MWHUCTEPCTBO 3JZIPABOOXPAHEHVIFI POCCVIVICKOVI ®EQEPALIUM
ICTPYKLIA
Nno MEOULMHCKOMY HPMMEHEHMIO JNIEKAPCTBEHHOIO MPEMAPATA

BopukoHason
Perucrpaumons 1006413
ToproBoe HauweHoBakHMHe: BOpUKOHa0N
wnn
exapCToeHHas hopua: CHATRAT AT MACTORTOH/S KORLEHTPaTa AT IPACTOBNOR PaCTS0pa AR WPy
ocras
ocras Ha 1 dnakon
[Jelicmeyiouee setecmeo: Bopukorazon 200 M
EcriomozamensHoe eeuuecmeo: GeraneKca cynboSyrunar Harpua 3200 M
ncanwe. TIopOuOK W NOPHCTaR MACCa Bonoro W oA GE70r0 usera
apMaKoTepaneETAeCKan rpYNNa. [1pOTUEOPUOKOB08 CPECTT
(on ATX: JO2ACU3.
apuaronoryeciye caoicroa
Papuarodura
A pensoar Wnpokuo et sefa sy Thusaonce Macee e epes ool oo PASD. oTops e xiouesu Sarow
OGNS SPIOGTEpOT. HAOMENE. T4G-HETIACTSpOTA KOPPAYT ¢ fLLieM 10TEpe/ IPFOCTEpOna B TPHEKOBBX KIETONHEIX MEMOPaHaX, 4O ‘aKTuBHoCTS OHa20n G0ee CenexTBeH B OTHOWGHAA
ISOPEPMENTOB LUTXpOa PASD TPUCHOD, B OTHOLICHIIA AT EPMEHTHLIX GHCTEN. LTOKpONE PASD MTSKONUTAIOLIAK
e usyanace
i e,
o’ atuer s oTDUer Candida spp (o4an ra C. il o i iy st bR kb s
VS WTaYOS ASporgls Sp,  TaTOerx [pHO0R, CTaBMK aKTYan © NOCASCee SpeNs, SkTIosan SocdoSporum Spp. W Fisarum S99, KOT0pLIe OTPaHVeNHO WYBCTENTEL K, IpoTHBOTDHGoBoM
K icCKan SCDAEKTHBNHOCTL (6 AT MM W NOTHLN OTEGTOM) BOAOHASONA Dona 2 OpOENOHCTPYPORaHA NpH WPoKEX. SsBarbix Asperglus Spp. Biiovan A flavus, A. fumigatus, A, terreus, A. niger. A. nidulans, Candida spp., skioas wramwe: C. albicans,C. glabrata, C. Krusei,
arapsiosis U C. 1opials, 3 TEOKE B OTIOLEHM OTpAHSHIOTS WCha. LTaNNIoB & dublensis C. inconspicua  C. gullemondi, Scedasporim spp. sxnioian S. apiospermum, S. prolficans 1 Fusanum Spp.
Py HKOBbIS MR, DA KOTODLIX TDAMGHFICA BODAKOHSON (FHOFB G JACTAHAIM AT O OTBETON BXTINaI & GEON CTAGTSHEI® CIy < MHGEK i, BBaN X Ao spp. capitatus, . Coccidioides immits,
idlobolus coronats, Cryptococeus neoformans, Exoph o Biniosast P marnefl W Trychosporon' spp., o T, beigeli
ipogeNoHCTDHPOBHa aKTHEHOCT SOPUKOREREN i Vi B CTHOWes KIVINEGUX UTaios Acremarium spp. Alemaria spp. Bpolas spp., Cladphialophora sp., Hisoplasma Capsulium. PocT GORLLIMMCTS LTaUMIOS NOABETARGH NPA KOMLEKTPALY: BopOABIONa OT 0,05 MG
20 2 maiwn.

Buimanena Taioke akvenocTs BopukoHasona in vitro @ oTHowenwn Curvularia Spp. u Sporothrix Spp., OAHGKO KITUHIHECKOE 3HaHEHHE AAHHOTD SpxheKTa HeUsBeCTHO,
Papmarokuremuka
ia51 XapaKmepuCuKa

napan
SBMBKoIeTI SOPUCHBOTs FGTCR KTV HEioH 2 Ot acHLIS oo Mevaﬁunmma Tl nosstiouys o AaEodrcn nerponopup TS (one S o) yEenowe TOLE K 1Dl pensiy (AUCY). i 403k C 200 ur 2
pasaleyt 0 00w 2 pasalcyrpnaoa e
8 703e 3 Mrik. Mp npueme BHYTPL rm:mswmaammew nu:u S50 (wnm S U9 NaUMEHTOB C Maccoi Tena Menee 40 Kr) DV NPUMEHEHIY BHYTPUBEHHO B 03 4 MI/KT. p Saegerm rvgweme 003
& Teviene nepesix 24 1. ECIVA NpEnapaT HaSHaviaioT 2 Pa3a B CyTiM B CPERH Aocturaiorca k G-ty A
Beacsieane
OpAKORaZ0N GHCTDO W TPAITYNECH NTHOCTIO BCACHBATOR NOCAe IPHONA BHYTPS: WACAMATIAAR KOHUONTDALYR & TaSHE Kposn (Cmax) pocTAraeTos uepes 1-2 4 nocne mpyewa 96% npnene
BOD/KOHAZ0NA C LGN C GOMbLLIMM COTepXaHHem xnpos Cmax u AUCT CHAXEIOTCA Ha 34 % W 24 % COOTBETCTEEHHO. BCACHIBAHWE BOPYKOHAINA HE 3aBACUT T PH KENYIIOHOMD COKA

Pacrpedenciue
Cpetivi oChom pacryedianesyn soprcxasona o paeioBeOION CoCTomM COCTABIGT OKOYo 416 T VID YaiBaaT 4a KTUBHOS PSCTPGLETEHHS SOPAGHSNA B THakn. CaRaUEsHAE G GarKau Missuel (posk cocTaarer 58 %.

poHKaeT Jepes i Gapeep (TOB)
Memaonusm
ComacHo aatn viro, sopioxason foros CYPZC19, CYPCO, CYPIAM. Baonio pon & wersGanae sobwozzons Wpser wsabspmert CYP2CT9, BLipae 7
Cem NOMIBKEHHIE METABONSIY BOpHKOLESONa 20 nauuemos GsraTOn Mo 375 % espaneoupion In HETpORON PaC. YCTaHORTEHG, \TO Y TAWSHTOS C OKKeKHUM METACONIGNON et Tpcnsn S0 bR
TOMOMTOTHLX NGLUEHTOS C BuCOu o e bpauoToN e o oo MevaﬁonmsMoM AUCT sopyoHac0na & CpenHel b Asa pata abile, dem ¥ rooaMom
nsetcs N-oKou, 0 okono . BTOT METaBONVT OGNANAET MUHAMATISHOT MPOTBOTPUGKOBOT BKTUBHOGTBIO W He BHOCHT BKNaA &

P e
Beisedorue

Bopiiona e ML B Nesers %ot %
5 RS Npenapata, COOTBETCToeNHO. BOulian JacTs (> B4%) OGLIGH AOSH BUBOMICR B TEVEHME NpB 96 i OGNS MOHEWA SHYTDG i BHyTDHBEHHOTD Saeaers

IHepuon nonysuenern (1172) SODIKOrB0Ta SABUGHT OT 4GS W COCTABIAET TPAWPHO O T TAeNe PenapaTa By © Aose 200 M. B Caron o HeTMHERHGETIO PAPMBKOMHETHON BensUa T1/2 He NOSBONAET NPEACKASAT KYWYMALYNO WM BHIBSLeHE BOPHKOHASOTA
PApMaKOKUHeMUKA Y NaUUEHMOS 0COBHIX 2Py

Tl MHOTOKDATHOM NpHEme BopwKOHa3ona BHYTPE Cmax W AUCT y 310DOBLIX NOXWTIBX MYXHAH (>65 NeT) Ha 61 % 1 86 % COOTBETCTBEHHO Bbili, YeM y JI0POBLIX MONOZSIX My (18-45 ner). Buaamix pasnumis Cmax 1 AUCT y 310POBLIX NOKUNLIX KeHUMH (265 ner)
14 Sacpoas wonon Xoruu (18-45 ner) et (1503uite SESCNSCHOCTH SODKOHRIONA Y MANGGLI W NGNS MELHEHTOS Ho CTTUNRETCS

HEoGHOMOCTH KOpPeRLIH A3 BOPAKORAIONA B SABHCHMOCTH OT BOSPACTa
§ e omveiaercn Gonbiuan sHyToHAEUAYaNsHaS BapUAGENEHOGTS, Je Y B3pOCTIIX. CpasHese FSTCKOf i B3PACHOf NONYNALYN NOKaSAN0 \To npenonaraewias AUCT y Aerefi Nocne BBeeH HaCkILaIowel A03bi 9 Wi Ghina CpaBHIMA G TaKosoil y B3pOCTX nOGne Bsege
‘703 6 Wik T  REToi ROt BoeAeH NOAREPHIBAIOLIEN A05 & MIKT 1 3 W 253 DA B yTHH GLITa TaoKE GpaBHAMa G TAKOBOR y S3POCIL N0GE BBEACHNA NOAREPXIISAIOLIGH 7055 3 M 1 4 WK 52 Pasa 5 QYT KOHLeHTDaLL
M TIpH PYEME BHYTDb & 71036 9 MITK: ITHOGTE BOPUKOHA30MA 1D MPVENE BHYTDb Y ST MOKET OrpaHUMBaTT

el
T 6. R wpuesiais Bacie. Tlonesie felsaie CSUSTSILGTINT O Gfee SLOOKSA SIVASKELYM SUPIKDISSET ¥ (ETEh o Coemilasd G0 S3PGCTLM 5 oot © Brksad SComcliowi scedfise  Mecout Teri. ¥ Bormiierss Rogboccs KomiaTran

y neren. Oct va aHanuse, NOAPOCTKA B BOPACTe OT 12 A0 14 MET C MACCOR Tena MeHee 50 KT AOMKHI NOMYATS 103y BOPHKOHEZ0NA, PEKOMEHIOBAHHYIO [ MpHEMa Y AeTei

Fiapytonie dypis novex

Conliari o Bonkau NTas KOO Y IBLUEHTOB o PESTUHOR CTETENI0 TOHEAOR HOAOCTATORHOCTA. Y MBUUGHTOB O OGS TN TRHEION CTeNo0 HaPYISHUS PYHILUM TOHeK (OALSHTDALUS KDSaTANMG B CHBOPOTKE > 220 WOTS Wk 25 WIE) HGTIORBETCH Ky
, Seliecrss - erage HATPHS, BXOOALENO & CoCTas npenapara

Hapyuwenue
Tlabyilere. Gy NEVENN He BIUAET Ha CEAGHBIHAE BOPHKONASONA C Gerkaui TnaN Kposi. CBeAeHn O haPMBKOHETIKE BOPUKOHEINA Y MBLIHTOS G TAKENOM CTeMeHI0 TAKECTH NeNeHoAMHolt HEAOCTTONHoCTH (knace C. o knaconaLym Maiing:TTo) oTcyrcTayor.

TIpH MHOTOKPATHOM NpHeme BOPYKOHA30NA BHyTP Cmax u AUCT Y 310pOBBIX MOMOMbIX XEHUMH Geint Ha 83 % U 113 % COOTBETCTBOHHO B, Ye Y JAOPOBLIX MOMOTSIX My (18-45 ner). Sasnmbix pasnawii Cmax u AUCT y JI0POBLIX NOKATIX MYKHUH 13 AOPOBLIX
KUK oML (> 65 1) He. PABHOBGGHaR KOALEHTPRLUR BOPAKORRIOTA B FIZGHE KPOBH Y XEHIL Giia 42 91 % SLLS, Yo WY OIS pAGNa NPenapara B BUAe cycreduy. HEODKOLUMOCTH B KOPPEKLUM 031 BOPAKORRJONa B S3BUCANOSTH O Nlonia Her. KORLEHTPaLiM
fraawe KpoaM Y MYXWIH 1 KEHUH ConocTaT

ruines;

KEHIWIEMIS Y TAMEHTOR Ges H

THEe WHeavHLe KaHaMACHLE WKPe (BKriouan C. krusel
ninesona;

TAXEbIE rUGKOBLIE MHCDEKLW, BbaBaHHLIe Scedosporium Spp. u Fusarium Spp.;
DYV TRNETNG VHBASHBHS TDUCKOBLIE MDORLIAN TPH HerepeHOCAOCTH W KTopHOCT K APy eKGpTSeHM TpSTEpTaw:
TEOPATANTIYG STpOpEIBHSo TRICKOSHX. WO Y MTWITOR, 00 GAKEHHON YFHUEH MMIMICH GACTEMSI TUXOPaTIOH 1 HOATPONERvl, 13 T BICOKOT0 PG (peuyyerT neiikosa);
POGUTITID WISAHLX TPHCHOSLIX WADEIY Y NALHEHTOB (SSpOCTo W ASTON CTGpuic 12 7er) TPYNLl Bi0KDr0 pHcKa, Taki e POLIENTL TPaHGTTANTaUAN raMOMOSTILEORMK CTEONOBLX KHETOR
IpoTMBONOKaSHMS
 TepSCTATEH0GTy € BODAONESENY A 1IOBUY AYONY KoMTONeNTY MpenapaTay
* OIOBENEIOB TIEHeHE SORANEIONA W CELYIOWAK TDeNapaT0s (o, paien <BsAAMOAGICTEMe IV neKaPCTIRHHLIY CPeLCTIAWY ).
0hepuienTa CYP3Ad, KOTOPIE MOTYT NPHBOMTS K YMHEHVO WHTEpEana QT: TepIeHaTMH, ACTEMIZON, LSANDAT, MMMOSHA UTA XUHWIWH,
cupor
Drbavm:

SCpanipens 5 703ax 400t i Bl QR pas B Sy (¢ SOpIKOHaINOM 5 CIaNAAPTIK AOSaX)
PUTOHABUD & BbICOIUX A03aX (400 MF U Bbilie 7183 pasa B Cymar);
EKaNONZb! ‘ClopLN (SpIOTaMHH, AVIVAPOSDIOTaNIAL). AENAIOLIECR CYGCTpaTaN UsoibepmenTa CYPOAL;
s3epobon poRIpABTeR (HATOP WTOXPOva PASD 1 F-rkonporema);
+_ ReToNn B03pACT 710
TOPOXHOCTbIO
 TOBblenan WECTATONLAOCT, K ApYTY MpenapaTaN - POUBOHGIM 350N
+ nodeNHan Wi N N
~ MpOSpATANIEGHIE COGTORMR: BpONIeHHOE WA PVOCpETENHOE ysenmiesie wHTepsana QT s © cepaeswon  cuycosan vanmre A apuTn, NpHeN PENapaTOs, BLi3HBAIX
yAnMerie virepeana QT (cu. pasen «OCOGbIe yKasaHMY):
* TIDUMEHEHIE y NAUEHTOB C neKTPOTTHbIMA HADYLIGHNY, TAKAM KAK: TTOKATIMEMWS, TUNOWATHHEMHR 1 TWTIOKabLMeMH
TIpUMereHMe npn GepeMeKHOCTI 1 B NepioR rPYAHOTO BoKapuIMBaHWA

%(Ze PoMeN L HEHLN S8 WCATISHYOM TeK G, KO CAOUZ6NaR NOnSa A/n METSpH 7540 TSSMLAST SCMGNCIS ICK A7 {HORG. BuIBeGHHE BOPYIOHGIRE O TPYAHAM MONOKOM HE VA ANOCh. Ha BPOMS NDUMGHBYR MPENapaTa TPyTHOS BCAPMIEIHAS CHORYET MpexpaTTh.
L) POTDORYTIHOT0 BOSpaCTa MM TPHeHeHAN

10C06 NpHMeHEHIA 1 AO:
e aanme o Kanenwu S —— suyTpvsono Gomacio (cTyive)! Porovesayewan copoots iy coctaarer 3 i s a6, rposorrertiocrs o 1-3

Hapyuenn SNeXTpOnUTHOTD 6a5aHo, HaNPAMED, enyer Waana 1 50 BPeNST NENGHI EOPHKOHAI0NOM.
g rvlig )
Teparud soprragonow creayor vaars o asepennn 8 056, 70561 X0 @ nepouis o, OB AREKSATIO KOHUEKTDAUYM & 123 KD0RH. BHYTAREHO0 Soetono CHERYCT TPOUOTKATS KaK AHIM 7 e 1oano serd covoer
TepoXG3 a Nepopabif TN TPOTaPATa, 1y VGO, T0 TALUGKT CICOCeH TDAMIGTS NeXGPCTEEHH G CPRACTEa AT RGNS ). JAMTUSaR SHCORY CHOROKTYTHOCT. SOPHKORGAONa Mo TPHGE SHYTPS, 56 % (ow. pasgen oW HaRA A
KO0 MOKESAIAN NOYH0 NOPOKORTE.© BT/ TPVBENOTO 3 Nepopanooe eI npeTapaTa 69 KoppeRM A0
B Tabmnie 1 nipvisenona nOLPOCHAR MABOPMELYY N pENIIaM ACUPOSaHR SODAKHALONS
Tabnuua 1.
BryTonsento Brytpn
Tiauvens ¢ waccon TlauwenTsi ¢ Macoo
nee Tena wenee 40 1"
wouan A403a - Bce noKasanAR (nepabie 24 1) 6 il xanasie 12 4 He He,
‘Ao (nocne nepabix 24 4)
pobunatis wserei (oo inGeuh Y TaLTos Epoci 1 el rapls T2 1) s Scolos pioa, T 1k pauiTienT Tparenraam | 34 WK el 123 200 wr vane 12 700 wr Kaxame 12 9
! TpKoBLX WpeRLu nauper

resaraih samepmones | WGeRs, asesamEe con 1 i spp. T e ewervae s TG TG 7 il vanae 12 9 200 i vaawe 12 4 700 i vaae 12 5
KaHAeMY Y naLeHTOB Ge) npopane Herr 32 il vaxame 12 200 wr vaawie 12 4 100 i aasie 124
Kanauaos muesona He yoranoanero 200 wr Kaxavie 12 700 wr xawave 12 4
* - oTHoGUTCR K naupenTam ot 15 neT u craplue

o o

Tow Tesenis fosa i BRGNS MOKET GoiTh yBenVMeHa A0 4 WO Kaxgsie 12 4. ECTM MBUMeT We NEPENOCHT MPENapar B BHICOKOR /0%, €6 CHIKAIOT A0 3 WK Kaxbie 12 .

UmenBHOCT NIiOHUST

UTENbHOCTL NEEHY 0TI Gl KK MOXGHO B 33BACHMOCT OT KIHMECKOTO SADADEKTA W PESYTLTATOB. MAKOTIOTIECKOTO WCCE0BaHUS. [WTENISHOCTS NSSeHHS He AOMAA Npesisuiars 180 AHeit

IPGKTIKG 2PUOKOGHIX UNGDEKUUL Y 63p0CTX U Oermett

IPODANaXTINGEICo TpWGHor TPEnapara CrEAyor HHKAT: b o TpaHCrTaNTaLLM 1 O TpoRonAaTs £ 100 Ay Tiposue mpoxbanaxy 0 180 et Moo Tomo o cnysae pecortnoi Topar v pesBUTS peay epaRCTIGITIT Tporie
sy (11X ooty «bbernocts opukcnascn T oo Go1oe 160 2165 b Hecnezoss Form TN e, KB C L X rpynax
Tpuwevonuo y naduonmos ocobuix 2pymn

lpyuornse By noso
¥ MaenTos o chenen wrw Twenoh CTaneIo ot o HeHOCTSTo T (WP pSTRya < S0 M) HGGOHBSTCS TN SCTOMGETEILAND KOUNONSNTS perapaTa GETEHNGA GGy T, Tau ILYTIM SODORSSAD eIV NS 8

vemoierew T cyiaes, Koz raetVas O3 B TEVEEHIORD S8R THARMILGET MOTEHLUATLA PUCK. B NOAOBHLX SITYBLLRX HEOGHOZMO DEryTADHO KORTDOTHPORAT: KOHASNTOALINO KOCATAR A B G2 80 TOBALLCHIST CHEVET OB BOGHIOETY Nepercra
3 NPUEM BODHKOHaION gukunaaon BLIBOANTCR § XOAe MORMBNASA G KMPEHCOM 121 MMM 4 MBCOBON Cane oMOMANIGA He. NPHBOLT K JAANEHIR SHEMTENLAOR JBCTI AGS BOPAKOHBIONA  HE TPECYST G KOPPOKLIH. BETALEHC CyMLOOy TTAT HATPUA BoBORTCH

ORe remopManIsa G mMDeuooM gire
Hapywenue cy

i ocThon rogpexgoHm 1 T, acwsHocTH (AT 1 (ACT). ropperts 103 Ho THSGYCTCS, 1O pOXOUCHEYCTS NPOROIDGTS OHTPOT NOKASATENo M st
TTAUMEHTaM C NISTKIMK WM CPEAHETKENbIMMA HADYLIGHUAMM CHYHKLIA fieen (knacchl A n B no kiaccucbikauin Yana-Tloio) creayer Hasnasato cranaapmy»o HacbiL@lolLLYI0 7103y BOPUKOHA30Na, @ NOAIePHVBAIOLLYI0 [0Sy CHItKATL B
TlaLipentan ¢ TkE0n Cronenbo HaPYLCH YHLY Noser (T C 110 KIZCOKDA@LYM U] SOPAOREION CIOZYET HaHHATS Tonbro & Tex ¢ OTEa OWOARENAR NOTLA TPGBLILIAET BOANMOHEIMI PUCK 1 R NOCTORM KOMTPGTEN G LSO BLENeH TPUSHaKOS
TOKCMECKOTO ACTEMA Npenapars

wene!

Kopeeraytn Acal sopcnezon Y Xt moge e TpeGyerca

e et nacocts sepiowasona y aoTe © Boapacre WragS 2 T we JeTaromnens (o, pagon elTporueonorasann).
B TaGnuue 2 MpueeneHa WHAODMALIAS N0 PEXANEM [IOMPOEAHA BOPYKOHAZ0NA y AETei B BO3PACTE CTapLLe 2 T

Tabnuua 2. Pexum y nmeveit (u Bospacte ot 2 go 12 ner)u y nogpocTkos (8 Bospacte ot 12 Ao 14 ner ¢ waccoit Tena menee 50 K.
[ I I Brytps ]
| A03a (nepBbie 24 4) | S ke kaxaie 124 I |
[ ‘A0% (noce nopabix 24 4) I 8 wikr 2 pasa & oyt [ i s e B oy (ko ‘A0sa 350 wr Asa pasa b CyTe) |
Tepantio peroVeHaYeTCH HasWHaT C BHYTPWBSHHOTO BBGLEHVA MpeTapaTa, & npreva Tonero nocne ymyer TALUENTa NPUHANGTS NEPOANbHLIG NeXaPCTREHHHIE CPEACTER.
Creqyer WML 50 ShMalife, UTO TepaneBTINENoS BOATEICTSlS MPENapara Npn SHYTPMBENHOM BBeAGK © 7030 § W PVERHTENIHG B 58 238 Ben, JoM M MDHMERELWH BHyTon B B0% 5 M
paenese sopiosasons v AETSA & Bospacte or 2 0 12 Nt C HapYCHA YN NelSHi U nOuEK e 1
Vnodpocmkos & e, o 75 60, 18 hm ¢ ool mers 50 ke s bonee. o om 15 G0 16 nem ‘ere SaeUeUMEOL oM MaCCs! Mena BopuKoHA0N AOMPYETCA TAK X, KaK AT B3pOCTX.
Koppekuus 003b! y meL?
Tpu HeanekeaTHOM naLyienTa 403a MOKET BbiTh yBenueHa C WwaroM 1 MIT (ni 50 MI 8 Criyuae, €CIN UIHAYNLHO NPUMEHSANK no3y 350 wr). Ecm pe e Tepaniio B HasHaHEHHOM [036, € CAYET CHIaNTS C WaroM 1 ke
S/L;\nw 50 mr B cnwae ECIM muawanbun nprenﬂnw Mavcwmaﬂwy}c nepopankHyio o3y 350 mr).
fHempyxiis o Npusomoanentio pac Upyaud
Pacteop ans by roTossT 8 Aaa orana.
L Sman: COREEKINOR BNKOHa PACTBOpAOT o OO serert B0 EnaKon 19 i sog ana ekt unw 19 it 0.9 % pacTaopa HaTpt X1opUAa. B pesynurare nonyloT KOALSHTRAT OGbetiow 20 v, CONepKLIR S0pMOHaoN 8 KoHLEKTPaM 10 i, [ pacTsopess
peromenayerca i oBbenie 1CTB0pa. He CMERyeT UCTIONb30BATL PACTBOP, eChiM B NPOLECCE PACTBOPEHWS PACTEOPUTENL HE NONAAAET BO (MAKOH MO ASHCTBUEM BakyyMa.
ravon CheRyer SCTpsBaTy o TOTHGT pAcToopoiA enapara nunycmuu ohONLA05H e TOTki MPOSPAHOTO PACTEOp 8 CY.ae OOpasORAIA KPYTILIX MACTIL PACTEOD Genyer TIpOsare )
ﬂunwewmw PACTBOP (KOHLIGHTDAT) MOXHO XDaHWTL He Gonee 24 4 Tpu Temneparype o 2 40 8 °C B TOM_Crlyae, BCTiA OH Gbin MPHTOTOBNEH B yerosysx. C. TOMKN 3DEHWS NpENapaT CrIeAYeT BEODUTL HEMeAIeH
man: nonyueHHIA Ha nepmM e KoHoHTaT B HEOEXORMMON OBseme (e TaOLY 3) cheryer \obas K ‘pacTBopam Ans uHcyani & han 50 5 Mo
0 CTBOP Havpm:

© B Phcraop Ascrposm i pacreop Prrepa narara;
- 5 % pacreop AekCTposHl 1 0.45 % pacTeop HaTpus xnopuda;
o

CT80D
= 045 B Gacrsap raroas xn

- 5% pacreop AeKcTposL! 0(;"9 % pacreop HaTpiA XnopHaa.

COBMECTUMOGT> BOPHKOHAS0MA G APYTMIM PACTBOPAMM, MOMMO YKASAHHLIX BLILE, HEHIBECTHA,

TaGnuua 3. HeoSxomnmble oBbems! 10_wriwn.
OBvemer (10 wrian), ann
Macca tena | flosa 3 wrikr (wucno dnakonos) | fosa 4 mrikr (wmcno dnakonos) | flosa 6 mrikr (wcno dnakowos) | flosa 8 wrikr (uucno dnakowos) | flosa 9 Mrikr (4ncno gnakowos)
- 4.0 n (1) - 80 wn (1) 9.0 wn (1)
75 - 50 wn (1) - 120 wn (1) 73,5 wn (1)
20 - 8,0 wn (1) B 60 wn (1 78,0 n (1
25 - 100 mn (1) - 20,0 wn (1 225 wn (2
30 50 w1 (1) 72,0 wn (1) 78,0 wn (1) 24,0 wn (@ 27.0 wn (2
35 105 wn (1) 74,0 wn (1) 21,0 wn (2 28,0 wn (2 315 wn (2
0 120 wn (1) 6.0 wn (1) 240 wn (2 320 wn (2 360 w1 @
%5 135 un (1) 180 wn (1) 270 w1 @ 360 wn (2 405 wn (3
50 50 un (1) 200 wn (1 300 w1 @ 400 wn ) 450w @
5 5 (1) 0 0 n 430w 495 w1 3
[ 0 wn (1) 0 wn 0 wn 480 wn (3 54,0 w1 3
[ 5 .0 0 wn 52,0 wn (3 585 un (3
7 0 wn 0 0 wn B -
7 5 .0 it 0 wn - -
£ 240 wn (2 320 wn (2 280 wn ) - -
3 255 wn (2 34,0 wn (2 51,0 wn 3 - -
% 27.0 wn (2 360 wn (2 54,0 wn (3 - -
% 285 wn (2 38,0 wn (2 57,0 wn 3 , ,
100 30,0 wn (2) 40,0 wn (2 600 wn 3 - -
orosi K npueHero pactsop (05-5 M) WOKHO XpaHWTL He Goree 3 1 npn TewnepaType He s 30 °C.
lo6osHoe
[arbie 0 5emamcm Sopcxasona ociomae 3 e TaTaX oIenosas Sans e 2000 enose (1655 1aUENTOS, IDASIIOLX SCRIOIESON 8 SISO eI 279 0 i VA IOy MALIE (TBLIEHTS CO ANOKEMECTERHHEMA
Bt \GHARoOM et eCDPAKTEDHSIM DUOKOBHIMI UHGDEKLISIM, NBLIEATI 623 HETpONGH wria 'a TaioKe a00poBLIe
Hinke peai, mmpm vnienenvin enapae t BOOKIO Gur CaRSaNSIC nesenyen Havconse peauisin seiorca e, OTKIIOHEHUS OT HODMS! ESYTaToB
peora, 2 1 i npenapara
T sogpacra, pacul . 1ona 1S sbrieo
Mo pexomennaunn BoemApHOl opraraly (803), peaum C VX “aGTOTOM pasBHTY: OdeHb 4acro - 210 %; wacro - or 21 % Ao <10 % Weacto - o1 20,1 % £0 <1 %; pexo - or 2001 %
B0 <0.1 %; oves peno - <0, 01 % eaBecTi - HeBOSMENL onpegnuT, aCTOrY a ocHOSHN WSOKCH jra
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apyisiu 0 cropois Cocytoa; isco - Gikeluie SFTSUBILLLON fasrewn, GNSGHT. elecro - IvMbeNT, TEOWCadneGi
Hapyuienus o cmopoHs! cucments! Cucmensi: dacmo - 7 W Heit (BKUO4EA MMMYHHYIO TROMBOLITONCHUHECKYIO MYPIIYDY), BHEMIS; HE4aCITO - YTHETEHHE
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HapyLleHUS GO CIOpOrs! peara CyXa, U GECITUGYNAPHO20 ANNEDaIa: HEYACIO - CHIDKEHIE OCTROTbI CIYXa (IMNOAKYSHS), WyM & -
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Fapyenn 0o cmopon Sndoupiriod cucmens: neoacmo - oCTarO<HOCT: Kops HATCHSwOD IAOTRROS PeOko - TNGpIPeoS
HapyuieHus OGMeHa GELIECa U MUMAHUS: 04eHs Yacmo -
cmo - oy, T be0kd - i Konir.
HaDYUIEHUS GO GIODOHB UMMYHHOU CUGITIENbI: HEaCO ~ PEaKin i peoko - peakym
: i KoM 3yR, AnoNeUS, apHTea; KpanUBHILA, CAHAPOM
apurewa), SpHTEMa, SK3eMa, KPAMMBHVILLA, ANNEPTYECKWA EPUTUT, NYPIYpa; Pedko - croitkas apuTema, ncopuas, i orex, i i wexponua (cukpon anenna);
4acmoma Heu3secmHa - KoxHasi hopMa KpacHoi BomMaHH”.
u (6KnI04art KuCm U ronUb): 4aCTIOMa HeU3GECHa - ANOCKOKTETOMHbIE PaK KON
Hapywenus co 1ol CEMHO-WLIIEHOL U COBOUHUITETLHOL MKAHU YaCMO - GOM B CTIAHE; HYaCO - APTDAT, YACTIOMA. HEU3BECTHA - NEPHOCTAT
OBuue PACCTIDOLICTIEA U HAPYUIEHUS & MECITIE GOROGHUS: O4EHs YECTIO - WXOPAK; YACTIO - BCTEHWS, O3HOB, OTEK SIAUG. (B TOM SWICTe NEpHOPBATAHBI OTeK. OTEK TYG); HEaCO - PANNONONOGHSI CHADOM, PEAKLISIBOCTATIHAE B MECTE BOECHAS.
uacmo - CNYTGHHOGTS COGHaHIR, AENPECCHS, TPEROTa, GECCOHHMLG, BXUTALUE.
acmo - nosiweHve Bemua © s Gowt ieeoro - vewe wrapean QT o nacOGRIOmaMe, NOBAISINE KHUTISLM UClGEI & e
i y : penapara y perei T aHTOA A TaKOSHM Y Bp0CT. Y T aksHoCTH Tarbie
RN bit B,
HexenaTebHie peakLim, OTMENEHHLIE B MOCTMAPKETUHIOBOM nepwone.
n-p-nm uposKa
JOHAA PEaKLYS, NPOSBUBLIASCH B BUE cwuﬁunw Brvewancs 10 MUAHyT. Amw:\cr ' BODUKOHA30Na Heu3secTex. B cny Topanen.
ol gt revonanuse C KpeHcow 121 ki, GETaRGKCa CyecboByTWTT HaTpus - C KTWPeRCOl S5 Vi, B CiS6 NEPOCAIPORKI TEMOMATAS MOXET yoan w eragerca warpis
sauvodsHeTaMe © ARYTYMM NekapcTBH

o
BOPHKONEON METSEONIMDYETC A NTVOMPYET SKTUBHOCTS Hodepueiros PASD. kroan CYP2C1S, CYPECO n CYPAA, IAMGHTopst s WHGyTopel ST SXDepHEH TR YT COGTSGTCTBH0 TOBLALATS WM GHNKET KONLEHTDS1440 BOPHCHBSOTa 8 133He 1GaBH. Takxe cyliecTsyer
BEPOATIOGTL, O BOPUKORaJN WOKST NOBLALT Mgty

EA0B1 10 MEXTOKEDCTHEIONY BSAUTIGETCTAMNO ol MDOBEAGY b CPems SHOPoRLD BHPOCIX NELHBITOS MG Na, FOTODAM MEpOPBLIO Ha3NEHNOR BOPAKOHESON 8 7098 200 M 2 PASA B CYTIN A0 ACCTANGHAS PABIHOBECHO KORLSHTPALYY NPENaPaTa B TNZSME PO
l%awue DeSyMLTATkI NOMXOAAT 1 A7 OLHKA BEPORTHOCTH BSAUIORGACTBU NP WENGRLSOBaHIM B APYTVX MOTYTALWAX 1 ZPYIVX GROGo003. BaeReHR npenapar
Gniua e3aumodeacmeuts
wexay

CTPENKA £ KEKAOTO (PAPMAKOKUHETUMECKOTD NAPEMETPA 0CHOBEHO Ha 90 % repeant X, KoTOpsie
Yy Bum:  auanasore () nke (1) wna ssae (1) auanssors, cocrasmiouro 80- 125 % asewma ) osvasaer AUCT, AUC, n AUC, CaBo et NORSOR WHTSpSana ACSWpoRER, O Spene 0 A0 Spowe ¢

Snponeow Rokasararaw, @ Tap or spalen 0 o Cootoug et cooreerc N } B
Comacto TpeGyetcn O35 ¥ TIWATELHbIA KTUHIMECKHI W GHOTIONSECKAA MOHUTOPUHT, & TaKKe NPENAPATH, G KOTOPLIMM HE OTMENEHO CYIEGTBEHHORD (DaPMAKOK/HETHHECKOTO

RAKY:
SSBUMOAGHCTENR, 1O KOTOPUE MY AT KAVRANMEO! WHTEPECHLI 3 RAVHOH TUPANGETIMGSION Cipepe,



Tabnuua 4. © apyrmm cpencteamm u npw
i npenapar [Mpuryun i " Uamerenus 2comempueckozo cpedrezo (%) no npemy
ACTEMA3ON, UN3ANPA, NMMOIWA, XMHATMH W TepDeHARMH | FECHOTPA Ha OTCYTCTEE AGHHLIX WCCTEAOEAHA, MOBLILIEHNE KOLGHTPALAN B MNG3ve Kposn | ITpOTMBONOKasaHo

[eyGempamai usogbepmenma CYP3A4]

DaHHLIX NPENAPATOR MOXET NABECTH K YNIHEHWO WiTepsana QTC W K Pemki Crysas
PAIBATIA XEMYAO-KOROM TEXVKADAAA THA

anvrens 'HECWOTPR Ha OTCYTCTBMS AaHHBIX VCONeRoBaNH, W ATwiTensio 2
( 1ep, dheHOBAOWTa, MehoBApOUTan) MOULEIE voryT cHmkaTs B Mnasive KpoBY
umOyKmops! moe mospoti PA50]

3paBMpeN3 (HEHYKIEOIUAHIA WHTGHTOP OGPaTH

ey iy ootpapene MumoxWMa

P450;_uneubumop u_cyGompam 3A4)

Stpacupers, 400 wr 1 paa & cyrn n aopmmm
200 wr 2 pasa & cymr*

Scbasuper, 300 W 1 pas B Gy W BopONaN,
400 wr 2 pasa & cyron™

B cpawenm G abasnpenson, 600 Mr 1 pas & cymor
Scpasmpera, Cmax
Sdpasupers, AUCT 1 17 %
B cpasHes ¢ opuKkoHa0nom, 200 M 2 pasa & cyrian
Boprkorazon, Cmax | 23 %

AUCT L 7%

VicnonSogare CTaHAApTHH 706 GODAKCHGSON 1 CTaHaaPTHX A0 oasnpersa (400 M 1 pas & oyron
W BorbLLWe A035) MPOTUBONOKA3aH.

BopukoHazon Moxer smecre ¢ ecnm aosa

20 400 wr 2 pasa & o 2 zesa dpasuperza chinkea 10 300 r 1 pa3 & cymw.
Koma we. cnenyer sephyTs Ao3y acbasipenaa.

noBbweHa

ANKanoWaL! COpLIHGW (HANPUMEP, JPTOTaMH 1 AMTATRO-
v S o CoEA]

Hecwory e aFHox, BODAIORaZ0N MORET NOBGLLATS KOMUSHTDAUIIO BIKanonaos
CHOpLIHEM & Nna3ive KpOSI W NPUBOMTS K passATVO sproTuaua.

TipoTwaonokasano

chaGyTu [Mauwa:u und,wmop uaohepwenmos
uumoxpoma P45

Prchabym, 300 w1 pas & cymar

Booworeoon, Crax | 89 %
Cr | 78%

Prchabyrv, 300 Mr 1 pas 6 Cyrin W BOpHKORazon,
350 wr 2 pasa & cymat

e  ooporasonon, 200 w2 b 8 oy
BopukoHason, Cma
Tl 32 %

Puchadyrun. 300 Mr 1 pas & CyTr  BOPKOHEN,
400 r 2 pasa & cym”

Puchabyrit, Cmax T

Pucpabyrv, AUCT 1 331 %

B cpaBHeH4A C_BopuKkoHasonow, 200 Mr 2 pasa B cymin
%

CrYTCTBYOLIBTO NpHNeHens BOpAKONA0Na A PADAGYTHA CreAYeT WAGeraTh, 52 ACKTIOJeHWeM CryNaes,
KO NON3a NESHILIAET NOTEHLUANHBIA PHCK. 1033 BOPUKOHAY0NA MOXET BT YBenvena A0 5 MK
BHYTDMBEHHO 2 pasa B CYTK Wi yBenwdeHa G 200 Mr 70 350 Mr BHYTPb 2 pasa B cymiat (or 100 M
710 200 U BHYTS 2 Pa3a B CYTKA Y MALUEHTOB C MACCON MeHee 40 KT) PEKOMEHAYETCH TUATENbHIA
aTenei OGIIETO GHAMN3A KPOBIH W HEXENEATENLHbIX PEAKUI Ha PUCDABYTH (8 T4. Ha
MPEAMET PaseuTs YBeuTa) B CryMasx, korma puchabyTuk NPUMEHRETCH COBMECTHO C BOPMKOHAI0MOM.

Bopikowason, Cmax | 104

AUCT 1 87 %
Puchamnnuan (600 Wr 1 pas & CyT) [MOLHBID UFOYKMOP Bopuonason, Cmax | 93 % Tporusonokasano
usocpepwenmos uumoxpoma P450) AUCT | 9 %
PUTONaBp (TVOATOp MpoTeas) [Wouretl UrO/Op
usocpey (powa P450; eubumop u cyocmpam

P

PHTOHaBHP B BLICOKOR A0S (400 MF 2 pasa B OyTkA) TpoTuBonoKasano

PuTonasup, Cmax n AUCT ~
66 %

AUCT | 82 %

PuToHaBup & HU3KO! Aose (100 Mr 2 pasa 8 cymkw)*

Puronasup, Cmax | 25 %

Puroriasup, AUCT | 13 %

Bopukorason, Cmax | 24 %
AUCT L 39 %

CrieayeT WaBeraTs COBMECTHOMO PUMEHEHIA BOPUKOHA30MA U HUKIX 403 pwTOHaBUpa (100 wr 2 pasa
B CyTHW), 32 UCKTIOUEHHEN CTYSaES, KOTIA MPEANIONAAENas! MOTIL3A MPUMEHEHW BOPHKOHAIONA MpeablLLaeT
ROTEHLMANLHBIA YCK.

usoepmenma yumo-
uwonpomeuel 300 w3 pasa B Gy
o comyToTapou e 0 Mr_opoKpaTHo

3B6pOGOA NPOALIPABNEHHLIN [UHOYKTIOD.
Xpows:

8 P450; undykr

G HOGRBIOMIOND OYGIUKGBAHHOTD HeEnenosar
Bopuorason, AUC,.

TipoTuBonoKasao

®nyxonazon (200 wr GyTion) unzuBUMop
Uaipepienos [CYP2CH, CYPRCTS 4 GYPOAL]

Boponason, Cmax | 57 %
Bopukowason, AUCT | 79 %
Viamenerus Cmax # AUCT

TIOAXOAUIA PEXUM AOMPOBAHNA W SACTOTL! MDAMEHEHWR BODUKOHA30Na A IRyKOHaI0Na He yCTaHOEeH
B Gy, ec BODAKCHSSGN TPANSHATOR OGS G1KOHAJOTA, PEXOUSHAYSTCA MOWITODHHT Carsattx
< nprewoy B

Sewmron [eyGompam usochopuenme CYPECO u ol

Cresyer ysberaTs CoSMECTIOTD MPUMGHEH enpmmona 1 DeruTom 52 HGIOIBHGN cryaes, 1ora
3a npessiluaet TWaTenbHbI MoK

undyKmop usogepmenmos uumoxpoia PAS0]
Gerwrmou, 300 wr 1 pas & cyror

Bopnorazon, Cmax | 49 %

roenpaum mewrmma B nnaswe Kposy. oo v v, aweets o snpmo«amnw & cnysae,
fosa Gyner yeennsena 70 5 ik

Gerurmour, 300 M 1 pa3 & CyTkn W BopHKOR3oN,
400 Mr 2 pasa & cyTea”

AUCT | 69 %
Pervom, Cmax | 67 %
envmomn, AUCT 1 81 %

B CpaBHeH#H CBOpHKOHA0NOM 200 M 2 pasa B cymx
Bopukorazon, Cmax | 34 %
AUCT 139 %

Ssspormiaye febompam wscibepuonma CYRIA
g

HecNoTpR Ha OTCYCTae FCCTSA0Ra CWTAETCH, ST SopHORaION HOKET CYUECTERH )
nogbiaT:

Ho PENONGHEYETGH ComMECTHe TGN SOpUIORaIoNa 1 9eparuIvyca Tax KaK ORAIaETCR, 10
BopyoHason moxeT nnasve kposu

A}gg«uoarynnmu Bapapuh (30 Mr odKokparho u i ecpmonaon,
| 300 mr 2 pasa B cyrkn) [cybcmpam usoghepMenma CYP2C9)

Vimcimarnanos nosione POTROMGMHOBOTD. upemenu TipuMepHo 8 2 pasa.

:1 pomwh&lnmmarynnnu Spuapuossro paa
(HanpuMep, GheHNPOKYMOH, aueHokywmapon) [cyGempams!
e CYPRCS u CYPoas]

/a OTCYTCTEM [iaHHbIX WGCTIBAOBAN, BODUKORGI0T MOXET NOBBILIATS
KOHLIEHTDLYIO KyMAPUHOB B MNA3Me KpOBY, KOTOPIE MOTYT BLI3bIBATS.

Peroverayerca Tuareeti meupw npmmmwuoaum Spevonn wn Dy nokasarerol cooprsaioueH
cuCTeMBI KpOBH, A @ ObiTh.

Bonopnasenuir (ranpie b, aasonaw, TpuasOnaM, Hecworpa va KnwhecKX Creayer B
annpasonaw) [cyGompamei CYP3AY] MOXET noBLTL s nnaswe Kposi KoTopsie
CYP3A4 u npusosr iaTBHOMY ocxbeiTy.

CYP3AY]

[eybcmpanel
CHpONUMYC (2 1 OnOKDATHO)

B
Cupommyc, Cmax | & 66 pas
Cuponumyc, AUC, > 1 8 11 pas

puererve W cnponiyca

Ubrocnops {y TaLWrTOs 3 CTEGAOM COToR
i M0MKW, MIPOXORALIAX XPOHNSECKYIO Tepaniio
Ccocnopmon

Lpocnopww, Cmax | 13 %
Unnocnopns, AUCT T 70 %

Hasuian neverise wrknocnopns, MeHLLITS A3y
AKnoCropHHa Ha 50 % W TILATENbHO KOHTPONHpOBATS €ro ouexTpaNo 8 e Kgosi. Moswuese
KOHUBHTPALU LMKNOCTOPHHA B NSHE KPOBH npor 0. TMoce oTMeHb!
SopINONAONA AT TUATENHO ChoTs 5 KOHNIENTPBLIGH LUKNOCIOp 5 MBS 150BH 1, oA

NoBbICHTS 03y,

Takponumyc (0,1 Mrikr ogHokpaTHo)

Takponumyc, Cmax 1 117 %
Takponumyc, AUCT 1 221 %

Havias nesenme werTos, ommMyc, W, 03y
TAKDONMMYCA [0 TPETH OT HAYANEHO W TWIATENSHO KOHTPONMPOBATH KOHUEHTPALIAIO TAKPOTUMYCA B Mna3ve
posi. TI0SHIo KOHICHTPALIN TEHPOTUYCA B MNS3US (03 MOKET CONOBDAGETLCH HEXPPOTOIGIHOCTO

locre o BOpAOAEIONa CTERYET TATNHO KCHTPOTUPOSAT: KOALEHTPELIHO TaKPOTAVYCA 8 TTase
Kposu noasicuTs 203

Onwarsi AnuTensHoro AeicTam [cyGempams!
usocpepwerma CYP3AG]
Okcukogom (10 wr omvoxparHo)

8 HesaBcHOM ONYGTHKOBaHOM WCCheAOBaIM
Oxcukonor, Crmiax
Orcomonion AUy 1656 1 paaa

Creyer pocouoTpeTs SooMORIOTT COpaLT 0% OTGEETE W 2Dy AT AOTCToOu
OMUATOB, METABONMIPYIOLIAXCA NP YSaCTAA W30bepwenTa CYP3Ad. (Hanphmep, mapor
MoXeT noTpeGOBATLCR YACTBIA MOHHTOPVHT CBFSHHLIX G OTATAMMA HEXENATENbHbIX PeaKlini

Meragon (32-100 wr 1 pas & cyrion)
[eyGmpam usochepwmerma CYPIA4]

R-veranon (atuersii), Ci
Rveranon (axmioi) AUCV -2
S-wmetanon, %
Sweranon, AUGH X

AT MOHATOpIHT PeaKIAi 1 TOKCINHOGTH, CaR3aHHOM C MeT:
ax o pone noawLO 610 JOHLENTR3LIM 5 1230 (GO SOIMOKO PESEUTVE HEKSaTEnsox peakuth,
V048 YNHHEHUE UHTEDEANa YWeHLeHve H03b) MeTaona.

Hecroponasie npoTWB0ROCTATWTEYklE npenapaT!
HrBr CvP2cy)

m&yn»odnu 1400 I onHoKpaTHo)

SBynpoden, Cmax 1 20 %
Swﬁynpmpeu AUCow x 100 %

Duknodenak (50 Mr onHOKpaTHO)

noenaK, Cmax
ﬂwmoq)euax JAUC, [

CocTonse nauenTos creayet
PeaKI 1, MDA HeOGRMMCTA, KoppexTApORaT: 203y HITBM

pasauTn

Owmenpazon (40 wr 1 pas & cyr)” [uKeuGuMop usoGepen:
OVB216; cytompam wsosbepmenmos CYERGTS u GYESAT]

Quenpason, Crmax 1 116 %
Owenpason, AUCT
Bopmuason, Crax %
Bopkorason, AUCT 1 41 %
Yecon Tenke woter notaenTs veTaGonua, sy wevGTopos rporossoro wacoce,
woTCst raw nsoce TO MOXET MPHEECTH K NOBLILEHWO
5 e iposn ST Mpanapatos

He TPeGYeToR KOPPEKLIA 1031 BOPHKOHA0Na. HaUMHAR N i e BOPUKOHASONOM NaLIBHTOB, NPHHMMAIOUIX
Omenpazon & Aosax 40 M WA B, CTIERYET YMEHLLMTL A3y OMENPAX0Na B

ﬂepoﬂanmmmmﬁllnnmu-m [cyﬁcmpamur
puerma CYP3A4; uneuGum Hma CYP2C19]
HopomereponiommmumacTraawan (1 Wi038 Wi 1 pas & cyron

Srumacrpannon, Cmax |
Srusmnscrpamuon, AUCT 1 61 %
HopatwcTepon, Cmax
Hopamvcrepow, AUCT 1 53 %
Bopukonason, Cmax 1 14 %

POIONGHAYeTCA KONTPOPOBATS COCTORNAG LGNS 2 TDOAMET PEIRUTUS HoXearerso peayt
casaaHHLX C

HapKoTM9ECKIe GHATILTETHKN KOPOTKOTO AGHCTBUA
yBomparms wsodopuenma CYPOAN

AnchesTakAn (20 MKTIKT OHOKDATHO, CoMyTCTBYHOWMiA MpUeM
nanorcora)

B esasnomO OnyGo0SaHHON WCTEROSaH
Ancpetanun, AUC, > | 8 6 pas

Creayer paccuorpeTs SCMGHCTe CHGHYR oS STCGeNTaNTE, Geraria W e veres RO

SHCTBU, CXOAHBIX 10 CTPYKTYDe o

CYP3A4 (vanpuuep, nenyer eoves rnprerion
e R o b s s i O

Dexrarun (5 M OAHOKPATHO)

B resaBuHON onYEIVIOEOM HecneRcear
Perirann, AUC, == | 81,34

C pUMEHeHWEN HAPKOTVMECKIX BHANTETUKOB KOPOTKOTO AEHCTEMA. [P HEOGKOMMMOCTH WX 0% MOKET GbiTh.
cHnketia

Crarwnes (vanpep, nosacrary
e e o S

HechOTD?A Ha OTCYTCTBNE A3HHLX IIMHIMECHAX HCCTIe0BaHM NEATONaTaRTCS, |0 BOpHK
nVATS KOHUEHTDELIN B TIG3ME KPOBM CTATVHOS, KOTOPbIE. METABOTMMPYIOTCA
npn_yaeTan CYP3A4  woryT npueecTi  paseumuio

CrEAYeT PacCUOTPETs BOIMOXHOGT YMEHSLISHH A0SHI CTATHOB.

TpoWSBEHLIe CYiehoNNTMoNeEMHE) (SaNpAVID, TorGyTaMiz,
FURMaWA, MGYPWA) [cyGempars CYP2C9]

HecuoTpR 1 GTGyTCTBAS WCXTeDBaIAY, CMTASTGR o BOBYKONal0N MGKET

Tnasme Kposi A g Y

PeKOMEHIYETCA TILIATENbHLI MORVTOUHT KOHLIEHTPALYM TIOKO3b) B NadhIe KpoBi.
Crepyer paccuorpers CHDKeHIA A0

Ancanonze! Gapewia (anpyus
[eybempame: usoeper

)

FIeCMOTDA Ha OTCYTCTEWE MGCTIeRoBaHWA CWITAETGH, 4TO BOPKOHA0N MOKET MOBLILATS
StaoA08 Capeinia o Tiae (PO U TDIEGT, X evporoiCmoT

CrienyeT PaCCMOTPETS BOSMOKHOGTS CHIDKEHIR A0%! ANKATONA0S GapavHKa.

VIHWBHTOpLI npoTeasbl T (nanpmMep, CaxBuHasp,

amnponaBup 1 NenduHaBHp)”
L cYPaAg

TlaHHble KMHANECK/X UCCHER0BAHAN OTCYTCTBYIOT. B MCCTIElOBaHAAX in Vilro Gbino noKasar
201 MOKET WHIAGUPOBATL MeTaBONaM yxaaammx HrWGMTOpOB npoteassl BYY,
ot 9,

o,

MEHAYETCA TUATNHoI KOHTPOM COTORHYAA NGLIMEHTOD 13 NPOAMET PasaTyi TI0GuiX Mposaneril
TOKCHAHOGTH Winp Moxer KOPPeKLIA A03bi Npenaparos.

Zh
Dpyrve mnyv.mo:m]n-le VHTABATOPGI OGPATHON TRaHCKPHI-
Taze! (HHUOT) (vapiep, penammprin, Healn panuk)*
yGempame! usogbepieHma CYPSAS: UneuGumope! unu
Uroyumop wsodbomuonmoa moxpoua PAS0]

TIaHHbie KWHINECK/X UCCTEA0BaHHI OTCYTCTBYIOT. B WCCNIGZIOBAHNAX I VIlro BuiNo NoKasawo,
TO BOPUKOHA30N MOXET MHTMGMposaT Meraonyam HHYOT, a weraGomiam Bopukok:
MOKeT ONABNATLCA Ha hoHe npiviewenns HHYOT. Kpote Toro, Ha 0CHOBAHAH AakHbix O
BN ohaBUEN3A HA BODHKOHAZON, MOKHO NPEANONOXyTS, o HHIOT MoryT younvsars
meTabonvam

PG LTSRN (OWTpons GOCTOmIn TAENToD 1 TPOANET BESaTin TG Tpomaney
TOKGHOCTH Wi Moxer KoppeLA [0 npenaparos.

Tumerwann (400 Wr 2 pasa 6 CyTw) [HeCTEUUGUNECKUT
UHRUGUMO U30PepMEHO8 UumOxpowa PAS0; nossiuaem pH.
vdouH0z0 cokal

Boponason, Cmax | 18 %
Bopuorason, AUCT 1 23 %

Fle TpeGyercn KoppexuiAR Aot
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