B CyTKHM B PAMKAaX CXeMbl
AHTHPETPOBUPYCHOI Tepanuu BO BTOPOM TPUMeCTpe 0epeMeHHOCTH, TpeTheM TpuMecTpe

0epeMeHHOCTH U MOCJEePOI0BOM NepHuoje
DapMaKOKHHETHKA N Tperuii IToceponoBbli
Bropoii Tpumectp
0011ero 1apyHaBupa TPpUMeECTP nepuoja
0epeMeHHOCTH
(cpennee + cTangapTHOE (n=12) 0epeMeHHOCTH (6-12 Henmesn)
OTKJIOHEHHE) B (n=12) (n=12)
Crmax, HI/MI 4668 + 1097 5328 + 1631 6659 + 2364
AUC12q, Hr*u/mn® 39370 + 9597 45880 + 17360 56890 + 26340
Chin, HT/Mi 1922 + 825 2661 + 1269 2851 + 2216

a-n=11 gus AUC12n (TUI011a16 oI KPUBOH «KOHIICHTPAIHS — BpeMsh» uepe3 12 d rmociie npuemMa mnperapara).

JlanHble (pJapMAKOKMHETHKH 0011ero JapyHaBHpPa MocJie MpueMa KOMOMHANMHU
napyHapup/putonaBup B 103e 800/100 mr 1 pa3 B cyTKH B paMKaXx cXeMbl
AHTHPETPOBUPYCHOI Tepanuy BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPeTheM TPUMecTpe
0epeMeHHOCTH U MOCJEePOI0BOM Nepuoje

DapMaKOKHHETHKA . . HocaeponoBblii
Bropoi tpumectp | Tperuii TpumecTp
o01ero 1apyHaBsmpa Nepuos
0epeMeHHOCTH 0epeMeHHOCTH
(cpenHee £ cTanmapTHOE _ _ (6-12 nHenmesn)
(n=16) (n=14) _
OTKJIOHCHHE) (n=15)
Crax, HI/MII 4964 + 1505 5132 + 1189 7310+ 1704
AUC4q, HI*u/Ma 62289 + 16234 61112 + 13790 92116 + 29241
Chin, HI/MI 1248 + 542 1075 +£594 1473 £ 1141

VY >KeHIIMH, NOJIy4aBUIMX KOMOUHAIMIO 1apyHaBup/puToHaBup B 1o3e 600/100 mr 2 pa3a B CyTKHU B
TEeUYCHHE 2-TO TpUMeCTpa OepeMeHHOCTH, cpenHue 3Ha9eHUS Cmax, AUC12n 1 Cmin TapyHaBUpa OBLTH,
COOTBETCTBEHHO, Ha 28 %, 26 % u 26 % HMXKe 110 CPAaBHEHUIO CO 3HAYEHUSIMU JIaHHBIX [TOKa3aTenel
B IOCJIepo10BO# niepro . Bo BpeMms 3-ro Tpumectpa 6epeMeHHOCTH Cmax, AUC12h 1 Cimin TapyHaBHpa
ObLTH, COOTBETCTBEHHO, Ha 18 % u 16 % Hmxke u Ha 2 % BHIIIE MO CPABHEHUIO CO 3HAYCHUSIMU
JTAHHBIX MTOKa3aTeJieid B TOCIEPOOBOM MTEPUOI.

VY KeHIMH, MOJIy4aBIIMX KOMOUHAIMIO AapyHaBup/putonasup B qo3e 800/100 mr 1 pa3 B cyTku B
TE€YeHHe 2-TO TpUMecTpa OepeMEeHHOCTH, cpeAHue 3Ha4eHUs] Cmax (MaKCHUMalbHasi KOHLIEHTPALUS
napynaBupa B 1iazme), AUC24n (TUTomanas moa KpUBOM «KOHIIEHTPALUS-BPEMS» B TEUCHHE 24 d.
nocie npuema npermapara) U Cmin (MUHUMaIbHAS KOHIIGHTpAIWS JapyHABUpPa B IJIa3Me) JapyHaBHUpa
ObUTH, cooTBeTCTBeHHO, Ha 33 %, 31 % u 30 % HWXKe MO CPaBHEHHUIO CO 3HAYCHUSMHU JTaHHBIX
MoKa3zaTese B mociepoaoBo nepuoa. Bo Bpemst 3-ro Tpumectpa 6epeMeHHOCTH 3HAYCHHUS Cmax,
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AUC24n 11 Cmin 1apyHaBupa ObUIH, COOTBETCTBEHHO, Ha 29 %, 3395 1560} “ﬁWﬁ&Eé‘ﬂﬁQ%

3HAYEHUSIMU JAHHBIX NTOKA3aTeJeH B MOCIEPOAOBOM IEPUO.
eTH

dapMaKOKMHETHKA JapyHaBHpa B KOMOMHALIMU C PUTOHABHPOM ObUIa m3ydeHa y 74 nerei, paHee
MOJy4YaBIIUX JIEUEHHE, B Bo3pacte oT 6 10 17 jet, ¢ maccol Tena He MeHee 20 Kr. Y CTaHOBJICHO, YTO
y TaKuX JETeW Mpu NPUMEHEHUU J03bl, TOJ00OPAHHON B 3aBUCMMOCTH OT MAaCChI TeJa, apamMeTpbl
(hapMaKOKMHETUKH CPAaBHHMBI C TAaKOBBIMU Y B3POCIBIX MAIMEHTOB, MOJYYAIOIIMX KOMOWHAIHIO
napyaasup/putonasup 600 mr/100 mr 2 pa3a B CyTKH.

dapMaKkOKMHETHKA JapyHaBUpa B KOMOMHAIIMU C PUTOHABUPOM Oblia u3ydeHa y 14 nereil, panee
I10JIy4aBIIUX JIEYEHHE, B Bo3pacTe oT 3 10 6 jeT, ¢ Maccoi Tena ot 15 1o 20 kr. YCcTaHOBJIEHO, 4TO
y TakuX JeTel MpH MPUMEHEHUU J03bl, MOJOOPAHHON B 3aBUCUMOCTH OT MAcChl Tella, mapaMeTpbl
(apMaKOKMHETHKH CPaBHUMBI C TAaKOBBIMH Yy B3POCIBIX MAIMEHTOB, MOJIYYaIOUINX KOMOWHAIUIO
napyHasup/putonaBup 600 mr/100 mr 2 pa3a B CyTKH.

dapMaKOKMHETHKA JIapyHAaBHpa B KOMOMHAIIMY C PUTOHABHPOM IIPH NMPUMEHEHUU | pa3 B CYTKH
u3ydanach y 12 neteii, panee He MMOJIy4aBIINX J€UCHUE TperapaTaMyu aHTHPETPOBUPYCHOM Tepanuu,
B Bo3pacte oT 12 no 18 ner u maccoii Tena He meHee 40 kr. Ilpu nmpueme y HUX KOMOMHaUUU
napynasup/putonaBup 800 mr/100 mr 1 pa3 B CyTKH, KOHLIEHTpalUs JapyHaBUpa B Ija3Me Oblia
COIIOCTaBUMa C TAaKOBOM y B3pPOCIBIX, MPUHUMABIIMX KOMOHMHAIMIO JapyHABHP/PUTOHABUD
800 mr/100 mr 1 pa3 B cytku. Takum 006pa3om, 0JiHa U Ta ke JO3UPOBKA, MpUMeHsiemasi 1 pa3 B CyTKH,
MO>KET OBITh UCIOJIb30BaHa Y MOJPOCTKOB, paHee MOJIy4yaBIINX JIeYeHHe B Bo3pacTe oT 12 1o 18 ner
¢ Maccoi Tena He MeHee 40 kr, 6e3 MyTaluii, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K napyHaBupy (V11l,
V32I, L33F, 147V, I50V, I54M, 154L, T74P, L76V, 184V u L89V), ypoaem PHK BNY-1 B mtazme
< 100 000 xonwit/ma 1 giciaom kretok CD4 + > 100 knetok x 10%m 1 y B3pocmbIx.

dapMaKOKMHETHKA JapyHaBUpa B KOMOWHAIUU C PUTOHABUPOM TIPH MpUMEHEHUU | pa3 B CyTKH
n3yyanach y 10 nereid, panee nojiydaBIIMX J€YeHHE, B Bo3pacTe OT 3 a0 6 JieT, ¢ maccoil Tena ot 14
no 20 xr. Ilpum wucnonp3oBaHWM MMOJOOpAaHHOW MO Macce Tella JTO03UPOBKH HaOI01anach
KOHIIEHTpAIUs apyHaBUpPa B IUIa3Me, CPABHUMAs C TAKOBOH Y B3POCIBIX, TOTYyYaBIINX KOMOUHAITUIO
napynaBup/putoHaBup 800 mr/100 mr 1 pa3 B cyrku. Kpome Toro, mpu MoOAETUPOBAaHUU H
CUMYTSAIUN (apMaKOKUHETHKU JapyHaBUpa y gaeteid or 3 go 18 mer Obuia moATBepKIAeHA
KOHIICHTpAIlUs IapyHaBUpa B TJIa3Me, HaOI01aeMast B KIMHUYECKUX MCCIICIOBAHUSAX; ObLIN TaK ke
YCTaHOBJICHBI CXEMBI JO3MPOBaHMUS KOMOWHAIIMU AapyHAaBHP/pUTOHABUP | pa3 B CYTKH Ha OCHOBE
Macchl Teja A JeTe ¢ Maccoil Tena He MeHee 15 Kr, KOTOphle MOJydaiad WIM HE IOJIydaau
mpemapaTbl aHTUPETPOBUPYCHON Tepamuu, 0e3 MyTalui, CBS3aHHBIX C PE3HCTEHTHOCTBIO K
napynasupy (V11I, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V u L89V), c ypoBHEeM
PHK BWY-1 B mna3me < 100 000 xomuit/Mn 1 uncioM knerok CD4+ > 100 knetok x 108/

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BcnoMoOraTeIbHbIX BelleCTB

Snpo TabieTku

I'unpomno3a ¢ HU3KOM CTENEHbIO 3aMEeIEHUS
KpemHuust nokcu1 KOJITOMAHBIN
Kpocnosunon

Maruus creapat

IInenounas 000Ji04YKa

[TonmuBununoBsni crimpt (E1203)
Tansk (ES53b)
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Turana guokcun (E171)

I'muuepuna MoHoKanpuiokamnpat (tun 1)
Hatpus naypuncynsdar

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocT (CPOK XpaHeHHs)

2 roja.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh IpHu TeMIieparype He Boiie 25 °C B OpUrHHAIBHON yakoBKe (OaHKe) JIs 3alUThI OT CBETA.
6.5. XapakTep u cojep:KaHHe YIAKOBKH

ITo 60 Ta6nerok (mist mo3upoBok 400 mr u 600 mr) u mo 30 tabnerok (mis go3upoBku 800 mr) B
0aHKY W3 IMOJIMATUJICHA BRICOKOW MJIOTHOCTH C 3aBUHYMBAIOIIUMUCS KPBIIIKAMHU U3 ITOJUIIPOITHIICHA
C ocymuTeneM, 0e3 3aluThl OT JeTel, C KOHTPOJIEM MIEPBOTO BCKPBITHSI.

ITo 1 GaHke BMECTE C JIMCTKOM-BKIIAJBIIIEM TIOMEIIAIOT B MTAYKy U3 KaPTOHA.

6.6. OcoOble MepbI MPEAOCTOPOKHOCTH NMPH YTHIU3ANUH MCIOJIb30BAHHOIO JIEKAPCTBEHHOTO
npenapara WIM OTX0A0B, IOJY4YEeHHbIX IOcJe TIPUMEHeHUsl TMpenapara, W Jpyrue
MAHHUIYJISIIUH € TPenapaTomM

Oco0sbie TpeOOBaHUS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU A

Poccuiickas @enepanns

000 «<AMEJIAPT»

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

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

Anpec anekTponHol mouthsl: info@amedart.ru

7.1. llpeacraBuTeNb AepKaTe/Isi pETHCTPALMOHHOIO YA0CTOBEPEHUs!

[Iperen3uu noTpeduTeneil HaNPaBIATH 10 aJIPECy:

Poccniickas @enepanns

000 «<AMEJIAPT»

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

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

Anpec snekTponHou mouthsl: info@amedart.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
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9. KATET'OPHUSI OTITYCKA JIEKAPCTBEHHOI'O MPENAPATA - EATENEHOCTE 0002)

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KATETOPUU OTITYCKa IO PELIENTY.

OOmiast xapakTepUCTHKA JIEKApCTBEHHOro Mpemnapara JlapyHaBup JOCTyNmHAa B €IHHOM peecTpe
3apEerUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEICTB EBpa3suiickoro 3KOHOMHMYECKOIO COI03a M Ha
ounmansHOM caire YIIOJIHOMOYEHHOI'O oprasa (3xcnepTHOM OpraHu3aliu)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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