COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 26.04.2022 Ne 9712

OBIIAS XAPAKTEPUCTHKA I APCTRENHBROTPENAPATA 1002)

1. HAUMEHOBAHMUE JEKAPCTBEHHOI'O IIPEITIAPATA
Bazenekc, 62,5 Mr, TaGiaeTKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

Bazenekc, 125 mr, TabneTku, MOKPHITHIC IJICHOYHON 000I0YKOH

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB
JelicTByto1ee BemecTBo: 003¢HTaH

Basenekc, 62.5 Mr, Ta0JI€TKH, HOKPBITHIE [JIEHOYHONW 000JI0YKOMI

Kaxxnas tabnerka conepxut 62,5 Mr 603eHTaHa (B BUJIE MOHOTHIPATA).

Basenekc, 125 mr, TabiaeTKU, DOKPBITHIE INIEHOYHOU 000JI0YKOM

Kaxxnas Tabnerka comepxkut 125 mr 60o3eHTaHa (B BUIE MOHOTHIPATA).

ITomubIi MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCIACH B pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TalyieTKu, MOKPBITHIC INICHOYHOM 000JI0UKOM

Baszenekc 62,5 mr

Kpyriibie ABOSKOBBITYKIIbIE TaOJIETKH, TOKPBITHIEC TUIEHOYHONH 000JIOYKON CBETIIO-PO30BOTO IIBETA.
Ha nonepeunom paspese sapo oT 6es10ro J0 CBETI0-KEITOrO IBETA.

Bazenexkc 125 mr

prrJ'IHe ABOSKOBBIITYKJIBIC Ta6J'IeTI(I/I, TIOKPBITHIC IJICHOYHOM 000JIOUKOM CBCTJIO-PO30BOI'0 OBCTA C

pHCKOi Ha oiHOM cTopoHe. Ha momnepedHoM paspese sSApo OT OesIoro 10 CBETIIO-KEITOro IBETa.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
[Ipenapar Ba3zeHekc nmokazaH K MPUMEHEHHUIO Y B3pPOCHBIX U JIeTel crapiie 3-X JIeT AJiA JICUCHUS
JIero4HoM apTepuanbHoi runepreH3uu (JIAD) ¢ uenpio yaydiieHus TOJIEpaHTHOCTU K (PU3HUECKUM
Harpyskam U JJisl JISYeHUs! KITMHUYECKUX CUMIITOMOB y manueHToB |1-1V ¢yHkimonansHoro kiacca,
BKJIIOUAs:
— MEepBUYHYIO (MIMONATHYECKYI0 U HacleAcTBeHHY0) JIAT;
— Bropuunyro JIAI' Ha QoHe ckuepogepMuu TpU  OTCYTCTBUHM 3HAYUMOTO
MHTEPCTULUATIBHOIO MIOPAKEHUS JIETKUX;
— JIAI', accouMMpOBaHHYIO C BpOXXKIEHHBIMH IMOPOKAMM CEpALAa U, B YaCTHOCTH, C
HapyUIEHUSIMU MTOKa3aTesield FeMOJIMHAMUKY 10 THUITY CUHJIpOMa D3eHMEHTepa.

HpenapaT Bazenekc nmokaszan MPUMCEHCHUTIO Y B3POCIIBIX JJISA CHMKCHHA YU CJIa HOBBIX TUTUTAJIbHBIX
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KOHEYHOCTEH.

4.2. Pe:xuM 103UPOBAHMS M CIIOCOD NMPUMEHEHUsI
Jleyenue u HaOIIOIEHUE TOJDKEH MTPOBOJIUTH TOJIBKO Bpay, UMEIOMNN OnbIT JeueHus JIAT .

PexxuM J103upoBaHus

Bspocnvie

VY B3pocCiBIX HauyanbHas J103a mpemnapara Basenekc coctaBiser 62,5 mr 2 pasa/meHp (yTpoM H
BEYEpOM) B TeUCHHE 4 HE/IeTb, 3aTEM JI03y MOXKHO YBEJIMYUTH 10 MOACPKHUBAIOIICH 103bI, KOTOpas
cocraBisieT 125 mr 2 pasa/neHsb.

OTHUM peKOMEHAALNSIM HyKHO CJIEZI0BAaTh U IPU BO30OHOBIJIEHNH ITpUeMa nipernapara Bazenekc nocie
nepepbiBa B jgeucHuH (cM. pasuen 4.4).

Hemu om 3 nem u cmapue

Pexomenyemast TepaneBTHUECKas J103a Mpenapara BazeHekc y neTeil cocTaBisieT 2 MI/KT yTPOM U

BeuepoM. B wucciaemoBannn AC-052-356 [BREATHE-3] mnpuMmeHsIu CICaymOIIyl0 CXeMy

JIO3UPOBAHUS:
Macca Tena (Kr) HavanpHas no3a (4 Henenn) [TonneprxuBarorias 103a
10<x>20 31,25* mr 1 pa3 B 1eHb 31,25* mr 2 pa3a B JicHb

20 < x <40 31,25* mr 2 pa3a B 1ieHb 62,5 mr 2 pasa B IcHb

>40 62,5 Mr 2 pa3a B JIeHb 125 mr 2 pa3a B ieHb

* B ciyyae HEOOXOAMMOCTM mHpueMa B 103e 31,25 Mr NMpuUHMMATh HpenapaThl GO3€HTAaHA B COOTBETCTBYIOMIMX

JIEKapCTBEHHBIX (hopmMax

Tepanus 6 ciyuae knunuueckoeo yxyouenus JIAI

Crnenyer paccMOTpeTh BO3MOXHOCTh NMPUMEHEHUs aJbTEPHATUBHBIX METO/OB JICUEHHUS B Cllydae
KJIMHUYECKOTO yXY/IICHUs (HalpuMep, MpH YMEHBIICHUN IUCTAHIIMH 0 pe3yJbTaTaM Tecta ¢ 6-
MUHYTHOH X0/160011 He MeHee yeM Ha 10 % 1o cpaBHEHUIO ¢ MCXOIHBIMH ITOKa3aTeNsIMH ), HECMOTPS
Ha IIpUMeHeHHe npemnaparta BazeHekc B TeueHre He MeHee 8 Heslemb (M3 HUX B PEKOMEHIyeMOH /103€
- He MeHee 4 Henenb). OHAKO y YaCTH MAlMEHTOB MpU Hed(pPEKTUBHOCTH MpenapaTa BazeHekc
mocie 8§ HeAelb TNPUMEHEHHS, TOJOXKUTEIbHBIH J(PGEeKT MOXKeT HaOMoaaThCs IMOCIe
JIOMTOJTHUTENbHBIX 4-8 HElleNb JICUEHUS.

[Tpy HaCTyNJIEeHUH KIMHUYECKOTO YXYIIICHUS CIyCTS HECKOJbKO MECSIEB JICUEHUsS MpernapaTom

Ba3eHCKC, I_ICJ'ICC006pa3HOCTB ero JaJdbHEeHIIero MNPUMCHCHUA CICAYCT OLCHUTL 3aHOBO.
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VBenuuenue 103bl mpenaparta Basenekc o 250 |mr 2 de%éH—LE;%ETTOE%&"})H e O, 'iipu

HeocTaTouHOH 3(h(heKTUBHOCTH ero 10361 125 Mr 2 pasa/neHb, MOXKET CIIoCOOCTBOBATH HEKOTOPOMY
MOBBIIIEHUIO TOJIEPAHTHOCTH K (pu3ndeckoit Harpyske. CieyeT TIaTeIbHO B3BECUTh COOTHOLICHNE
M0JIb3a/PUCK JJISl MPUHSATHUS pelIeHHus o0 YBEJIMYEHHUHU J103bl MpernapaTa, IpUHUMas BO BHHUMAaHUE
3aBHCUMOCTH IelaTOTOKCHYECKOro JeHCTBHS npenapara BaseHekc oT ero 103bl.

Ilpexpawenue mepanuu

HmeeTcst OrpaHWYEeHHBIM OINBIT BHE3AaIIHOTO IPEKpallleHus Tepanuu IpernaparoM Basenekc
nanueHToB ¢ JIAI, npu 3ToM gaHHBIX O pe3koM yxyaumeHuu JIAI' He nonydeno. Tem He meHee, B
HEJSIX MPeJOTBPAIICHUs YXYIUICHHUS] COCTOSHUS MallMeHTa U3-32 BO3MOXKHOTO Pa3BUTHS CUHIPOMA
«OTMEHBI», PEKOMEHAYETCSI MOCTENEHHOE CHI)KEHHE J03bl (HAIOJIOBUHY B TeueHHE 3-7 nHEH) u
OJIHOBPEMEHHOE Hayaj0 aJbTEpHATUBHOW Tepanuu. PexomMeHayeTcs peryysapHbIi KOHTPOJb
KIIMHUYECKOT'0 COCTOSTHUS MAllMeHTa B IEPUO/ OTMEHBI JICUCHHS.

Ecnu npunsiTo peumieHre o0 oTMeHe npernapara BazeHnekc, ero 103y cieayeT CHUXATh MOCTENEHHO,
OJIHOBPEMEHHO HauMHas aJIbTEPHATUBHYIO TEPAIIUIO.

CHudicenue Ho8bIX OUSUMANLHBIX 5136 NPU CUCTNEMHOU CKIepPOO0epMUU

Haznauyenwue nedenust 1 HaOIIOJACHHE 32 HUM JOJDKEH OCYIIECTBISATH TOJBKO Bpad, UMEIOIIUNA OMBIT
JIeYEHUsI CUCTEMHOMN CKIIEPOJACPMUH.

Bspocavie

Y B3poCIBIX MalMEHTOB HadalbHAas J103a mpemapata BaseHekc cocramisier 62,5 mr 2 pa3a/ncHb B
TedeHue 4 HeJelnb, 3aTeM J103a YBEIUYMUBACTCA A0 MOoJAepKuBatomieil - 125 Mr 2 pasa/nens. ITum
pPEKOMEHIaIMsIM HYKHO CJIeIOBaTh M MPHU BO30OHOBIIEHWH TMpHEMa Mpenapara Mmocie nepephiBa B
nedenuu (cm. pazzaen 4.4). Kinnanyeckuil onbIT IpuMeHeHHs 003eHTaHa 110 IaHHOMY [TOKa3aHUIo He
MPEBBIIIAET 6 MECALIEB.

Heo6xomumo perynisipHO OolleHUBaTh A3(PPEKTUBHOCTD TEPANUU U HEOOXOAUMOCTh €€ MPOI0JIKEHHUS.
Crnenyer mpoBOJIUTh HaAJIEKAIIMI aHAIU3 COOTHOIICHMS MOJIb3bl OT T€PAluy M MOTEHIMAIBHOTO
pHCKa TOOOYHBIX PEAKIUiA C YYETOM rernmaTOTOKCHYHOCTH Mpenapara Basenekc (cM. paznen 4.4).

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmoi ¢ HapyweHuem QyHKyuu neveHu

He TpeOyercs KOppeKIUH J03bl y MAIMEHTOB C MEYEHOYHON HEAOCTATOYHOCTHIO JIETKOW CTENeHU
Tsokectd (kmacc A mo kimaccudukanmm  Yaina-ITeto, cm. pasmen 5). Ilpemapar Bazenexc
MIPOTUBOINOKA3aH IMAlMEHTaM C TIEYCHOYHON HEO0CTATOYHOCTHI0 YMEPEHHOH M TSXKEIION CTereHU
TsoxectH (kiacebl B u C no knaccudukanuu Yaiinn-ITsto, cM. pasaenst 4.3 u 4.4).

Tayuenmoi ¢ HapyuwieHuem QyHKYyuYU nouex

JIJisl MaMeHTOB ¢ HApYIICHUSIMH (YHKIIHH ITOYCK U MAIUCHTOB, HAXOAIIMXCS Ha TeMOANAIN3e, He

TpeOyeTcst KOpPEKIIH 10361 TipenapaTa Basenekc (cM. pasaen 5).
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(NOCNEQCBATENEHOCTE 0002)

HauueHmbl nOs2HCUTIOC0 803pacma

Y nanuenToB ctapiie 65 neT He TpeOyeTcs KOPPEKIHs 103kl Ipernapara.

eTH
Jannbie 00 3 dekTHBHOCTH U OE30IaCHOCTH NMPUMEHEHHUsI 003€HTaHa M0 JAaHHOMY TOKA3aHHUI0 y
nanyeHToB mijaaume 18 jmer orcyTcTByroT. dapmMakOKMHETHKY mIpenapata Baszenekc y jgerer ¢
JTAaHHBIM 3200JICBAaHUEM HE U3YYaH.

Cnooco0 npuMeHeHus

TabneTku, MOKPHITHIE MICHOYHOW OOO0JIOUKOM, ClielyeT MPUHHUMATh BHYTPh YTPOM M BEUEPOM,

HE3aBHMCHUMO OT BPEMCHU IIpHEMa MUKW, HC Pa3XCBbIBAas U 3alliBas BOﬂOﬁ.

4.3. lIlpoTuBONOKa3aHNUs

o ['unepuyyBCTBUTENBHOCT, K OO3€HTAaHYy WM JHOOOMY U3 BCIOMOTaTelIbHBIX BEIIECTB,
MepeUYUCIICHHBIX B pazjene 6.1.

o [TeyeHouHast HEIOCTATOYHOCTh YMEPEHHOM U TsKeNoil ctenenu TsbkecTu (kiacesl B u C no
knaccuukanuu Yainna-ITero, cm. paszmen 5).

o Hcxonnoe MOBBILICHHE aKTUBHOCTH «TIEYEHOYHBIX) TpaHCAMUHA3: ACT
(acmapraramunoTpancdepasbl) w/win AJIT (ananmHamuHOTpaHcdepasnbl) Oosiee yeM B 3 paza OT
BepxHe# rpanuiibl HopMmel (BITI).

. Tsoxenast aprepuanbHasi TUIOTEH3Us (CUCTOIMYECKOE apTepuanbHoe nasienue (All) menee
85 MM.pT.CT. y B3pocibix; cuctoianyeckoe AJl <80% HMKHEW rpaHULbl HOPMbI, COOTBETCTBYIOILIEH

BO3pACTY | MOy peOeHKa).

o OIHOBpEMEHHBII TIpUeM IHKIocropruHa A (cM. pasaen 4.5).
. bepemennocts (cM. pazaenst 4.6 u 4.4).
o [IpumeHeHne y OKEHIIMH C COXPAaHEHHBIM PENpPOMYKTHBHBIM IOTCHIMAIOM, HE

MOJIb3YIOLIUXCS HAJECKHBIMU METOAAMHU KOHTPALICTILIUH.
. [lepuon rpyiHOrO BCKapMIUMBaHUs (OTCYTCTBYIOT KJIMHUYECKHUE JaHHbBIE).
. [Ipumenenue y neteit 1o 18 sieT A yMEHbLICHHS YUClia HOBBIX JUTHTAJIbHBIX 3B (B CBSI3U C

OTCYTCTBUEM KIIMHUYCCKUX I[aHHLIX).

. JleTckuii Bo3pact 10 3-X JieT (1 TabJIeTOK MOKPBITHIX IJIEHOYHON 000JI0YKOM).

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

ApTCpI/IaJ'IBHaSI TUIIOTCH3UA

Oco0ble yKazaHus

VYV nauuentoB ¢ Tspkenou JIADT saddextuBHOCT, mpuMeHeHUs Oo3eHTaHa He ycTaHoBieHa. llpu

4
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CPEICTB, PEKOMEHIOBAHHBIX TIPH TSXKEJION craauu 3aboseBanus (HampuMep, SMOMPOCTEHOIIA) (CM.
paznen 4.2).

He ycraHOBI€HO COOTHOLIEHUE MOJB3bl U PUCKA MIPUMEHEHUS MpernapaTa BazeHeKke y NanueHToB C
JIAT I ®©K no knaccudukanuu BO3.

[Ipenapar Ba3eHekc MOKHO Ha3HA4aTh TOJBKO B CIIy4ae, €Ciiu cucToiinueckoe AJl He Boiiie 85 MM
pT. cT. [lanxenTaM ¢ apTepuanbHON TMIIOTEH3UEN CIEYET IPUMEHSTH MPENaApaT ¢ OCTOPOKHOCTBIO.
He ycranoBnena croco6HOCTh npenapata BaseHekc BAMATH Ha 3aKHUBJICHUE YK€ CYIIECTBYIOIIMX
JUTUTAIbHBIX 513B.

DyHKIUS neYeHn

[Tosermenue aktuBHOCTH ACT n/unmu AJIT Ha ¢one nmpumenenus: 003eHTaHa HOCUT J10303aBHCUMBIN
xapaktep. M3MeHeHns aKTUBHOCTU «II€YCHOYHBIX» TpaHCAMHHA3 OOBIYHO MPOUCXOJSAT B TEUCHUE
HepBbIX 26 Hejlenb Tepamnud, HO MOTYT BO3HHMKaTh W B Oosiee mo3aHue cpoku (cM. pasmen 4.8).
YKka3aHHOE TMOBBIIICHHE MOXKET YaCTHYHO OOBSACHATHCS KOHKYPCHTHBIM HWHTHOMPOBAHUEM
BBIBEJICHUS COJICH KEITYHBIX KHUCIIOT U3 TEMaTOIMTOB, HO, BO3MOXKHO, CYIIECTBYIOT U JIpyrHe, HE
BIIOJIHE U3yUEHHBIE, MEXaHU3MbI, IPUBOIIINE K HapylIeHHIO pyHKIMU neyeHu. Henb3s uekimounTh
HaKOIUIeHHe OO3eHTaHa B TEMaTOIMTaX, MPUBOASAIIEE K LUTOIU3Y M MOTEHIHAIBHO TSHKEIOMY
MOBPEKACHUIO TICUCHH, a TaK)KE HMMYHOJIOTMYCCKUE MEXaHW3Mbl. PUCK HapymieHus (yHKIUU
MEYCHH MOJKET TaK)Ke BO3pacTaTh IMPU OJHOBPEMEHHOM NPHMEHEHWHW Mpenapara BaseHekc c
JIEKapCTBEHHBIMU cpencTBaMu, uuruouropamu BSEP, Takumu kak pudaMounmt, rTuOCHKIaMU U
IIUKJIOCTIOPHH A, XOTs 3TH JaHHbIE OrpaHUYeHbI (cM. pasmen 4.5).

Heobxooum xonmpons akmusnocmu «neuenounvixy mpancamunas (AJIT, ACT) nepeo nauanom
mepanuu npenapamom Baszenexc, a 3amem 1 paz 6 mecay 6 nepuoo nevenus. Kpome smoeo,
AKMUBHOCMb «NEYeHOYHBIX) MPAHCAMUHA3 Cledyem onpeodenimov yepesz 2 Hedelu Nocie Kan#co020
nosviueHUs 003bl Npenapama.

PexomeHnaaimu no KOHTPOJIIO M JICYEHHUIO B cirydae moBbiiieHus akTuBHOCTH AJIT/ACT

Axmusnocmo AJIT/ACT>3 u <5 pa3z eviuwe BI'H

PesynbTaT 10/mKEH OBITH MOATBEPKAECH U NOBTOpHOM omnpenenennn akTuBHocTH ACT/AJIT. Ilpu
noareepkaeHun noselieHUs akTuBHOCTH ACT m AJIT pemenue o NpONOIDKEHUM JIEUEHUS
npernapatoM BaszeHekc, BO3MOXHO, B CHI)KEHHOM J103€, WJIHM €ro INpeKpalleHuH, JOHKHO
NPUHUMATBCS B KKIAOM KOHKpeTHOM ciydae (cm. pasmen 4.2). KoHTpois akTHBHOCTH
«TIEYEHOYHBIX» TPaHCAMHUHA3 CIEAYeT NPOBOAUTH, IO KpaillHEW Mmepe, Kaxaple 2 Henenu. Eciaum
AKTUBHOCTbH «II€YEHOUYHBIX» TPAaHCAMHHA3 BO3BPALIAETCA K HCXOJHBIM I10Ka3aTeNsAM, HYKHO OLIEHUTh
BO3MOXXHOCTh MPOJODKEHHS WM BO300HOBJIEHHS IpHeMa Mpenapara BaseHekc B pexume,

YKa3aHHOM HHIXKE.
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Axmusnocmo AJIT/ACT>5 u <8 pas eviue BI'H

PesynbraT n0mKeH OBITh MOATBEPIKIACH IpU MOBTOPHOM onpeaeneHnn akTuBHOCTH ACT/AJIT. [pu
noarBepkaeHnu nosbieHus aktuBHocTH ACT u AJIT cinexyer oTmeHuTh npenapatr Baszenekc, a
KOHTPOJIb aKTUBHOCTH «II€YEHOYHBIX» TPAHCAMHUHA3 IPOBOJAUTH, IO KpaillHEN Mmepe, Kaxiple 2
Henenu. Ecny akKTMBHOCTH «II€YEHOYHBIX» TPAHCAMHHA3 BEPHYJIACh K HMCXOJHBIM IOKA3aTelsiM,
HY’KHO OLIEHUTh BO3MOKHOCTh BO30OHOBJIEHUS IIpUeMa Ipenapara BazeHekc B pexxume, yKa3aHHOM
HIDKE.

Axmusnocmo AJIT/ACT>8 pas eviuwwe BI'H

Tepamnuto crneayeT MpekpaTuTb, BO30OHOBIEHUE MpueMa npenapara Basenekc uckitouaercs. [lpu
CONYmcmeyowux KIUHU4eCKUX CUMNMOMAX NOpadiceHus nedeHu, T.e. NPU HAIWYHUUA: TOLIHOTHI,
PBOTBI, JHMXOpaaKH, OONed B JKUBOTE, JKEITYyXH, IOBBIIICHHONH COHJMBOCTH U CJIa0OCTH,
TPUIIIONO00HOT0 CUHPOMA (apTpairuu, MUAITHH, TUXOPAJIKH), mepanuto npenapamom Basenexc
cedyem npekpamums, a 60300H08eHUe npuema npenapama Bazenekc ucknouaemcs.

Bo306HOBIIEHUE TEepanuu

Bo306HOBHTE Tepanuio mpermapaToM Ba3eHeKC MOKHO JIMIIbL B TOM CJy4ae, €CJIH OKHUIAeMbIN
TepaneBTHUecKuid 3(PGEeKT MpeBhIIIaeT MOTCHIUAIbHBIA PHUCK, a AKTUBHOCTh «IIEYCHOYHBIX)
TpaHCaMHUHA3 BEPHYJAach K HUCXOAHBIM (0 Hayaja JieuyeHHUs) TMokazaTelnsM. PekoMmeHmyercs
KOHCYJIbTAIlMsl Bpada-TenaTtosiora. Tepamuio ciexyeT BO30OHOBISATH COTJIACHO PEKOMEHIAIUSM,
U3JI0KCHHBIM B pazjene 4.2.

AKmuenocms «NeueHOYHbIX» MPAHCAMUHA3 He0OX00UMO NPOKOHMPOIUPO8ams uepe3 3 OHs nocie
60300H06IeHUsL mepanuu npenapamom Bazenexc, 3amem noeémopums xoHmpons uepez 2 Hedeiu,
nocie ue2o 8blNOIHAMb U3NONHCEHHbIE 8bIUE PEKOMEHOAYUU.

['emornoOuH

Ha ¢one neuennss 603eHTaHOM OTMEYEHO J10303aBHCUMOE CHIDKEHHE reMorioouHa (cm. pasaen 4.8).
B mnane60-KoHTpONIUpyEMBbIX HCCIIEJOBAHUSAX CHIDKEHUE TeMOrI00MHa, CBA3aHHOE C IPUMEHEHNEM
0o3eHTaHa, HE OBUIO MPOTrPECCUPYIONIUM, MOKA3aTeIu TeMOIVIOOMHA CTaOMIM3UPOBAIUCH IOCIE
nepBbIX 4-12 Henenb Tepanuu. PekoMeHayercs onpeaensiTe TeMOrJIo0uH Mepes HayaloM Tepanuu
npenapata Bazenekc, 1 pa3 B Mecsll B TeUeHHE MEPBLIX 4 MECAIIEB Tepaluy U B MOCIeayomeM - 1
pa3 B 3 mecsaua. Ecnu Habmiogaercss KIMHUYECKH 3HAYMMOE CHIDKEHHE I'eMOIJIOOMHaA, CleayeT
NIPOBECTHU JajbHElIIee 00CIeIOBaHIE MAIEHTA ISl YCTAaHOBIICHHS TPUUYMHBI aHEMHUH U PEIICHUS
BOIpoca 0 HEOOXOJUMOCTH MPOBEACHUSI COOTBETCTBYIOIIEH Tepamuu. B mocTpeructpalinoHHOM
nepuoJie Coo0IaIoch O CIydasX aHEeMHH, NOTPeOOBABIINX MEPEIUBAHUS SPUTPOLIUTAPHON MaCCHI
(cM. paznen 4.8).

Tepam/m YV XKECHIIHUH C COXPAHCHHBIM PEIIPOAYKTUBHBIM IMTOTCHIIMAJIOM

[Tockonpky Ha ¢oHe mnpuema mnpenapata BazeHekc dA(PPEKTUBHOCTP TOPMOHAIBHBIX
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JIAT', n npuHMMas BO BHUMaHUE JAHHBIE O TEPATON€HHOM JIEHCTBUH, BBIIBICHHOM Yy )KUBOTHBIX:

e Jlpemapar Bazenekc MoXeT ObITh Ha3HAYEH JKCHIIMHAM C COXPAaHEHHBIM PETPOIyKTHBHBIM
norenimaioM TOJIBKO nHa ¢one mpuMmeHeHUs HaJIeKHBIX METOAOB KOHTpALCNIUU U B CIIydae
OTPHLIATENIBHOIO pe3yJsIbTaTa TecTa Ha OepeMEHHOCTh 10 Hayaja JeUeHHMsL.

e MeToa ropMOHaIBHON KOHTPALIETILIUU HE CIENYET NIPUMEHATh KaK €AUHCTBCHHBIN B IIEPUOL
JeyeHust 003EHTaHOM.

e Tect Ha GepeMEHHOCTb PEKOMEHIYEeTCsl NMPOBOAMTH | pa3 B Mecsl A YCTaHOBJIECHUs
OepeMEHHOCTH Ha PAaHHUX CPOKax.

BeHOOKKIIO3MOHHAsA 00J1€3Hb JIETKHUX

Ciyuau pa3BUTHS OTEKa JIETKUX OTMEUYEHBI Y ITALIUEHTOB C BEHOOKKJIFO3MOHHOM 00JIE3HBIO JIETKUX Ha
(doHe MPUMEHEHHUS COCYA0PACILIUPSIIONINX CPEACTB (B OCHOBHOM, ITpOCTalMKINHA). Takum o0pazoM,
eclii BO BpeMs JieueHus mnpenapaTta Bazenekc y manuentoB ¢ JIAIT mosBisitoTcs Npu3HaKu OTeKa
JEeTKUX, CJeIyeT YYUThIBaTh BO3MOXKHOCTh HAJIUYUs COIYTCTBYIOLIETO BEHOOKKIFO3UOHHOTO
3a00€BaHusA. B mOCTpErucTpallnoOHHOM MEPUOZE COOOMIATIOCh O PEIKUX CIydasX pa3BUTUS OTEKa
JETKUX Ha QoHe nprema 003eHTaHa y MALMEHTOB C MOJ03PEHUEM HAa BEHOOKKIIIO3UOHHYIO 00JIE3Hb
JIETKUX.

IManmenTsl ¢ JJAI' 1 cOonyTCTBYIONMICH JICBOKEIYIOYKOBON HEJOCTATOYHOCTHIO

CrenuaiapHBIX HCCIeNOoBaHUN y manmueHToB ¢ JIAIT m comyTcTByromeld aucyHKIUEH JIEBOTO
XKelya04Ka He ipoBoauin. Tem He meHee, 1611 nanuenTos (u3 Hux 804 - nonyyanu 6o3eHTaH, a 807
- m1anebo) ¢ TKeIoW XpOoHUUYEeCKol cepaeuHoi HepocTatouHocThio (XCH) neunnu B cpegHeM B
TedeHue 1,5 ner B 1uianebo-KOHTPOJIMPYEMOM HCCIEeOBaHUU. B 3TOM HcclieJOBaHUM OTMEUEHO
yBEJIMYEHUE KOJM4ecTBa rocnuranu3auuii B cBsi3u ¢ XCH B TeueHue nepBbix 4-8 Henenb JeUeHUS
003€HTaHOM, MPUUYMHOM KOTOPBIX MOTJIO OBITh YBEIMUYEHHUE 3a/JEPKKU KUIAKOCTH B OpPraHU3ME.
3anepKKa KUJIKOCTH MPOSBISUIACH OBICTPBIM YBEIMYEHUEM MAcCChl Tella, CHIDKEHUEM TeMOorJIoOnHa
U YCUJICHHMEM OTEKOB HMIKHHMX KoHeuHocTel. Ilo 3aBepiieHnu uccieoBaHus He ObLIIO OTMEUYEHO
pa3Muuii B 4YMCJIE TOCHUTAIM3allMid B CBS3M C CEPAECYHOM HEIOCTATOYHOCTBIO M 4YacTOTe
CMEpTEIbHBIX HMCXO/OB Yy MAalMEHTOB, NMPUHUMABIIMX O03eHTaH wiu Iutanebo. CrenoBarenabHO,
oOciieZloBaHNE TMAlMEHTOB [OJDKHO OBbITh HANpaBIE€HO HA BBIABIEHUE 33JEPXKKH SKUIKOCTH
(HampuMep, YBEIMUYEHHs Macchl Teja), OCOOEHHO B clyyae COIYTCTBYIOLIEH TsKeIon
cuctoiandeckoi aucyHkuuu. [Ipy nmosBiaeHNH CUMOTOMOB 3aJI€PKKH KUAKOCTU MAIIUEHTY CIIEIYEeT
Ha3HA4YNUTh JIUYPETHKN WIM YBEJIMYUTh UX J03Yy. Y NAIUMEHTOB C 3aJEP>KKOM >KMIKOCTH CIEHYyEeT
IIPUHUMATh PELIEHUE O IPUMEHEHUN AUYPETUKOB IO Havasla JIEYeHHs npenaparom BaszeHekc.

JIAT u BUY-uudexuus

OneiT mpuMmeHeHus Oo3zeHtana y mnauumeHtoB ¢ JIAIT u BUY-undexumeir, mnomydaBmmx
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KOMOWHAIMY JTONMHABUP+PUTOHABUD MIPU UX COBMECTHOM MPUMEHEHUH Y 37I0POBBIX JOOPOBOJIBLIEB
NOKa3aJli YBEIMYCHHE KOHLIEHTPAMK OO3€HTaHa, KOTOpasl JOCTUraeT MaKCUMAaJIbHBIX 3HAYCHUH B
TeueHue nepBbIXx 4 mHel (cMm. pasgen 4.5). [Ipu HazHaueHun mpenapata Basenekc marueHTam,
IPUHUMAIOIUM UHTHOUTOPBI IIPOTEa3, AEUCTBUE KOTOPBIX YCUIUBAET PUTOHABUP, CIEAYET yIEIITh
0c000€ BHUMaHUE [IEPEHOCUMOCTH 003eHTaHa, 0COOEHHO B HayaJie JICYEHU ], IPUHUMAasi BO BHUMaHUe
PHICK pa3BUTHI apTEPHAIBHON TUIOTEH3UHN U U3MEHEHNE (PYHKIMOHAIBHBIX «I1€YEHOYHBIX)» TECTOB.
ITpu 0THOBPEMEHHOM IIPUMEHEHHUH NTpenapara BazeHeke 1 aHTUPETPOBUPYCHBIX IPENAapPATOB HEIIb3s
VCKJIIOYUTHh OTCPOYCHHOE HETAaTUBHOE BIIMSIHUE HA IIEYEHb M Pa3BUTHE HEIKENATEIbHBIX PEAKIIMH CO
CTOpPOHBI KpPOBU. BBUIY BO3MOXKHOTO B3aMMOJCWCTBUS, CBSA3aHHOTO C WHAYKIHEH O0O03eHTaHOM
U30(epMEHTOB CHCTEeMBl IUTOXpoMa P450, akTMBHOCTb aHTHPETPOBHPYCHOW TEPalMU MOXKET
CHIIKAThCS, IOITOMY y TaKUX HalueHTOB 3P QekTuBHOCTh Tepanuu BUY HeoOXoauMo TIiaTeabHO
KOHTPOJINPOBATh.

JIATL, 00vycIoBIIEHHAS THKEION XPOHUYECKON 00CTPYKTUBHON 001e3Hb10 Jierkux (XOBJI)

O¢ddexkTuBHOCTE W Oe30macHOCTh OO3€HTaHa H3y4aldu B 12-HEAETHHOM HEKOHTPOIUPYEMOM
ucciaenoBanun ¢ ydactueM 11 mamumentoB ¢ BropuuHou JIAI' B pesynbrare XOBJI Tsxenoro
TedeHus. Pe3ynbTaThl HMCCIEJOBaHUS CBHJIECTENBCTBYIOT 00 YBEIMUEHUHM MHHYTHOTO O0bema
BEHTWIALIMM JIETKUX U CHUYKEHUHU HACBIIICHHS KUCIOPOOM; U3 HEXKENaTeIbHBIX peakinii Hanbosee
4acTO OTMEYaIach OJIBIIIKA, MPEKPAIIABIIASACS ITOCIE OTMEHBI 003€HTaHa.

OpnHOBpEMEHHOE IPUMEHEHHE C JIDYTHMHM JICKAPCTBEHHBIMH ITpenapaTaMu

OnHOBpeMeHHOE IpHUMEHEHME Ipenaparta BaseHekc M LMKIOCIIOpMHA A HPOTHBOINOKA3aHO (CM.
pasnen 4.3).

OnHOBpeMEHHOE MpPUMEHEHHUE Ipenapara BaszeHekC ¢ TIMOEHKIaMHUIOM, (IIyKOHA30JIOM U
pudaMIUIIHOM He pekoMeHayercs (cM. pazaen 4.5).

KomOunupoBanHoil Tepanuu npenapara Bazenexkc m mnruouropamu uzodepmento CYP3A4 u

CYP2C9 HeobxoanMo n30erars.

4.5. B3aumopgeiicTBHe ¢ [PYIrMMHM JIeKapCTBeHHbIMH IIpenapataMM W Jpyrue BH/bI
B3aMMO/EHCTBUA

bozenTan sBisieTcst UHAYKTOpOoM H30depmeHTOoB cuctemsl uToxpoma P450 CYP2C9 u CYP3A4, u
10 JaHHBIM HCCIIeoBaHui N Vitro, Bo3moxkHo, CYP2C19. IlosTOoMy, mpH OJHOBPEMEHHOM
NpUMEHEeHHH Tpernapara BazeHekce u J1eKapCTBEHHBIX CPEACTB, METa0OIU3M KOTOPBIX OMOCPEI0OBAaH
3TUMHU H30(pEpMEHTaMHU, MX KOHIEHTpalus B IJIa3Me KpOBU cHIKaerca. ClenyeT y4uThIBaTh
BO3MOXXHOCTh CHIKEHUS S(PQPEKTUBHOCTH JIEKAPCTBEHHBIX CpPEICTB, METAa0O0JU3M KOTOPBIX

OCYILECTBIISICTCS C yYaCTHEM yKa3aHHBIX BbIIE N30(epMEHTOB. Bo3MOXkHO, Iociae Havana nmpueMa
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OJTHOBPEMEHHO MPUMEHSEMBIX JIEKApPCTBEHHBIX CPEICTB.
Boszentan moasepraercst merabonmusmy mpu ywactun u3odepmento CYP2C9 u CYP3A4.
WMurubupoBanue yka3aHHbIX H30()€pPMEHTOB MOXKET COIPOBOXKIATHCS MOBBIIICHUEM KOHIIEHTPALUU
0o3eHTaHa B TUIa3Me KPOBH (CM. KeTOKOHAa30J1). Bimsinue narn6utopos uzopepmenta CYP2C9 na
KOHIIEHTpaluio 003eHTaHa B IJ1a3Me KPOBU He n3ydanu. [Ipu oqHOBpEeMEHHOM NPUMEHEHUH ¢ HUMHU
clieyeT coOI0AaTh OCTOPOKHOCTD.

@nyrkonaszon u opyaue uneubumopwt uzogpepmenmos CYP2C9 u CYP3A4

OpnHoBpeMeHHOE IpUMEHEHHE Inpernapara BaseHekc ¢ (IykKoHa30J0M, KOTOPbI MHTUOMpYET, B
ocHoBHOM, m3opepment CYP2C9 wu, nume He3HauutenbHo, u3opepment CYP3A4, moxer
COIIPOBOXKIATHCSA BBIPAKCHHBIM MOBBIIICEHUEM KOHIIGHTpAaUUMU OoO3eHTaHa B KpoBU. JlaHHas
KoMOuHaius He pekomenayercs. [lo 3Toil ke NpUYMHE HE PEKOMEHIYeTCsl OJHOBPEMEHHOE
npUMeHeHHe npenapara Bazenekc u MouHbsIx ”Hru6UTOpoB nzopepmenta CYP3A4 (keTtokoHaszona,
UTPAaKOHA30J1a WU pUTOHABHpA) U nHrHOUTOpa M3odpepmenta CYP2C9 (BopukoHaszona).
Luxnocnopun A

OpnHOoBpeMeHHOE IpUMEHeHue Impenapara Basenekc u uukiocrnopuHa A (uHruburopa
KaJbLIMHEBPUHA) MpPOTHBOIIOKa3aHO (cM. pazzgen 4.3). Ilpu oAHOBpPEMEHHOM IpHEME 3TUX
npenapaToB MUHUMAaIIbHAs HavallbHAs KOHIIEHTpAIUs 003eHTaHa B KpoBH noBeinaercs B 30 pa3 mo
CpaBHEHHIO C MPUMEHEHHEM OJHOTO Oo3eHTaHa. PaBHOBecHast KOHUEHTpaIHs 003eHTaHAa B KPOBU
yBenuuuBaeTcss B 3-4 pa3a MO CpPaBHEHHUIO C KOHILIEHTpauued Oo03eHTaHa NpU MOHOTEpPAIUH.
MexaHU3MOM J1TaHHOTO B3aUMOJCWUCTBUS, BEPOSATHO, SBISAETCS MHTMOMPOBAHUE LUKIOCIOPHHOM
TPaHCIOPTHOTO O€JKa, OTBETCTBEHHOTO 3a TEpeHoc Oo3eHTaHa B TemaTouuThl. KoHIeHTpamms
nukiocnopuna A (cyoctpat usopepmenta CYP3A4) B kpoBu cHuKaeTcs puoOan3uTenbHo Ha 50 %.
JlanHoe u3MeHeHHe, Haubojee BepOsATHO, 00ycioBieHO uHAYKUuel wn3zopepmenta CYP3A4
003eHTaHOM.

Taxponumyc, cuponumyc

OpnHoBpemeHHOe npuMeHeHue ¢ 0o3eHTaHoM B KU He m3ydanoch, oJlHaKO MpeArnoiaraercs, YTo
KOHIIEHTpalusi 003eHTaHa B KPOBM MOJKET YBEIMYHMBATHCA IO AHAJIOTUU C OJAHOBPEMEHHBIM
npUMeHeHHeM ¢ nukiocnopuHoM A. IIpu coBMecTHOM NpHUMEHEHMM ¢ TpenapaToM BaseHekc
KOHIICHTPAIUS TAKPOJIMMYCa M CHPOJIMMYCa B KPOBH MOXET CHI)KAThCs. B CBsI3U ¢ 9TUM, Ipenapar
BaseHekc He ciefyeT NPHMEHSTh OJHOBPEMEHHO C TaKpOJIMMYCOM WJIH cupoimmycoMm. Ilpm
HEOOXOJIMMOCTH OJIHOBPEMEHHOT'O TMPUMEHEHHUsI 3THX IpernaparoB 00sA3aTesNbHO HaONIoeHue 3a
BO3MOXKHBIM Pa3BUTHEM HEXKEIATENIbHbIX PEaKUUi M KOHTPOJIb KOHIEHTPALUU TaKpoJUMyca U
CHpOJIUMYCa B KPOBH.

Tiubenxnamuo
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COIIPOBOKIANIOCH CHIDKEHHEM KOHIIEHTpaluy rimoenknamuaa (cyoctpat uzopepmenta CYP3A4) B
kpoBu Ha 40 % ¥ BO3MOXHBIM 3HAUUTEIBHBIM YMEHBIICHHEM TUIOTIIMKEMUYecKoro 3¢ddexra
npenapata. KoHmenrpamus 06o3eHTaHa B KpPOBH Takxke cHMkanach Ha 29 %. Kpome Toro, y
NAIMEHTOB, TMOJyYaBIIUX KOMOMHHPOBAHHYIO Tepaluio, BO3pacTajlia YacToTa IOBBIIICHUS
AKTUBHOCTH «ICUEHOYHBIX» TpaHcamMuHa3. W riaubOeHknmamun, u  OO3€HTaH  OKa3bIBAIOT
MHTHOUpYIOLlee BO3JICHCTBUE HA SKCIIOPTHYIO MOMITY cojeil xenuHbIx kucaot (BSEP), uro moxer
OOBSCHUTH TOBBIIICHHE AKTUBHOCTH «IEYEHOYHBIX» TpaHcamMuHa3. JlaHHas KoMOWHaUMs He
pexkomeHnayercs. Her naHHBIX O JEKapCTBEHHOM B3aMMOJCHCTBHM O03€HTaHa C JIPYTUMH
NPOM3BOIHBIMU CYJIb()OHUIMOYEBHHBI.

Pugpamnuyun

[Tpu oqHOBpEMEHHOM IPUMEHEHUHU 003eHTaHa B jo3e 125 mr 2 pasa/neHs u pudaMnuimHa, KOTOPbId
ABIIIETCS MOITHBIM UHAYKTOpOM u3odepmenToB CYP2C9 u CYP3A4, y 9 310poBbIX J0OPOBOIIBIIEB
B TeUEHHE 7 AHEH KOHLIEHTpalys 003€eHTaHa B KPOBH CHUKaIach Ha 58 %, a y OT/I€JIbHBIX NALUEHTOB
- Ha 90 %. Kak pe3ynbraT, MOXHO OKHIATh 3HAYUTEIBHOE CHIDKEHHE YPPEKTHBHOCTH IpenapaTa
Basenekc npu cOBMECTHOM MPUMEHEHUH C PUPAMITUIITHOM.

OnHoBpeMeHHOE TpUMeHeHre pudamnuivHa u npenaparta Bazenekc He pekomenayercs. JJaHHBIX O
COYETaHHOM MPUMEHEHUH 003€HTaHa ¢ IpyruMu nHAykropamu uzopepmenta CYP3 A4, Takumu kak
kapOamazenuH, QenobapOuTan, GEHUTOMH W Tmpemaparbl  3Bepo0Os  HPOABIPSABICHHOTO,
HejocTaToyHO. TeM He MeHee, MPU UX OJTHOBPEMEHHOM MPUMEHEHUU MOXHO OKHJAATh CHUXKCHUS
CHUCTEMHOI0 BO3eWcTBUS Oo3eHTaHa. Henb3s UCKIIOUUTH M 3HAYUTENBHOTO CHUXKEHUS
3¢ (PEeKTUBHOCTH JICUCHHUS.

Jlonunasup/pumonaseup (u Opyeue uHeUOUMOPbLL nNpomeas, Oeucmseue KOMOPLIX YCUNUBAE
pumoHnasup)

[Ipyu onHOBpEeMEHHOM MpHUMEHEHHH Oo3eHTaHa B Jo03¢ 125 Mr 2 pasa/JeHb U KOMOWHAIMU
nonuHaBup+putonasup 400 -100 Mr 2 pa3a/neHp B TeueHue 9,5 qHeH y 370pOBBIX TOOPOBOJIBIIEB
MUHHMMaJIbHAsI HadaJlbHasi KOHIIEHTpaIusi 003eHTaHa B KPOBU ObLIa MPUMEPHO B 48 pa3 BHINIE 1O
CpPaBHEHHMIO C KOHIIEHTpalMel NMpH NMpPUMEHEHUM oJHoro Oo3zeHTaHa. Ha 9 neHp KOHUEHTpauus
003eHTaHa B KPOBH OKa3ajachk B 5 pa3 BbIIIE, UeM IpU pHUeMe ToJIbKo 6o3eHTaHa. THrubuposanue
putoHaBupom wuzodepmenta CYP3A4 wu Oenka, oTBevaroumiero 3a TpaHCHOPT OO3eHTaHAa B
renaTouuThl, MPUBOANUT K CHHXKEHUIO KIMpeHca 003eHTaHa U, BEPOSITHO, JIE)KUT B OCHOBE JIaHHOTO
B3aMMOJEHCTBYUS. Y MAlMEHTOB, OJHOBPEMEHHO NPUHUMAKOIMX Mpenapar BaseHnekc u
JIONUHABUPTPUTOHABUP WJIM JpyrHe€ HMHTHOUTOPBI TNpoTeas, JAEHCTBHE KOTOPBIX YCHUIMBAET

PUTOHABUP, HEOOXOIUM KOHTPOJIb IEPEHOCUMOCTH OO3EHTaHa.
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HE3HaYMMO€ CHIKEHUE KOHILIEHTpalUM JIONMHABUpa U puTOHaBHpa (mpuMmepHo Ha 14 % u 17 %,
COOTBETCTBEHHO). TeM He MeHee, MOJHAas MHIYKIHMS O03€HTaHOM MOrJia OBITh HE JOCTUTHYTA,
IO3TOMY BO3MO>KHOCTb JaJbHEHUIIIEr0 CHUKEHUSI KOHLIEHTPAalU UHITMOUTOPOB IPOTEa3 UCKIOYUTh
Heb3sl. PexomeHayercs cooTBeTCTBYIOMMK KOHTpodib 3a BUY-tepanueii. [lomo6ubie 3dexTh
MOTYT 0’KUJAThCs U IPU IPUMEHEHHUH JIPYTUX UHTHOUTOPOB NPOTEa3, NEHCTBUE KOTOPBIX YCHUIIUBACT
putoHaBup (cM. pazuen 4.5).

Hpyeue anmupemposupycuvie npenapamul

B cBa3u ¢ OTCyTCTBHMEM JaHHBIX cHenu(UyYecKHe pPEKOMEHJAUMH B OTHOIIEHUH JPYIHX
AQHTUPETPOBUPYCHBIX IMPENApPaTOB HE MOTYT OBITh NPEACTABICHBI. YUUTHIBas BBIPAKEHHOE
TOKCHYECKOE JIeMCTBME HEBHpANMHA HAa TEYEHb, KOTOPOE MOXKET YCHIUTHh IeNaTOTOKCHYHOCTD
npenapata BaseHekc, coueTaHHOE IPUMEHEHUE 3TUX [IPENapaToB HE PEKOMEHYeTCsl.
T'opmonanvhvle kKonmpayenmugol

[Tpu ogHOBpEMEHHOM NPUMEHEHHUH B TeueHue 7 aHer 0o3eHTana B 103e 125 mr 2 pa3a/aeHp u 0 JHOH
JI03bl MEpOpPAIbHOIO KOHTpAalLENTHBa, cojepXkamero 1 Mr HOpITUCTEpoHA U 35 MKI
STUHWIACTpaauona, otMmedangoch cHuxkenne AUC ob6oux kommoHeHTOoB (Ha 14% wu 31%,
COOTBETCTBEHHO). Y OTHENbHBIX NAlMEHTOK CHMXKEHHME SKCIO3UIMU HOPITUCTEPOHA U
STHHWIACTpaauona pgocturaio 56% wu  66%, coorBercTBeHHO. TakuM 00pa3oM, TOJBKO
rOpMOHAJIbHAS! KOHTPAIETIIMsI, He3aBUCUMO OT ITyTH BBEIEHHS mpernapara (BHYTpb, HHBEKIIMOHHO,
TPAaHCAECPMAJILHO WM B BUJE UMIUIAHTATOB), HE MOXKET CUMTATHCS HAJICKHBIM KOHTPALEITUBHBIM
CPEICTBOM.

Bapgpapun

OpnHoBpeMeHHOE TpUMeHeHne 0o3eHTana B 1o3e 500 mr 2 pa3a/neHb B TeueHue 6 THel IpUBOIUT K
CHIDKEHHIO KOHLIEHTPAIMM B KPOBU Kak S-BapdapuHa (cyoctpar nzopepmenta CYP2C9), tak u R-
Bappapuna (cyoctpar uszopepmenta CYP3A4) na 29% u 38%, coorBercTBeHHO. OIBIT
OJTHOBPEMEHHOTO IIPUMEHEHUs 003eHTaHa 1 BapdapuHa y nauenToB ¢ JIAI' He BRITBIII KIIMHUYECKU
3HaYMMbIE W3MEHEHHs] MEXIYHApOJHOTO HopMmaim3oBaHHOro otHomeHuss (MHO) wmm  1o3si
Bap(dapuHa (HauaJbHOM J103bl B CPaBHEHUU C MOAJepXKuBaromel n030if). Kpome toro, gacrora
U3MEHEeHMH /103bl Bap(apuHa B X0Jie UCCiIeJoBaHuM B cBsA3M ¢ kojeOanusMu MHO wiu B cBs3M ¢
pa3BUTHEM HEXEJIAaTeIbHBIX PEaKIUi He OTINYajach y IMalMeHTOB, TMONYyYaBIINX OO03E€HTaH WA
rane6o. He TpeOyercst n3aMeHeHus 10361 BaphaprHa WK JPyTUX aHATOTWYHBIX aHTHKOATYJISTHTOB
JUIs TIpUeMa BHYTpPb IpH J00aBleHMHM K Tepanuu npernapara Basenekc. Tem He MeHee,
pekoMenayercs Oojee yacTblii koHTponb MHO, ocoGeHHO B Hauvaje NPUMEHEHUM Ipernapara
Basenexc u npu yBeIH4EHUH €r0 J103bI.

Cumeacmamun
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KOHIIEHTpauusi cumBactatuHa (cyocrpara nzopepmenta CYP3A4) u ero akTHBHOTO MeTabOIUTA
0eTa-rIPOKCUKUCIIOTEl CHUXkaeTcsd B KpoBU Ha 34% u 46%, coorBeTrcTBeHHO. OQHOBPEMEHHOE
NpPUMEHEHHE CHMBACTaTMHA HE BIUSET Ha KOHIEHTpauuio Oo3eHTaHa B KpoBU. Pekomenmyercs
KOHTPOJIb KOHIIGHTpAallMM XOJIECTEpHMHAa B KPOBH M COOTBETCTBYIOIIAS KOPPEKIUS 03Bl
CUMBAaCTaTHHA.
Kemoxkonaszon
OnHoBpeMEHHOE TpUMEHeHHe Oo3eHTaHa B g03e 62,5 mr 2 pasa/neHb B TeueHHe 6 AHEH u
KETOKOHAa30J1a, MoITHOTro uHruomtopa wuzodepmenta CYP3A4, compoBokmaercs ABYKPaTHBIM
MOBBIIIEHUEM KOHLIEHTpaluu Oo3eHTaHa B KpoBH. V3MeHeHue a03bl mIpenapata BaseHekc He
TpeOyercsi. HecMoTpss Ha OTCYTCTBHME JaHHBIX WCCIEIOBaHHWW IN VIVO, mpennosiaraercs, 4ro
AQHAJIOTMYHOE TIOBBIIICHHE KOHIIEHTpAaIMK OO03€HTaHAa B KPOBHU OXKUAAETCSA MPU OJAHOBPEMEHHOM
NPUMEHEHUU APYTUX MOUIHBIX MHTUOUTOPOB n3odepmenta CYP3A4, Hanpumep, UTpakoHA30/Ia U
puToHaBupa. TeM He MeHee, ITPU OAHOBPEMEHHOM IIPUMEHEHUU Npenapara Bazenekc nu uHruouropa
nzopepmenta CYP3A4, y mamueHTOB CO CHIKEHHOH aKTUBHOCTHIO H3odpepmenta CYP2C9
CYLIECTBYEeT pPHUCK Ooliee BBIPAKEHHOTO IIOBBIIICHHUS] KOHIEHTpAalMU OO03€HTaHa, YTO MOKET
CIO0CcOOCTBOBATH MOSIBICHUIO MOTEHIIMAFHO OMACHBIX HEXENIATEIbHBIX PEeaKIUH.
Ononpocmenon
OrpannucHHbIC pe3ysbTaThl uccienoBanus (AC-052-356 [BREATHE-3]), B xome kotoporo 10
JneTel moiy4yand OO3€HTaH OJHOBPEMEHHO C SIOMPOCTEHOJNIOM, YKAa3bIBalOT HA TO, YTO IOCIE
oJIHOKpaTHOTOo ¥ MHOTOKpaTHOro mpuMenenus C u AUC 6o3eHTaHa ObLITH MPUMEPHO OJUHAKOBBIMU
y MaIMEHTOB, MMOJYYaBIINX U HE MOJyUYaBIIUX HHPY3UH SIOMPOCTEHOIA (CM. pa3aen 5).
Cunoenaghun
[Tpu omHOBpEeMEHHOM NMPUMEHEHHH O03eHTaHa B 103¢ 125 mr 2 pa3a/feHsb (paBHOBECHOE COCTOSIHUE)
u cungenaduia B 1o3e 80 Mr 3 paza/neHs B TedeHue 6 JHel y 3A0pOBBIX JOOPOBOIBIIEB OTMEUATOCH
camkenne AUC cunpenaduna Ha 63 % u nosbiienne AUC Gozentana - Ha 50 %. Cnenyer
co0roaaTh OCTOPOYKHOCTD MTPH OJHOBPEMEHHOM TPUMEHEHUU.
[ueokcun
OpnHoBpeMeHHOEe MpHUMeHeHHe Oo3zeHTaHa B jo3e 500 mr 2 pasa/meHp B TeueHue 7 JaHeEH
conpoBoxaaetcs CHIKeHUEM AUC, Cmax B Cmin aurokcusaa Ha 12 %, 9 % u 23 %, cOOTBETCTBEHHO.
Bo3MokHO, B OCHOBE Me€XaHHM3Ma 3TOr0 B3aMMOJCHCTBHS JEXKUT MHAYKLUHSA TIUKOnpoTenHa P.
Knunudeckasi 3HaUMMOCTh TAHHOTO B3aUMOJICHCTBUS MAJIOBEPOSITHA.

eTH

HccnenoBanus JeKapCTBEHHOTO B3aUMOICUCTBUS OBLITH TIPOBENICHBI TOJIBKO Y B3POCIIBIX.
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(NOCMENOBATENEHOCTL 0002)

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTDH U JIAKTALMS

bepemeHHOCTD

B JOKIMHUYECKMX WCCIEIOBAaHUSAX YCTAHOBJICHA PEMPOIYKTHUBHAS TOKCHYHOCTh OO3CHTaHa
(TepaToreHHOe M AMOPHOTOKCHUYECKOE IeCTBHUE). JIaHHBIX O MPUMEHEHHH OO3eHTaHa y OepeMEHHBIX
JKEHIIUH HeT. BO3MOXHBIA pHUCK Ui uyenoBeka Hew3BecTeH. [IpuMenenue Oo3eHTaHa BO BpeMs
OepeMEHHOCTH MPOTUBOMOKA3aHo (cM. pazien 4.3).

Ilpumenenue y srceHuun ¢ COXpaHeHHbIM PenpoOYKMUSHLIM NOMEHYUATOM

[lepen Hayamom sieyeHUs] 0O3EHTAHOM Y KEHILUH C COXPAHEHHBIM PEMPOAYKTUBHBIM MOTEHLIUATIOM
clefyeT TMOATBEPAUTh OTCYTCTBHE OEpeMEHHOCTH, OOCYyIWUTh HAAEKHbIE METOAbl IO
NPEIyNpPexJACHUI0 OEPEeMEHHOCTH W HadaTh NMPUMEHEHWE KOHTPAIEHIMH IO COOTBETCTBYIOIICH
coriacoBaHHOU cxeme. [lanMeHThl U Bpayu JOJKHBI YUUTHIBATH TOT (akT, YTO OO3EHTAH MOXKET
CHIXAaThb  3((EKTUBHOCT,  TOPMOHANBHBIX  KOHTPALIEITUBHBIX  CPEICTB  BCIEICTBUE
bapMaKOKMHETHUECKOTO B3auMoieicTBus (cM. pazaen 4.5). [losTomy jKeHIIMHAM C COXPaHEHHBIM
PENPOAYKTHBHBIM TIOTEHIIMAIIOM HE PEKOMEHIYETCS UCIOJIb30BaTh METOJ TOPMOHAIBHON
KOHTpAIENIUU (BKJIFOYAs JICKAPCTBEHHBIC Tperaparhl, MPUMEHIEMbIC BHYTPh, B BHUJE MHBEKIIHUU,
TpaHCIEPMANbHBIX TEPANEBTUUYECKUX CHCTEM WM HMMIUIAHTATOB) B KauyeCTBE EIMHCTBEHHOIO
METO/Ia; UM HEOOXOAMMO MPUMEHSTH JOMOJHUTENbHBIN WU albTePHATUBHBIN HAJIeKHBIA METO]
KOHTpanenuuu. [Ipy COMHEHHSX B HAJCKHOCTH BBHIOPAHHOTO METOJa KOHTPAICIIINUA TMAIUCHTKE
ClIeyeT 0OpaTUThCS K Bpady-THHEKOJIOTY U HHIUBUAYAILHOTO 1MOA00pa METO/Ia KOHTPALCTIIIHH.
YuutbiBas BO3MOXHYI Hed()()EKTHBHOCTh TOPMOHAIBHOM KOHTpPALCNIIMU W BBICOKUH PHUCK
HEraTUBHOTO BiIHSAHUS OepemeHHOCTH Ha TeueHue JIAI, Bo Bpemst Tepamuu 003eHTaHOM
PEKOMEHTyeTCS KEMECSIHO TPOBOJUTH TECT Ha OEPEMEHHOCTh, YTO MO3BOJIUT JUATHOCTHPOBATH
OepeMeHHOCTh Ha paHHUX CPOKaXx.

JlakTanums

He ycranoBieHo, BbiAenseTcs U 003€HTaH B IpyAHOe MoJjoko. Eciu HeoOXoauMo mpoBeaeHHe
Tepanuu 003EHTAHOM B TICPHOJT JTAKTAIUH, TPYIHOE BCKAPMIIMBAHUE PEKOMEHTyEeTCS TPEKPATUTb.

DdepTUabHOCTD

B NOKJIMHUYECKUX UCCIIEOBAHMSIX BBISBICHO BIIMSHUE HA CEMEHHUKHU. Pe3ynpTaTsl KIMHUYECKOTO
MCCIIEIOBAHMsI ITOKa3au, 4yTo y 8 U3 24 nanmeHToB-MyxuuH c JIAI gyepe3 3 unu 6 Mecs1eB JIeUeHNs
003€HTAaHOM OTMEYAJIOCh YMEHBIIIEHUE KOHIICHTpaIuu criepMbl Ha 42 % u OoJjiee OT MCXOIHBIX
3HayeHnil. Ha OCHOBaHMM KIMHUYECKUX M JOKJIMHUYECKUX JAHHBIX HENb3sl UCKIIOYUTH PHUCK
HEraTUBHOTO BIUSHHUS OO3€HTaHa Ha CIEpMaTOreHe3 Yy MyXuuH. Henb3s HCKIIOYUTH
HeOJaronpusITHOE BIMSHUE JUIMTENBHOTO JEYeHHs 003€HTaHOM Ha CIEpMaTOreHe3 y MalleHTOB-

MAaJIbBYHUKOB.
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4.7. BausinMe HAa CHOCOOHOCTH YNPABJATH ancnomgﬁ;ﬂﬁ‘j&)é CrBaNi - -li)-éﬁlomb c

MeXaHMu3MaMH

BnusHre 603eHTaHa Ha CIIOCOOHOCTH YNPABIISATh TPAHCIIOPTHBIMH CPEJICTBAMU HE U3ydanoch. Tem
HE MeHee, OO3€HTAaH MOJKET BbI3bIBATh BBIPAKEHHOE CHWKEHHME apTepUaIbHOIO JIaBJIECHU,
COIIPOBOK/AIOIEECS] TOJIOBOKPY)KEHUEM WM TOTepedl CO3HaHMs, W, KaK CIEICTBUE, OKa3blBaTh

OTPHIIATEILHOE BIHMSIHAE Ha CIOCOOHOCTH YIPABISATH TPAHCIIOPTOM M paboTaTh ¢ MEXaHU3MAaMHU.

4.8. HexkennaTeibHbIe peakunu

Pesrome mpoduisg 6esonacHOCTH

B 20 mnane60-KOHTPOIUPYEMBIX HCCIEOBAHUAK, TPOBEACHHBIX 110 PA3IUYHBIM MTOKa3aHMsIM, 2486
NAUEHTOB noiydaau O6o3eHTaH B Ao3ax oT 100 mr go 2000 mr u 1838 nmanueHTOB moiyvaiu
wiane6o. [IpomomKuTeNnbHOCTh JIeUeHUsl cocTaBuia B cpeaHem 45 Heaens. HexenatenbHbIMU
nexapctBeHHbIMU peakiusimu (HJIP) cuutanu coObiTusi, KoTopsie HaOmoaamuch y 1% u Gomee
NAIUEHTOB, MOJy4yaBIIMX OO03€HTaH, C 4YacToTOH, mo KpaiiHedl Mepe, Ha 0,5% Bblle, yeM Yy
NAUEHTOB, NoiaydyaBmux Ianedo. Haubonee yacto ormedanu rosnosHyro 6oiab (11,5% mnporus
9,8%), OTeKM HWXHHX KOHEYHOCTeH wW/win 3amepkky skuakoctu (13,2% mpotu 10,9%),
MOBBIIICHHE aKTUBHOCTU «meueHouHbIx» TpaHcamuHa3z ACT w/umm AJIT (10,9% mnportus 4,6%) u
aHeMUI0/CHIKeHe remoriioonna (9,9% npotus 4,9%).

[lpumenenne Oo3eHTaHA ACCOIUHUPYETCS C  JI0303aBHCHMBIM  IIOBBIIICHHEM AKTHBHOCTH
«IEYECHOYHBIX» TPAHCAMHHA3 M CHIDKCHHEM reMoriobuna (cM. pasuen 4.5).

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

He oTmMeueHO KITMHUYECKH 3HAYMMBIX Pa3IMuni MEXTy HEXKeJaTeIbHBIMHU PEaklusIMuU B 00111ei 6a3e
JIAHHBIX U OTACJIBHO O 3aPETUCTPUPOBAHHBIM MMOKA3aAHUSM.

VYKka3zaHHbIE HUKE HEXKeNaTelbHble peakiuu 3apeructpupoBansl B KW u B mocTperucrpainoHHOM
MEPUOJIE€ U TPEACTABICHBl COMNIACHO TEPMUHOJIOTMU MEIMUIIMHCKOTO CIIOBaps, sl HOPMATHUBHO-
npaBoBoil nedarenbHoctTd MEDDRA. B 3aBUCMMOCTH OT 4acTOThl BOSBHUKHOBEHUS HEXKEJIATEIbHbIE
peaKIu CTPYMIHPOBAHbI CIEAYIOMIMM 00pa3oM: oueHb dacto (>1/10 ciayuaes), yacto (>1/100, HO
<1/10 cnyuaeB), vedacto (>1/1 000, Ho <1/100 cimy4aes), peaxo (>1/10 000, o <1/1 000 ciyuaes),
oueHb peako (<1/10 000 ciay4yaeB) 1 4acTOTa HEM3BECTHA (HEBO3MOKHO OLIEHUTH YaCTOTY UCXO/S U3
JIOCTYITHBIX JTAHHBIX ).

B kaxmol 9acTOTHOHM TpymIie HEXeNaTelbHbIE PEaKIUU MPEACTABICHBI B TOPSIKE YMEHBIICHHS

CTCIICHU CCPBE3HOCTHU.

CuCcTeMHO-OpPraHHbIi YacroTa HexkenarenbHas peakuus
KJIacc BO3HUKHOBEHHUS
Yacro Anemusi, CHIKEHHE TeMOTrI00nHa
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Hapywenus co cmoponwr | Hedacto TpoMGOHitoteHIs, — = “freliTporcts,
KpOSU U JUMPAmMuueckou neiikoneHus

cucmemasl

YacToTa HEeHM3BEeCTHA

AHeMHSI HIN CHMXCHHE FCMOFJ’IO6I/IH3,

Tpebyrolee reMoTpanchy3uu®

Hapywenus co cmoponwl

MMMyHHOIz cucmemal

Yacto Peaknuy noBbIIIEHHON YyBCTBUTEIBHOCTH
(BKJIIOUAs JepMATHT, KOXHBIM 3yA W
KOJKHAs! ChIIIb )

Penxo AHnapwiakTH4eCKue  peakuuud  W/Wim

AHTHOHEBPOTHYECKHUI OTeK:

Hapywenus co cmoponwi

QOueHr 4acTo

TCosoBHas 60J1b°

HEepBHOU cucmembl Yacto O6Mmopok 14

Hapywenus co cmoponer | Hacto Omymenue cepanednenus =

cepoya

Hapywenus co cmopounsi | Yacto «IPUIHBBD) KPOBH K KOXKE JIUIIA, CHIDKCHUE
cocy008 AL

Hapywenus co cmoponsr | Hacto Otek caus3ucToit 060mouku Hoca'
ObIXAMENbHOU  CUCTNEMbL,

0p2aHo8 2pYOHOU KNemKU U

cpedocmenust

Kenyoouno-kuweunsvie YacTto I"actpon3odareansHas pedmrokcHas

HapyuwieHus

00J1€e3Hb, Tuapes

Hapywenus co cmoponul

QueHp 4acTo

M3meHeHue nokasareneit pyHKIUY NeueHH

neuenu u | Hevacro IToBBIIIEHNE AKTUBHOCTH «IIEYEHOYHBIX)

JHCeNUebIBOOAUUX Nymeli tpancamuHas (ACT, AJIT) BcneactBue
renaTura (BKITIOUAst BO3MOYKHOE
000CTpEeHHE CYNIECTBYIOUIETO TeNaTHUTa)
/YITH KTy XU

Penko uppo3s IICYCHH, IIEYEHOYHAs

HE0CTATOYHOCTH

Hapywenus co cmoponwv | Hacro OpureMa

Koorcu u NOOKOINCHBIX

mraneu
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 26.04 29712
Obwue  uapywenus u | O4eHb 4acTO OTelk mﬁ&ﬁcﬁ'&'ﬁchﬁkﬂ_ﬁwl T50002]
peaxyuu 8 mecme
86edeHUs

! JlaHHble TOJNYYEHBI M3 TOCTPETMCTPALMOHHBIX HAOIFOICHHH, 4acTOTa ONpEAEIeHa C MOMOLIBIO CTATHCTHYECKOTO
MOJICTIMPOBAHUS JaHHBIX IUIAIe00-KOHTpoHupyeMbix KI.

2 Peak1lM MOBBIIEHHON YyBCTBUTEILHOCTH ObLIM OTMEYEHBI Y 9,9 % NalMeHTOB, KOTOphIE TIOTydYany 603eHTan u'y 9,1
% - mmane6o.

3T onoBHyto 601k oTMeuanu 11,5 % nauueHToB, KOTOpBIE MOMydanu 603eHTaH, u 9,8 % - maue6o.

4 JlaHHBIE PEaKIMM TAKKE MOTYT OBITh 00YCIOBIEHbI OCHOBHBIM 3a001€BaHIEM.

S [TostBIIeHME OTEKOB M 3a/IEPKKY KUIKOCTH oTMedanu 13,2 % TarmeHToB, KOTOphle Modydand 6o3enran, u 10,9 % -

mianedo.

OmnmncaHue OTACIBHBIX HEXKEIATSIbHBIX PEaKITM

B mocrpeructpallMOHHOM NEPUOAE OTMEYEHBI PEAKHUE CIIydad LUPpO3a IEYEHH HEU3BECTHOMU
9THUOJIOI'HU Ha (1)OHC IIHI/ITGJILHOﬁ TCpanun 003eHTaHOM Y HaUCHTOB C TAXKCJIBIMU COIMYTCTBYIOIINMHA
3a00JIeBaHUSMH, OJHOBPEMEHHO IPHMEHSIOIMX JApPYrHe JIEKapCTBEHHBIE Npenaparbl. Taxoke
3aperUCTPUPOBAHbl PEIKUE CIy4yad pa3BUTHUS MEUYEHOYHOM HEAOCTATOUYHOCTH. JTH HaOIIOACHUs
MOJATBEPKIAIOT HEOOXOAMMOCTh O00S3aTEFHOTO €KEMECIYHOTO KOHTPONIS (YHKIHMU TICYCHH B
TEUCHHE BCETO Mepuoia JieueHus 003eHTaHOM (CM. paszen 4.4).

Hsmenenue nabopamopHulx noxkazamereti

H3zmenenue akmusHocmu «ne4eHouHbIx) mparncamurnas

B xnmHMYECKO# MpaKTHKE TPUMEHEHHE 003EHTaHa COMTPOBOKAATIOCH J10303aBHCUMBIM TTOBBIIICHHEM
AKTUBHOCTH «IE€YEHOYHBIX» TpaHCAMUHA3 B Te4eHUE 26 Heleb JIEYEHHs, KOTOPOE pPa3BUBAIOCHh
MOCTENEHHO U, KaK MpaBuio, 0eCCUMITOMHO. B mocTperucrpanioHHOM neproje OTMEUEHbI peikue
Clly4ad LIMPpO3a NEYEHH U MIEYEHOYHOW HeJ0CTaTOUHOCTH. Mexanusm pas3sutus 3tux HJIP Hescen.
[ToBbIlIEHHAs] aKTUBHOCTh «II€YEHOYHBIX» TPAHCAMUHA3 MOXKET CIIOHTAaHHO HOPMAIM30BaThCs Ha
¢doHe mpuMeHeHHs 003eHTaHa B MOJACPKHUBAIOLIEH J103€ WU MOCJe €€ CHIKEHUs. TeM He MeHee,
MpPEKpaleHUE JEUEHUsI U KPaTKOBPEMEHHBIN NEPEPhIB B TEPAIIUU BCE KE MOXKET NOTpeOOBaThCS
(cm. pazmen 4.4).

B 20 mnpoBeaeHHBIX IUIaLe00-KOHTPOIUPYEMBIX HCCIEAOBAHUAX IOBBIIIEHHE AKTHUBHOCTU
«TIEYCHOYHBIX» TpaHCaMHHa3 B 3 pa3a u 6omee BepxHei rpanuilsl HopMbl (BI'H) otmeueno y 11,2 %
MAIMEHTOB, MOJydyaBIuX 0o3eHTaH, U 'y 2,4 % - ruiane6o. [loBeienue B 8 u Oosee pas Beiie BI'H
3aperucTpupoBaHo y 3,6 % mauueHToB, noxyyaromux 6o3enrtat, u'y 0,4 % - nnane6o. OTMedeHo,
yro Ha (oHe JeyeHHs OO03E€HTAaHOM TOBBIIIEHHE AKTUBHOCTH «IEUEHOYHBIX» TpaHCAMUHA3
COYETAJIOCh C MOBBIIIEHHEM KOHIIEHTpaluu OuanpyOuHa B iazMe KpoBH (B 2 u Ooiiee pa3 BhILIE
BT'H) npu oTCyTCTBUHM Yy HallMeHTOB OOCTPYKLHMHU >KemueBbiBoAsmuX myTed B 0,2 % cmydaeB (5

NalMeHToB), a Ha oHe npuMeHeHus mianedo - B 0,3 % ciaydaes (6 malMeHTOB).
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[Ipu 00001IEHHOM aHalnM3€ JAHHBIX, TOJYYCHHBIX VY 100 '%;;L%JQQTJIEQE@BIH‘TEBMMLW

neauarpudeckue uccnenoanuss FUTURE 1/2 u FUTURE 3/Extension), MOBBIIIEHHE aKTUBHOCTH
«TEYEHOYHBIX» TpaHcaMHHa3 B 3 pa3a u 6oiee BI'H nabnronanocs y 2 % nanueHTos.
VY 13 voopoxknennbix ¢ [IJIAI'H (FUTURE-4), koTopsbie moaydanu 003eHTaH B 103€ 2 MI/KT MacChI
tena 2 paza/nenp meHee 10 mueit (ot 0,5 go 10 gneit), He HAOMIOMATN TOBBINIEHUS AKTHBHOCTH
«TIEYCHOYHBIX» TpaHcaMuHa3 B 3 pa3a u 6oiee Boiie BI'H, Ho uepes 3 nHs mociie oTMEHbI 603eHTaHa
y OJTHOTO TMaleHTa ObIT JUATHOCTUPOBAH I'eATHT.
L'emocnobun
B mutanie60-KOHTpOIUpYyEeMbIX HCCIEA0BaHUAX CHUKEHUE TeMOTJI00MHA B CPABHEHUU C UCXOIHBIM J10
ypoBHs Hrke 100 r/1 66110 oT™MedeHo y 8,0% B3pOCIBIX MAIMEHTOB, TOMyJYaronux 603eHTad, u'y 3,9
% - uranie6o (cm. pazaen «Ocobbie ykazanus»). [Ipu 06001meHHOM aHANHM3e JaHHBIX, TOTYYEHHBIX Y
100 nereii ¢ JIAI (Hexontponupyemsbie neauarpuueckue uccnegopanus FUTURE 1/2 and FUTURE
3/Extension), CHHWXXEHHE TI'e€MOIJIOOMHA B CpPaBHEHMHM C HMCXOAHBIM 10 ypoBHS Huxe 100 1/1
Habmronanock y 10% manuentoB. CHmwkeHne reMorioonna Hroke 80 r/11 oTMedeHo He ObLIO.
Y 6 u3z 13 noBopoxaeHHbix ¢ IIJIAI'H (uccnenoBanne FUTURE-4) oTmeuanu cHuxeHue
reMOrJIOOMHA OT UCXOHO HOPMAJILHOTO 10 YPOBHS HUKE HUKHEH rpaHuIlbl HOPMBI Ha (JOHE JICUESHUS
003eHTaHOM.

eTu
Hexoumponupyemovie KU y oemeti
[Tpoduns 6e3onacHocTu 603eHTana y aereil (BREATHE-3: n=19, 603enTan 2 mMr/kr 2 pa3a B IeHb B
TedeHue 12 Henenb) He OTIMYANCSd OT COOTBETCTBYIOLIEro Mpoduis Ge30MacHOCTH Y B3POCIHBIX
nanuentoB ¢ JIAI' B Ga3ucHbIX uccienoBanusx. Hambomee yacto y aeTedt oTMEHald «IIPUITUBBI
kpoBu (21 %), TotoBHYI0 00JIb U KI3MEHEHHE TTOKa3aTesie (PYyHKIIMOHATBHBIX «TIEYCHOUYHBIX)» TECTOB
(16 % nns xaxnou HJIP).
O000111eHHbII aHANTNU3 PE3yIbTATOB HEKOHTPOJIUPYEMBIX MEeIMaTPUUECKUX UCCIIeIOBaHUI O03eHTaHa
B JIEKapCTBEHHOH (opMe aucnieprupyemblie TadaeTku no 32 mr Briatovan ganusie 100 nereit ¢ JIAT.
bo3enTan Ha3Havanu B 03€ 2 MI/KT Macchl Tena 2 paza/faeHs (m=33), 2 Mr/Kr Macchl Tena 3 pa3a/ieHb
(n=31) unu 4 mMr/Kr Maccel Tena 2 pasa/neHs (M=36). B MOMEHT BKJIIOUEHUS B HCCIIEI0OBAHUE BO3PACT
6 MalKMEeHTOB COCTABIIUI OT 3 MecsueB A0 | roga. 15 manueHToB - oT 1 roga 10 2 et 1 79 naiueHToB
- oT 2 o 12 ner. Menuana mpoI0JDKATELHOCTH JiedueHus: coctaBuia 71,8 nemens (ot 0,4 mo 258
HEJIEIb).
[Tpoduns OGe3omacHoCTH y AeTel MO AAHHBIM OOBEIWHEHHOTO aHaMM3a OBLT TaKUM K€, Kak B
OCHOBHBIX HCCIIEIOBaHHUSAX Y B3pocibix manueHToB ¢ JIAI, kpoMe YacTOThl WH(EKIIMOHHBIX
OCJIOKHEHUH, KOTOpBIE OBLITN 00JIee YaCTHIMU Y ICTEH, 4eM y B3pocibix (69% B cpaBHeHu ¢ 41,3%).

DTO OTJIMYUE YaCTUYHO MOXET OBITh OOBICHEHO OOJiee MITUTEIBHBIM JICUCHUEM Yy JeTel (MenuaHa
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71,8 Hemenb) B CPaBHEHMH C B3POCIBIMH (vIem/IaHa':nPf;ﬁE&E@&%IE@EH&;Ig@ Ut b

HEKENaTeIbHBIMU SIBJICHUSIMU ObUTH MH(EKIIMU BEPXHUX JbIXaTeNbHBIX MyTed (25%), nerouHas
(aprepuanbHast) runeprensus (20%), Hazodapunrur (17%), mupexcus (15%), ppota (13%), 6poHXUT
(10%), 6oub B sxuBoTe (10%) u auapes (10%). YactoTa HesKenaTeIbHBIX SIBICHUN CYIIIECTBEHHO HE
paziuyanach y MalMeHTOB MJaJIIe WM cTapuie 2 JIeT, OJHAaKO 3TOT BBIBOJ OCHOBAaH Ha JAaHHBIX
TOJIbKO 21 manueHTa B Bo3pacTe 10 2 JieT U 6 NalMeHTOB B BO3pacTe OT 3 MecsleB A0 1 roxa.
Hapymenust ¢GyHKIMM NMEYeHHW W aHEMHsI/CHUKEHHE TeMorjoOuHa Habmogamuch y 9 % u 5 %
MAIMEHTOB, COOTBETCTBEHHO.

B  panmomusupoBaHHOM  MIane00-KOHTPOJIUPYEMOM  HMCCIEJAOBAaHWUM Y  MAlUEHTOB C
NEPCUCTUPYIOLICH JISTOYHOM apTepuaibHoil runeprensueii HopopoxaeHHbIX ([IJIAT'H, FUTURE-4)
13 HOBOPOKACHHBIX MMOYYau JUCIIEPTUPYEMbIe Ta0IeTKN 003eHTaHa B 03¢ 2 MI/KI Macchl Tena 2
pa3a/IeHb, 8 MalMeHTOB NodyJyanu iane6o. Menuana npo o KUTEIbHOCTH JISUSHHs] 003€HTaHOM U
npueMa 1iarnedo cocTaBUIIU, COOTBETCTBEHHO, 4,5 nHs (oT 0,5 no 10 nueit) u 4,0 nus (ot 2,5 mo0 6,5
nHeii). CaMbIMU 9aCTBIMU HEXKeEIaTeIbHBIMU SIBICHUSMH Yy JIETEH, MOJTy4aBIINX OO3EHTaH U IU1aredo,
OBLIM, COOTBETCTBEHHO, aHEMMSI WJIM CHUYKEHHE TeMoriioOnHa (7 1 2 NalueHToB), FeHepalu30BaHHbIE
oteku (3 u 0 maruenToB) 1 pBoTa (2 1 0 MaKeHTOB).

COO6H.I€HI/IC O IMOA03PEBACMBIX HCKCIATCIbHBIX PCAKIIUAX

BaxHo coo0mare 0 TOM03PEBAaEMBIX HEKENATENBHBIX PEAaKIHUsIX IOCIe PEeTHCTPaIuu
JIEKApCTBEHHOTO Iperapara ¢ Meblo 00ecneueHus] HEMpPEepbIBHOTO MOHHTOPWHIA COOTHOLICHHUS
«IoJIb3a — PHUCK» JIEKApCTBEHHOTO Ipenapata. MeIUIMHCKAM paOOTHUKAM pPEKOMEHIyeTcs
coo0wIaTh O JHOBIX MM003PEBAEMBIX HEXKENATENbHBIX PEaKIUIX JEKapCTBEHHOTO Mpernapara yepes
HAIlMOHAJIbHBIE CHCTEMBI COOOIIEHHWS O HEXKENATENbHBIX pPEaKIUsAX TOCylapcTB — UICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK3a:

Poccuiickaa ®edepayus

DdenepanbHas ciryx0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109074, r. MockBa, CraBstHCKas IJI0IIA b, 1. 4, cTpoeHue 1

Tenedon: +7 (499) 578-06-70, +7 (499) 578-02-20

OnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

WurepHeT-caifT: WWW.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMOTOMBI

Bosentan npuMeHsM B olHOKpaTHO# 03¢ 2400 Mr y 310pOBBIX A0OpOBOIbIEB U B q03¢ 10 2000
MTI/JIeHb B T€UEHHE 2 MECSIEB y MAIMeHTOB ¢ apyrumu, kpome JIAI, 3a6oneBanusmu. Hanbomee

YacTO BCTPEUAIOIIEHCS HEXeNaTeIbHOM peakiuel Oblia TOJ0BHAS 0OJIb OT JIETKOW O YMEPEHHOM
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HNHTCHCUBHOCTH.

Tspxenas nepeqo3upoBKa MOXKET MIPUBECTH K BRIPAXKEHHOMY CHIDKEHUIO AJl, TpeOyrolieMy ak THBHON
CEpJEYHO-COCYIUCTON Tepanuu. B mocTperucTpaliioHHOM IEPUOJE 3aperUCTPUPOBAaH Ciaydyai
MepPEI03UPOBKHU Y MaJIburKa-1moipoctka mociie nmpuema 10 000 Mr 603eHTaHa, KOTOPBIN TPOSIBIISIICS
TOIIHOTOM, pPBOTOM, CHUXeHUEM AJl, roJOBOKpYXEHUEM, NOBBIILICHHBIM IOTOOTACICHUEM U
HapyLIEHUEM YETKOCTU 3pUTENIBHOr0 BocmpusaTUs. COCTOSHUE MOJIHOCTBIO HOPMAaIM30BaJIOCh B
TeueHue 24 yacoB Ha (OHE MOJACPKUBAIOIIECH TUIIEPTEH3NBHON TEPAIIHH.

Jleuenue

JleueHne cumnrTomaTHdyeckoe. bo3enTan He YAQAIACTCA ITPU réMOJuain3e.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHeE CBOMCTBA
®dapMakoTepaneBTUYECKas TpyMIa: Ba3oAUIaTUPYIOIIee CPEICTBO
Kon ATX: C02KX01

Mexanusm neiicteus U bapMmakonuHamuueckue 3O deKTol

bo3eHTaH sBIISETCS HECEIEKTUBHBIM aHTarOHUCTOM SHIOTEIMHOBBIX perentopos Thna OTa u OTs.
bo3eHTaH CHMXAeT Kak JIETOYHOE, TaK U CHUCTEMHOE COCYIUCTOE CONPOTUBIICHME, NPUBOAA K
MOBBILICHUIO CEPJEYHOI0 BbIOpoca 0e3 yBeNM4YeHHs 4acToThl cepieuHblx cokpamieHuir (HCC).
Heiiporopmon snporenun-1 (9T-1) sBusercs ogHMM M3 CaMbIX MOIIHBIX CpPEIU H3BECTHBIX B
HACTOSILUH MOMEHT Ba30KOHCTPUKTOPOB, KOTOPBIN Takxke 001aJaeT CIIOCOOHOCThIO CTUMYJIMPOBATh
¢ubpo3, KiIeTouHyro nponudepanuio, runepTpoduio cepama M peMoAEIMpPOBAHHME, U TaKXKe
IPOSIBIISIET MPOTUBOBOCIAIUTENBbHYIO aKTUBHOCTb. DTH 3((EKThl HHAYLIUPYIOTCS IIPU CBSA3bIBAHUU
suporenuua-1 (OT-1) ¢ penentopamu OTa m OTp, pacrnonoKEHHBIMH B DJHAOTEIUH H
IJIaJKOMBIIIEYHBIX KJIeTKax cocynoB. Konnenrpanuu OT-1 B TKaHAX U IJ1a3Me KPOBH MOBBIIIAIOTCSA
IPU HEKOTOPBIX CEPJIEYHO-COCYAUCTHIX 3a00JI€BaHUAX M OOJIE3HAX COCAMHUTEIBHOW TKAHH, B TOM
yHclie TpU JIETOuHOM apTepuanbHoil runeprensun (JIAT), ckinepoaepMuu, oCTpoil U XpOHUYECKON
CEp/IeYHON HEIOCTATOYHOCTH, HIIEMUH MUOKApAa, CACTEMHOMN TMIIEPTEH3UH U aTEPOCKIIEPO3€E, YTO
npeanonaraer ydactue OT-1 B marorenese »Ttux 3aboneBanuil. Ilpu JIAI' u cepaeuHoit
HEJ0CTAaTOYHOCTH, NPU OTCYTCTBHUM AHTArOHM3Ma K 3HJIOTEIMHOBBIM DPELIENITOPaM, IOBBILICHHbBIE
KoHIEeHTpauuu JT-1 cTporo KOppenupyroT ¢ TSKECThIO U TPOTHO30M YKa3aHHBIX 3a00I€BaHUM.
boszentan koHkypupyer ¢ OT-1 m apyrumm OT nmentupamum 3a cBsspBanue ¢ OTa m OTg ¢
HE3HAYUTENILHO Ootee BEICOKUM cpoacTBoM K perenrropam DT a (Ki =4,1 — 43 HMoJ1b) 10 CpaBHEHHIO
¢ peuentopamu ETg (Ki = 38 — 730 amousb).

bozenTtan cneuuduuecku 6sokupyer IT penenTopsl U HE CBSA3BIBACTCS C APYTHUMH PELIEITOPAMH.

DddhEKTHBHOCTE
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COOTBETCTBYET 3K

[Tpu n3yuenun JIAI" Ha Mo€IISIX 5 KUBOTHBIX MOKA3dHO, YTO H}Mg‘gﬁé;% %&c&faﬁa g%ﬂ‘pb

cHmXkaer jerouHoe cocyauctoe comportupieHue (JICC) m cmocoOcTByeT oOpaTHOMY pPa3BUTHIO
rUNepTpoPuu COCyZOB JETKUX M MPaBOro skeinyaouka. I[lokazano, yto mpu jierounom ¢uodpose
003€HTaH yMEHbIIIAET HAKOILJICHUE KOJUTareHa B JIETKUX.

D¢gexmusnocmv  npu npumeneHuu y 63pOCibIX NAYUEHMO8 C JNe20YHOU ApmMepuaibHouU
eunepmeH3uetl

JnutenbHoe (B Teyenue 12 u 16 Hepenb) nedeHue B3pocibix nanueHToB ¢ JIADT (mepBuyHOMN H
BTOPUYHOM, IIPEUMYIIIECTBEHHO accoMupoBaHHoe co ckiepoaepmueii) III-1V dyHkimonanpHOTO
kiacca (PK) o kinaccudukanuu BeemupHoii opranuzamuu 3apaBooxpaneHus (BO3) 6o3eHTanoM B
KOMOWHAIIMM C AHTHUKOATyJISIHTaMM, BazoaujataTopamu (OJOKaTopaMH KalbLMEBBIX KaHAJOB),
JUYpETUKaMHU, KHCIOPOJOM M JTUIOKCHMHOM, HO HE D3IOIPOCTEHOJIOM, COINPOBOXKIAIOChH
YMEHBIIIEHUEM BBIPAKEHHOCTH CUMOTOMOB JIAI' ¥ 3HaYMTENBHBIM YBEIMUECHUEM TOJIEPAHTHOCTH K
buznyecKkuM Harpy3kam (1o pe3ysibTaTaM TecTa ¢ 6-MUHYTHOU X0/1b00i1). DTH 3P PeKThl OTMEUATUCH
yepes 4 Helienu, OTUETIIMBO IPOSBISUIUCH Yepe3 8 Helleb U COXPaHSIUCh 10 28 HEJelb B IOATPYIIE
MAIUMEHTOB aKTUBHOI'O JICUYEHUSI.

B uccnenoanuu naunentos ¢ JIAI' I @K nokazaHo 3HaYnTENBHOE YBEIMUYEHHE BPEMEHH J0 Havalia
KIIMHUYECKOTO YXY/IIeH!s (KOMOMHIPOBAaHHAS KOHEYHAs TOYKA, BKIIOYAIOIAasi IPOrPEeCCUPOBaHUE
CUMITOMOB 3a00JieBaHus, rocnuTanu3anuio seaeactsue JIAI u ciyyau cMepTh).

V¥V nauuentoB ¢ JIADI' III ®K u nopokamu cepala B COUYETaHUMHM C HapyLICHUSAMH IOKa3zaTesneu
FeMOJUHAMUKYU 10 TUITy CHHApOMa Dii3eHMEHrepa, YBeIUUYeHHUE CPEIHEr0 3HAUEHUsS! HACBIIIECHUS
KpOoBH KuciopoaoM Ha 1,0% B rpymnme nanueHToB, HOIy4YaBIIMX OO3€HTaH, CBUAETEIHCTBOBAIIO O
TOM, 4TO OO3€HTaH He ycyryomser rumokcemuto. CpeaHee 3HAUEHHE JIETOYHOIO COCYIUCTOIO
COINPOTHUBIICHUS 3HAUUTEIHHO CHIXKAJIOCh, @ TOJIEPAHTHOCTD K (PU3MUECKUM Harpy3KkaM MOBbIIIATIACh
(cpemHsist TUCTAHIIMS 1O pe3yibTaTaM TeCTa ¢ 6-MUHYTHOW XOAb0OH yBemumuuiach Ha 53 MeTpa) B
TpyIIe MalueHTOB, MOTyYaBIIUX 003€HTaH.

[Tpu n3yyenun 603entana y nauuentoB c JIAT III ®K B coueranuu ¢ BUY-undexuueil nokazaHo
MOBBILICHUE TOJIEPAHTHOCTH K (PU3NYECKUM Harpy3kaM B CPAaBHEHUU C UCXOJIHBIMH JTAHHBIMU.

B 1ByX OCHOBHBIX I1a11€00-KOHTPOIUPYEMBIX UCCIECTOBAHMIX U UX OTKPBITHIX MPOICHUSAX Y BCEX
NAalMEeHTOB, MOJYyYalolMX O03€HTaH, B TEYEHUE JUIMTEIBHOTO BPEMEHU MPOBOIMIN OLEHKY
YKU3HEHHO BaXXHBIX Mokazateneid. CpeqHsis MpoI0JKUTENIbHOCTh TpueMa 0o3eHTaHa coctaBuia 1,9
+ 0,7 ner (ot 0,1 mo 3,3 5eT), KJIMHUYECKOE COCTOSHUE MAIIMEHTOB KOHTPOJIUPOBAIM B CPEIHEM B
teuenue 0,2 + 0,6 net. Y Gonpliell yacTH MAIMEHTOB ObUT MOJATBEPXK/AEH AUarHo3 nepBudHoi JIAT
(72 %) u onpenenen 111 K (84 %) no knaccudpukamnun BO3. [TokazaTens BBKMBAEMOCTH B TPyIIIE
B 11€JI0M (COTTacHoO oreHke mo metony Karmman-Maiiepa) uepes 1 ros nedeHus 6036HTaHOM COCTaBHIT

93 %, agepe3 2 rona - 84 %. Y manueHToB C CUCTEMHOM CKJIEPOIepMHUEH TTOKa3aTe BBDKUBAEMOCTH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
26.04 2022 M= 9712

OT £b U8 AU 2 by

(NOCNEQCBATENEHOCTE 0002)

o metony Kannman-Maiiepa Obutn HUKE.

HUccneoosanus, nposedennvie y oemetl ¢ JIAI

Hccnenoanue mapaMeTpoB (hapMaKOKUHETHKU 003€HTaHA IPOBOIMIIN Y JIETeH B TeueHue 12 Henenb
Tepanuu. AHaINU3 reMOIMHAMUYECKIX MTapaMeTPOB YKa3bIBAaeT Ha YBEIMUEHUE CEPACUHOr0 UHIEKCa
(CH) na 0,5 n/MuH/M?, a Tak)ke Ha CHIKEHHE CPEJIHETO JIaBIIeHUS B erouHoil aprepun (JIJIA) mo 8
MM pT.cT. 1 JICC - 1o 389 nuH X cex X cM.

Cucmemmnas cxknepooepmus ¢ A36eHHbIM NOPAINCEHUEM KOHEUHOCMel

PesynpTarhl JBYX KIMHUYECKHMX HCCIEIOBAHUN y B3pOCIBIX MAlMEHTOB C CHCTEMHOI
CKJIEpOIepMUEH U S3BEHHBIM MOpPAXEHHEM KOHEYHOCTEH (B cTaguu OOOCTpPEeHMsI WM B CIyd4asx,
KOT'J1a SI3BEHHOE MOPaKEHNE OTMEYAId B TEUCHUE TIOCIISIHETrO To/[a) MTOKAa3ajH, YTO B TEYCHUE BCETO
nepuoja mpuMeHeHus 603eHTaHa HAOII0JaeTCs TOCTOBEPHOE YMECHBIIICHUE YHCIIa HOBBIX SI3BEHHBIX
MOpaXEHU KOHEYHOCTEH 1O CPaBHEHHUIO ¢ I1anedo.

VY nanueHToB, Noay4yaBIIMX OO3€HTaH WK I1anedo B TedeHue 16 Heaens, B cpeHeM, oTMeueHo 1,4
u 2,7 HOBBIX #A3BEHHBIX MOpaxeHuil, coorBeTcTBeHHO (p=0,0042). B wuccnenoBanuu
MPOJOHKUTEILHOCTRIO 24 HEIeIN YHCIIO0 HOBBIX SI3BEHHBIX MOPAKCHHUI KOHEYHOCTEH y TalMeHTa
COCTaBIIsUIO, B cpennemM, 1,9 u 2,7, coorBerctBeHHO (p=0,0351). Brusaue 60o3eHTaHa HAa CKOPOCTH

3aXKHMBJICHHA A3BCHHBIX nopa;erI/Iﬁ HC YCTAHOBJICHO.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

dapMaKkOKMHETHKAa 0O3€HTaHa M3y4YeHa B OCHOBHOM Y 370POBBIX N0OPOBOJIbIEB. OrpaHUYCHHbBIE
JTAaHHbIE CBHUJIETENICTBYIOT O TOM, YTO SKCHO3MIMS O03€HTaHa y B3POCHBIX ManueHtoB ¢ JIAT
PHUMEPHO B 2 pa3a BHIIIE, Y€M Y 37I0POBBIX JT0OPOBOJIBIIEB.

dapMaKOKHHETHIECKHE MTAPaMETPHI Y 3I0POBBIX JOOPOBOJIBIIEB 3aBUCST OT 036l U BpEMEHU ITpHeMa
603enTana. KnupeHc u o0beM pacripesieNleHus: CHUXKATCS IPH YBEIUYEHUH BHYTPUBEHHOM J103bI U
¢ TeyeHueM BpeMeHH. [locie mpreMa BHYTpb CUCTEMHAs SKCIO3UIUs 003€HTaHa MPONOPIUOHATIbHA
B no3ax 1m0 500 wmr. Ilpu mpueme BHYTpb Oojiee BBICOKHMX 03 OO3€HTaHAa MaKCHUMaJlbHAas
KOHIEeHTpauusi B miaazMe KpoBHU (Cmax) 1 AUC (mutomaap moja KpUBOM «KOHLEHTPALUS-BPEMS)
YBEJIMYMBAIOTCS MEHEE MPONOPLUOHAIBHO JI03€.

Abcopbrus

AGcomoTHass OGMOJIOCTYIHOCTh OO3€HTaHa, y 3J0POBBIX JOOPOBOJIBLIEB MOCJIE MpHUEMa BHYTPb,
coctaBisieT okosno 50 %, mpueM mUIIKM HE BIMSET HAa OMOAOCTYMHOCTb. Cmax B IJIa3M€ KPOBU
JOCTUraeTcs yepes 3-5 4 rmocie nprueMa npenapaTta BHyTpb.

Pacnpenenenue

bozenTan B BbIcOKOI cTerneHu (6onee 98 %) cBs3biBaeTcs ¢ OeaKkaMu I1a3Mbl KPOBU, B OCHOBHOM C

anbOymMuHOM. bo3eHTaH He NpoHHKaeT B ApUTpouuThl. [locne OoAHOKpaTHOro BHYTPHUBEHHOTO

21



COOTBETCTBYET : -'_I'i"_EF'TH JMY OTUETY

ot 26.04 2022 N= 9712

(NOCNEQCBATENEHOCTE 0002)

BBencHUA B no3e 250 Mr Vg4 coctasiser 18 1.

BI/IOTDaHCd)ODMaHI/IH U 3JIMMUHAIIUA

[Tocne 0THOKPATHOTO BHYTPUBEHHOTO BBEACHMSI O03eHTaHa B 103¢ 250 Mr kiupeHc - 8,2 11/4. [lepuon
nosyBsiBeeHust (T12) - 5,4 4. [Ipy MHOTOKpPaTHOM MPUMEHEHHH KOHIICHTpaIKs 003eHTaHa B IJI1a3Me
KpPOBM CHUJKAETCsl MocTeneHHo A0 50-65 % OT 3HaYeHUW KOHUEHTpPALMU TPU OAHOKPATHOM
NPUMEHEHUU. BeposTHO, CHIKEHWE KOHIIEHTpaluu O03eHTaHa OOYCIIOBICHO AayTOWHIYKIIUEH
(dbepMEeHTOB TieueHU. PaBHOBECHOE COCTOSIHHE JOCTUTACTCS B TCUCHHE 3-5 THEM.

bo3zenTan merabonu3upyeTcs B MEUYSHU NPH Y4acTHH M30(EePMEHTOB CHUCTEMBI muToxpoma P450
CYP2C9 u CYP3A4. bo3eHTaH BBIBOAMUTCS 4Yepe3 KULICYHHK C KeNubko, MeHee 3 % IpUHATOU
BHYTPb J103bl BHIBOJUTCS TOUKAMHU.

Bosenrtan oOpa3yer 3 merabonuTa, OAMH U3 KOTOPBIX 0071a1aeT (hapMaKoJIOTHYECKON aKTHBHOCTHIO.
DapMaKoJIOrH4eCKH aKTUBHBIM METa0O0JIUT BHIBOAUTCS MPEUMYIIECTBEHHO B HEM3MEHEHHOM BHJIE C
JKEIMUYbI0. Y B3pPOCIBIX MAlMEHTOB CUCTEMHOE BO3/CWCTBHE aKTUBHOTO META0OJIMTa BBILIE, YEM Y
3JI0POBBIX TOOPOBOJIBICB. Y MAIMEHTOB C MPH3HAKAMHU XOJIECTa3a CHCTEMHOE BO3JICHCTBHE 3TOTO
METa00JINTa MOXKET BO3PACTATh.

bozentan sBnsiercs uHaykropom uzopepmentoB CYP2C9 u CYP3A4, a Ttaxxke, BO3MOXKHO,
uzopepmenra CYP2C19 u P-rimkonporenna. In vitro 6o3eHtan mopasisieT akTUBHOCTH BSEP
(TTOMITBI BBIBEJICHUS COJICH JKETYHBIX KUCIIOT) B KYJIBTYPE reraToIUTOB.

B wuccrnenoBanusax in Vitro moka3aHo, 4to 0O3€HTaH HE OKa3bIBACT 3HAYMMOI'O MHTHOHPYIOIIETO
s dexra Ha psan uzopepmentos (CYP1A2, 2J16, 2B6, 2C8. 2C9, 2D6, 2E1, 3J14). CnenoBaTenbHO,
003eHTaH HE TMOBBIMIAET B KPOBU KOHIIEHTPALIUIO JIEKAPCTBEHHBIX CPEJCTB, META00IN3M KOTOPBIX
OIIOCPEIOBaH JIaHHBIMH H30(hepMEHTaMH.

CDaDMaKOKI/IHeTI/IKa B 0COOBIX rpynmnax naimucHTOB

PesynbTaThl McciaenoBaHMN MpeanosiararoT, YTo Ha (apMaKOKMHETHKY OO3€HTaHa y B3POCIHBIX
NalMEeHTOB HE OKa3bIBAIOT CYLIECTBEHHOI'O BIMSIHUA Takue (akTophl, KaK MOJI, Macca Teja, pacoBast
NPUHAIIEKHOCTD WK BO3PACT.

THayuenmor ¢ napywenuem yHKkyuu nevenu

VY nanueHTOB ¢ MEYEHOYHOM HEIOCTaTOYHOCTBIO JIETKOM CTemneHu (kjacc A mo Kiaccudukanuu
Yaitna-11p10), cyliecTBEHHbIX U3MEHEHUI MoKa3aTesnel papMakOKUHETHKH 003€HTaHa HE OTMEUEHO.
V¥ s1ux nanuenTos paBHoBecHass AUC 6o3eHTaHa O6bu1a Ha 9 % BbIIIIE, @ €r0 aKTUBHOTO META00JIUTA,
Ro 48-5033, - Ha 33 % BbIIIIE 110 CPAaBHEHUIO C AaHATOTMYHBIM MTOKa3aTeJIeM 30POBBIX JOOPOBOJIBIICB.
BnusHue neyeHo4YHOM HeTOCTaTOYHOCTH YMEPEHHOH CTeNeHu TshkecTH (Ki1ace B no kiaccuduxanun
Yaitna-I1p10) Ha papMakOKMHETHUECKUE MapaMeTpbl 003eHTaHa U ero OCHOBHOIO MeTabonura, Ro
48-5033, uzyuanu y 5 marueHToB ¢ JIAT, 00ycIoBIIEHHOM MOPTATLHOM THTIEPTEH3UEH, U TIEICHOTHON

HEJ0CTAaTOYHOCThIO YMEPEHHOM CTENEeHH TSKECTH, a Takke y 3 marueHToB ¢ JIAL, oOycrioBieHHOR
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COOTBETCTEYET E_I‘i. li:_ [NEFTHOMY OTYETY

ot 26.04.2022 N= 3712

JAPYTMMH TIPUYMHAMM, W HOPMalbHOW (yHKIMENl et 15 Gafulden 4 Teddisdnoit

HEJOCTAaTOYHOCTHIO Ki1acca B cpennee snauenue (95% noseputenbHblii uHTepBai, J|1) paBHOBECHOM
AUC 603enrana cocraBmiio 360 (212- 613) ar*u/mu, 1.e. 66u10 B 4,7 pasa BhIIlIE, a CpeAHEE 3HAUYCHHUE
(95% AN) AUC aktuBHoro merabonuta Ro 48-5033 cocraBuino 106 (58.4-192) ur*u/mn, 1.e. B 12,4
pas3a Bblllle, YeM Yy MalleHTOB C HOpMalbHOW (QyHKIMeH nedeHu (6o3eHTaH: cpennee [95% JAN)
AUC: 76,1 [9,07- 638] ur*u/miu; Ro 48-5033: cpennee [95% JAN] AUC: 8,57 [1,28-57,2] ur*u/mi).
HecmoTtpst Ha HeOOIBIIIOE YKCIIO MAIIMEHTOB U BBICOKYIO BapUaOeIbHOCTh MOTyYEHHBIX JaHHBIX, 3TH
pe3yNIbTaThl YKa3bIBAIOT Ha 3HAUUTEIHHOE YBEIMYEHHE CHCTEMHOM SKCIO3UMIUU 0O3€HTaHa U €ro
ocHoBHOro Merabosmta Ro 48-5033 y manueHTOB ¢ MEUYEHOYHOW HEIOCTATOYHOCTHIO YMEPEHHOM
crenenn Tsokectn (kinace B mo kmaccudukanuu Yaitng-I1sio). @apmakoknHeTHKa 0O3€HTaHA Y
MAIUEHTOB C TSHKEIIOW MeYeHOYHOW HepocTaTogHOCThIo (Kitace C mo kinaccudukanuu Yaina-I1er0)
He u3ydeHa. [Ipumenenue 0o3eHTaHa MPOTHBOIIOKA3aHO Yy MAlMEHTOB C YMEPEHHOW U TSKEION
MICYCHOYHON HEA0CTaTOYHOCTRIO (Kiace B wim C no knaccudukanuu Yainga-IIsio, cMm. pasaen 4.3).
THayuenmoi ¢ HapyweHuem yHKyuu novex

VY nanueHTOB C MOYEUHOM HEIOCTATOYHOCTBIO TSKEJION CTENEHM TSKECTH (KIMPEHC KpeaTMHMHA,
KK, 15-30 mn/muH), KOHIeHTpaluss OO3eHTaHa B IUIa3Me KpOBU CHHXkaerca mpumepHo Ha 10%.
Konnentpanus MerabonuToB 0o3eHTaHa B IIa3ME€ KPOBU BO3pacTaeT NMPUMEPHO B 2 pasa Mo
CpPaBHEHHMIO C TMalMEHTaMH C HOPMaJbHOM (yHKIMEH HOYeK. Y TMAIUeHTOB C IOYCYHOH
HEIOCTaTOYHOCTHIO HE TpeOyeTcst KoppeKun 1036l. [Iprmenenne 6o3eHTaHa Ha OHE TeMOInANIN3a
HE U3y4Yalu. YuuThiBas (U3HKO-XMMHYECKHE CBOWCTBA OO3€HTaHa M €ro BBICOKYIO CTENEHb
CBs3BbIBaHUSA ¢ OeJIKaMu IJIa3Mbl KPOBH, 3HAUUTENHHOTO BBIBEJCHHS OO3€HTAaHA U3 COCYAMCTOTO
pyciia BO BpeMsi TeMOralin3a He 0KUJAeTCs.

eTH

PesynbTathl uccnenoBanus GpapMakOKMHETUKHA OJHOKPATHOM M MHOTOKPATHBIX 703 OO3€HTaHa MpU
npueme BHYTpb y 19 nereit ¢ JIAI' B Bo3pacte oT 3 1o 15 ner (mmpueM B 103€ 2 MI/KI' Macchl Tena 2
pasza B neub, AC-052-356 [BREATHE-3]), cBHAETENBCTBYIOT O TOM, YTO CHCTEMHOE BO3JICHCTBHE
003eHTaHa CHM)KAETCSl CO BPEMEHEM B ITOJIHOM COOTBETCTBUU C aBTOMHIYKLIMOHHBIMU CBOMCTBAMU
npenapata. Cpennue 3HaueHuss AUC (CV %) 6o3eHTaHa y JeTeil, momydaromux 003eHTaH B 033X
31,25 mr, 62,5 mr unu 125 mr 2 pa3za B ieHb, coctaBisiiu 3,496 (49), 5,428 (79), u 6,124 (27) ar¥ua/mm,
COOTBETCTBEHHO, W OBUIM HIKE CpPEIHEro 3HaueHus HToro mokazatens (8,149 (47) wr*u/mi) y
B3pociibixX nanueHToB ¢ JIAT, mpuHuMaBmux 6o3eHTaH B 03¢ 125 mr 2 pasa B ieHb. B paBHOBecHOM
COCTOSTHUU CHCTEMHOE BO3JelcTBUE y neTeid ¢ maccor Tema 10-20 kr. 20-40 xr u 6onee 40 kr

COCTaBUJIO, COOTBETCTBEHHO, 43 %, 67 % 1 75 %, OT COOTBETCTBYIOIIMX MOKA3aTeNIel y B3POCIbIX.

6. PAPMAIIEBTUYECKHE CBOMCTBA
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OT sb U8 _AUss

(NOCNEQCBATENEHOCTE 0002)

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Anpo:

Kpaxman kyKkypy3HbIi

Kpaxmain npexxenaruHu3MpOBaHHbBIN
Kapbokcumeruiakpaxman HaTpust

[ToBunon K90

Bunnas kucnora

Lemtrono3a mukpokpuctaumyeckas (PH-101)
Hatpus creapundymapar

KpeMuus auokcu1 KOJUTOUIHbBIN

IInenounas 060g04Ka:

['unpomemnnoza E15

Tpustunuurpar

Tanpk

Turana nMoOKCHU]T

Kpacurens xene3a OKCU KENThIH

Kpacurtens xeneza okCu KpacHBIH

OTUILEIII0N03a

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHUTh B 3alIUIIEHHOM OT CBETa MECTE MpH Temreparype He Bbiie 25 °C.

6.5. XapakTep u coaepkaHue NEPBUYHON YIAKOBKHU

TabneTku, MOKPHITHIE MIIEHOYHOM 000104K0M 62,5 Mr, 125 Mr

[To 14 TabneTok B KOHTYPHYIO STUEHKOBYIO YIAKOBKY M3 TUIEHKHU MOJMBUHUIXJIOPUAHON U (OJIBrU
QITIOMUHHMEBOW I€YaTHOM JIJAKUPOBAHHOM.

[To 56 unu 70 TabneTok B OaHKY MOJMMEPHYIO M3 IMOJMATHIIEHA C KPBIIIKOM HATATMBAeMOH ¢
KOHTPOJIEM TEPBOTO BCKPBITHs. CBOOOIHOE MPOCTPAHCTBO 3AMONHSIIOT BaTOW MeIUIIMHCKOW. Ha
0aHKM HAKJIICUBAIOT JSTHKETKM M3 OyMaru HTUKETOYHOW WM THCUEH, WU W3 TOJIUMEPHBIX
MaTepuaioB, CaMOKJIESIIUECS.

Bmopuunas ynaxoska nexapcmeenno2o npenapama

ITo 4 KOHTYPHBIX TYEHKOBBIX YIIAKOBKH BMECTE C UHCTPYKLUEHU IO TPUMEHEHUIO TOMEIIAIOT B TAUKy

U3 KapTOHA I NOTPEeOUTENbCKOM Taphl. [1auku momMemaroT B rpyninoBy0 YIaKoBKY.
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[To 1 Ganke BMecTe C HMHCTPYKIHMEH MO MPUMEHEHHUIO 'H&Me&%@g %“E%Hﬁ—a' Izﬁnlor'l'a-' :IILJ'ISI

noTpeOUTENbCKON Taphl. [1auku MOMEIAIOT B TPYNIIOBYIO YIIAKOBKY.

6.6. OcoObie MepbI NPEAOCTOPOKHOCTH NMPH YHUYTOKEHNUH HCIOJIH30BAHHOI0 JIEKAPCTBEHHOT 0
npenapara Wjid OTXO/0B, MOJYYEHHBIX MOCJe NMPUMEHEHHs JeKAPCTBEHHOI0 INpemnapara u
Apyrue MaAaHHMYJISIIAY C TIPenapaTomM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

AO «DapmacuHTes»

KOpuanaeckuii agpec: 664007, Upkyrckas 0611, . pkyTck, yin. KpacHorBapaeiickas, 1. 23, od. 3
Anpec mpousBocTBeHHOMU iomanku: 664040, r. Upkyrck, yiu. P. JlrokcemOypr, 1. 184

Ten.: +7 (3952) 55-03-55

dakc: +7 (3952) 55-03-25

Anpec snekTpoHHO# nouThl: info@pharmasyntez.com

7.1. [IpeacraBuTe/Ib AepKATENsI PETHCTPANMOHHOTO YI0CTOBEPEHMS

IIpereH3un HOTDC6HT€HCﬁ CICAYECT HAITPABJIATH IO aAPECY.

Poccuiickas ®@enepanus

AO «DapmacuHTes»

664007, Upkyrckas o611, . UpkyTck, yi. KpacHorBapaeiickas, 1. 23, od. 3
Ten.: 8-800-100-1550

®akc: +7 (3952) 55-03-25

Anpec snekTpoHHO# mouThl: info@pharmasyntez.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. JATA NEPBUYHOM PETUCTPALIMU (IIOATBEPXKJIEHUSA PETUCTPAIIMU,
INEPEPETUCTPALINN)

[lata nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

OO6mas xapakTepucTHKa JIEKapCTBEHHOIo Inpenapara BazeHekc noctynmHa Ha MHGOPMalHOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOTO0 COK3a B HH(POPMAIIMOHHO-KOMMYHUKAIIMOHHOW CETH

«HuTepueT» http://www.eaeunion.org.
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