WHCTPYKLIAS
10 MEAMLIMHCKOMY MPUMEHEHIIO NIEKAPCTBEHHOO MPETAPATA
PETACTPALMOHHIV HOMEP: 7IN-005928

NENCTPUTO
TOPrOBOE HAUMEHOBAHME: lenctpuro

MEAYHAPOAHOE HEMATEHTOBAHHOE, XAMUYECKOE NI FPYNNMUPOBOYHOE HAMMEHOBAHRWE: fopagyput-+naminayauH+TeHa¢osup
NEKAPCTBEHHAR ®OPMA: TabneTkm, MoKphiThie n1gHOMHOR oBonoskoi

COCTAB

1 1abnetka, NOKPLITaA NNEHOYHON 0BONOYKON, COREPKIT,

delicmeyiouee sewecmao: gopasupus 100,0 Mr, namuayaud 300,0 Mr v TeHogosMpa Ausonpokcuna gymapar 300,0 Mr (3kBuBaneHTHO 245 mr

B NePECYETE Ha TeHOOBMPA AU30NDOKCUN);

BCNOMOZAMENLHbIE BELLECTIEA: TNPOMENNO3bI ALUETAT CYKUMHET, UeNNION03a MUKPOKPUCTANINYECKER, KPOCKaPMENNOD3a HaTPKs, KNEMHUA
AVOKCUA KORROWAHBIA, MarHUA CTEAPAT, HATPUA CTeapundyMapat, nneHoyHan 06onouka (rUNPOMENno3a, TTaHa AMOKCMA, NAKTO3bl MOHOTUAPaT,
TPMALETHH, KDACUTENb HENE3a OKCUA KENTHI), BOCK KapHayBCkui,

OMWUCAHKE

OBanbHLIE ABORKOBBINYKAbIE TRBNETKU KENTOro YBETa, € TPABUPOBKOR NGraTAME KOMNAHMM (rpagMiECckia CUMBON) 1 «776» Ha OAHOR CTOPOHE

W TNEAKYE Ha ApYrod,

OAPMAKOTEPAMEBTUMECKAA TPYNMA

Npotusosnpycroe (BUY) cpencreo,

KOJ ATX: J05AR24, }

OAPMAKONOMMYECKWUE CBOMCTBA

(DapmakofuHamuka

Mexanuam delicmeus

Jopasuput

[lopasipuH NpeACTaBNAET coBoR MUPUAKHOHOBLIA HEHYKNEO3MAHbIA MHrMBUTOP oBpaTHOM TpaHckpunTassl (HHUOT) BUY-1 w ukrnbupyer
pennukaumia BIAY-13a cueT HeKOHKYPEHTHOTO MHTBUpoRaHUA oBpaTHOM TRaHCkpunTassl (OT) BAY-1, Nopasupun e uHrubupyet knetoumsle
NHK-nonumepassl yenosexa a, b v mutoxoHapuansiyw IHK-nonumepasy y.

Namuaydun

JTaMUBYAMH NPEACTARNRET COBON HYKNEOIURHKIA BHANOT. BHYTPH KNETOK NaMMBYMH GOCHOPUNMPYETCS A0 aKTUBHOTO METAB0ANTE 5-rpudochara
(namuayavH Tpugocdar/3TC-TA). OcHoBHbIM MexaHu3Mom AeicTaua 3TC-TY renAeTcA ukrubuposanue OT nocpeacTaom pa3phisa yenu AHK nocne
BCTPaMBAHMA HYKNEOTUAHOMO aHanora.

Teropoatpa duzonpokcun

Teno0BIPa AN3ONPOKCHN NPEACTABNALT COBOM aLMKNUUECKH HYKNEO3MAHEIR GocdoHaT aHanor MoHodocdaTa aneroavHa, [na oBpasouanis
TeHohoBipa Audochata TpebyeTCh NEPEOHAYANbHYIN TUAPONS A3dipa TeHOGOBUPE ANIONPOKCUNA 4O TEHOHOBIPE C NOCTEAYIOLIMM
dochopUnIPOBIHIEM KIETONHBIMA depMenTamu. TeHodoanpa sudocdat uHrbupyeT akTeHOCT: OT BIAY-1, kaHKypUpYA C NPUPOAHLIM
cyBCTpaToM ABOKCMAABHO3MH 5 -TpUdoCPaTom, nocpencTaomM paspeisa uenw HK nocne acTpansanis 8 IHK, Tenodosnpa audocdat aanaetca
cnabibim uHruburopom JHK-nonuMepass a, f mnexonutaumnx u MUToXoHApuanbHoi THK-nonumepass! .

pomugosupycHas akmusHOCMb 8 KNeMoyHol Kynsmype

Jopaaupus

[Nlopaeupu AeMoHCTPUPOBan 3Hayerne ECy, 12,0 £ 4,4 umont/n npoTus nabopatopHsix wrammos BAY-1 AUKoro Tna npu TeCTUpoBaHMA

8 NpucyTCTBIAN 100% CHIEOPOTKN 3A0POHOTD HENOBEK] C UCTONBIOBAHWEM penopTepHslx kneTok MT4-GFP, [lopaenpuH npojeMoHcTpuposan
NPOTHAORUPYCHYID AKTHBHOCTB POTHB WWPOKO TPYNNE! NepayyHbiX usonaTos BUY-1 (A, Al, AE, AG, B, BF, C, D, G, H) co 3Hauenmamm ECy o1

1,2 imons/n 4o 10,0 HMonb/n. MPOTUBOBUPYCHAA AKTHEHOCTb AOPABUPNHA HE BN AHTArOHWCTUIMECKON NI COBMECTHOM NPUMEHEHIN C
NEMUBYINHOM W TEHOGOBUPE ANIONPOKCMAOM,

Jlamueydun

MpOTMBOBMPYCHAR BKTUBHOCTS NIAMMBYAVHA B OTHOWEHWM BUY-1 oy b C MCNONB3C HECKONBKWX KNETOUHBIX IMHUG, BRAKOYAR
MOHOLWT! 1t MOHOHYKNERDHBIE KieTki Nepudeprueckoi kposw (MKITK), CTaHAapTHLIMM TECTaMM Ha UYBCTBMTENBHOCTE, 3HAUEHUA

EC., Haxoaunucs & guanasoke o1 0,003 40 15 mkmonb/n (1 Mkmans/n = 0,23 mkr/mn). MeguaHbie skauerus EC; NamusyauHa coctasui 60 HMoRe/n
(avanaaok ot 20 fo 70 Hmonb/n), 35 Hmonb/n (Auanasox ot 30 4o 40 Hmons/n), 30 wmonb/n (Auanaon ot 20 fo 80 umonb/n), 20 HMOAL/N (ANANA30H
o1 3 10 40 Hvonb/n), 30 Hmonb/n (avanasor ot 1 Ao 60 kM), 30 Hmons/n (auanason ot 20 Ao 70 HMonb/n), 30 HMoRb/N (AManasox ot 3 4o 70 HMonk/n)
1130 Hmans/n (guanascn ot 20 go 90 umons/n) npotue BUY-1 nogTunos A-G v eupycos rpyninel O (n = 3 3a uckntoMennem n = 2 gns nogtana B)
CoOTRETCTBRHHO. PuliasnpuH (50 MKMONB/N, MCNONB3yEMBbIt ANA NEYEHNA XPOHUHECKOTO BUDYCHOTD renatiTa C, cHUmaeT akTMBHOCTL NaMUBYANHA
npoTue BUY-1 8 kneTkax MT-4 8 3,5 pasa.

Texoghoaupa dusonpokcun

TIPOTUBEOBMPYCHAA BKTBHOCTE TEHODOBNPE 8 OTHOWEHW NTADOPETOPHBIX W KNMKUYECKWX M3onATos BUM-1 oyenusanacs Ha T-numdotnacTonaHbix
KNETOYHbIX MUHUAX, NEPBUUHbIX MOHOLWTAX/KNETKAX MaKpODaros U iumboLuTax nepudepuyeckoi kposh. 3xausting ECy, And TeHogosupa
Haxofunnce 8 gnanasone 0,04-8,5 Mkmons/n. TeHoHOBUP NPORBARET NPOTUBOBMPYCHYIO AKTBHOCTD 8 KRETOYHONA KYNbTYPE MPOTUE

BWY-1 noaTunos A, B, C, D, E, F, G v O (guanasox 3Havenni ECg, o1 0,5 A0 2,2 MKMONL/N).

PeaucmenmHocme

8 knemoukod Kynbmype

Hopasupun

Pe3UCTERTHbIE K QOPABMPIHY WTaMMbl Gbink oTOBPAHEI B KNETOUHOM KYNLTYPE, Haunkar ¢ BAY-1 guKoro Tna pasninyHoro NPOCXOMAEHWA 1
NOATUNCE, 3 Tak#e peancientroro k HHUOT BUY-1, Habniofaswmvecs BosHUKWME GBMUKOKUCRDTHbIE 3aMeHbl B 0BpaTHoi TpaxckpunTase (OT)
sKmosany: VIO6A, VIOEM, V1061, V108I, F227L, F227C, F227V, H221Y, M2301, L2341, P236L 1 Y318F. B uccneforanusx in vitro He Guirin 8biABNeHb
HavBonee yzcto scTpedaniyvecs HHUOT pesuctentrbie myTaumm (K103N, Y181C), MyTauma V106A (NopAAOK KpaTHOCTY pe3nCTEHTHOCTH 0Kono 19)
MIORBMNACE B KAYECTBE HAYaNbHOM 3aMEHb B nagTvne aupyca B, VI06A unu M - 8 nogrunax A u C. BnocnepcTamnn mytauum F227 (L/C/V) unu L2341
BO3HUKNW B AONONHEHME K 3amMene V106 (FB0MKbIE MyTaUWY, EVBOARLLNAE K KPATHOCTY peancTeHTHoCTY > 100),

Namuaydun

Pe3ycTenTHbIE K NaMUBYAKHY WTaMMbl BIY-1 Guini BbieneHsl 8 KNETOUHOM KYNbTYPE i Y NALIMEHTOB, NPUHAMEBLIUX NAMUBYAVH. [EHOTUIIMYECKUR
aHanua NOKa3an, 4To PEINCTEHTHOCTH BOIHUKNE 13-33 CNELMPUHECKON AMUHOKUCNOTHON 3amensl B OT BMY-1 B Koaowe 184 ¢ 3aMeH0R METMOHIHE
Ha W30/ERUMA UK Banue (M184V/1).

TeHoposupa dusonpokcun

Wsonatel BUY-1, sbigenentsle no Tenogoenpy, skcnpeccuposany 3amery KG65R a OT BIAY-1, ans Hix Gbino noka3aHo 2-4 KpaTHOE CHUKEHME
4yBCTBUTENBHOCTY K TeHofoBupY. Kpome Taro, 3amena K70E 8 OT BIY-1, sbieneHHbie no TeHOGOBMPY, NPUBOAUNE K HEIHAUUTENEHOMY CHIKEHNID
HYBCTBUTENLHOCTY K 36aKABUPY, IMTRULIMTADMHY, NAMUBYANHY W TeHO(OBMPY.

B knunuveckux uccnedosaHuRx

Tepanus 83pocibix NAUUEHMOE, PAHEE HE NOAYYABWIUX NTEYeHUR

Hopasupus

Knunuyeckme nccnegosanvs 3 dassl DRIVE-FORWARD u DRIVE-AHEAD sxniouan paHee He nony4asLumx nedeHun nauuentos (n = 747), cnepyioume
MyTauum 3amensl HHUOT aananuch kputepuamu nckriodesna: L1001, K101E, K101P, K103N, K1035, V106A, V106, V106M, V108, E138A, E138G, E138K,
£138Q, E138R, V179L, Y181C,Y1811, Y181V, Y188C, Y188H, Y188L, G190A, G190, H221Y, L234], M2301, M230L, P225H, F227C, F227L, F227V.

Cnepyiowan peancienTHOCTb de novo HaBniofanack B cyGnanynAwvn ANk akan3a peaucTenTHocTH (nayventsl ¢ PHK BUY-1 Gonee 400 konuit/mn
NPy BUpYcOnOrnyeckoi KeaddeKTUBHOCT WAN NPK AOCROMHOM NPEKPELLEHIA YHACTIR B UCCIEAOBAHIM C AaHHBIMM O PEINCTERTHOCTH).
Tabnuya 1. Pa3snTiie PeancTeHTHOCTI K 96 HELENE B NONYNALWN NELMEHTOB C BUPYCONOTMHECKON HEIDHEKTUBHOCTHIO, ONPERENEHHOR
NPOTOKDNOM, 1 NONYNALMM NALMEHTOR, AOCPOYHO NPEKPATUBLINX NEYEHe

DRIVE-FORWARD DRIVE-AHEAD
DOR+HMOT* DRV+ r+HWOT* DOR/TDF/3TC EFV/TDF/FTC
(383) (383) (364) (364)
MpoBeeHo reHoTUIpoaaHINE, n 15 18 2 3
[eHOTUNUYECKAR PEINCTEHTHOCTE K
DOR vnu koHTPONE
(DRV wnit EEV) 2 (DOR) 0(DRV) & (DOR) 14 (EFV)
HUOT Vi 0 6 5
Tonsko M1B4I/V 2 0 4 4
TonbKo K65R 0 0 1 0
K&5R + M1841/V 0 0 1 1
*HUOT (Hyxneo3uaHbie nHrnBuTopsl 0bpaTHoN TparckpunTassl) a rpynne DOR: FTC/TDF (333) uaw ABC/3TC (50); HUOT & rpynne
DRV+r: FTC/TDF (335) wnu ABC/3TC (48).
*Tlaunentsl ionywany FTC/TDF,
DOR = gopasupus; ABC = abakasup; FTC = sMrpuyvTabuk; DRV = gapyhasup; r = putonaenp; 3TC = namusyzuk; TOF =Tenodosnpa
Avsonpokeuna dymapar,

BOZHUKILME B CBA3N C NPMEMOM AOPBUPUHE MyTaLMK pesucTeHTHOCTY 8 OT BKNI04aNK OAHY AN HECKONbKO W3 Cnefylowmx: ABBG, V1061, V106A,
V106M/T, Y188L, H221Y, P225H, F227C, F227C/R n Y31BY/F.

B3pacrsie nayueHmel ¢ supyconozudeckoll cynpeccuel

B uccnenosanme DRIVE-SHIFT Bbink BKNIOYEHS! NBLMETH C BUPYCOnoruYeckon cynipeccued (N=670) Ge3 cyuaes HeaddekTuaHOro nevenun

B aHamHe3e. [JoKyMeHTaNbHO NOATEEMHAEHHOE OTCYTCTBYE FEHOTUNIMHECKON PESUCTEHTHOLTM (A0 HaYana NepBoi Tepaninv) k AOPBUPUHY,
namvBYAKHY U TEHOHOBIPY BbIND HACTEI KPUTEPUER BKNIOYEHWSA NBUMEHTOR, KOTOPbIE BbiNK NEPEBEAEHDI CO CXEMbI Ha OCHOBE
WHrMOUTOPOR NpOTEa3E! WM HTBUTOPOE MHTerpastl. MyTaunm samexsl HHUOT, ABnABLWINECs KDUTEDUAMN VCKIIOYEHNS, COOTBETCTBYIOT
nepeyncnentbiM eeiue (DRIVE-FORWARD u DRIVE-AHEAD) 3a uckniowenmem MyTaumi 3amen B OT KI03N, G130A u Y181C (npuHaTsix 8
DRIVE-SHIFT). [lokyMeHTansHO NOATBEPK AEHHER TEHOTUNUHECKAA PEIUCTERTHOCTL NEPES HaYaNoM NeyeHna He Tpebosanack ANR NAUMEHTOS,
KoTOpbIE GbINK NepeBEneHbl Co CXEMbI eyeHuA Ha ocose HHWOT. B knuknyeckam uccneposaniv DRIVE-SHIFT y naumnenTos ke passunacs
reqoTMNVYeckas Wik GEHOTUMINYECKAR PEIUCTEHTHOCTS K ACPABUPUHY, NAMUEYAMHY UNU TEHODOBMPA AUIONPOKCUNY B TEYEHNE NEPBLIX

48 Henenb (HemepneHHsiin nepexaa, N=447) unu 24 Heaens (oTcpodettbii nepexos, N=209) Tepanuu ipenapatom [Jencpuro, ¥ ofiHoro nauwenTa
pa3sunack MyTauuA OT M184M/| 1 deHOTUNMYECKAR PEINCTEHTHOCTD K NAMUBYAWHY W TEHOGOBNRE AMIONPOKCNY BO BPEMA NIEYEHNA COMMAcHo
MCXOAHOMY pexmMy. Hu y 0aHoro U3 24 naunenToe (118 rpynie HEMEANEKHOTD NEpExofa, 13 B rpynne oTCPOHEHHOTD NEpexoza) C NCKOAHBIMAU
MyTauwamn HHAOT (OT K103N, G190A uam Y181C) He HaBnioaanock BUPYCONOTHYECKOW HE3GHEKTMBHOCTI B TeYeHWE 48 HEAENb MW HA MOMEHT
NPEKPALLERIA NEYEHNR,

Mepekpecmuan peaucmeHmHocmMe

He 66170 NOKA3aHO 3HAYMMOIT NEPEKPECTHON PEINCTEHTHOCTM MEX QY AOPARMPIH-PEIUCTERTHBIMM WTaMMami BUY-1 1
NaMUBYAVHOM/2MTRULMTAGHHOM UAN TEHODOBNPOM, UK MEKAY NAMUEYANH- UK TEHODOBIP-PRINCTEHTHBIMK LITAMMBMI 1 JOPaBUPUHOM.
Jopasupuk

[lopaBupi oUeHNBaNN Y OrpaHUYeHHOro Yucna naunesTos ¢ HHUOT pesucrentrocTsio (K103N n =7, G190A n = 1);y 8cex naunexTos
Habinopanack cynpeccun Bupyca 4o <40 kanui/mn Ha Hepene 48, Noporosan TUKa CHUKEHWA UyBCTBUTENLHOCTY B PE3YNbTATE PE3NNHHEIX
HHWOT-3ameH, KOTOPaR CBA3HE CO CHUKEHMEM KNTMHUYECKON 3QHEKTUBHOCTY, YCTaHOBNEH] HE Bbing.

TNaBopaTopHbie wrammsl BIAY-1, Hecylume yacTbie carzantsie ¢ HHMOT myTaunn 3amens K103N, YIBIC unn K103N / Y181C 8 OT, xapaktepusyiotca
CHUKEHUEM UYBCTBUTENBHOCTH K AOPABUPUHY MEHER YeM 8 3 Pa3a no CPABHEHMIO C BUPYCOM QUKOTO THNA NPW OLEHKE B NDUCYTCTEBNN

100% CbIBOPOTKY 30PDBOTO YernoBeka. B MccnefoBaruax in vitro nopasmphk Gbin ciocoben nHrbupoBaTs cneaylowme caasatbie ¢ HHUOT
3amebl: myTaun K103N, Y181C, G190A n E138K 8 KAMHUHECKH SHAYMMBIX KOHUEHTPALNAX.

MepeyeHs 13 96 PasnuuHbIX KTMHIIECKWX M30NATOB, CoAepaLi cansanHble ¢ HHUOT MyTaumm, Giin nayUeH B OTHOWEHIN UYBCTBUTRNLHOCTH

¥ OpasuphHy B NpUcyTCTanM 109 deTantHoi Gbiubei coiBOpOTKM, KnitHuieckne u3onaTe, copepkawme sameny Y188L win samesl V106 &
komBuHauwm ¢ A9BG, H221Y, P225H, F227C unw Y318F, x3paKkTepu3oBaniich CHUMEHMEM HYBCTBTENLHOCTH K A0paBupuHy Gonee yem 8 100 paz.
[pyrite 3aMeHb! XapaKTEPU30BaNKCh 5-10 KPATHBIM CHINKeHVeM YyscTeuTensHocTv (G190S (5,7), KI0IN/P225H (7,9), VI0BI/Y181C (6,9), YIBIV (5,1)).
KNuHUYBCKaA IHAUMMOCTD CHIUMEHWR HYBCTBUTENLHOCTK B 5-10 pas HewasecTHa,

BOIHUKILNE IOCNE HAYaNa NEYEHIR MYTALMIY, CBR33HHDIE C PE3CTEHTHOCTBIO K OPABMPKHY, MOryT 0BycnaenuaaTh nepekpecTHylo
PEINCTRHTHOCTb K 3haBIpeH3y, DUANWBMPUHY, HEBMPANKHY 1 3TPaBUPWHY. B 6a30BbIX MCCNEAIOBAHWAX U3 7 NALUMEHTOB, Y KOTOPBIX PA3BMNACL
BBICOKAR CTEMNEHb PE3MCTEHTHOCTI K AOPaBUPUHY, Y 6 NauneHToB Gbina GeHOTUNMYECKER PEINCTEHTHOCTD K 3IGABNPEHIY W HEBNPATUHY,

¥ 3 NAUMEHTOB - K PUANUBUPIHY, 1 Y 2 NALIMENTOR Bbina YACTUYHER PEINCTEHTHOCTE K STRABMPUHY Ha OCHOBAHWY aHann3a Phenosense komnaum
Monogram (Monogram Phenosense).

Jlamusydur

Cpean HUOT Habnioganacs nepexpecTHan peancTeHTHoCT. 3ameHa M1841/V, cBA3aHHaR C PE3UCTEHTHOCTLIO K MAMUBYAUHY, Bbi3biBasT
PE3NCTEHTHOCTE K IMTPULMTaOMHY. TTaMUBYAMH pesncTenTHble BUY-1 MyTanThl Takie 0Bnagan nepekpecTHoi pesucTeHTHOCTLI0 K

Avgasoauny (ddl). Y HexoTopbIX NALNEHTOR, KOTOPBIE TIONYHEN 3UCBYANH W AUAGHOINH, PA3BUANCE M3ONATH, PEIMCTEHTHEIE KO MHOTAM
wHrubutopam OT, BKNIOHER NBMHBYAUH,

TeHodiosupa duzonpoxcun

Cpepw HUOT Habniopanack nepekpecTHas pesucTeHTHoCT, Jamena K65R 8 OT BAY-1, Bbigenennan no TeHOHOBUPY, TaKkKe BuARNEHA Y
HeroTopbix BAY-1-MHGMLMPOBEKKBIX NAUMEHTOB, NONYWaBLINX abakaBup Wik AAaHO3MH, M3onaTel ¢ 3ameroi K6SR 8 BUY-1 Takme nokasanu
CHUKENHYI0 YYBCTBUTENBHOCTE K 3MTPMUMTa0WHY U namusyamHy. Takum 0Bpasom, NepekpecTHan pesncTenTHoCTb cpegv HUOT MOXKET BO3HUKaTL
¥ MaLMEHTOR, ¥ KOTOPBIX BUPYC HeceT 3amery KB5R. Jamena K70E, KnuHU4ecky BelieneHHan No TeHOGOBMPa AU30NPOKCUNY, TPMBOGNT K
CHUKEHNIO YYBCTBUTENBHOCTY K 2GaKaBUPY, AWAAHOINHY, IMTPULMTABUHY, NaMUBYAUHY v TeHodosupy. M3onaTsl BUY-1 nayvenTos (n = 20),

Y KOTOPbIX B CPEAIHEM IKCNPECCUPYETCA 3 3AMEHLI BMUHOKUCNOTHI, CBR3AHHbIE C PESNCTEHTHOCTBIO K 3u0ayAuHY, 8 OT BIAY-1 (M41L, DE7N, K70R,
L210W, T215Y/F wnwn K219Q/E/N) nokasanm CHUKEHWE HyBCTBUTENLHOCTI k TeHoGOBMPY B 3,1 pada. ¥ naLneHTos, BUpYE KOTOPbIX 3KCNPECCUPYRT
3ameny L74V OT Ge3 3amen, CA3aHHbBIX C YCTONYMBOCTBIO K 3MA0BYANHY (1 = B), OTMEYANGCH CHWKEHWE OTBETA HA TEHOGOBUPA AUSONPOKCA,
OrpanuyerHble JaHHbIe OCTYNHbI ANA NayKeHTos € 3amenamm Y115F (n=3), Q151M (n = 2) wnn nHcepuweis T69 (n=4) 8 OT BUY-1, y Bcex y KoTopsix
HaBNIOAANCA CHIKEHHLIIM OTBET B KNMHUYECKUX MCCNRA0BAHNAX.

Oapmaxoxuuemxa

Mocsie npuema OAHOKpPATHOR 03kl NPpenapata lencTpuro gopossimi foBposonbiami (N = 24) HaTOWEK 3KCNOIMUMA AOPEBUPUHAE, NEMUBYAUHE
v TeHodoBupa Bbina conocTaenma ¢ Habniofaemot MK NpUeme No OTAENEHOCTH TaBineTku, copepwallen sopasupuk (100 mr), Tatinetk,
conepxalwei namusyavt (300 mr) u TabneTxn, copepraliei Tenodosnpa ausonpokcin (245 mr), Mprem opHoi Tabnerkv npenapara flencrpuro
OAHOBPEMEHHO C NULLEN C BLICOKUM COAEPKAHUEM KMPOB 3A0POBLIMKM A06POBONLLAMY NPUBOAUN K yBenUuermio Cyy AOPaBUPUHE Ha 26%, B TO
BREM#A Kak KoHUEHTRaUWA & niaame (AUC) n Makcumanthas kosueHTpauua (C,,) 3HauuTenbto He uamenunucs. C,,, NaMUBYAMHA CHU3UNACH Ha
19% Npy 0AHOBPEMEHHOM NPUEME C MMILEN C BHICOKUM COAEPHAHINEM KMPOH, B TO BPpEMA Kak AUC 3HauuTenbHO He uamesnince., C,, Tesodosupa
YMeHbWINach Ha 12% Npu 0fHOBPEMEHHOM NPUEME C NNLLEN C BHICOKIM CORSDKAHNEM MUPOB, B T0 Bpems kak AUC ysennyunacs Ha 27%, JaHHble
Pa3nnLNa 8 HapMIKOKUHETUKE HE ABNAITCA KNUHUYECKN 3HAUNMBIMK,
Hopasupur

DapMaKoKWHETIKE JOPaBMPIHE W3YYanach Y 310poBkIX AoBpoaoneues v BUY-1-ukduUMpoBanHLIX naumnenTos. (apMakoKWHeTUKa JOPaBUpHHE
ABNASTCA CXOAHOM Y 300p0BbIX J06POBONLLES 1 BUAY-1-UHGMUMPOBSHHEIX NAUMEHTOB. PABHOBECHOE COCTOAHME 0BLIYHO AOCTUFANOCK KO BTOPOMY
[IHI0 TIPY TIPUEME OAANH Pa3 B CYTKN, C KoahpuumerTom Hakonnenug ot 1,2 20 1,4 ans AUC, 5, Coye b Cor DEPMAKOKUHETUECKNE NOKAIATENN
LOPaBUPNHE 8 PABHOBECHOM COCTORHWM NOCAE NpUema B A03e 100 mr oanH pas B cyTkin BUY-1-uHMUMPOBAHHEIMI NBLMEHTAMM HA OCHOBAHUW
NONYNALMOHHO-DAPMAKOKMHETUYECKOTO aHANW33 NPUBELEHDI HIKE,




Mapamerp AUC,,. Cone Cu

GM (36CV) MEMONE/T 4 MKMONE/N HMONB/N
[lopasupur

100 mr 37,8(29) 2,26(19) 930(63)
OfVIH P33 B CYTKM

GM: cpefHee reoMeTpudeckoe sHavenne; %CV: reomMeTpuseckui Koadi {T BapUALMM
Bcacbisarue

TIpit fiEPOPANBHOM NPUEME MAKCUMANBHBIE KOHLHTDALIMM B NNEIME KPOBW SOCTUraIOTCA Yepes 2 Yaca nocne npuema. Benvumna abcaniotHod
BMOAOCTYNHOCTM 4OPABMPHHE COCTaBINA NPUMERHO 64% AnA Tabnetkw 100 mr,

Pacnpedenenue

Ha DcHoBaHWM BHYTPHBEHHOTO (B/8) BBEAEHWA MUKPOAO3I 06 BEM pacnpereneiing OpaBnpuHa cocTagnaer 60,5 n. JlopaBUpWH CBA3bIBASTCA

€ BenkaMn NNa3Mbl KPOBU NpuBAKIUTENLHO Ha 76%,

Memabonusm

Ha 0cHOBaHWY AiakHbIX N vitro AOPaBUPWH NpeumMylLiecTBEHHO MeTabanuaupyeTca nocpeacteom CYF3A,

Beigedenue

Hopasupun

KoHeunsiit nepuop nonyesisesenus (T,,) A0paBupKta CocTasnReT okono 15 yacos. opasupuH 8 OCHOBHOM 2NUMUHUPYETCA NOCPEACTBOM
oKucnUTENsHoro Metabonuama, onocpenosakiHoro CYP3A, BuisepeHue Hen3MeHeRHOo Npenapara C #en4blo MOKET BHECTH BKNA/ B BbIBRABHWE
AGPABUPHHE, HO HE DIKWLAETCH, 4TO 3TOT NYTh BbIBEEHIA ByneT 3HauTENbHbIM, BoiBeAEHNE HEUIMEHEHHOMD NPENEPETA C MOHOR HEIHAMTENBHO.
Tlamusyduy

Mocne nepopansHoro NpveMa NaMvBYANH BbicTRo aBcopBUpYeTCA 1 8 SHAYUTERLHON CTENEHN pacnpeaenseTcs, Mocne Npuema MHOTOKPaTHBIX
1103 filamvByARHa 300 Mr 01 pa3 B et B Teuenwe 7 fHed 60 35oposbimu foGposonbLamu C, 8 paBHoBECHOM COCTORHMWM (C,,,,,) cOCTaBUNA
2,04+ 0,54 mrr/mn (cpeanee + CO), a AUC 8 pasHoBECHOM COCTORHWM 3a 24 yaca (AUC,,,) cocTasuna 8,87 £ 1,83 mkryac/mn. Canableanine

¢ Genkamy NNa3Mbl ABNAETCA HU3KIM. [pUdAM3UTENLHO 71% OT 4036l NAMUBYANHA, BBEAEHHOTO BHYTPUBEHHO, ODHAPYKUB3ETCA B BUAS
HEWIMEHEHHOTO N1eKAPCTBEHHOTO NpENapara 8 Mose. MeTabonusm ABNAETCA HE3HAUNTENBHLIM NYTeM BIBEAIEHNA, EAUHCTBRHHBMM U3BECTHIMM
MaTabonMTaMu NaMMBYAMHa Y YEN0BEKE ABNAKTCA TPHC-CyNbhOKCHAHIE meTabonuThl (NprBnnskTensko 5% oT nepopantHoR Ao36 Yepes

12 yacos). B GONBUWMHCTEE WCCABADRAHWI NPY NPVEME OAHOKPATHON 40361 y BUY-1-MHOHUMDOBEHKLIX NAUVEHTOR WA ¥ 300poBLIX A0GPOBONLLES
Habnionaembiil CpeaHmin Nepuog nanyesisegeHna (T,,) Npu B3ATMM 0BPa3LI08 CLIBOPTKY & TEUEHME 24 4 NOCNE 40361 BaPLUPOEAN OT 5 40 74,

Y BUM-1-uHdULMPOBaHHBIX NaLWEHTOE 0BIWNIA KnnpeHT cocTami 398,5 £ 69,1 mn/muk (cperee + CO).

Tenogposupa duzonpoxcun

Mocne NepopanbHEro NPUEMa HATOWAK 245 MT TeHooaMPE Auaonpokcuna BUY-1 uduumposanHbimg naunertamm, Co., Geina gocturiyta
Y4epes3 afnH YaC. 3HaueHuR Cy, 1 AUC cocTapinm 0,30 £ 0,09 Mkr/mn n 2,29 + 0,69 MKr+4/MN COOTBETCTBEHHO. BOADCTYNHOCTE TEHOGOBIPE U3
TeHndOBYPa AV3DNPOKCUNE Y NALVEHTOB NOCNE NPUEMA HATOWLaK cocTaBuna npubauanTensho 25%. Mekee 0,7% TeHodoBipa CeA3bIBARTCA €
Benkamu nnaimel Yenoaeka in vitro B guanasone ot 0,01 go 25 mkr/mn. Mpubnuaurentho 70-80% Ao3b TeHOHOBMPE, BBEARHHOTO BRYTPUBEHHO,
ObHapyXVBAETCA B BIUIE HEWIMEHEHHOTO NIEKAPCTEEHHOMD NPenapaTa & Moue uepes 72 yaca nocne 8eefeHmA. TeHodoBup BLIBOAUTCA NyTem
KoMBUHaLWM KnyBOUKoBOM GUALTPALMM W aKTMBHOM KaHaNLUEROR CEKPELNI C NOYSUHBIM KIVPEHCOM 243,5 + 33,3 Mn/mnk (cpennni £ CO)

y BIPOCABIX C KpEHCOM kpeaTuHiia (KK) Gonee 80 mn/muk, Mocne nepopanbHOro npuema KOHeuHbIi NEpUo NanyBLIBEARHHA TeHOHOBIPa
cocTagnAeT npuMepHo ot 12 fo 18 yacos. B uccnejosanuax in vitro Gbino YCTaHOBNEHO, 4TO HU TEHOHOBUPE AMIONPOKCUA, H TEHODOBUD HE
ABNAKTCA CybcTpaTamu depmenTos CYP450,

Hapywenue yHkyuu novek

Hopasupuv

BoiBeAeHNe JOPaBUPIHA NOYKEMI HEIHAUWTENBHO: OKONO 6% BBOAMMON 0361 OBHEPYKMBAETCA B HEMIMEHHOM BIAE B MOUE.

B MCCNEAOBAKUI NP CPABHEHWM Y 8 NALMEHTOB C TRXENON CTENEHbIO HAPYWEHWA GYHKUWW NOYEK 1 8 NBLMEHTOR BE3 HAPYIEHNR GyHKUMM
NoYEK, IKCNOINLUNA OHOKPATHON A3kl ADPABMPUHE Gina Ha 31% Bbille y NALMERTOB C TAKENOM CTENEHBIO HAPYIWEHUA BYHKLUM NoYEK,

B nonynaumnosHo-pap {ETUYECKOM | BK nauvenTos c KK Mexgy 17 1 317 Mn/MuH, noveyHan yHKUMA He okasbiaana
KMHWYECKM 3HAUMMOr0 BNUAKUA HA GaPMAKOKUHETUKY FOPABMDIHA, KOPPEKUNS A03bI Y NAUWEKTOB C NETKOR, CPRAHEN MK TRKENOA CTRNEHHIO
HapylEnua dyHKLWY novek He TpefyeTca, [lopasipuH He V3yyancs y NalMeHTOB C TEpMUHANLHON CTaAMen NOYEYHOM HEJOCTATOYHOCTH NN Y
NALKERTOB, HAXDAALMXCA Ha Anani3e (cM. pazgen «Cnecol npumerienus U dossh).

Namusydux

B MccnenosaHnsx naMvByAvHa Obio NoKasaHo, 4To BenvunHa AUC NOBBILIGETCA Y NALMERTOB C HAPYLIERMEM (YHKUMM NOYEK U3-33 CHUMEHUA
Kknuperca. OCHOBLIBAACH Ha AaHHBIX, NONYYEHHIX ANA NAMUBYAUHE, NPEnapaT encTpuro NpOTUBONCKAIAH NALMEHTAM C pacyeTHEIM KK <50 MI/MIH,
Terohosupa dusonpokcun

(DapMaKOKMHETHYECKIE NBPaMETPbl TEHODOBMPE ONPEABNANM NOCNE OGHOKPATHOO Npuema 245 Mr TeHodosMpa gu3onpokcuna 40 83pocnbim
BUY-HeMHDULMPOBaHHBIM NALMEHTAM C Pa3NUYHON CTENEHBIO HAPYLLEHWR GYHKLWW TOYEK, ONPeRieneHHOR Mo MCXORHOMY 3Haueruio KK
(HopmansHan dykuva novek npu KK >80 mn/muH, nerkoe Hapywenme npn KK = 50-79 ma/mun, cpeauee npu KK = 30-43 mn/muw 1 TRKEN0R

nipu KK = 10-29 mn/mus). Mo CPIBHEHMIO € NALWEHTAMA C HOPMANEHOR dYHKLMEI Novex, cpeaHAR (koadhiuneT BaapuaLi %) 2KCNO3MLWA
TeHodoBMpa Bo3pacTaeT ¢ 2185 (129) Hreu/mn y cyGbekton ¢ KK > 80 ma/mux fo 3064 (30%) Hre/mn, 6009 (42%) Hrew/mn v 15985 (45%) Hreu/mn y
NBUNEHTOB € NIETKIAM, CDRAHIM 1 T Hapy DYHKUMI NOYEK COOTBETCTBEHHO.

(DapMakoKMHETMKA TEHODORMPA Y BIPOCTbIX NAUMEHTOR, HE HAXOAWMXCA Ha remogvanie, ¢ KK <10 MA/MUH W y NALMENTOR C TepMUHaNEHOR
CTafUe NOYEYHON HEAOCTATOMHOCTY, HAXOAAWNXCH HA NEPUTOHEANBHOM M APYruX GOPMaX ANanu3a, He MCCNERDBaNaCk,

Hapywenue hysKuuu neveHu

Hopasupun

NlopaBupuH & OCHOBHOM METABONMINPYETCH 1 BBIEOAWTCA NEvekbio, HE OTMEYEHD KANHIYECKI SHAYMMBIX PAINMNIA B QEPMEKOKUHETIKE
AOPEBMPMHA B MICCNEA0BaHUN NPY CPABHERNN Y B MAUMEHTOB CO CpefiHeN CTENeHbIn HapyWweHWA dyHkumyu nevenn (Knacc B no Yaitng-Tisio 8
OCHOBHOM 33 CUET YBENMYEHMA BbIPAXKEHHOCTI 3KUehanonaTiy v acynTa) n 8 nauuerTos Ge3 HapyweHus dyHKUIA neverin. Koppekuma Ao3si

y NALMEHTOB C NETKO AN CPEIHE CTENEHBIO HAPYWeHNA dYHKLWM Nevery He TpebyeTca. [lopasupuH He M3YYancR y NaUNEHTOs C TANENO#
cTeneHblo HapyweHus dyHkyim nedenn (Knace C no Yaing-Moio) (Cm. pazgen «Cnocof npumenerus u dodu).

Nomusydun

(DapMaKOKMHETUYECKHE CBOMCTBA NAaMUBYIUHE U3YHaNNCh Y NALIMEHTOB C HAPYWEHNAMM YHKLMM NeYeHN OT CpefHeR 40 TRXENON CTeneHN
TAKECTY. (PAPMAKOKMHETHUECKHUE NaPaMETPEI HE MEHAMKCD CO CHIKEHMEM BYHKLMK NeeHn, Be3oNacHOCTh ¥ 3OHEKTUBHOCTE NAMUBYAMHA NpK
AEKOMNEHCHPOBEHHbIX 3360N2BAHIAX NEYEHN HE M3YYanacs,

Teroosupa Gu3onpoKcun

DapMaKOKVHETVKY TeHOPORMPE NIOCNE TIpUEMa 245 MT TEHOGOBUPE ANZONPOKCUAA M3YNANY Y NALMEKTOR C HADYLIEHMAMY GYHKLMN TIEYEHI

OT CpefHei 4o TRIKEN0N cTeneny TakecTw, K| JECKN 3t p it 8 GiApMaKOKMHETMKE TEHO(OBMPA Y NBLIMEHTOB C HAPYLIEHUAMM
yHKLMIM NEYEHW W 3A0pOBLIMY fOBPOBONbLAMM He Habnioganocs.

Moxunsie

HecMOTPR Ha OrpaHiueHHO KONMYECTRO NALMEHTOR (N = 36) & BO3PACTE 65 NET U CTAPLIE, BRIIDMEHHEIX B KIMHUYECKOe Wecneforanme 1 dasbl
Wk B NONYNAUMOHHBIR GaPMAKOKUHETUYECKWIA aHanu3, He Beino 0K KM 3HaY p i1 hiapMEKOKMHETHKN AOPABUPHHG Y

NaUMEHTOB 8 BO3PaCcTe 65 NET U CTAPLWE N0 CPABHEHNIO C NALWeHTamMit Mnaawe 65 net. DapMakoKVHETIKa NaMUBYINHE ¥ TeHOHOBMPA Y NALIMEHTOB B
BO3pacTe CTapiue 65 NeT He n3yuanacs. Koppekuyws foasl #e Tpebyerca.
Mon
KNUHUYECKM 3HaUUMBIX PA3NMYMA GAPMAKOKUHETHKIA ACPEBMPUHA, AAMUBYANHA WINK TEHOHOBNPE MEKIY MYKUUHIMK W KEHUMHAMM BEIRBNEHO
He Grino.
Paca
Jopasupun
Ha ocHoBaHMM aHHbIX NONYAALUXOHHO-GaPMaKOKMHETUYECKOrD aHaNW3a fOpPaBvpuHa y 3A0poskix fobposonbyes i BUY-1 uHduumpoBanH.ix
MAUMEHTOB KAMHMHECKM 3HAUMMBIX PACOBBIX PA3NU4Iit aPMaKOKMHETIKM JOPABIPMHA BLIRBNEHO He Bbino,
Tlamugydus
He 65110 BLIRBNEHO CYIECTRERHBIX MW KTMHIYECKM IHAYMMBIX PACOBBIX PEINNYMA YaPMBKOKUHETHRN NAMUEYANHAE,
TeHoghosupa duzonpokcun
Hepocratoutos KOMMUBCTEO NPEACTABUTENEN PACOALIX W ITHIUECKITK TPYIN, OTIMYHEIX OT EBPONBOMAHOR, HE NO3BONANG ASKBATHO ONPEAENNTE
NOTEHUMANEHEIE PADMIKOKMHETUYECKUE P CPEAN 3TUX NONYNALAIA NOCNE NPUEMA TEHOOBUPA AM30NPOKCUNa.
MOKA3AHUA K MPUMEHEHWIO
Neuerne BUY-1 uHDEKLMM Y BIPOCNLIX MALMEHTOS.
MPOTUBOMOKA3AHUA
- MMoBbIleHHaR YYBCTEUTEABHOCTb K AOPABUPUHY, NAMUBYZUHY, TEHOGOBIDY Wik K NIBOMY APYTOMY KOMNOHEHTY NpeEnapata,
- COBMECTHOR NPUMEHEHIE C NEKAPCTBEHHBIMN NPENAPATaMY, ABNRIOWMMYCA CHALHBIMY MHAYKTOPaMK CUcTeMbl LuToxpoma PASD (CYP)3A
(M3-33 3HAYUTENLHOTO CHIKEHVA KOHLEHTPALIWMY AOPEBMPUHA B NAE3ME Kpok) (cM. pasgen «Ocobbie ykasaruss w «Biaumodelcmeue ¢ dpyeumu
NIEKAPCIEEHHLIMU CPEICmBamus). ITV NPENEPETH BKNIOYIOT, HO HE OrPaHWIMBEKTCA:
+  kapBaMasenuH, okckapBasenuk, deHoGapbutan, deruTomH;
© pUGIMNIYMH, PudaneHTUH;
+ NeKapCTBEHHBIE PACTHTEbHbIE NPEMapaTsl 38epobos npoabipABIExHora (Hypericum perforatum);
« MUTOTaH;
« 3HIANYTAMNA
+ nymakagrop.
- HenepeHocumocTs NaKTaabl, AeGUUMT flakTassl, TMIoKO30-TanakTo3HaR MatbabcopBuus (TK. Npenapar COREPMMT NAKTA3H MOHOTVApET).
- leTcknit BospacT Ao 18 neT (aTCyYTCTBME AaHHEX N0 3ddeKTUBHOCTH 1 Ge3onackocTw),
- BepEMeHHOCTb, NEPUDZ TPYAHOTO BCKAPMANBAHUR (M, Dasaen «/Tpumenerue npu GepeMerHOCMU U 8 Nepuad 2pyOHO20 BCKAPMAUBTHURD).
- MauwenTs ¢ pacyeTHsiM knupencom kpeatuka (KK) < 50 mn/muH,
- MauyweHTs! C TAXENO# CTeneHbio NeveHouHoi HefocTatouHocTy (knace C o xnaccudmkauum Yaing-Nsio) (otcyTerane AanHelx o6 3¢dexnanocTi
v BesonacHocTy).
- OQHOBPEMEHHBIA NDHEM C APYTUMM 3GHTUPETPOBMPYCHBIMK NPenapaTami.
COCTOPOXHOCTbIO
CRefyeT C OCTOPORHOCTBI0 NPUMEHATS OHOBPEMEHHO CO CeyIoLyMMA NEKAPCTBEHHBIMK Npenapatam: pudabytuw, nabpadexnt, neausypap,
B03eHTaH, THOPHA3UH, HAUUNAUH, MOKAGUHAN, TEROTPUCTAT 3TUN, TEKPOTUMYC 1 CUPONUMYC (CM. P «B3gumadelicmaue c dp
NeKapc MU cpedc n «Ocobie )
MPUMEHEHWE NPW BEPEMEHHOCTW W B MEPUOJ rPYAHOI0 3CKAPMIUBAHUA
BepemeHHoCTb
[lakHble 0 TIPUMEHEHIY JOPaBMpPIHa Y GEPEMERHBIX OTCYTCTBYIOT UNW OTpaMyEHbl. BoNbLoe KOMYECTBO AakHbIX, NONYEHHbIX Y SEpemeHtbix
weHwwH (Gonee 3000 Mcx0A0B NEPBOrD TPUMECTPE), NPMHUMABLUMX NAMUBYAVH B KOMBUHALMM C APYTIMU AHTUPETROBUPYCHLIMK penapaTami,
YKa3bIBAIOT Ha OTCYTCTBUE MANLGOPMALIMOHHOA TOKTUMHOCTI, YMEPEHHOE KONMMEBCTEO AakKbIX Y BepemenHbiX MerwwuH (B gvanaaone ot 300 go
1000 ucxonoe GepemeHHOCTY) YKa3bIBaloT Ha OTCYTCTBUE MANBAOPMALIMOHION UK DETO/HEOHATANLHOR TOKCULHOCTH, CBAZAHHOM C NPUEMOM
TeHODOBMPa AM3CNPOKCHNA.
Peaucmp no npUMEHEHUI0 GHMUPEMPOBUPYCHbLIX NPENapamOe 80 8pema GepeverHocmu
IInA MOHUTOPMHI MCXOF08 DEpPEMEHHOCTH Y NALMEHTOR, NOARERTILMXCH BO3AEACTEINIG AHTUPETDOBIPYCHBIX MPEMNapaTos B0 BPEMA
BepemenHocTy, Bbin CO3AaH «PerucTp NO NPUMEHEHUID BHTUPETPOBNPYCHBX NPENAPETOB 50 BPEMA OepamenHaCTMY. Bpayam pexkoMenayeTca
DErVCTPUPOBATD NAUMEHTOS B 3TOM peecTpe.
WccneoBaiua SOPBMPUHE Y KUBOTHBIX HE YKA3IEAIOT Ha NPAMBIE W KOWBEHHbIE HEXXENaTENbHbIE 3GPEKTL! B OTHOWEHNA DENPOAYKTUBHOR
TOKCU4HOCTH.
Wccneposania TeHodoBMPa AWICNPOKCUNA Y KUBOTHBIX HE YKA3IBAIOT Ha IPAMBIE WM KOCBEHHSIE HEXENETENbHBIE SPHENTSI B OTHOWEHNM
PENPOAYKTUBHON TOKCUHHOCTH,
WccnegosainA naMMBYANHE Ha KUBOTHBIX NOKa3aNit BOIPACTaHWE YWCHA CryYaes panHHen IMBPNOHENbHOA rHBen y KpORUKOE, HO He Y Kpbic,
Toka3ao, 4To NAMMBY/NH CocoBeH NPOHIKATE Yepes NALEHTapHDIR Gapeep y wenoBexa. JTaMMBYAMH MOKET HHTMBUPOBATS penukalmio JHK 8
wneTke, KAMHIHECKan IHa4MMOCTb 3TiX HabmogeHnit HenlgecTHa,
MpoTuBCnaKkaIaHo neTonb3oaaHne npenapata [Jenctpuro 8o Bpema GepeneHHoCTH,
MNepuop rpyAHOro BCKapMANBAHNA
Her fanHbIX 0 BHAENEHAM ADPABUPIHE C TPYAHBIM MONOKOM. MIMBIOWWMECS DPMAKOAMHEMVMECKNE/ TOKCMKONOT MMECKVE AaHHBIE Y IKMBATHbIX
NOK333/11 BbIBEASHNE QOPEBUPHHA C TPYAHBIM MONOKOM.
TNamnsyaun 06HapPYKUBANN Y HOBOPOKABHHEIX/MAALEHLER, HAXOARILMXCH 12 FPYAHOM BCKEPMAMEAHWN, MATEDW, KOTOPEIX NONYHANK A3HHBIA
nipenapar, OcHoBLIBaRCL HA HaBnioferun Gonee 200 nap MaTb/peBeHoK, KHUEHTPALMA NAMMBYAUHA B CHIBOPOTKE Y MAAJEHLEE, HAXOAALUXCA
Ha rpygHOM BCKAPMAMBAHIM, MaTEPM KOTOPLIX NONYHAIOT Nevexue no noscay BIAY uHdeKwMM, RENAETCA O4EHE HU3KDR (< 4% OT KoHUEHTPaLWN
NAMUBYANHE B CHIBOPOTKE MATERW) W NPOTPECCUEHO CHIMAETCH 40 HEONPEJENAEMbIX YPOBHEN C AOCTHAEHMENM MBLEHAMI BO3PACTa 24 Hefenb.
[llaHHbie no Be30nacHOCTH NAMUBYAVHA Y JETE B BO3paCcTe MAaAWe 3 Mecs|es OTCYTCTBYIOT.
TeHoGOBMP BLIBOANTCA C MONOKOM ¥ YenioBeka. HegocTaTouHO AaHHbIX O BIMAHIA TEHOMOBMPE HA HOHOPON AEHHbIX/MAGLEHLER,
W3-3a soamomnocTy nepefaun BAY-1 1 BOIMOKHOCTH PA3BNTVA CEPLEIHBIX HEXENATENbHYIX PEaKUIA Y JETEN, HAXOARIMXCA Ha TPYAHOM
BCKAPMAVIBAHWIN, MATEPAM, TTONYYEIOWMM NpEnapaT encTpuro, NPeKpatiTs rpyAHoe BCkapMAMBaAHKE.
BnusHve Ha GpepTUnbHOCTL
Her gaxHbix 0 BNuAHIY npenapara JencTpuro Ha GepTunbHOCTL ¥ Yenoseka, VICCNENaBaRNA ¥ KUBOTHDIX He YKa3bIBaOT Ha HEwenaTeNbHble
3diheKTbl JOpaBUPKMHE, NAMUBYAUHA UAK TEHODOBMPE AU3ONPOKCMNA HA GEPTUNBHOCTE NPX FKCTIOINLUK, NPERLIUAIOILEN SKCTOIULIID Y YENOBEKE
TPY PEKOMERAYEMOR KHUYECKoR fo3e,
Crocob NPUMEHEHWA 1 J03bl
Tienenue QONKEH HazHaaTD BPaY, IMEIOWMI onbIT B nevesni BUY uhderumm,
Cnocob npumeHerna
Nins npuema sHyTpe, Mpenapar [lencTpuro npURIMaloT BHYTPb, NPOraTLIBAR TaBNEeTKY UeNUKOM, OMH Pa3 B CYTKM HE3ABUCMMO OT NPUEMA WM
(cm. pasgen «dapmakokuHemuKay).
fosa
Bapocnsie BUY-T uHAUUNPOBAHHBIE NALWEHTHI, HE NONYYABILUE PaHES BHTUPETROBUPYCHYIO Tepanuio, v B3pociie BIAY-1 niduunposanHeie
MALWENTHI, NONYNABLINE PAHEE GHTUPETPOBUPYCHYIO Tepanuio Ge3 M3BECTHHX MyTALIMIA PE3NCTERTHOCTY K AOPaBUPHHY, NaMUBYAUHY 1
TeHodaBupy. Pekomerayeman fosa npenapata [encTpuro - ofHa Tabnetkanepopanto nauH pas B CYTKI HE3ABNCUMO OT NPUEME MUY,
Koppekyus dosi
Ecnv npenapat [lencTpuro HasHayaeTca OHOBPEMERHD C pudabyTuHom, ClelyeT yaeniuuTs fody fopasnpura Ao 100 Mr ea pasa B CyTKK, 310
[OCTUFAETCH NpNEMaM TaBneTkn npenapata, coepmalein 100 Mr Z0paBnpana B Ka4ecTBe eAUHCTBERHOTO ASCTAYIOETO BEWECTBA, NPUMEPHD
uyepe3 12 yacos nocne Npviema Ao3si npenapara [lencTpuro (cw. paspen «A3aumodeticmeue ¢ dpyaumu JiexapcmagHHsIMY cpedcmaamus).
COBMECTHOR MPUMEHERINE AOPaBUPUHE C APYTUMI yMepeHHEIMI nHAYKTOpaMu CYP3A He Bbino u3yyeHo, Ho O#WAAETCA CHINKEHNE KOHUEHTPALWN
AOpaBUPHHa. B CNyYae ECNN COBMECTHOE NPUMEHEHUE C ADYTUMM yMePeHHsIMI uHAYKTOpaMi CYP3A (Takumn kak: faBipadennt, nesnnypan,
fio3eHTaH, THOPUGAIUH, HAdUMANMH, MOAAGNHIA, TEROTPUCTAT 3TI) HEOBXIAMMO, CNe/lyeT eIKe/IHEBHO NPUHIMATD OHY TabNETKY npenapara,
copepwayio 100 Mr OPEBNpUHE B KaYECTBE BANHCTBEHHOTD AENCTBYIOWEr0 BEWECTBa, NPUMEPHO Yepes 12 4acoB NOCNE NPUema Ao3bl
npenapata [Jenctpuro (cu. paagen «Bsaumodelicmeue ¢ dpyaumu NekapcmeesHuiMu cpedcmaamu).,
Mpenyck do3bl
Mpw Nponycke Npuema Npenapata JEncTpuro B TeueHne 12 YacoB ¢ MOMEHTA QBbIMHOTO BREMEHK NPUEME, NBLMEHTY CTIEAYET K3k MOMHO CKOpEe
NPUHATG NIpenapat JencTpuro u NPUHATS CReAYIoWYIo 403y Npenapara lencTpuro & ofbluHoe 33nnaHuposasHoe Bpema. Mpk nponycke nprema
npenapara fencTpuro 8 TeueHne Ganee 12 YacoB ¢ MOMEHTA DOBIUHOTD BPEMEHI NPUEM, NALMEHTY HE CNEAYET MPUHAMETE NPONYLLEHHY
[03Y, BMECTO 3TOTO NAUMEHT AOIKEH MPUHATE CNEAYIOLYIO 403y B IaNTIaHipoBaHHoe Bpema, NaunenTam He CIeLyeT NPUHUMaTE 4B A03bl
OJHOBPEMEHHO,




Ocobbie rpynnsl nayMeHTos

Moxunsie

JanHsle 06 UCrioNbIoBaHIM AOPEBNPUHE, NEMUBY/VHE W TEHOHOENPE JMIONPOKCUNA Y NTALMEHTOR B B03PaCTe 65 NeT v CTaplue orpaHmyensl. Het
ABHHBIX, CBUABTENLCTBYIOWMX O TOM, 4TO Y NOMUMBIX NEUNMEHTOB HEOBXOAMMO HCNONB30BATL 4O3Y, OTAMYHYID OT NPUMEHAEMGH y Gonee MonasIx
BIPOCALIX NaUnenTo (cM. paspen «Dapmakokuremurar). OfHako B 3T0M BOIPACTHOR rpynne CNeyeT NPOABNATE QCTOPANHOLT D NPUYNHE
BO3PACTHBIX M3MEHEHWI, HANPUMED YXYALERUA DYHKUMI novek (cw. pasnen «Ocobble ykazanums),

Hapywerue gyHkuuL novex

Koppexuws no3el npenapata lencTpuro y a3pocnbix MaynenTos ¢ pacueTHeim K4 = 50 mn/mun He TpebyeTcn. fleyenve npenapatom fenctpuro

y NaUMEHTB ¢ pacyetkbiM KK < 50 mn/mun NpoTueonokasaxo (cm. paspen «Dapmakoxuremuray, «llpomusanckazanusy w «Gcofibie ykazanus).
Nevenue npenapatom dencTpuro cneayet OTMEHUTS, BCAK pacyeTHbii KK onyckaeTca ke 30 mn/MuH (oM. pasgen «Ocofibie yrasaHusy).
TAUNEHTaM CO CPEAHEN MK TAKENON CTEMEHBI NOYEHHON HEADCTATONHOCTY TREBYETCH KOPPEXKLIMR MHTEPBANE AOIVPOBAHUA NAMUBYMHE

W TEHOQOBNPA AM30NPOKCUNG, KOTOPER He MOET DbiTh BEINONHEHE B DAMKAX KOMOHHMPOBAHHO NeKapCcTeeHHoR Gopmbl npenapara Jenctpuro
{cm. paspen «Qapmakokusemukar v «Ocobble yrazanumy).

HapyweHue hyHKyuu neyexu

Koppekuwa fossl npenapara flenctpuro y natwertos ¢ nerkoi (Knacc A nio Yaina-Meio) unu cpegreit (Knace B no Yaitng-Mbio) crenemsio
HapywerA yHKUMM neyenn He TpebyeTch. MpUMererme JOPABMPUHE Y NALMEHTOR C TRIENON CTENEHEI0 HAPYLEHMA BYHKLIMW NEYEHI

{Knacc C no Hanng-MNet) He uayyanocs. HeW3BeCTHO, YBENUUNBAETCA W 3KCNOIULMA A0PABUPHUHE Y NAUMEHTOB C TAENON CTENEHBIO NEYEHOUHON
HEJOCTATOUHOCTH.

Mauuermel demcxozo sospacma

Be3onackocTe v 3hheKTUBHOCTE Npenapata [lencTpuro He usyyanacs y nayveHTos Mnapwe 18 net. [laHHsie N NPUMEHEHUIO OTCYTCTBYIOT.
NOBOYHOE JEVCTBUE

Kpamku o63op npochuns 6esonacrocmu

Haubongs uacTo 3aperncTRUPOBAHHLIMK HEXENATENLHEIMI PEAKUNAMM, KOTOPBIE GBINY OUEHEH, K3K BOIMOMHO WM BEPOATHO CBA3AHHEIE

€ NPHEMOM AopasnpuHa, Gbiny TowHoTa (4%) v ronoswan Gonb (3%),

TabnuyHsie JaHHble HexenamensHeIX peakyud

Hexenarensible peakuwn ¢ NDEANGRAraemMon (No KpaitHen Mepe, BOIMOKHON) E3AMMOCBRILIO C TEYEHWEM NEPEYNCTIEHD! HINKE B JABINCAMOCTI
OT KNACC CMCTEM OPraHoB OPraHM3Ma v acToTl, B pamKax Kak Ao YaCTOTHOR rpYNNbl HEXENATENbHbIE RBNEHNA NPEACTABAEHDI 8 NOPAAKE
yOblBaHWA TRKECTI, YaCTOTE ONPEAENRIOTCA KaK: 04EHb HacTble (21/10), yacTsie (ot 21/100 go <1/10), HevacTble (o1 21/1000 go <1/100), peakne
(o7 1/10000 go <1/1000) wnw o4exb peakue (<1/10000).

Tabnuua 2. Tabnuua HewenaTensHsix PEKUMI, CBR3AHHLIX C NPUMEHeHWeM Npenapata flencTpuro.

Yactora | HexenarenbHas peakuus

Hapywenus co cmoponsl Kposu u numgamuyeckol cucmems!

Hevacrule HeirTponenus®, anemus®, TpomboluTonens

Quenb pegrne WNCTUHKER 3pUTpOUMUTapHan annasma”

Wuchexyuonnele u napasumapksie 3a6onesanus

Penkie [Mycrynestias coins

Hapywerus co cmopeHel 06MeHa sewecme U numasy.

HeyacTbie Tunodocharemus, rune *

Penkue TUNOMATHIEMUR, NaKTaTaUNA03"

Hapywenus ncuxuxu

YacTbie HeobbiuHbie cHoBnaeHun, GeccoHMLa'

Hevacteie Kowmapsi, fenpeccva’, TREBOKHOCTL', Pa3PaKMTENLHOCTS, CNYTAHHOE CO3HAMME, MBICAK O Cyuyuge

Pepikue Arpeccus, ranmioUnHaLUK, PacCTpORCTBO 3AANTALMMN, M3MEHEHWUE HACTPORHUA, COMHAMBYNN3M

HapyweHus co cmopoHsl HepaHot cucmembl

Yacteie TonosHas Gonb, roNOBOKPYKEHMe, COHMMBOCTD

Heuactbie Hapyuwehne BHUMAHWA, HapyWEHWE NaMATH, NAPECTEINA, TMNEPTOHYC, NNOXOR KAYECTBO CHA

Oyerb pepkne Tepudepuyeckan HeponaTua (Mnu napecteaua)®

HapyweHus co cmopoHsl cocydos

HauacTole Il'mnepvensua

Hapy €0 CMOpOoH.I O i cucmemst, op 2py@Ho Knemku u cpedocmenus

Yaciuie Kawenb", HazanbHble CUMNTOMbI®

Pegkue [IucnHo3, TOH3UNNAPHAR rMnepTpoduA*

Hapywerus co cmopoks! wenydoyHo-KuWeyHo2o mpakma

Yacrie Townota, guapes, Bonb B uBoTe', pBOTA, METEOPUIM

HavacTeie 3anop, HENPUATHBIE OLWYLLEHIR B KWBOTE, B3YTUE KUBOTE, ANCTIENTHA, KAWWUEOBPaIHLIA CTYN®, HapyWeHHe
NepUCTANLTUKM KENYA0UHO-KMIIEYHOrD TRaKTa', naHKpeaTuT®

Pepkne GoneaHeHHbIl NO3LIB Ha CNPaKHEHWE

Hapywenua co cmoporsi neyeHy u menyeasiaodguux nymei

Pepuue Wpusoﬁ renaro3®, renatur®

Hapywerus co cmopoksl Koxu U nod X mKanel

YacTwe Annoneuua®, ceins®

HauacToie 3y

Pegkue Annepriyeckui AepMaTiT, po3aLiea, aHTMOKEeBPOTUYECKII oTek"

HapyweHus co cmopoKsl ckenemHo-melweyHol cucmenms! U coedurumentHol mxany

Yactbie HapywweHuA co CTOPOHbI MEILLBUHON TKAHM®

Hevactoie Muanrus, aprpanrus, paaomuonns*t, miweyras cnabocrs®t

Pepkue CrenerHo-mbiweyHan bonb, DCTEOMANALWA (MPOABNALAACA Kak DONb B KOCTAX U pegko cnocoBCTayiowan Nnepenamam
octed)", muonarus*

Hapyuienus co cmopoHs noYek u Moyeasisodaujux nymet

HeuacTeie ToBbilLEHIE KOHLEHTPALWM KDEaTUHWHE®, NPOKCMMANbHER DEHanbHan TyBynonaTus (BKNoYan CiHAPOM DankoHk)*

Pepkue OcTpoe NoBpekasHIE NoNeK, HapyIWEHE DYHKLWA TOYEK, KIMHY B NOYKAX, IO4EHO-KAMEHHAR GoNeskb, ocTpan
TIONEYHEA HENOCTATOMHOCTL, NOYEYHAA HEJOCTAaTOYHOCTL, DCTPbIA HEKPO3 KaHanbLes®, HedpuT (BKNIDYER OCTPLIA
WHTEPCTUUMANLHBIA)Y, HeGporeHHbIl HecaxapHsid Auaber*

O6wue paccmpoiicmaa U HapyweHus 8 Mecme 8sederun

Yactole MMoBbILLEHHaA YTOMNARMOCTS, MXOpadKa*

HauacTble ACTEHWA, HEROMOTaHWE

Pegkue Bonb & rpyau, 03406, fonb, kaxaa

JlabopamopHsie u uHCmpyMeRmansksle dannsie

Yacrole ToBbLIEHME aKTUBHOCTH ANAaHUHAMUHOTPaHCDepa3bl’

HavacTeie ToBbiWeHKe 3KTHBHOCTY ACNAPTaTaMUHOTPaHC(EPa3sl, NOBBILIEHWE BKTUBHOCTH NNa3bl, NOBBILEHWUE 3KTHBHOCTH

CHUHEHNE KOHLEHTPALWN reMornobuHa
Pepkne ToBbiWeHWe 3KTHBHOCTH KPEATUHOOCHOKNHAIL B KPOBY

*NlaHHas HewenaTensHas pEakLUMA He CooBUIaNach KaKk HeXenaTenbHas PeakLve, CEA3AHHAN C NPUMEHEHIEM A0PABUPIKE, B dale 3 KNUHNUECKIK
nceneposaunit (DRIVE-FORWARD, DRIVE-AHEAD, DRIVE-SHIFT), Ho Brntoyena B ianHyio TanuLy Kak HewenaTenbHan peakyia B COOTBETCTBIM C
KpaTkoit xapaKkTepucTikoi NekapcTBEHHOrD Npenapara namuayain (3TC) w/vnv Terodosipa gusonpokcuna dymapar (TDF), yreepaaetinoi 8 EC.
Boinu MCNonb30BaHbl HaMBbICWIWE KATErOPUM HACTOTbI, M3 yKa3aHHbIX B KpaTkoil XapakTepncTuke nekapcTsenHoro npenapara 3TC unu TDF,
“[laHHas HeXenaTenbHan PeaKkLa MOXET BO3HUKATE BCNBACTEWE NPOKCUMANBbHOR KaHanblesoi Tybynonatun. OHa He CUMTAETCA CBA3AHHOM ¢
NPUEMOM TeHohOBIPa AMIONPOKCHUNA B OTCYTCTBIE 3TOMO COCTORHMA,

'DeccoHHMUA BKNID4AET: BECCOHHULLY, HAPYWEeHIE 3CHINAHUA W HAPYWIEHWe CHE.

NENPeCCHR BKNIOYAET: AENPECCHIO, JeNPECCHBHOR HACTPOEHNE, GONbIION AENPeccBHBIN 3NMU30A W CTOMKOE AENPECCUBHOE PACCTPONCTBO,
*TREBONHOCTD BKNKYAET: TREBOMHOCT: U r@HEPANU30BaHHOE TPEBOKHOE PACCTPOMCTRO.

“Gonb & ¥uBOTE BKAIDYAET: Gonb B KMBOTE U GONb B BEPXHEN YaCTV KNBOTA,

*AUCKOMBOPT B KWBOTE BKAIOHAET: AMCKOM(OPT B MUBOTE M BUCKOMDOPT B 0BNSCTH INUracTPUA,

“xawnLeoBpasHbli CTYN BKNIOYAET: KaWMLUEOBPA3HBIA CTYN 1 GTUMMYHBIA CTYN.

"HapyWeRWe NEPUCTRNLTUKN KENYA0YHO-KULLIEYHOTD THAKTa BKNKOHAET: HAPYILEHWE NEPHCTANBTUKI KENYAOYHO-KUILEYHOTO TPAKTA W YCUNEHWE
NEPUCTANLTUKM KMWEUHWKA.

FChiNb BKAKYAET: Chiflb, MAKYNEIHYIO Chiflb, SPUTEMETO3HYIO CblNtb, FEHEPANNIOBAHHYIO Chifib, MaKYNE3HO-NANYNEIHYIO Chifik, NAMYNEIHYIO Chiflb W
KpanuBHMLY.

‘no AKTUEHOCTY anat oTpaHchepashl BKIKOYAET: NOHDILEHNE KTUBHOCTH ANAHWHAMIHOTPAHCHEDAIL W IOPAKEHWE NEYEHN,
NEPENO3UPOBKA

BOQBBMEMH

MHGOpMaLKA 0 NOTEHUMANLHBIX OCTPLIX CUMATOMAX M NPMIHAKAX Nepeso3MpPOBKIA AOPaBMPUHOM OTCYTCTaYeT.

Tlamusyans

B CBA3M C TeM, 4TO C NOMOWbI reMOANaN13a (4-4acoBoro), POAOAKUTENEHOTO aMOYNaTOPHORO NEPUTOHEANBHOTS ANANN3A W ABTOMATUIMPOBAHHOTO
NEPUTOHEANLHOTD ANANK3a B4IN0 BLIBEEHO HEIHAYMTENBHOR KONMUECTBO NAMUBYAIHA, HEU3BECTHO, CNOCODEH MK NPOJOMKUTENEHLIN FEMOgHANK3
NPYHECTH KNMHWHECKYI0 NONB3Y B Cy4ae NepeaoIupOBKI NAMUBYANHOM,

TeHodoBMDE AU30NPOKCUN

Texodosupa AMIONPOKCHN 3HHEKTUAHO YARNAETCA C NOMOWBI0 FEMOAMANIM3 € KOIBHUUNEHTOM SKCTPEKUMM NpUbAuaMTenbHo 54%. Nocne
DHOKPATHOMO NPWeMa 4036l 245 Mr TeHOGOBMPA AM30NDOKCUNE 4-Y3COBOW TeMoAMania yaanun npubnuantensno 10% nony4ernoi Aossl
TeHohosMpa.

B3AUMOJEVCTBUE C APYTUMU NNEKAPCTBEHHbIMM CPEAICTBAMMU

Mpenapat Jencrpuro npeacTtasnset coboi nonHyio cxemy komBukuposanHoid Tepanin BUY-1 nhbexunum, noatomy He cnegyeT NpoBOgUTS Tepanuio
[PYTMMI 3HTUPETPOBUPYCHBIMU NPENapaTamMu COBMECTHO ¢ npenapatom flencTpuro, MHGopmMaLms No NoTeHUMANEHLIM B3AMMOLERCTEUAM
npenapata [IencTpuro ¢ 4pyrumit aHTUPETPOBUPYCHLIMI NPenapaTamu oTcyTcTayeT. MccneposaHua No B3aMMOAENCTBNIO Gbinv BbINONHEHbI TONBKO
Y B3POCAKIX,

Mpenapat [lencTpuro cofep#uT AOPaBUPHH, NAMUBYAUH W TEHODOBMPE AMIONPOKCUA, TaKUM 0GPa3OM, N0ObIE BIaMMOSEACTEBNR, YCTAHOBNEHHBIE
AT KEKAOTO W3 3TIX JERCTRYICLUINX BELLECTB, TAKKE MPUMEHIMEI X KOMBUHUpOBaHHOMY npenapaty lencTpuro w npeacTasnenb 8 Tabnuye 3.
Bnuanue Gpyaux nexapcmeaeHHbIX npenapamos Ha dopasupus, namueyduH u meHogosupa duzonpokcun

Hopasupun

[llapasuput npeumywectaenHo metabanuanpyetca CYP3A, M nekapcTaeHHble NPENaparbl, KOTOpbIE MHAYUMPYIOT i uHTubupyior CYP3A,
BIVSIOT HA KVPEHC AOPaBMPUHa (oM. paspen «Dapmakeduramukay). Tpenapat JencTpuro npoTUBONOKa3aH NPU COBMECTHOM NPUMEHEHMH

C AEKAPCTBEHHDIMY NPENAPATaMK, KOTOPbIZ ABNAIOTCA CUMbHBIMK MHAYKTOPaMU CYP3A, TaK K2k OMMARETCH IHAYUTENBHOE CHUMEHME
KOHUEHTPALMN A0PABUPIHA B NNa3Me KPOBH, YTO MOKET CHM3NTL 3ddexTBHOCTS Npenapata Jenctpuro (cM. pasgen «/lpomusonokasaHus»

w «Qapmakokuremuras).

CoBMBCTHOR NPUMEHEHME C YMEPEHHBIM MHaYKTopom CYP3A pudalbyTiHoM CHUMAET KOHUEHTPAUMIO AopaBupuHa (cm. Tabnuuy 3). Tpu
COBMECTHOM NpUMeHeHM ¢ pudalyTuHOM CIEAYET EXELHEBHO NPUHIMATH OAHY TABNETKY npenapats, cofiepxallyio 100 Mr AopaBupuHa

8 KAYECTaE eJUHCTBEHHOTO AEHCTBYIOWENO BEWECTEa, NPUMePHO Yepe3 12 Yactos nocne NpWeMa A03bl npenapata [lencTpuro (cm. pasaen
«Cnoco npumerenun U Go3eb),

CoBMeCTHOE NPUMEHEHNE NPEnapaTa [IencTpuro C APYTMI yMEPEHHbIMI MHEYKTOpaMu CYP3A He M3y4anock, HO OXWAIETCH CHIKEHE
KOHUEHTPaLUMN AopasupuHa, B cnyyae, ecnu COBMBCTHOR NPUMEHEHWE NpenapaTa [lencTpura C ApYrvmMi yMepeHHsiMi uHgyxTopamu CYP3A
(rakumu kak: nabpadenut, neaunypag, bozenTan, TMOPUARINH, HabLUAAUK, MORADUHWN, TEROTPWCTAT 3TUN) HENL3A U3BEKATE, CIBYET EMEHERHD
NpUHUMaTs 0aHy TabneTky npenapara, cofepxalilyio 100 Mr A0paBUPUHE B KAYECTBE EQWHCTBEHHOMD JEACTBYIOLLETD BELLECTEE, IPUMEPHO Yepes
12 yacos nocne npuema go3pl npenapara lenctpuro (cw. paagen «Cnocod npumeHeHun u do3e).

CoBMeCTHOR NpUMeHeHuE NpenapaTa [lencTpuro v NeKkapcTBeHHbIX Npenapatos UHrnbuTopos CYP3A MOKET NPHBECTH K NOBLILEHWIO
KOHUEHTPALWUM AOPEBUPUHA B NNaame KposK. OfHZKO NpK COBMECTHOM NpUEME JopaBupuHa C uHrnBuTopamu CYPIA KoppeKLA 4o3k He
Tpebyetch,

Namusydun

Tak Kak OCHOBHOM NYTh BLIBELIEHIA NAMUEYIHA OCYILECTBRETCA NOYKAMM NyTeM KoMBUHALMY KnyBOUKOBOI GUARTRALINKM 1 aKTUEHON
HaHanbLesoi cexpeumm (cm. paspen «DapMakoKuHemuKa»), NpUEM npenapara IencTpuro COBMECTHO C NPENapaTaMi, KOTOPbIE CHUAKIT dyHKLMIO
NOYEK, UNW KOHKYPUPYIOT 32 aKTMBHYI0 KAHANELEBYIO CEKPELIMIO, MOKET MPUBOANTL K MOBBILIEHWIO CHIBOPOTOUHON KOHUEHTPALIUN NAMUBYANHE,
Texohosupa dusonpoxcun

Tak KaK OCHOBHOIA My Tb BblBASHIA TeHODOBMPE OCYWECTBARETCA NOUKAMM NYTEM KOMBUHALMM KnyBOUKOBOR GUNLTPALNN M BKTUBHOR
KaHanbLesow cekpeLium (M. pasaen «DapmMaKoKUHEMUKa»), NPUEM NPeniapaTa [IencTpUro COBMECTHO C NPENAPATAMY, KOTOPLIE CHINKAIOT HYHKLNIO
MIDYEK WAK KOHKYPUPYIOT 33 BKTWBHYIO KaHansUeBylo cexpeuiio yepes OAT1, OAT3 unn MRP4, MOXET NPMBOATS K NOBBILEHUIO CHIBOPOTOUHO
KOHUEHTPaLMK TeHODOBUPA.

B CBAIN C TEM, 4TO TEHOHOBMPA ANIONPOKCIN RERAETCA OAHIM U3 JENCTBYIOWMX BRWWECTB NpenapaTa [lencTpuro, cnegyet u3beraTs NpUMeHeHUs
npenapara [lencipuro oAHOBPEMEHHO UK NOCNE HEABHErD UCTIONb30BAHUA HEDPOTOKCUUHBIX NPENaPaTOs. 3TH NEKINCTEEHHDIE NPEnapaThl
BKNIQHAIOT, HO HE OrPRHIYMBAIOTCA CNEAYIOLIMMU: BUMKATED, CHAOGORNP, TaHLMKNOBUP, BANALMKNOBNP, BNTEHUMKAOBID, BMUHOTNKO3UALI
(HANPVIMER, TEHTMULVH) W BBICOKWE A03bl HECTEPONHLIX NPOTHBOBOCNANUTENLHLIX Npenapatos (HMBM) unw npuem Heckonbkink HITBMN

(cm. pa3pen «Ocobivle yKazaHmen).

Bnuswue dopagupuna, namusyduHa u meHogosupa dusonpokcuna Ha Opyaue nekapcmeaexHeie npenapamel

Jopasupuk

ManosepoATHO, 470 NpemM 403bl 100 M AOPABUPUHA DAWH Pa3 B CYTKY OKAKET KNUHUUECKY 3HAYMMOE BIMAHKE HA KOHUBHTPALWI B NNa3ME KpOBY
NEKAPCTBEHHbIX NPENAPATOR, KOTOPLIR 33BUCAT OT TRAHCTIOPTHbIX Genkos AnA a6copBumm 1 / unv BbIBEREHVA WA KOTOPbIE MeTaBoNM3MpYlOTCH
nacpeacraom gepmentos CYP,

0nHako COBMECTHbIA NPUEM S0paBKPHUHa 1 uyBcTBUTENbHOr cyBeTpata CYP3A Muaasonama NPWBOANT K CHUMEHII 3KCNO3NLMK MUAG30NaMa

Ha 18%, 4TO CAWETENBCTBYET O TOM, 4T0 AOPABUPUH MOKET ABNATHCA CnalbiM uHaykTopoM CYP3A, Takum obpasom, cnepyer cobnioats
OCTODOHHOCTD NPU OHOBREMEHHAM NPUEME AOPABUPHHA W NPENAPATOE, RENAIDWWKCA YyBCTBUTENbHbIMK CyBcTpaTamn CYPIA, KoTopbie Takike
MOTYT UMETb Y3KOE TEPENEBTUUECKDE OKHO (HANPUMEP, TAKPORMMYL M CUPONUMYC).

Namusydux

TlamisyauH He MHrMBUpYeT U He uhayuvpyet depmentel CYP,

Tenothoaup

Ha 0CHOBAHWM PEIYNETATOR IKCNEPUMEHTOE IN VilFo 1 U3BECTHOTO MYTH BbIBEACHUA TeHoosmpa, noTeHyuan ana CYP-0NoCpeOBaHHbIX
BIAUMOZEACTBINN TEHDGOBMPA M APYIVX NEKBPCTBEHHLIX NPENAPATOR, ABNASTCA HIIKUM,

Tabnuya s3aumodedicmaull

Brabniue 3 npuseaens YCTaHOBNEHHEIE W APYTHE (HO He BCE) BO3MOKHbIE NEKAPCTBEHHbIE BIAUMOAEACTBA C AERCTBYIOWMMM BELLECTBAMN
npenapata JencTpuro (ysenuyenie oBo3HaueHo kak |, yMeHbIEHNE 0B0IHAYEHD KaK |, He3 nameHerni 0f03HaUEHO KaK ). BOIMOKHbIE
NEKAPCTBEHHBIE BIAUMOAEACTEIG C TEHOOEUPE AM3ONPOKCUNOM W IBMUBYAMHOM CM. paspentl «DapMakekuHemUKay «QOcobible ykasaHus,




Ta6nuya 3, BsaumogeicTaim Mexay ASACTBY0WMMA BEWWESCTBaMI NpenapaTa IencTpuro 1 APYTUMN REKPCTBEHHbIMI NPENapaTaMu 1

DEKOMEHZALMN N0 AC3UPOBAHMIO.

Nekapcraenusii npenapar 8
33BUCHMOCTH OT TepanesTHyecKoi
obnactu

BruAHYE Ha KORUEHTPALNI0 NEKAPCTBEHHOTO
npenapara.

CoOTHOWWEHNE FeOMETPUYECKUX CPEAHIX
3HayeHwi (90% AW)*

PeKoMeHJaLWa B OTHOLIEHNN COBMECTHOTO
NpUMeHeHNA ¢ npenapatom flencrpuro

TIp&napaTsl, CHAHAIOLNE KNCAOTHOCTE HENYADHHOIO COKa

AHTALUMZ [@MIOMUHKA W MATHUA TUAPOKCHE,
CYCNEH3uA ANA NPMEMA BHYTPb)

(20 Mn ogHOKpaTHO,

fopasupud 100 Mr ogHOKPaTHO)

< lOpaBUpUH
AUC1,01(0,92;1,11)
Crux 0,86 (0,74;1,01)
(:41,03(0,94,1,12)

Koppekuua ao3sl e pebyetca,

naHTonpalon
(40 Mr oMK pas & cyTku,
Aopasvpuk 100 Mr ofHOKpaTHO)

| AopasupuH
AUC0,83(0,76;0,91)
Corax 0,88 (0,76; 1,01)
Cy 0,84 (0,77,092)

Koppekuwa nossl ve Tpefiyerca,

omenpaion

BaaumopeicTene C [OPaBUPHHOM WK
NOPaBUPVHOM /NaMUBYLMHOM /TeHOHOBIPA
AN30NPOKCUNOM HE MIYYEHD,

OsmpaeTcs:
<« [OPABIPHH

Koppexuua fo3bl He TpebyeTcs.

WHrMBUTOpEI BHTUOTEHINH-NPEBPALLEIUIETD EPMEHTa

NU3MHONpWN

B3aumogeicTamne C JOPaBUPHHOM UK
[OPaBMPYHOM /NaMUBYAMHOM /TeHohoBUPa
[AW30TPOKCUNIOM HE M3yYeHa.

Oxugaerca:
< NU3aUHENpUA

Koppekuua 4o3s He Tpebyetca.

AHTMaHApOreHHsle cpecTaa

BaaumoaecTaIe ¢ AONABUPUHOM WK
NOPEBUPVHOM /NaMVBYAMHOM /TeHOBOBNPA
AN3ONPOKCUNOM HE M3YHEHO.

IH3IANYTAMUG CoBmeCTHOE NPYMEHEHWE NPOTUBONOKAIAHO.
Osmmpaercs;
| RopaeupuH
(MRaykuua CYP3A)
AHTHOMOTIEN
BaaumopeicTeue C foPaBUPHHOM UAK Heofixognmo nckniounTs coBMeCTHOR
AOPABUPUHOM /NAMUBYAUHOM /TeHodoBIpa NPUMEHEHUE, B Cryyae £CNN COBMECTHOE
o— AM3ONPOKCUNOM HE M3YYeHD. TIPUMEHEHIE HE MOKET GbITE MCKNIOYEHD,
Omupaeres: CNefIyeT eeJHEBHO NPUHUMATD AOPABNPUYH B
| dopasupuk fo3e 100 mr npumepro vepes 12 yacos nocne
(MHaykuma CYP3A) npuema aosel Npenapata Jencrpuro,

TIpUTMEGCYACPOMHbIE NPENapaTLl

BaaumoneicTere ¢ ROPABUPHHOM WA

fAapasupud 100 Mr ofuH pas B cyTku)

G, 0,94 (0,86; 1,03)

kapGamazen JODEBUPHHOM /NaMUBYIUHOM /TeHOdOBIPE
okckapbazenn [AV30NPOKCUNOM HE H3YYEHD,
deHobapbuTan S CosmMecTHOE NPUMEHERE NDOTUBONDKAIAHO,
HUAETCH:
heruTonH | AopasupuH
(Muaykuma CYP3A)
TpoTvaoauabeTuyeckue cpeacTsa
MeThopMUH = METHOPMUH
(1000 Mr ogHOKpaTHD, AUCO0,94(0,88;1,00) Koppekuna go3sl He TpebyeTca,

KaHarnuhnouK
nuparnyTig
CUTArNUNTUH

B3auMoAeNCTENE ¢ AODEBUBUHOM Wi
AOPAENPUHOM /aMUBYAVHOM /Texoboanpa
AM3DNPOKCUIGM HE M3Y4EHD,

Omupaerca

« KaHarmudnoInK
“ UParnyTHA

> CUTarNUNTHH

Koppekuua foasl He rpeﬁyemi.

MpoTHECAMaPeiHbIe CPeAcTEa

BaaumopeiicTane ¢ AOPABMPUHOM UK
[0paBUPHHOM /namueygiuHom /TeHodosnpa
AN30NPOKCHNOM HE M3YHEHO,

Heo6XoaMMO UCKMIOUUTE COBMECTHOS
npUMEHEHWE, B CyYae ECTi COBMECTHOE
NPUMEHEHUE HE MOKET BbiITe MCKNIOYEHD,

e OxupaeTcs: C@AYET EXE/HEBHO NPUHUMETS JOPEBUPUH B
| AopasupiH po3e 100 mr npumepro yepes 12 yacos nocne
(MHaykuws CYP3A) npuema Ao3kl npenapara [lencipuro.
MpoTuEoNOAArpUUEckite i YPUKO3YPUHECKUE Npenapathl

B3aumogecTaie C AOPaBUPUHOM Mnu
[NOpaBUPHHOM /NaMUBYAUHOM /TeHohoBUpa
AU30NPOKCUNOM HE UIYYEHO.

HeobxoauMo UCKAIOUMTH COBMECTHOE
npumeHenme. B cnyyae eCn coBMecTHoE
NPUMEHEHIE HE MOKET DbiTe NCKNIOUEHD,

ofHoKpaTHaR A03a pudamnina
(600 mr ogHoKpaTHO,
popasupud 100 Mr ofiHOKPaTHO)

MHOTOKPATHIA MPUEM PUDEMIUHE
(600 Mr oK pas B cyTkw,
nopasupit 100 Mr ofHOKpaTHO)

AUC0,91(0,78;1,06)
G 140(1,20;1,63)
0,90 (0,80;1,01)

| AopaRvpuK
AUC0,12 (0,10;0,15)
G 0,43 (0,35,0,52)
C.;0,03(0,02;0,04)
(WHaykuwna CYP3A)

e Omupaetcs: CReNYeT EXEAHEBHO NPUHIMATE AOPABIPIH B
| AopaeupuH fo3e 100 mr npumepHo Yepes 12 Yacos noce
(MHaykuus CYP3A) npuema Ao3el npenapara fencrpuro.
MpotusatyBepkynesttie Npenapatsl
< [OpaBNRNH

CoemectHoe MPUMEHEHWE NPDOTUBONDKE3aHO,

B3aumopeicTane C AOPaBUPHUHOM UNi
[OPEBUPUHOM /NAMUBYAUHOM /TeHOdOBIPA
AMIONPOKCUNOM HE HIYYEHD,

popasupu 100 Mr oiHOKpaTHO)

(:40,32(0,28;0,35)
(Mugyxuma CYP3A)

pudianesTHH CoBMECTHOE MPUMEHEHVE NPOTHBONOKA3AHO,

Omupaercs

| Bopasnpuk

(MHaykuua CYP3A)

| RopasupmH B cnyvae ecan npenapat Jenctpuro
pudhabyTun AUC0,50 (0,45;0,55) Ha3HAYAETCA OAHOBPEMEHHD C PUBalyTUHOM,
(300 mr onH pa3 B CyTkY, C,.,:0,99(0,851,15) CNeyeT eXeIHEBHO MPUHUMATE JOPABUPUH B

no3e 100 Mr npumepHo Yepes 12 yacos nocne
npuema goasl npenapata fenctpuro.

[poTuBooNyXoneBsle CpeACTsa

BaaumopencTene C ADPABUPUHOM WK
AOPEBUPUHOM /TaMUBYAMHOM /TEHOGOBMPA

KETOKOHA30M
(400 Mr ogviH pa3 B cyTkM, fopasipud 100 mr
OfIHOKPATHO)

AUC3,06 (2,85,3,29)
Conex 1,25 (1,05; 1,49)
Cy2,75(2,54;2,98)
(MHAaykuma CYF3A)

MUTOTaH gl:?::f;t?"w HEIBYISHO, CoRMECTHOE NPUMEHEHWE MPOTHBONOKA3HD,
| nopasupuH
{Mrpyrunn CYP3A)
Helponentiki
B3aumonencTame C A0PABUPHHOM WA HeofixoaMo MCKNIWNTE COBMECTHOE
FAOPABUPUHOM /NaMUBYAUHOM /TEHODOBUPA | npumeneHue. 8 Cyvae eciiv COBMECTHOR
AV30NPOKCUNOM HE W3YUEHO. NPUMEHEHIE HE MOXET BbiTh UCKNIOUEHD,
THORHAR3HH OugaeTca: CNEAIYRT EXBHEBHO NPUHIMATE JOPEBIPIH B
| nopasupuH fo3e 100 mr npumepHo Yepes 12 yacos nocne
(MMpykuma CYP3A) nipuema o3bl npenapara flencrpuro,
MpoTHBorpuBKoBLe CPEACTEA M3 KNaCca a3onos
1 nopasupuH

Koppexkuns 4o3bl He TpefiyeTca.

B3aumopencTsne ¢ JopaBupruHOM Mnu

dnykoxason ADP3BUPUHOM /NaMMBYAMHOM /TeHodosupa
M30NPOKCHNOM HE M3Y4eHo.
:;:::g::g: gmwn:em a Koppexkywn gosst He Tpebyerca,
4 §
BOPUKOHAZON 1 AopaBupuH
(Mrpykuma CYP3A)

EnOKBTODbI KanbuWesbiX KaHanos

AuNTUAIEM
sepanamun

BaaumMoAeiCTHNE C LOPAEMPUHOM MK
AOPEBUPVHOM /NAMUBYAVHOM /TeHohoBUPa
AW3ONPOKCUNOM HE M3YYeHO,

QmpaeTch:

1 nopaBupuH

(CYP3A4 wurnbuTop)

Koppexkuus 4o3sl He TpebyeTca.

[penapatbl AR NE4EHWA MyKOBUCUMATIE

nymaradrop

BaaumopeAcTamE C AOPBUPUHOM W
| FOPaBUPUHOM /MaMUBYAMHOM /TeHOGOBUPA
AWIONPOKCUNOM HE M3YYeHD,

Ommpaercs:
| nopasupik
(Mupykums CYP3A)

Cosmecthoe nNpUMeHeHe NPOTUBOMOKE3AHO,

BNOKaTOPbI 3HAOTENMHOBbIX PELENTOPOB

fio3eHTaH

B3aMMOAEICTBUE C AOPEBUPHMHOM UNW
AOPABUPUHOM /NAMUBYSUHOM /TEHOHOBUPE
[AW3CNPOKCUNOM HE M3yYeHo.

Owupaetca:
| Aopasupui
(MHaykyua CYP3A)

Heofixaaumo UCKNIOYUTE COBMECTHOR
npUMeHerme. B cyuae ecnu coaMecTHoe
NpUMEHEHUE He MOXET BbiTs NCKNIoYeHa,
CNEfIYET eXeHeBHO NPUHUMATE AOPABUPUH B
fo3e 100 mr npumepHo yepes 12 yacos nocne
npuema gossl npenapata flencrpuro.

TIPOTUBOBMPYCHBIE NDEMAPATE, AENCTBYIOWNE Ha BUPYC renatuTa C

3nBaceup + rpasonpesup

(50 mr anfiacenpa ofuH pa3 B cytxn + 200 Mr
rpasonpesupa DMK Pa3 B CYTKM, JOPABUPUH
100 Mr 0avH pa3 B CyTKH)

1 AopaenpyH

AUC 1,56 (1,45; 1,68)

Cros 141 (1,25, 1,58)

Cy4 1,61(1,45;1,79)
{uHrubuposanue CYPIA)

< 3nfacanp
AUC0,96 (0,90;1,02)
Cras 0,96 (0,91;1,01)
;40,96 (0,89, 1,04)
<* rpasonpesup
AUC1,07(0,94;1,23)
Couc 1,22(1,01;1,47)
C,,0,90(0,83;0,95)

Koppekuwa no3wl He Tpabyercs,




Nlekapcraennbiii npenapar 8
3aBUCUMOCTH OT TEpaneBTUNEecKoi
ofinactu

BnuAHUE H3 KOHLEHTPALWIO NEKAPCTBEHHOTD
npenapara.

CooTHOWeEHIE reoMeTPUUECKIX CPeHUX
3Havenwit (90% AW)*

PeKoMeHAaLNA B OTHOWEHUN COBMECTHOTO
npuMeHeHus cnpenaparom flencrpura

negunacaup + cogocysup

(90 Mr neavunacenpa OAHOKPATHO + 400 MM
cofocbyanpa ofHOKPATHO, AOPABUPUH
100 Mr opHOKPaTHO)

> JOPaBUPHH
AUC1,15(1,07,1,24)
Con 111(0,97;1,27)
o 1,24(113:1,36)

> NEANNECENp
AUC0,92 (0,80; 1,06)
G 0,97(0,80;1,02)

« codocbysnp
AUCT,04(0,91;1,18)
Cos: 0,89 (0,79; 1,00)
« (S-331007
AUC1,03 (0,98;1,09)
Cax 1,03 (0,97;1,09)
Omungaerca:

| TeHodoBUpa

CrigfiyeT MOHUTOPUPOBATH NALIMEHTOB,
NPHHMEIOLMX NPenapar [lencTpuro COBMECTHO
C koMOuHauwei negunacanp / codoctysup,

Ha NPEAMET BOIHUKHOBERNA HEXENATENbHbIX
PeaKLWii, CBR3aHHLIX C TeHODOBMPE
AM3ONPOKEMNOM.

cotocysup / sennataceup

BaumopelicTane ¢ JOPaBUPUHOM UK
ACPABUPMHOM /NaMUBYAMHOM /TeHodoanpa
[AN3ONPOKCUNIOM HE U3YHEHO,

Cneyet MOHWTOPUPOETE NTALUNEHTOR,
NPHUHUMAILLMX NpenapaT [IencTpuro CoBMECTHO
¢ kombuHauwein codochysup / sennaracsup,

Omupaerca: Ha TIPeMET BOZHVKHOBEHWR HEMENATENHBIX
> [10PaBUPUH PeaKLui, CBR3aHHBIX C TeHOfoBNPE
1 rerodiosupa AM3ONPOKCUNOM,

codochysup

BaaumonencTane c JopaspuHoM unu
AOPABUPYHOM /NAMUBYMHOM /TeHoDOBIPE
AU30NPOKCUNOM HE U3YHEHO,

QmunaeTca;
«» JOPaBUPUH

Koppekuns 4o3bl He Tpebyetca.

AaKnaracsnp

BaaumopeicTane C AOPABUPUHOM WK
DOpaBUPUHOM /MaMUBYAVHOM /TeHoboBNpE
NM30NPOKCUNOM HE U3YYEHD,

Omupaetcs:
«» NOPARUPUH

Koppekuus go3st e Tpebyercs,

omMBuUTacBUp /NapuTanpesnp / pUToHasup
1 facabysup +/-putoHasup

B3auMapeicTBNE C AOPABUPHHOM Ui
NOPaBUPMHOM /NaMUBYAKHOM /TeHodoaupa
AU30NPOKCUADM HE U3YWEHO,

Omupaerca:

1 nopasupun

(MHrubuposarue CYP3A 8 canzm ¢
PUTOHABUPOM)

Koppekuur ao3sl ve Tpebyerca,

nacabysup

B3aUMOAEACTBME C AOPABMPUHOM UK
[OPEBNPUHOM /NaMUBYIMHOM /TeHodoBMpa
AN3ONIPOKCUNOM HE U3YYeHO,

Omupaetca:
«* OPaBNPUH

Koppekumn fo3si He Tpebyetca.

rnekanpesip, nubpeHTacanp

B3aumopencTaue ¢ JOPaBMPUHOM UNK
NOPaBMPUHOM /NaMuBYAMHOM /TeHodoBUPa
[AN30MPOKCUNOM HE H3Y4eHO,

Oxupaerca:
1 RopaBupuH
(uHruduposatne CYP3A)

Koppexuus fo3st He Tpetyerca,

B3aMoAeRCTBNE C IDPABIPUHOM Uil
A0PABUPUHOM /NGMMBYMKOM /TeHOdOBMPa

pubagupIH AM3DNIPOKCUNOM HE WU3YHEHO. Koppekuus ao3bi He Tpebyercs.
Omupaercs:
<> [OPABUPUH

PacTutensHuie npenaparsi

3aepoboi npoasipRENEHHLIA (Hypericum

BaavmopeicTane ¢ LOPasupUHOM Hnu
[AOPABKUPUHOM /NaMUBYIMHOM /TeHohoBIPE
AW30NPOKCUNOM HE U3yYeHo.

CoBMecTHoE Ny HUE NTPOTHMBOT o.

perfaratum) Omupaercs;
| AOpaBUpUH
(MHaykuma CYP3A)
Npotusosnpyckele (BAM) cpepctea
TeHohoBMpa AM30NpoKCI ;Jg%p;; :g’:; )
(300 mr oAWK pa3 B CyTRM, PO Koppekuwa go3sl He Tpebyarcs,

popaanpuH 100 Mr ogHOKpaTHO)

Crax 0,80 (0,64;1,01)
;094 (078,112)

NamuBYaNH + TEHOHOBMP AUIONPOKCUA
(300 Mr naMUBYANHE ORHOKPATHO + 245 Mr
TEHOHOBMPE AM30NPOKCINA OAHOKPATHO,
fAopasupud 100 Mr oHOKpaTHO)

“» JOPEBUPIH
AUCO0,96 (0,87;1,06)
G, 0,97 (0,88;1,07)
C,,0,94(0,83;1,06)

< NaMUBYAMH
AUC0,94(0,88;1,00)
Cra: 092(0,81;1,05)
1 rexodoaup
AUC1,11(0,97;1,28)
Coas 1,17(0,96;1,42)

Koppekuma 4ol #e Tpebyetca.

WmmyHocynpeccanT

B3anmoedcTBINE C AOPABUPUHOM MNK

AOPaBUPMHOM /NAMMBYZIMHOM /TEHOGOBMPE

AM30MPOKCUNOM HE U3yUeHo. HeoBxoauMo MOKUTORMPOBEATH KOHUBHTPAUMI
TaKPONUMYC TaKPONVMYCE M CUPONTUMYCE B KDOBY, TaK Kax
cuponumyc Ompaetca: MOMET NOTP&BOBATLCA KOPPEKTUPORKA A03bI

<> AOpaBUPUH [aHHBIX BELECTB.

| TaKponumyc, cuponamyc

(MHaykuma CYP3A)

WHrubuTopbl KuHa3bl

B3aumopeiicTane C fOpasMpUHOM UK
AOPABUPUHOM /NAMUBYUHOM /TeHOhOBMPa
[OU30NPOKCUNOM HE U3YYEHD,

Heoxopumo MCKNK4NTS COBMECTHDE
npuMeHeHne. B cyyae ecnu coamecTroe
NPUMEHERIE HE MOKET DbiTh MCKNIOYEHD,

nabpadennd
Omngaercs: CNefiyeT eMeAHESHO PHHUMATD AOPABUPUH &
| nopasnpuy fo3e 100 Mr npuMepHo Yepes 12 yacos nocne
(MHaykyma CYP3A) npuema Ao3bl npenapata flenctpuro,
Mpouue
HeoBxoauMo N0 BOIMOMHOCTI HCKNKHUTE
NOCTORHHOE COBMECTHOE NPUMEHEHIEe
npenapara [lencTpuro CoBMECTHo ¢
OAHOKPaTHaA A03a NaMMBYANHA 8 BUAE Npenapatamu, copepxalumu copuTon
pacTaop copbiions pacTeopa AR npuema ryTpo 300 Mr WNW APYIUE NOMMETVPTH C OCMOTHYECKMM

(3,21,10,2r, 13,4 r)/namusyamH

NBMUBYANH
AUC | 14%;32%; 35%
Crex § 28%; 52%; 55%

AeicTBUEM (HANPUMED, KCMAMTON, MAHHWTON,
naKuton, mantuton). B cnyyas ecnn anuTensHoe
COBMECTHOE NPUMEHEHNE HE MOKET GbiTb
MCKMIOYEHD, CNEYET OUEHNTs HeabxoaumoacTs
fonee 4acToro MOHUTOPWHIE BHPYCHOM
Harpyaku BUY-1.

ONMOWAIHEIE AHANBTETHRN
| nopanpu
AUCO,74 (0,61;0,90)
Cae 0,76 (0,63; 0,91)
;40,80 (0,63;1,03)
METaoH <> R-MeTaioH

(20 - 200 Mr 07WH pa3 B CyTRM
MHAUBIAYaNsHo nogoBpaknas nosa,
AopasupuH 100 Mr ofuH pa3 B CyTkI)

AUC0,95(0,30;1,01)
Coax 0,98 (0,93;1,03)
€4 0,95(0,88;1,03)
< S-MeTafoH
AUC0,98 (0,20, 1,06)
Coar 097 (0,91, 1,04)
C,, 0,97 (0,86;1,10)

Koppekuua aosel He Tpebyerca.

B3anMOERCTBIE C AOPASMPUHOM WK
[OPABUPUHOM /NaMUBYAIHOM /TeHo(OBMPa

Gynpgnop¢wn (WERONROKENTON HE 2. KoppeKunn aobl He Tpebyerca,
HaNoKCOH Omupaetcs:

< Gynpexopdin

> HANOKCOH
MepopanbHble KOHTPALenTHBL!

« 3TUHUN3CTPaAMON

0,03 mr 3TukmunzcTpapuona + 0,15 mr
NEBOHOPrECTPENa OAHOKPATHO,
Aopasnpur 100 Mr oguk pas B cyTku

AUC 0,98 (0,94;1,03)
Crae 0,83 (0,80; 0,87)
1 nesoHoprecTpen
AUC1,21 (1,14;1,28)
C..e 0,96 (0,88; 1,05)

Koppekuua ao3bl He TpebyeTch.

B3aumopeiicTaine C AOPaBMPIHOM Wik
AOPABUPMHOM /NAMUBYIMHOM /TEHO(OBIDE

AMIONPOKCUNOM HE MayLeHo.
HOPFECTUMAT/3TUHUNSCTP3AHON Koppekuua goss ke Tpefiyetca.
Ommpaerca:
< Hoprectumar/
STUHVRICTRAAVON
TCUXOCTUMYNATOPEI
B3aumopefcTIe ¢ fopaauputom Wik HeobxoauMo UCKMIOUMTE COBMECTHOE
AOPABUPUHOM /NaMUBYIMHOM /TEHODOBMPE | npumenenme, B chyyae ecrivt COBMECTHOE
MozabMHAn AW30NPOKCUNOM HE U3YEHO. MIPMMEHEHIE HE MOKET BiITh UCKNIOYEHD,
Omugaerca: CHBAYET EXBAHERHO NIPUHIMATD AOPABNPIH &
| nopasnpus Ao3e 100 Mr NpUMepHD Yepe3 12 yacos nocne
(UHayKuwa CYP3A) nipUEMa 036l Npenapata denctpuro.

CeflaTvBHbIE / CHOTROpHBIE CPEACTBA

MWfa3onam
(2 Mr ogHOKpaTHO,
AopasupuH 120 Mr ok pas B cyTki)

| mupasonam
AUC0,82(0,70;0,97)
Cye 102(0,81;1,28),

Koppekuia 4oisl He Tpebyerca.

Tnonunuaemuyeckie cpeactaa, nurnbutopsl TMI-KoA-peaykTassl

ATOPBACTATAH
(20 mr oaHOKpaTHO,
JI0P 100 mr o pas & cyTkw)

<> ATOPBACTATHH
AUC0,98 (0,90; 1,06)
Crax 0,67 (0,52; 0,85)

Koppexuns o3kl He TpebyeTcs,

PO3yBACTATUH
CUMBACTATMH

BaaumopencTene C AOPASUPUHOM MW
{0PABUPUHOM /NAMUBYAAHOM /TEHOGOBMPE
VMAONPOKCUTIOM HE U3YYEHD,

Ommnpaerca:
“> POIYBACTATUH

“» CUMBACTATAH

Koppekus aossl He Tpebyetca.

1 = yBenuueHme, | = ymeHblerue, <= = He3 uameHeHuin

[V = poBepuTentHbIi WHTEpBaN

*AUC,.. anA opHokpatHoit goas), AUC, ;, AN NPUEMa 0K a3 8 CyTKM,




OCOBbIE YKA3AHMA

Bbino pokaaao, 41o adekTuanoe NofaBNeHIe BUpYCa N0 ABACTEMEM AHTUPETPOBUPYCHON TEPANII JHAUMTENBHO CHUKAET PUCK

nepegayn BUH-1 nanosbiM nyTem, ONHaKO OCTATOUHBIA PUCK HE MOMKET BbiTb NCKNIOYEH, CNEAYET NPUHIMATE MEPbI NPEAOCTOPOKHOCTI ANA
NPEACTEPALLEHIA NEPENAYN BUPYCa B COOTBETCTEMN C HALMOHANBHIMK PEKOMEHIALMAMIA.

3amenbl HHUOT u npumenesue dopasuputa

TPUMEHEHIE AOPABUPIHE Y NAUMEHTOR, Y KOTOPbIX PAHEE OTCYTCTROBAN BUPYCONOTMHECKIi OTBET Ha KaKylo-nB0 aHTUPETPOBUPYCHYIO Tepanitio
He u3yyani. HHUOT-3ccoUMMpoBaHHbIE MyTEUNW, BLIRBNIEHHBIE NIPM CKDUHVHTE, RBARNMCE KPUTEPHAMM UCKNIONEHUA B NCCNBROBAHUAX $a3

2b/3. NMoporoad TOYKa CHUKEHUA YYBCTBUTENEHOCTI B pesynsTaTe paanuublx HHWOT-3aMeH, KOTOPaR CBA32HA CO CHIKEHWEM KTHNYECKD
3thhekTBHOCTH, ycTaHoBnEHa He Brina (cv. paznen «Qapmarodunamuas). JOCTATOUHBIE KNUHWYECKUE HaHHBIE, MOATEEPKAZIOLIME NPUMEHEHKE
[OPaBHPUHE Y NAUMERTOR, UHOMUMPOBaHHBIX BUY-1T, ¢ Hanuunem AOKA3aHHOR PEIUCTEHTHOCTY K npenaparam knacca HHUOT, oTeyTerayior,
Tasenoe oGocmpenue enamuma By nauuenmos ¢ Ko-ukdexuued BUY-1u BIB

{lo Hayana npoBeAeHA aHTHPETPOBMPYCHOR Tepaniy Bce naumenTsl ¢ BUY-1 nonHbl G6iTb NpaBEpeHD! Ha Hanuuue supyca renatura B (BrB).

¥ NaumenToR ¢ Ko-uHdekuvel BUY-1 v BIE coobiuanoce o Tasenom 000CTpeHIM renaTuTa B (HaNpumep, ABKOMMEHCALMA dYHKLIM NeueH 1
NEeYeHoYHaR HeAOCTATOYHOCTD), KOTOPOE NPMBOAWNG K NPEKPALLEHNID NPUEMA NBMMBYAMHE W TEHODOBMPE ANIONPOKCHN], BYX AEACTBYIBLINK
seljecTs npenapata fenctpuro. ¥ naumenTos, ¢ ko-ukdexymei BUY-1 u BIB, cnepyeT TIatensHO MORUTOPUPOBAETE KAMHWYECKME 1 nabiopaTopHble
TPU3HEKN B TEYEHINE KaK MAHUMYM HECKONBKINK MECRUER NOCAE NPeKpaWeHin Tepanum npenapatom fencrpura. Mpu HeoBxoumocTi MoxeT Bbits
yenecoafipaaxbiM Hauano Tepanuu BIB, ocoberHo y NaUMeHTOB ¢ NpOrpeccvpyRowyvm 3abonesarinen MeueHu Wiv LMPPo3om, Tak kak 06ocTpeHne
TIOCAE NEYEHIA MOKET NPUBECTA K ALKOMNEHCALIMM BYHKLMN NEYEHW M NEYSHOMHOR HEJOCTATOUHOCTH.

Bnepesie seineneHHbie HapyweHus gyHKyuu noyek 1uGo ux yxyduenue

Hapylweue dyHKkUv Mo4ex, BKNoYas Cy4an 0CTROM NOYEYHOR HEAOCTATOMHOCTI 1 CUHAPOM DaHKOHY (NOBPEXAEHME KaHNLLER NOYeK C
TAKENO runodocharemuei), OTMEYANOCs NPH HCTIONEI0BAHU TEHODOBUPE AUIDNPOKCUNA, OAHOTO W3 ABNCTBYIOWNX BELECTS NPEnapaTa
lencrpuro.

Mpenapat JencTpuro He cneayer npuHnMaTh OAHOBPEMEHHD & HEGPOTOKCMYHLIMA NEKBPCTEERHBIMU NPENApETamMK, 6O BCKope nocne

WX MPUMEHEHSA (HANPUMEP, NPUEM BbICOKVX A03 WM DAHOBDEMEHHbIA Npuem Heckonbkux HINBIM) (cw. pazaen «Baaumodelicmaue ¢ dpyaumu
sekapemeenteimu cpedemeanmun), ¥ BUY uidUUUPOBAHHSIX NLNEHTOB C haKTOPaMI PUCKA Pa3BUTUA QUChYHKLMM NOYEK, COCTORHME KOTOPLX
0CTaBanoch CTaunbHbIM NIPK Tepaniv TesoGoBnpa AMI0NPOKCMNOM, COOBLIANNCE CIYYaK OCTPON NOMEUHON HEAGCTATOYHOCTY NOCNE HaYANE
NpUEMa BbICOKMX 03 nu Heckanskux HIBM. CocToRKME HEKOTOPLIX NAUMEHRTOB TPeBOBaND roCNMTANM3ALNM 1 3aMECTITEIbHON NOYEYHON
TEPaNIM, Y NBUMERTOS C PUCKOM BUHUKHOBEHNA ANTHYHKUUY NOYEK IPY HEOBXORUMOCTI CEAYET PACCMOTPETE ANbTEPHATUEL NPUMEHEHMID
HNBM.

TMocTorKHan v yeunuealowancs Gons 8 kacTax, 6ons B KOHEYHOCTAX, NEPenoMyl u/uny Gonb B MbILLAX AW CNAGOCTL MOTYT ABNATLCA
CUMMTOMAMM NPOKCUMANbHOI noyeyHoil TyBynonatm u TpebyioT ouenky GyHKLIM NOYEK Y NALMERTOB W3 TPYNNEI PUCKa,

PekoMeHAYETCA OLEHMBATL pacueTHBIn KK ¥ BCeX NaUMeHTos 40 Hauana Tepaniu 1 Kak TpeByeTCA KNMHWYECKW 8 XOAE TEPANWN NPENapaTom
lencTpuro. Y naumenTos ¢ pUCKOM ANCYHKLUMN NOVEK, BRAOMAR NALNEHTOR, Y KOTOPIX BO BPEMA TEPANUY 2AedoBUP AMNMBOKCHAOM yke
0TMEUaNKCk NOA00HbIE ABNEHNA, PEKOMEHAOBAHO OLEHMBATL PacyeTHbIN KK, ChiBOpOTONHbIA docthop, TI0KD3Y B Moue v BENoK B MOYe A0 Havana
Tepaniu nipenapatom JencTpuro, cneayer ouesuTe HeobxoguMocTs fionee YacToro MOHUTOPUHIE GYHKLMM NOYEK BO BPEMA TEPaNWK NPEnapaToM
[lencTpuro 8 COOTBETCTBMN C MEAVLMHCKUM COCTORHWEM N3LMEHTE,

TNamuayans ¥ TeHOHOEMPA AN30NPOKCHN B OCHOBHOM BIBOJATCR NOUKAMK. [Tpuem npenapata [JencTpuro CERYET NPEKPaTUTh, ECAN PACHETHBIR
KK oryckaeTcs e 50 MI/MIH, B CBR3N € Tem, YT0 HeoGXOAMMOE MIMEHEHIE PEXIMA SO3NPOBAHWA NAMUBYANHE U TEHODOBIPE AMIONPOKCMAA
HEBOIMOKHO AOCTUMHYTb NPM TEPaNUK NPENapaTaM, COCTORLMM W3 KOMBUHALMN GUKCMPOBAHHDIX 803 (M. pasgen «Cnacod npumeserus u doseis),
Momeps kocmHOU MKAHU U HaPYLWeHUA MUHepanu3ayuu

Murepaneras nTomHOCME KOCMHOU MKaHU

B knHnyeckux nccnegosanmay y BUY-1 undnuvpoBarHbIx BIpOCAbIX NAUNEHTOR NPUEM TEHOGOBIPE AMIONPOKCUAE CONPOBOKAANCH
3HAYUTENbBHBIM CHUKEHWEM MUHEpansHOIM NNOTHOCTI KOCTHOM Tkaw (MIKT) v nosbilwernem ypoBHS GUoXMMUYECKUK MapKepos meTabonuama
KOCTEN, 4TO CBMAETENLCTEYET O TOM, Y4TO OH YCUNWEaeT MeTabonnam KOCTHOM TKEHW OTHOCUTENBHO NPENAPATOB CpaBHeHUA. ColBOPATOYHAR
KOHUSHTPEUNA NEPETUPEOVAHOro TOPMOHA M KOHUEHTPAUMS 1,25-aurvapoKkcventaminna D Gbinm Takie Bhilue Y NauneHTos, nonyyaswmx
TEHOHOBIPE AUIONPOKCUN. B ADYTiX MCCNEA0BaHWAX (NPOCNEKTUBHIX U NONepeYHbix) Haubones sbipaxerHoe ckerme MITKT coobuanocs y
NAUNEHTOR, NONYHEEWNX TeHOGOBMPA AUIONPOKCHA KaK Y3CTE CXEMbI TEPATIAM, COREPKALLER YTUNEHHBIA UHrMOWTOP NpOTea3bI.

HapywueHis co CTOPOHbI KOCTHOM TKaHy (MHOTAE CocoGCTBYIOLINE NEPENOMaM) MOTYT GbITh CBR3AHE C NPOKCUMANLHON NaveyHoi TyByronaTved.
Brinsirme aCCOUMMPOBEHHEIX C NPUEMOM TEHOGOBIPE AN30NPOKCMNA UameHeHi MIKT 1 BUOXMMIYECKIX MAPKEPOB Ha JOATOCPOYHOE COCTORKNE
30POBbA KOCTEA W PUCK NIEpencmoe B Dyaylen senssecTro. Cnepyer npeaycmotpets ouekiky MIKT y BUAY uduuuposaHsx B3pocabix
N3LMUEHTOB C NATONOTMUECKIM NEPENOMOM KOCTE B aHaMHE3e MM APYrvMI (aKTOPaMIU PUCKa OCTROMOPO3a WIN TIOTEPM KOCTHOM TKaHW, XOTA
B/MAHWE NPUEME KaNbLKA 1 BITaMWHE D He M3y4anach, AanHeIA B NOAASPKWBAIOWEA TEPANIMK MOKET BbiTh NONE3HbIM 4NA BCEX NALUEHTOB,
ECnv 0%MAITCA HAPYWEHNA CO CTOPOHbI KOCTHOM TKEHW, CRERYET NONYYMTh COOTRETCTRYIOWLYIO KOHCYLTALIMIO,

Hapylwenus Murepanuiayuu

CooBwanmce Cyyav oCTEOMaNALUK, CEA33HHON & NPOKCMMENBHON KaHanbUeaoi TyBynonaTvei, npoRansloweica kak Gonb & KocTax unn
KOHEYHOCTAX M cnocoficTayloleil BOIHMKHOBEHMIO NEPENOMOB, CBR3AHHBIE C NPUEMOM TeHODOBMDE AN3oNIPOKCUNa. APTPaNTuA v Bonk unw
cnabocts & MbILLEX, Takae COOBIENMCE NPY NPOKCUMANLHOR KaHANbLERON TyGynoNaTuk, CNeayeT NpoREpUTE NPU3HAKK rNOHOCHATEMUM 1
QCTEOMANALMM, BTOPUYHBIE N0 OTHOWEHNI K IPOKCMANBHON KaHa/bLeBoi Ty6YNonatum, y NaUMEHTO. ¢ PUCKOM HAPYLUEHUA GYHKLWW NOYEK,

Y ROTOPBIX BO BPEMA TPaNUV Npenapatami, COApKaLIMMU TeHODOBIUP UIONPOKCUN, OTMEYKTCA CTOMKNE UK YCHAMBAIDLIMECA CUMMTOMBI CO
CTOPOHbI MbiwL W kocTed (cm. paspen «OcoBble yrasanuss),

Cosmecmublli npuem ¢ dpy2umu npomMUBOBUPYCHLIMU NPeNapamamu

Mpenapar [lencTpuro He cnesyeT NPUHUMATL OAHOBPEMERHO C APYIUMM NEKAPCTBEHHBIMU NDENPATAMH, COAEPHRLIMMA NAMNBYANH, WK
NpenapaTamu, COREPAALLIMA TEHOGOBUPA AN3ONPOKCUN, TEHOHOENPA anadeHamud Mnk agedoBMPa AMNMBOKCUA (CM. pa3aen «Bsaumodedcmaue ¢
Opyeumu nexapa cpedy )

Mpenapat [lencTpuro He Ceayet npuHUMAaTs OHOBPEMEHHO C AOPABUPUMHOM, 32 UCKNKIYEHUEM CNYUY3ER, KOTa HEODXOANME KOPPEKUWA A03b!
(Hanpumep, ¢ pudadyTuHom) (cm, paspensl «Cnocof npumenenus u doss W «Bsaumodedcmeaue ¢ Gpyaumu fEkapcmeeHHbIMU cpedcmaam).
Ucnonezosanue c undykmopamu CYP3A

Cnegyet cofiniofaTs OCTOPORHOCTS NPI HA3HAYEHWM NPENAPaTa [lencTPUro COBMECTHO C NIEKAPCTBEHHEIMMN NPENAPATEMH, KOTOPLIE MOFYT
YMERBLIATD FKCNOINLMIO AOpaBUPKHE (CM. pasaensl «C ocmoposHocmetor W «Baaumodedcmeue ¢ opy nexape cped ).
Cundpom 8occmanoenerus umMmyHuUmema

CHHAPOM BOCCTAHOBARHIA UMMYHWTETa GBI OMWCEH Y NAUMENTOB, NOMYHaBLIK KOMBUHUPOBaHHYI0 AHTMPETPOBUPYCHYIO Tepanuio. Bo Bpems
HaYaNbHONM ha3bl KOMBWHUPOBAHHOTD AHTUDETPOBUPYCHOTO NIEYEHIA Y NALMERTOB C OTBETOM CO CTOPOHbI MMMYHHOM CUCTEMBI MOMKET PAIBNTECA
BOCNANUTENbHLIN OTEET Ha MEANEHHO NPOrPECCUPYIOILME UK OCTATOUHbIE ONMOPTYHUCTUYECKME MHIEKLUM (TaKKE KaK nHdexuun Mycobacterium
avium, WTOMEraNoBupyc, NHEBMORWA, BrI3BanHaA Preumocystis jirovecii (PCP) nan TyGepkynea), 4To MOXET NoTpeBoBaTs AONONHWTENLHOM OLeHKY
1 NIEYEHIA.

Taome cooBuanocy, 4To B YCNOBWAX BOCCTAHOBNEKUA MMMYHUTETA MOTYT DA3BUBATLCA 3YTOUMMYHHIE HEDYIUEHWA (Takue Kak, Gonesmb Mpefisca,
NOAUMKO3NT U cuapom MuiteHa-Bappe), 0HaKo BPEMA WX HACTYNNEHNA NEPEMEHHD, N MOMET NPOMIDATY HEPEI MHOTO MECALIEB NOCAE Hayana
NeYeHuA,

Jlakmosa

Mpenapat [lencTpuro copepmut NakTossl MOROMMAPAT. TIPUMERERNE NpenapaTa [lencTpuro NpoTUBOMNOKA3AHO NPW HENEPEHOCUMOCTY NAKTOb,
AeduuUTe NaKTa3bl UMK TNIKO30-raNaKTO3HON ManbabcopBumn,

BJIMAHWE HA CMOCOBHOCTb YMPABAATH TPAHCMOPTHBIMIA CPELCTBAMM, MEXAHU3MAMUA

Mpenapat AencTpiro MOET OKasblsaTb HE3HA1UTENEHOE BIVRHNE Ha CTOCOBHOCTL YNPaBNATL TPRHCMOPTHEIMM CPBACTBAMM v pafioTaTh C
MEXaHIMaMK, [TaLIMEHTOB CefyeT NpoMHGOPMUPOBATL O TOM, 4TO BO BPEMA NeueHUA npenapatom JlencTpuro coofiLyancch o NOBLILERHOR
YTOMIIREMOCTH, TONOBOKPYMEHHI W CORNMBOCTY (cM. paspen «TooyrHoe delicmauey). 3T0 CReAYET Y4UTIBAT MPY OLEHKE CNOcoBHOCTY NaymexTa
YNPABNATL TPAHCNOPTHBLIMU CPEACTEMM W PaBoTaTh ¢ MexaHU3Mamu.

OOPMA BbIMYCKA

TalineTku, NoKpbITHIE NNeHOYHOR 0Bonoukoi, 100 Mr + 300 Mr + 245 Mr.

Mo 30 TabneTok B0 GaKOH M3 NOAM3TUNEHE BbICOKOR NNOTHOCTH, 38N3RHHBIR JANTHON MEMBPAHON U3 aNIOMUHWEBON GONLTY, 3aKPLITHI
NGAMNPONKUNEHOBOH KPLILKOW C YCTPOACTBOM NPOTHB BCKPLITURA AETHMN 1 COABPAALIMA BAATONOTNOWRIWWA(ME) KoHTERHEp(s) ¢ 6 © Chiinkarens,
Mo 1 dnakoHy BMECTE CUHCTRYKLMER MO MERUUMHCKOMY NPUMEHEHVIO & NAUKY KZPTOHHYIO.

YCNOBUA XPAHEHUA

XpaHuTe Npu TemnepaType He Beiwe 25 °C B OPUrMHaNLHOM ynakoske (8o dnakoke),

XpaHuTh B HEAOCTYNHOM ANA AeTelt MecTe.

CPOKTrOAHOCTH

2roma.

He ncnonb3osars no MCTEYEHIY CPOKE FOBHOCTH,

YCNOBUA OTNYCKA

OtnyckatoT na peuenty.

NPOU3BOAUTEND

Npownssegeno:

MCA WutepHawnn MMEX, Upnakgua

MSD International GmbH, Kilsheelan, Clonmel, Ca, Tipperary, Ireland

BuinycKkalowuin KOHTPonb KayecTsa:

Mepx Wapn i Joym BB, Hugepnanas

Merck Sharp & Dohme BV, Waarderweg 39, Haarlem, 2031 BN, the Netherlands

BNALENEL PETUCTPALIMOHHOIO Y,OCTOBEPEHWA/OPTAHU3ALIA, MPUHUMAIOLLAA NPETEH3UW OT MOTPEBUTENEN
000 «MC[ GapmacbioTkancy

yi. Tumypa Opynae, 8. 11, c7p. 1

r. Mocksa, Poceus, 119021

Ten.: (495) 916-71-00

daxc: (495) 916-70-94 e MSD
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