COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 08.08.2025 N= 19785

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFO TIPEITAPATA “70°)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEIIAPATA
bozenTan KanoHn, 62,5 mr, TabJIeTKH, MOKPHITHIEC INIEHOYHONW 000JI0UKOM.

bozenTan Kanon, 125 mr, Ta0JIeTKH, MOKPHITHIC INIEHOYHOU 000JIOYKOM.

2. KAUECTBEHHbBIN U KOJTMYECTBEHHBIN COCTAB
JeticTBytolee BemecTBO: 003EHTaH.

bozenran KanoH, 62.5 Mr, Ta0JIeTKH, HOKPBITHIE ILIEHOYHOM 000JI0YKON

Kaxxnas Tabnmetka comepuT Oo3eHTaHa MoHoruapar 64,54 mr, B mepecueTe Ha OO3CHTaH
62,50 mr.

bozenran Kanon, 125 Mr, Ta0JeTKH, DOKPBITHIE IIEHOYHONW 000JI0YKOMA.

Kaxxnas tabnerka comepkuT Oo3eHTaHa MoHoruapar 129,08 mr, B mepecuere Ha OO3eHTaH
125,00 mr.

[TonHbIN NIepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UYKOM.
TabneTku Kpyriible JBOSIKOBBIYKJIbIE, TOKPBITHIE INIEHOUHOM 0001049K0M opaHxkeBoro 1sera. Ha

MOIIEPECUYHOM pa3pe3€ MMOYTH Oenoro OBCTA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxazanusi K NpMMEHEHUIO
Jledyenue nerouHoii aprepuanbHoi runepteHsuu (JIAD) ¢ nenbro ynydnieHus: TOJIepaHTHOCTH K
¢u3nueckuM Harpy3skaM M KIMHMYECKMX CUMITOMOB y marnueHtoB II-IV ¢yHkunonasbHOrO
kiacca (©K) no kimaccudukanuyu BceMUpHOM opranuzaiuu 3apaBooxpanenus (BO3), B3pocibix
U eTel cTapiuie 3-X JeT, BKItovasi:
® [EpBUYHYIO (MAMONATHYECKYIO U HacleACTBeHHY0) JIAT;
e propuunyio JIAIT Ha (¢doHe ckiepomepMuM NpPU  OTCYTCTBUM  3HAYUMOTO
MHTEPCTUIIUATBHOTO TOPAXKEHUS JIETKHX;
e JIAI, accouMupoBaHHYIO C BpPOXJCHHBIMH IOPOKaMHM CepAlla ¥, B YaCTHOCTH, C
HapyIIEHUAMH NTOKa3aTesed FeMOJMHAMUKY 110 THUITY CHHAPOMa DW3EeHMEHTepa.
CHmwKeHHe 4YMciIa HOBBIX JWTUTAIBHBIX 3B y B3POCIBIX IIPH CHCTEMHOW CKIIEPOJIEPMHH H

IIPOrPECCUPYIOLIEM SI3BEHHOM NMOPAKEHUN KOHEUHOCTEH.
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(NOCNEOCBATENEHOCTE 0003)

4.2. Pe:xuM 103UPOBAHMS U CIIOCO0 MPUMEHeH U

PexxuM 103upoBaHus

Bspocnvie

Jlecounasn apmepuanvbhas cunepmensus

Jleyenue u HaOIIOIEHUE TOJDKEH MTPOBOJIUTH TOJIBKO Bpad, MMEIOIIHKA OnbIT JieueHus JIAT .

VY B3pocibix HauvaibHas jao3a npenapara bosentan Kanon cocraenser 62,5 mMr 2 pasza B JeHb
(yTpoMm u BeuepoM) B TeueHue 4 Hezelb, 3aTEM /103y MOXHO YBEJIMUYUTH /10 MOJACPKHUBAIOLIEH
JI03bl, KOTOpas coctapisieT 125 Mr 2 pasza B JIeHb.

OTUM pEeKOMEHJAIUsIM HYXXHO CJel0BaTh M MpU BO30OHOBJICHHMM MpHEMa IpermapaTa IMocie
niepepsiBa B JieueHuu (cM. paszaen 4.4., moapasnen «OcoObie yKa3aHus»).

Tepanus 6 cavyae KiuHuyecko20 yxyouwernus JIAL

CrnenyeT paccMOTpETh BO3MOXKHOCTh MPUMEHEHUS albTePHATUBHBIX METOJIOB JICUCHUS B CIIyyae
KIIMHUYECKOT0 YXYIIeHHS (HallpuMep, IPU YMEHBIICHUH TUCTAHIIUY M0 pe3yabTaTaM TecTa ¢ 6-
MUHYTHON X0/1p00i He MeHee yeM Ha 10 % Mo cpaBHEHHUIO C MCXOIHBIMU IOKa3aTeNsIMH),
HECMOTpsI Ha MPUMEHEHUE TpernapaTa B TEUCHHE HEe MeHee § Hellelb (U3 HUX B PEKOMEHyeMOoun
no3e — He MeHee 4 Henenb). OQHAKO Y YacTH MAlMEHTOB NMpU HEI(PPEKTUBHOCTH Ipernapara
bozentan Kanon mocne 8 Henenb NpUMEHEHHs, TONOXKUTEIbHBIA AP(HEKT MOKET HaOII0IaThCS
MOCJIE€ TOTIOTHUTEIBHBIX 4—8 He/IeNb JICUCHHS.

[Ipu HACTyIUIEHUH KJIMHUYECKOTO YXYAIICHHS CITyCTsI HECKOJIBKO MECSIIEB JICUCHHS TTperapaTomM
bozentan KanoH, 1enecoo0pa3HoCTh €ro AalbHEHIIer0 MPUMEHEHHSI CIeAyeT OIEHUTh 3aHOBO.
VBenuuenue n03bl npenapata A0 250 Mr 2 pa3a B JIeHb Y HEKOTOPBIX MAllMEHTOB, IMpU
HEJ0CTaTOYHOW 3(P(HEKTUBHOCTH €ro no3bl 125 mr 2 pa3a B JI€Hb, MOXET CIIOCOOCTBOBATH
HEKOTOPOMY TIOBBIIIEHUIO TOJEPAHTHOCTH K (usnueckod Harpyske. Crenyer THIATENBHO
B3BECHUTh COOTHOIIIEHUE TOJIb3a/PUCK I MPUHATHUS pellieHrsi 00 YBeTMYEeHUHU J03bI TIpernapara,
NpUHUMAas BO BHHMMAaHHUE 3aBUCUMOCTh TI€MAaTOTOKCHYECKOTO JeWcTBHUs mpenapata bo3eHTan
KanoH ot ero mo35l.

Ipexpawenue mepanuu

Hmeercst orpaHUYeHHBIN OMBIT BHE3AITHOTO MPEKpalleHUs Teparuy IpenapaToM 003eHTaHOM Y
nanueHTos ¢ JIAT, mpu aTom naHHBIX 0 pe3koM yxyawmenuu JIAI' He nomyueno. Tem He meHee, B
LHEeAX MPEJOTBPAIICHHUs YXYIUIEHUS COCTOSHMS MalUeHTa H3-3a BO3MOXKHOI'O Pa3BUTHUSA
CHUHApPOMa «OTMEHBD», PEKOMEH]IyeTCS MOCTENEHHOE CHU)XEHHE J103bI (HAINOJOBUHY B TE€UEHHE
3—7 nHel) U OAHOBPEMEHHOE HA4yaJIO albTEPHATUBHON Tepanuu. PekoMeHayeTcs: peryJssspHbIi
KOHTPOJIb KIIMHUYECKOT'O COCTOSIHUS MTAllUEHTA B IIEPUOJ OTMEHBI JICYEHUS.

Ecnn npusaro pemieHune o0 OTMEHE IMpemnapaTa, €ro A03y CleAyeT CHUXKaTh IOCTENEHHO,

OJIHOBPEMEHHO HauMHas aJlbTEPHATUBHYIO TEPAIIUIO.
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Hasznauenue nedeHus 1 HaOMIOJACHUE 32 HUM JOJIKEH OCYIIECTBISATH TOJIBKO Bpay, UMEIOIIUN
OTIBIT JICYCHUS] CUCTEMHOM CKJIEPOJIECPMHUH.

VY B3pocCIbIX MAIMEHTOB HavyallbHas 103a npenapaTta bozenran Kanon cocrapiser 62,5 mr 2 pa3a
B JICHb B T€UCHHUE 4 HEJIENb, 3aTEM J103a YBEIMYUBACTCS JI0 NoAAepKkuBaromiet — 125 mr 2 pasza B
JeHb. DTUM PEKOMEHIANUSM HYKHO CIIE0BATh U TIPU BO3OOHOBICHUH MPUEMa Mpernapara mocie
nepepsiBa B JneueHun (cM. pasaen 4.4., moapazaen «OcoObie ykazaHus»). KimmHU4YecKuit ombIT
NpUMEHEHUs 003eHTaHa N0 JaHHOMY ITOKa3aHHIO HE MIPEBBILIAeT 6 MECSIIEB.

HeoOxomumo perymnsipHo oneHuBaTh 3(PGEKTUBHOCTh TEpalud U HEOOXOAUMOCTh e
nponospkenusi. CiaeayeT MpoBOJIUTh HAJJICKAIIUM aHAIM3 COOTHOIICHHS TIOJIb3bI OT TEPAUU 1
MOTEHIIMATBHOTO PHUCKAa MOOOYHBIX PEaKUUi C y4EeTOM TeNaTOTOKCMYHOCTH OO3eHTaHa (CM.
pazznen 4.4., noapaznen «Oco0ble yKazaHU).

Oco0rIe T'pYIHIIBI NAlIMCHTOB

Ilpumenenue y nodicunvix nayueHmos
VY nmanueHnTtoB crapiie 65 et He TpeOyeTcsl KOppeKIus 103kl Ipemnapara.
Hapywenue ¢ynkyuu novex
JI71st ManMeHToB ¢ HApYIICHUSIMH (PYHKIIMH TIOYEK U MAllMEeHTOB, HAXOIAIINXCS Ha TeMOIUaH3e,
He TpeOyeTcsl NPOBOIUTH KOPPEKIINIO 103kl IpenapaTta bo3entan Kanon (cm. paszmen 5.).
Hapywenue ¢pynkyuu nevenuu
He tpeOyeTcst koppeKLnu 1035l y NAIIMEHTOB € IEYCHOYHOI HEJJOCTATOUHOCTBIO JIETKOW CTETIEH!
TshkecTH (kiace A mo kinaccudukanuu Yaitna-I1sto, cM. paznen S.). bo3enTan npoTuBONOKazaH
NalUeHTaM ¢ IIeYEHOUYHOM HeJOCTaTOUHOCThIO YMEPEHHOM U TSAXKEJION CTENEHU TSKECTH (KJIacChl
B u C no knaccuduxanuu Yaina-Ilsto, cMm. pazaenst 4.3. u paznen 4.4. noapasnen «Ocobbie
yKa3aHus»).

eTH
Jlemu 0o 3 nem
[TpumeHeHue mpenapara JeTsIM 10 3 JIeT TPOTUBOMOKA3aHO.
Hemu 3 200a u cmapwe
Pexomenryemas TepaneBTHUECKas 1032 003€HTaHa y IeTei COCTaBIAET 2 MI/KT yTPOM U BEYEPOM.

B uccnenosanuun AC-052-356 (BREATHE-3) npumeHsuin cieayomyro cXeMmy 103UpOBaHHUS:

Macca tena (kr)

HavanpHas no3a (4 Henenn)

[TonnepxuBaromas 103a

(1/2 Tabnerku 62,5 mr)

10<x <20 31,25 mr 1 pa3 B ieHb 31,25 mr 2 pa3a B JieHb
(1/2 Tabnerku 62,5 mr) (1/2 Tabnerku 62,5 mr)
20<x <40 31,25 mr 2 pa3a B 1€Hb 62,5 Mr 2 pasa B JIcHb
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CHuoiceHue HOBbIX OUSUMATILHBIX 36 NPU CUCEMHOU CKepo0epmMulL

Jannbie 00 3¢ pexkTHBHOCTH U 0€3011aCHOCTH ITPUMEHEHU 003€HTaHa 110 JaHHOMY MTOKa3aHHUI0 Y
NaueHToB miaanie 18 jer orcyrcrByroT. PapMakOKMHETHKY OO3€HTaHa y JIETe C JaHHBIM
3a00JIEBaHUEM HE U3YYalIH.

Cnooco0 nnpuMeHeHus

BuyTtpsb.

YTpoM u BeuepoM, HE3aBUCUMO OT BPEMEHH ITpHeMa MUIIH, HE Pa3KeBbIBas U 3alluBas BOJOMH.
4.3. [IpoTnBONOKA3aHUA

— THUIEPYYBCTBUTEIBHOCTh K OO3€HTAaHYy WM K JIIOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,
MepeUYrCICHHBIX B pazzene 6.1.;

— MEYEHOYHAas: HeAOCTATOYHOCTh YMEPEHHON U TsDKeNoW creneHu TsokecTH (kmaccel B u C mo
knaccudukanuu Yainna-ITeto, cM. pasnen 5.);

—  HUCXOIHOE TIOBBIIIICHHE aAKTUBHOCTH «TICYCHOYHBIX»  TpaHCAMHUHA3! ACT
(acmapraramunotpancdepassl) u/wm AJIT (amannaamuHOTpaHcdepassl) Oosee yem B 3 pasza oT
BepxHei rpanuis HopMel (BI'H);

— TsDKeNash apTepuajbHas TUIOTEH3Hs (CHCTOJIMYECKOoe aprepuanbHoe aamieHue (AJ]) menee
85MM pr. cr. y B3pociablx; cucronndeckoe AJ[ < 80% HWKHEH TpaHULBI HOPMBI,
COOTBETCTBYIOLIEH BO3pacTy U MOy peOeHKa);

— OZJTHOBpPEMEHHBIH MpUeM UKIocnoprHa A (cM. paszzen 4.5.);

— JIETCKUI BO3PACT J0 3-X JIET.

4.4. Oco0ble yka3aHusi 1 Mepbl NPeIO0CTOPOKHOCTH NPHU NPUMeHEeHUH

[Tpu npuMeHeHnu npenapara ciefyeT coOI0AaTh OCTOPOKHOCTD:

ApTepuanbHasi TUTIOTCH3HS.

VY nauuenTtos ¢ tsoxenoit JIAI addexTuBHOCT prMeHeHHs 003eHTaHa He ycTaHoBieHa. [Ipu
YXYALIEHUN KIMHUYECKOTO COCTOSIHUSA TMAallMeHTa, 11eJIeCO00pa3HO pacCMOTPETh Ha3HaueHUeE
IPYTUX CpPEICTB, PEKOMEHIOBAHHBIX TPH TSDKEIOW CTaaud 3a0oJeBaHus (HampuMep,
smornpocTeHona) (cM. paznen 4.2.).

He ycTranoBieHO COOTHOIIIEHHE MONB3bl U PUCKA MTPUMEHEHHs 603eHTaHa y nmanueHToB ¢ JIAL 1
®K mo knaccudukanuu BO3.

[Ipenapar bozentan KaHoH M0XKHO Ha3Ha4YaTh TOJBKO B Cllydae, €Ciu cucTojindeckoe A/l Bhiiie
85 MM pT. CT.

He ycraHoBnena crnocoOHOCTh O03€HTaHA BIMATH HA 3AKUBJICHHE YXKE CYIIECTBYIOIIUX
JTUTUTAJIBHBIX SI3B.

DyHKYUA neyeHu
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JI0303aBUCUMBINA XapakTep. V3MEeHEeHHWe AaKTUBHOCTH «IICUYEHOUYHBIX» TpPaHCAMHHA3 OOBIYHO
MPOUCXOAUT B TEUCHHUE MEPBBIX 26 HEAENb Tepanuu, HO MOKET BO3HUKATH U B 0oJiee MO3HUE
cpoku (cM. pazzaen 4.8.). YkazaHHOE MMOBBIIICHUE MOKET YaCTUYHO OOBSICHATHCS KOHKYPEHTHBIM
WHTUOMPOBAHUEM BBIBEJCHUSI COJIEH JKENYHBIX KHCIOT W3 TIenaTOLUUTOB, HO, BO3MOXHO,
CYIIECTBYIOT U APYTHE, HE BIIOJTHE N3y4EHHBIC MEXaHU3MBI, IPUBOISIINE K HAPYIICHUIO () yHKITUH
neueHu. Henb3s HCKITIOUNTE HAKOIUICHHE 003€HTaHA B TEMATOIMTAX, IPUBOSAIIEE K IIUTOIU3Y H
MOTEHLUAIBHO TAKEIOMY MOBPEXKICHUIO IIE€UEHH, a TAK)KE MMMYHOJIOTMYECKHE MEXaHU3MBbI. Puck
HapylIeHus (PyHKUIMM TEYeHH MOXKET TakKe BO3pacTaTh IpPU OJHOBPEMEHHOM NPUMEHEHUU
0o03eHTaHa ¢ JICKAPCTBEHHBIMH CPEICTBAMHU, MHTHOUTOPAMU TIOMITbI BBIBEACHUS COJICH KEITUHBIX
kucnot (BSEP), Taknumu kak pudamMiuimH, NIMOSHKIAMI | [IUKJIOCTIOPUH A, XOTSI 3TH JJaHHBIC
orpaHuYeHbI (CM. pazzaen 4.5.).

Heo0OxoauM KOHTpOJIb aKTUBHOCTU «reueHOouHbIX» TpaHcamuHaz (AJIT, ACT) nepen Hagamom
tepanuu npenaparoMm bo3entan Kanon, a 3atem 1 pa3 B Mecsi B nepuos aeuenusi. Kpome storo,
AKTHUBHOCTH «II€YEHOUYHBIX» TPAaHCAMUHA3 CIEAYET OMPENEsATh Yepe3 2 HEeACNH MOCie KaXI0Tro
MOBBILICHUS 10361 Ipenapara.

Pexomenoayuu no konmponio u nevenuro 6 ciyuae nogviutenuss akmugnocmu AJIT/ACT

Axmusrnocmo AJIT/ACT > 3 u <5 pas eviuwe BIH

PesynbTar nosmkeH ObITH MOATBEPKJIEH IPU MOBTOPHOM ompezaeneHun aktuBHoctn ACT/AJIT.
ITpu noareepxaeHnu nosbimeHns aktTuBHOCTH ACT u AJIT pemenne o npoAaoKEHNN JICYEHUS
npenapatoM bo3entan KaHOH, BO3MOYXHO, B CHUJKEHHOM J103€, WM €r0 NMPEKPAIIEHNUH, T0JKHO
NPUHUMATBCA B KaXJIOM KOHKpeTHOM ciy4yae (cM. pazzaen 4.2.). KoHTponb akTMBHOCTH
«TIEYEHOYHBIX» TpaHCAaMHHAa3 CJIEIyeT MPOBOAUTH, MO KpaiiHell mepe, Kaxkaple 2 Henenau. Eciau
AKTUBHOCTb «II€YEHOYHBIX» TPAHCAMUHA3 BO3BPALLAETCSI K MCXOJHBIM I10KA3aTENsIM, HYKHO
OLIEHUTHh BO3MOXHOCTH MPOJIOJHKEHUS WM BO30OHOBIEHUS NpueMa npenaparta bozentan Kanon
B PEKUME, YKa3aHHOM HUXKeE.

Axmusrnocmo AJIT/ACT > 5 u <8 paz eviwe BI'H

PesynbraT nomkeH ObITh MOATBEPXK/IEH NP MOBTOPHOM onpeaeneHun aktuBHocTH ACT/AJIT.
[Tpu nmontBepxnaenun nosbieHuss aktuBHOCTH ACT m AJIT crnemyer oTMEHUTH mpemapart, a
KOHTpPOJIb aKTHBHOCTH «II€YEHOUYHBIX» TPaHCAMHHA3 MPOBOAUTH, MO KpailHeW Mmepe, Kaxable
2 Henenu. Ecnu akTUBHOCTD «TI€UEHOYHBIX)» TPaHCAMHHA3 BEPHYJIACh K HCXO/IHBIM ITOKa3aTeIsIM,
HYXXHO OLIEHHTh BO3MOXHOCTb BO300OHOBJICHHS Npuema npenapara bosentan Kanon B pexume,
YKa3aHHOM HMXKE.

Axmusrnocmo AJIT/ACT > 8 pa3z eviue BI'H
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COITYTCTBYIOIIMX KJIMHUYECKUX CUMITOMAaX MOPaK€HUsS NE€YEHHU, T. €. IPU HAIUYUU: TOIIHOTHI,
PBOTBI, JIUXOPAJKH, OOJEW B >KUBOTE, MKEITYXH, MOBHILICHHONW COHJIMBOCTH M CIabOCTH,
IPUIIONOI00HOI0 CHHIpOMa (apTpajruu, MUAITHH, JTUXOPAJIKE), TEPAIUIO MPerapaToM ClIeayeT
IPEKpaTUTh, BO30OHOBIIEHUE NTpreMa npenapaTta bozentan KaHoH nckirodaercs.

Bozobnoenenue mepanuu

Bo306HOBUTH Tepanuio OO03€HTAaHOM MOXXHO JIMIIb B TOM ClIy4ae, €CIU OXHJIaeMbIi
TepaneBTHUeCKUil 3((eKT NpeBbllIaeT NOTEHIMAIbHBIA PUCK, a AKTUBHOCTb «IIEYCHOYHBIX)»
TpaHCaMMHA3 BEpHYyJachb K MCXOJHBIM (10 Hauana JieueHHs) MoKaszaresisMm. Pexomenayercs
KOHCYJIbTallMsl Bpada-renarosnora. Tepanuto ciieayeT BO30OHOBIIATh COTJIACHO PEKOMEHAALUSM,
U3JI0’)KEHHBIM B paszzeiie 4.2. HacTosIel XapakTepUCTUKH JIEKApCTBEHHOIO IIperapara.
AKTHUBHOCTB «I1€4€HOUYHBIX» TPaHCAaMHMHAa3 HEOOXOJMMO IPOKOHTPOIUPOBATh Uuepe3 3 AHs Moce
BO300HOBJIEHUs Tepanuu npenapatoM bozentan KaHOH, 3aTeM NOBTOPUTH KOHTPOJb 4Yepe3
2 HeJeN|, OCIIE YEro BhIIOIHUTD U3JI0KEHHBIE BBILIE PEKOMEH/IALINH.

I'emoznobun

Ha ¢one neuenust 603eHTaHOM OTMEUYEHO J10303aBHCUMOE CHIDKEHUE IeMOIiIo0nHa (CM. paszien
4.8.). B mnane0o-KOHTPOJUPYEMBIX HCCIEIOBaHUIX CHHKEHHE TI'€MOIJIOOMHA, CBSI3aHHOE C
IpPUMEHEHHEM 0O3eHTaHa, HE ObUIO INPOrPEeCCHPYIOLIUM, II0Ka3aTeld I'eMOIJI00HHa
CTaOUITM3MPOBANIUCH TOcie NepBblX 4—12 Hexenb Tepanuu. PekoMeHayercss oIpenensiTh
reMOTJIO0MH Iepe]l HauyajioM Tepaluu rpenaparom, 1 pa3 B Mecdll B T€UeHHE NEPBbIX 4 MecsleB
Tepanuu U B nocieaywoomeM — 1 pa3 B 3 mecsaua. Ecnu HaGmonaercs KIMHUYECKH 3HAYMMOE
CHIDKEHHE TeMOIJoOuHa, CleyeT IpPOBECTH JajibHelllee oOCIeOBaHUE MalUeHTa Ui
YCTAaHOBJIEHHUS] NPUYMHBl AaHEMUU U pEIIeHHs BOIpoca O HeoOXOJUMOCTH IPOBEIEHUS
COOTBETCTBYIOLIEH Tepanuu. B mocTperucrpainoHHOM epuojie COOOIANOCH O CIydasix aHEMHH,
noTpeOOBABIINX MEPEIUBAaHUS SPUTPOLIUTHON Macchl (cM. pazaen 4.8.).

Tepanus y Jtcenwyun ¢ COXPAHeHHbIM PenpoOyKMUBHbIM NOMEHYUATIOM

[Tockonpky Ha ¢oHe mpuema Oo3eHTaHa 3()PEKTUBHOCTH TOPMOHAIBHBIX KOHTPALENTHUBHBIX
CPEICTB MOXKET CHIKAThCi, a OEpeMEHHOCTh CHOCOOCTBYeT yxyaueHuto teuenus JIAL, w,
IpUHUMast BO BHUMaHUE JaHHBIE O TEPATOT€HHOM JIEHCTBHH, BBISIBICHHOM Y )KUBOTHBIX:

— mnpenapaT bozentan KaHoH MoxeT ObITh Ha3HA4YeH JKEHIIMHAM C COXpPaHEHHBIM
penpoayktuBHbIM noTeHnuarioM TOJIBKO Ha QoHe mnpuMeHeHuss HaleXKHBIX METO/I0B
KOHTpAICTIUN, U B CIy4dae OTPUIATEIBHOIO pe3ysibTaTa TeCcTa Ha OEpEeMEHHOCTh JI0 Hadaja
JIeUCHHUS;

— METOJl TOPMOHAJIbHOW KOHTpALENIUU HE CIEAYEeT NMPUMEHATh, KaK €IUHCTBEHHBIH B NEPUOJ

neyeHus npenapatom bo3enran KaHoH;
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OEpEeMEHHOCTH Ha PAaHHUX CPOKaX.

Benooxxnrozuounas 6onesns neckux

Cirydan pa3BUTHS OTEKa JIETKMX OTMEUCHBI Y IMAIIMEHTOB C BEHOOKKIIO3MOHHOW O0JIE3HBIO JIETKUX
Ha (hOHE NMPUMEHEHHUs COCYIOPACIIUPSAIONINX CPEACTB (B OCHOBHOM, IPOCTAlMKINHA). Takum
00pa3omM, eciid BO BpeMs JieueHus rpenaparoM bozenran Kanon y matimenTos ¢ JIAI nosiBisiroTcst
NPU3HAKK OTEKa JIETKUX, CJEIYET YYUTHIBATh BO3MOXKHOCTh HAJIMYUS COIMYTCTBYIOIIETO
BEHOOKKJIFO3MOHHOTO 3a00JieBaHMs. B MocTperucTpaniioHHOM IEepUoe COOOIIANOCh O PEAKUX
CIIy4asiX pa3BUTHs OTEKa JIETKUX Ha ¢oHe mpuema 003eHTaHa y MAIMEHTOB C MOJ03PEHUEM Ha
BEHOOKKIJIFO3UOHHYIO 00JIE3Hb JIETKHX.

Hayuenmui ¢ JIAI u conymemayroweti 1e604ceny00yKk080U HedOCMamoYHOCMbIO

CrneunanbpHbIX HccnefoBaHui y manueHtoB ¢ JIAI' u comyrctByromeil Auc@yHKIHUeH JIeBOro
Kenmyaodka He npoBoawin. Tem e menee, 1611 nmanuentoB (13 Hux 804 momyvanu 0o3eHTaH, a
807 — mnanebo) ¢ TSHKEI0N XpOHWYECKoW cepnedHoi HepocTatogHocThio (XCH) Habmromanu B
cpenHeM B TeueHue 1,5 jieT B manedo-KOHTPOIMPYEMOM UCCIIeIOBaHUH. B 3TOM nccnenoBaHnm
OTMEUEHO yBEJIIMYEHHE KoJudecTBa rocnutanuianuii B cBsizu ¢ XCH B Teuenue mepBbix 4—8
HEJeNb JIeYeHUsI 003EHTaHOM, TPUUNHOM KOTOPBIX MOTJIO OBITh YBETTMUEHHUE 3aA€PKKHU KUIKOCTH
B oOpraHu3Me. 3aJiepKKa >KUIKOCTH TPOSBIBUIACH OBICTPHIM YBEIMYEHHEM MAacChl TeTa,
CHIDKEHHEM TeMOrjoOMHa U YCWICHHEM OTEKOB HIDKHUX KoHeuHocTed. [lo 3aBeprienuun
HCCJIEIOBaHMsI HEe OBLJIO OTMEUEHO Pa3jIMuuil B YMCJIE TOCIUTAIN3AIUN B CBSI3U C CEPACUHOU
HEJOCTATOYHOCTHIO M YaCTOTE CMEPTENbHBIX HCXO/IOB Y MAIIMEHTOB, MPUHUMABIIUX OO3€HTaH WIIH
mane6o. CrnegoBaTesibHO, 0OCIEI0BaHNE TTAIIMEHTOB JOJKHO OBITh HAMPABIEHO HA BBISBICHHE
3a/ICPXKKH KUJIKOCTH (HapUMEp, YBEIIMUEHHUS MacChl TeJla), 0COOCHHO B CITy4ae COMMYTCTBYIOIIEH
TSDKEJION CUCTOJMYecKON aucyHkuuu. [Ipu TOSBIEHWHM CHUMITOMOB 3aJIEPKKH SKHIKOCTH
MAIUEHTY ClIeyeT Ha3HAYUTh TUYPETHKU WIHA YBEIUYUTHh UX J03y. Y TAIMEHTOB C 3aJCPKKOM
JKUJKOCTH CJIENyeT MPUHUMATHh pEIICHHE O NPUMEHEHWU IUYPETHUKOB JO0 Hayana JICYCHHS

npenaparoM bo3entan KaHoH.

JIAI' u BUY-unghexyus

OnpiT npuMmeHeHust 6o3eHTaHa y mnauumeHToB ¢ JIAIT m BUY wundexuueit, mnomydaBmux
AHTUPETPOBUPYCHYIO TEPAINIO, OrpaHHUEH. Pe3yabTaThl H3ydeHns B3auMOCHCTBUS 003eHTaHa U
KOMOWHAIMM JIOIMHABUP + PHUTOHABUP MpPH HMX COBMECTHOM NPUMEHEHHH Yy 3J0POBBIX
NOOpOBOJIBIIEB IOKA3aJd yBEJIWYEHUE KOHIEHTpauuu OO3€HTaHa, KOTOpas JOCTUIaeT

MaKCUMaJIbHBIX 3HAYCHUN B TeueHHE TNepBbIX 4 nHed (cM. pasmen 4.5.). [lpu HazHaueHuun
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KOTOPBIX YCHJIMBAET PUTOHABHUD, CIEAYET YACNATh 0C000€ BHUMaHHE IEPEHOCUMOCTH 003EHTaHa,
O0COOEHHO B HayaJIe JIEYEHUs], TPUHUMasl BO BHUMaHUE PUCK PA3BUTHUS apTepUaIbHON THIIOTEH3UU
U U3MEHEHUE (PYHKIIMOHAIBHBIX «TI€YEHOYHBIX)» TECTOB.

IIpu onHOBpeMEHHOM mNpUMEHEHUM mnpenapata bo3zeHran KaHOH M aHTHPETPOBUPYCHBIX
[IPENapaToB HENb3sd MCKIYUTh OTCPOYEHHOE HETAaTHMBHOE BIIMSHUE HA II€YEHb U Pa3BUTHUE
He)xenaTesbHON JsekapcTBeHHOM peakuuu (HJIP) co croponsl kpoBu. BBuIy BO3MOXKHOTO
B3aMMOJICHCTBHS, CBSA3aHHOIO C MHAYKIMEH 003eHTaHOM H30()epPMEHTOB CHUCTEMBI IIUTOXpOMaA
P450, aKTUBHOCTb aHTUPETPOBUPYCHOM TEPAIIUU MOKET CHUKATHCS, IO3TOMY Y TAKUX MALIIEHTOB
s dexkruBHOCTL Tepanuu BUY HE00X01MMO TIIATETFHO KOHTPOJIHPOBATH.

JIAT', 06ycnosenennas msicenou XpoHu4eckol 0ocmpykmueHot ooneznvio aeekux (XObJI)
OddexTuBHOCTF U 0€30HMaCHOCTh MPUMEHEHHUs OO03eHTaHa u3y4dald B 12-HenenbHOM
HEKOHTPOJIUPYEMOM HCCJIEA0BaHUM ¢ yyactueM 11 mamuenToB ¢ BropuuHoil JIAI' B pe3ynbrare
XOBJI T1sxenoro TedeHus. Pe3ynpTaThl HCCIENOBAHUS CBUIETEIBCTBYIOT 00 YBEJIWYEHHUU
MUHYTHOTO OOBbEMa BEHTWJISLMHU JIETKUX M CHUKEHHM HachllleHus Kuciaopoaom; uz HIIP
HauboJee YacTo OTMEYallach OJIbIIIKA, TPEKpalaBIIasics MOCiIe OTMEHbI 003eHTaHa.
OonospemenHoe npumenerue ¢ OpyeUMuU 1eKapcmeeHHbIMU NPenapamamu

OnnoBpemMeHHOE TpuMeHeHue npernapaTta bozentan Kanon u nukinocnoprHa A mpoTHBONIOKa3aHO
(cm. paznmen 4.3.).

OnHoBpeMeHHOE MpuMeHeHHe npenapaTta bozentan KaHon ¢ rnubGenknaMuaom, (GiaykoHa3010M
U pudaMIULIIHOM He pekoMenayeTcs. bonee noapobHas nnpopmanys ykasaHa B paszzene 4.5.
KombOunupoBanHoii tepanuu mnpenapata bozenran KaHoH u wuHruburopamum u3opepMeHTOB
CYP3A4 u CYP2C9 neobxoaumo uzberats (cM. pazzaen 4.5.).

4.5. B3amMmopeiicTBHMe ¢ JIPYrHMH JIEKAPCTBEHHBbIMHM IpenapaTtaMH W Jpyrue BH/bI
B3aMMO/EHCTBHUA

bo3enTan siBnsSeTCs MHAYKTOPOM M30(pepMeHTOB cucTeMbl IuToxpoma Paso CYP2C9 u CYP3 A4,
Y MO0 JTaHHBIM MCCIEAOBaHUM in vitro, Bo3MoxkHo, CYP2CI19. IToaTomy npu OZHOBpEMEHHOM
npUMeHeHUH 003eHTaHa U JIEKApCTBEHHBIX CPEJICTB, METa0O0IM3M KOTOPBIX OMOCPENIOBaH 3TUMHU
u30epMEHTaMHi, MX KOHIEHTpalMs B IUIa3Me KpoBU cHiKaerca. CrenyeT y4YHTHIBAaTbh
BO3MOXXHOCTh CHIKEHUSI 3(PPEKTUBHOCTU JIEKAPCTBEHHBIX CPEICTB, METa00IM3M KOTOPBIX
OCYIIECTBIISIETCS C y4YacTHEM YKa3aHHbBIX Bbllle H30pepMeHToB. Bo3MokHO, mocie Haudana
npuema mnpenapara bo3enran KaHOH, M3MEHEHHsS €ro /J03bl WIM €ro OTMEHBI, NOTpedyercs
U3MEHEHUE J03bl OJHOBPEMEHHO IIPUMEHSAEMBIX JIEKAPCTBEHHBIX CPEICTB.

boszenTan monBepraercss metabonusmy mnpu ydactuu u3zopepmeHToB CYP2C9 um CYP3A4.

WurubupoBanue  yka3aHHBIX  HM30()EPMEHTOB  MOXKET  COMPOBOXKIATHCS  MOBBIIICHUEM
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uzopepmenta CYP2C9 na koHumeHTpauuio Oo3eHTaHa B IJIa3Me KpOBH He u3ydanu. llpum
OJTHOBPEMEHHOM MPUMEHEHHH C HUMH CIIEAYET COOI0IaTh OCTOPOKHOCTD.

Dnyrkonaszon u opyaue uneubumopwt uzogpepmernmos CYP2C9 u CYP3A4

OpnHoBpeMeHHOE TpuMeHeHNe 603eHTaHa ¢ (IIyKOHA30JI0M, KOTOPbI HHIHOUPYET, B OCHOBHOM,
uzodpepment CYP2C9 u, mumb He3HauntenbHo, n3opepmeHT CYP3A4, MokeT COmpOBOXKAATHCS
BBIPQ)KEHHBIM TOBBIIIEHHEM KOHIEHTpanmuu Oo3eHTaHa B KpoBW. JlaHHas KoMmMOMHamus He
pexomenayercs. [lo 5Toil e mNpuuMHE HE PEKOMEHAYEeTCs OJHOBPEMEHHOE MpPHUMEHEHUE
npenapata bo3entan Kanon u momubix nHru6utopoB nzodpepmenta CYP3A4 (kerokonasona,
UTPAaKOHA30J1a WU pUTOHABHpPA) 1 nHruouropa nzopepmenra CYP2C9 (BopukoHnazoina).
Luxnocnopun A

OpnHoBpeMeHHOE MpUMEHeHue 0O03eHTaHa U LUKIOCHOpHUHA A (MHrHOUTOpa KajbIMHEBPHUHA)
npotuBonokazaHo (cMm. paszmen 4.3.). Ilpu ogHOBpeMEHHOM TpHEeMe 3THUX MpenapaToB
MUHUMAaJIbHAS HAYaJIbHASI KOHIICHTpAIKs 003eHTaHa B KPOBH MOBBIMAaeTcs B 30 pa3 o cpaBHESHUIO
C TpHUMEHEHHEeM OJHOro Oo3eHTaHa. PaBHOBecHass KOHIEHTpanus OO3€HTaHAa B KPOBHU
yBeNMuuBaeTcs B 3—4 pas3a MO CPaBHEHUIO C KOHIIEHTpalueil 003eHTaHa MPH MOHOTEPAIHU.
MexaHI3MOM JITaHHOTO B3aUMOJEHUCTBUS, BEPOSTHO, ABISETCS MHTMOMPOBAHUE LIUKIOCIIOPUHOM
TPAHCIOPTHOTO OeJlka, OTBETCTBEHHOTO 3a MEPeHOC 0O03eHTaHa B remaTouuThl. KoHIeHTpamms
nukiocnopuHa A (cyocrpar uzopepmenta CYP3A4) B kpoBU cHMXkKAETCSI MPUOIU3UTEIBHO Ha
50 %. JlanHOE N3MeHeHue, HanboJiee BEposiTHO, 00ycinoBiIeHo HHaykuen nsopepmenta CYP3A4
003eHTaHOM.

Taxponumyc, cuponumyc

OnHOBpEeMEHHOE TpHUMEHEHHE ¢ 0O3CHTaHOM B KIMHWYECKHX MCCIIEJOBAHUSX HE HM3Yy4ajocCh,
OJTHAKO MPEJIOoJaraeTcsi, YTo KOHLEHTpalus 0O03eHTaHa B KPOBU MOXKET YBEIUYHBATHCS II0
aHaJIOTHH C OHOBPEMEHHBIM IPUMEHEHHEM C IIUKIOCTIOpUHOM A. [Ipr cCOBMECTHOM NPUMEHEHU U
¢ 003eHTaHOM KOHIICHTPAIIHSI TAKPOIMMYCa i CHPOJIMMYCa B KPOBH MOXKET CHUXKATHCS. B cBs3H ¢
sTiM, Tipenapat bozenTan KaHoH He ciiefyeT MPUMEHSTh OJHOBPEMEHHO C TaKPOJIUMYCOM WIIA
cuponumycoM. [Ipm HEOOXOAMMOCTH OJHOBPEMEHHOTO MPHUMEHEHHsI JTHUX IpernapaTroB
00s13aTeNIbHO  HAOJNIIOJICHHE 3a BO3MOXKHBIM pa3BuTHeM HIJIP M KOHTpoOJb KOHIEHTpaluuu
TaKpOJIMMYCa U CHPOJIMMYCa B KPOBH.

Inubenxknamuo

OpnHOoBpeMeHHOE TpUMeHeHue O0o3eHTaHa B o3¢ 125 mr 2 paza B JleHb B TE€UCHHE 5 IHEH
COIIPOBOXKIANIOCH CHM)KEHHWEM KOHILIEHTpaluu riuOeHKnIaMuaa (cyOcTpaT wu3odepMeHTa
CYP3A4) B xpoBu Ha 40 % 1 BO3MOXHBIM 3HAYUTEIILHBIM YMEHBIICHUEM TUIIOTITUKEMUYECKOTO

3¢ dexra npenapara. Konmerrpanusa 003eHTaHa B KpOBU TakKe CHIbKaIach Ha 29 %. Kpome Toro
2



ot 08.08.2025 N= 19785

y TAIUEHTOB, TOJYYaBIIMX KOMOMHHPOBAHHYIO Tepa%Bj:g&a&ﬁgngE%&E Trﬂ)gglﬁe-'lmﬂ

COOTBETCTBYET 2KCNEPTHOMY OTYETY

AKTUBHOCTH «IICUYCHOYHBIX» TpaHcamuHa3. W rnubenknamun, #u OO3€HTAH OKAa3bIBAIOT
uHTHOUpYytomiee BosneiictBue Ha BSEP, dro MoXeT OOBSCHUTH MOBBINICHUE AKTHBHOCTH
«IIEYEHOUHBIX» TpaHcamuHa3. JlaHHas komOuHauus He pekoMmenayercs. Her naHHBIX o
JIEKapCTBEHHOM B3aMMOAEHCTBUM 003€HTaHa ¢ APYIrMMHU IPOU3BOJAHBIMU CYJIb(OHUIMOYEBUHBI.

Pugpamnuyun

[Ipu onHOBpeMEHHOM NMpUMEHEHUH Oo3eHTaHa B g03e 125 Mr 2 pas3a B JeHb U pudamnuirHa,
KOTOPBIN SBJISIETCS MOIIHBIM MHAYKTOpoM m30odepmenToB CYP2C9 nu CYP3A4, y 9 310poBBIX
NOOpPOBOJIBIIEB B T€UEHUE 7 JHEHW KOHIEHTpauus 0O3eHTaHa B KPOBU CHMXKasach Ha 58 %, a y
OTJeNbHBIX NanueHToB — Ha 90 %. Kak pe3ynbraT, MOKHO OXKUAATh 3HAUUTEIBHOE CHUKCHHE
s dexTuBHOCTH NpenapaTta bosenran KaHoH mpu cOBMECTHOM MPUMEHEHUH € PUPAMITUIITHOM.
OnHOBpeMEHHOE NpUMEHeHHe pudammnuuuHa W Oo03eHTaHa He pekoMeHayeTcs. J[aHHBIX O
COYETaHHOM IIPUMEHEHUH 003eHTaHa ¢ APYyruMH UHIyKTopamu uzodepmenta CYP3A4, takumu
Kak kapOamazenuH, (penobGapOuTan, GeHUTOMH U 3BepoOOH MPOIBIPSBICHHBIN, HETOCTATOYHO.
Tem He MeHee, pU UX OAHOBPEMEHHOM IMPUMEHEHUU MOKHO OXKUAATh CHUKEHHSI CUCTEMHOTO
BO3eHCTBUS Oo3eHTaHa. Henb3s HMCKIIOYMTH M 3HAYUTEIBHOTO CHIDKEHHUS 3((EKTUBHOCTH
JICYEHUS.

Jlonunasup/pumonaseup (u Opyeue uHeUOUMOpPLI nNpomeas, Oelucmseue KOMOpPvlX YCUIUBAE
PUmMoHasup)

[Ipu ogHOBpEeMEHHOM HpUMEHEHMH Oo3eHTaHa B 03¢ 125 Mr 2 pasza B JeHb M KOMOMHALUU
nonuHaBup + puroHasup 400 + 100 mr 2 pasza B neHp B TeueHue 9,5 nHEH y 310pOBBIX
100pOBOJIbIIEB MUHUMAJIbHAS HaualbHasl KOHIIEHTpalus 003eHTaHa B KPOBU ObLIa MPUMEPHO B
48 pa3 BBIIIE 110 CPABHEHHIO ¢ KOHIIEHTpAIUEH MpU MPUMEHEHUH OJTHOTO O0o3eHTana. Ha 9 nenn
KOHIIEHTpalusi 003eHTaHa B KPOBU OKa3aslach B 5 pa3 BBIIIE, UeM IIPH MIpHEMeE TOJIbKO 003€HTaHa.
WNurubuposanue putoHaBupoMm uzopepmenta CYP3A4 u Oenka, OTBEHAIOLIETro 3a TPAHCIOPT
003eHTaHa B renaToOLUThI, PUBOJIUT K CHUKEHHUIO KIMpeHca OO3eHTaHa U, BEPOSATHO, JIC)KUT B
OCHOBE JAHHOTO B3aUMOJEWMCTBUS. Y MAllMEHTOB, OJHOBPEMEHHO MPUHUMAIOIIUX O03€HTaH U
JIOMMHABHP + PUTOHABUP WIIM JIPYrMe€ MHTHOUTOPHI MpOTea3s, AEWCTBUE KOTOPBIX YCHIIMBAET
PHUTOHABHP, HEOOXOAUM KOHTPOJIb IEPEHOCUMOCTH O03EHTaHa.

[Tpu ogHOBpEMEHHOM IPUMEHEHUU ¢ 003€HTaHOM B TeueHue 9,5 aHel oTMedanoch KIMHUYECKH
HE3HaYMMOe CHHUKEHHE KOHIIEHTpAIMH JIONMHABUpa U puToHaBUpa (mpumepHo Ha 14 % u 17 %,
COOTBETCTBEHHO). TeM He MeHee, NOJHas MHAYKIHS 003€HTaHOM MOrja ObITh HE JOCTUTHYTA,
MIOSTOMY BO3MOKHOCTh JIAJbHEUIIEr0 CHIDKEHUS KOHICHTpAllud HWHTHOUTOPOB IMpOTeas3

WCKIIIOUYHTH HEJb3s1. PEeKOMEHIyeTcst COOTBETCTBYIONTNI KOHTPOIh 32 BUYU-Tepanueii. [lomooHbIe
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KOTOPBIX YCHJIMBAET pUTOHABUD (cM. paznen 4.4., monpaszaen «OcolObie yKazaHus»).

Lpyaue anmupempoesupycuvie npenapamaol

B cBsa3u ¢ oTcyrcTBHEM JaHHBIX cleuu(UYecKue PpPEeKOMEHJAUU B OTHOIICHUU JPYruX
AHTUPETPOBUPYCHBIX IpEnapaToB HE MOTYT OBITh MPEACTABICHBI. YUYUTHIBAsS BBIPAKEHHOE
TOKCHUYECKOE JIEWCTBUE HEBUPAIIMHA HA NE€YEHb, KOTOPOE MOYKET YCWIUTh I'€l1aTOTOKCHUYHOCTh
003€HTaHa, COYETAHHOE IIPUMEHEHUE 3TUX MPENapaToB HE PEKOMEHAYETCS.

T'opmonanvHble Konmpayenmugsl

[Tpu ogHOBpEeMEHHOM MPUMEHEHUH B Te4eHHue 7 JHel 603eHTaHa B 103€ 125 Mr 2 pasa B I€Hb U
OJIHOM J103bI TIEPOPATBHOTO KOHTpAIENTHBA, cojaepramiero 1 Mr HOpITHCTepoHAa U 35 MKT
ATUHWIIACTpaauoaa, ormedanoch cHwkenue AUC (miom@aab moj KPUBOW «KOHIEHTpALUs-
BpeMsi») o6oux koMmrnoHeHTOB (Ha 14 % u 31 %, COOTBETCTBEHHO). Y OTAETBHBIX MAIUEHTOK
CHUKEHUE SKCIIO3ULIMM HOPITUCTEPOHA W ITHUHWIBCTpaauosia jaocturano 56 % u 66 %,
COOTBETCTBEHHO. TakuM o0pa3oMm, TOJILKO FOPMOHAJIbHAs KOHTpPALEHIHs, HE3aBUCUMO OT IIyTH
BBEJICHUS IpenapaTta (BHYTpPb, HHBEKLIMOHHO, TPAHCIEPMAJIbHO WM B BHJIE UMILJIAHTATOB), HE
MOJKET CUUTATHCS Ha/ICKHBIM KOHTPALIETITUBHBIM CPEJCTBOM.

Bapgapun

OpnHoBpemeHHOE puMeHeHue 0o3eHTana B o3¢ S00 mr 2 pas3a B IeHb B TeUeHHE 6 THEH TPUBOIUT
K CHI)KEHHIO KOHIIEHTpALlMU B KPOBU Kak S-BapdapuHa (cydctpat nuzopepmenta CYP2C9), tak u
R-Bapdapuna (cyoerpar usodepmenta CYP3A4) na 29 % u 38 %, coorBercTBeHHO. ONBIT
OJTHOBPEMEHHOI0 MpHUMEeHEeHHs Oo3eHTaHa M BapdapuHa y mnauueHToB ¢ JIAI' He BBIIBHI
KJIMHUYECKH 3HaYUMble U3MEHEHUS! MEXIyHapoAaHOro HopMmanuzoBaHHoro otHomenus (MHO)
WM 1031 BapdapuHa (HaualabHON 03Bl B CPAaBHEHUU C MOAJIEpKUBarolel 1030ii). Kpome Toro,
4acTOTa U3MEHEHUH 103bI Bap(apuHa B X0/1€ ccieloBaHui B cBsA3H ¢ kojebanusimu MHO wiu B
cBsi3u ¢ passutueM HJIP He oTnuyanack y manueHToOB, NOJy4yaBIIUX 003eHTaH WM mianebo. He
TpeOyeTcst 3MEHEHUs 103bl Bap(apuHa WK APYruX aHAIOTUYHBIX aHTUKOAryJISIHTOB U1 puemMa
BHYTPh IIpH J00aBJIECHUU K Tepanuu 003eHTaHA. TeM He MEHee, peKOMEHAyeTCs 00Jiee JacThIil

KOHTPOJIb MHO, 0COOEHHO B Hayaje MMPUMCHCHUA 0o3eHTaHa U IIpU YBCINMYCHHUU €TO NO3bI.

Cumeacmamun

[Tpu omHOBpEeMEHHOM MpPUMEHEHUH 003eHTaHa B 03¢ 125 Mmr 2 pa3a B [IcHb B TCUCHUE 5 JTHEH,
KOHIIEHTpalus cuMBacTaTuHa (cydctparta nzopepmenta CYP3A4) u ero akTHBHOTO MeTa0oIMTa
0eTa-ruIpOKCUKUCIIOTHI CHUXaeTcsa B KpoBu Ha 34 % u 46 %, cooTBeTcTBeHHO. OTHOBPEMEHHOE

MNPUMEHCHUC CMMBAaCTaTMHA HC BJIMACT Ha KOHLOCHTpPALUIO 0o3eHTaHa B KpOBH. PGKOMGHI[yeTCH
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CUMBACTaTHHA.
Kemoxkonazon

OnHoBpeMEHHOE NMPUMEHEHHE 0o3eHTaHa B j03e 62,5 mr 2 pa3za B JeHb B TeueHUe 6 JHEH U
KETOKOHAa30J1a, MoITHOro mHruouropa mzodepmenra CYP3A4, conmpoBoXaaeTcss NBYKPAaTHBIM
NOBBILIEHUEM KOHILIEHTpalMK 003eHTaHa B KpoBU. MI3MeHnenue 103b1 npenapara bozenran Kanon
He Tpebyercs. HecMOTpsi Ha OTCYTCTBHE NAHHBIX MCCIENOBAHUU in Vivo, TIPENIONaraeTcs, 4ro
AQHAJIOTMYHOE TMOBBIIIEHNE KOHLIEHTPAUU OO3€HTaHa B KPOBH 0XKHUJIAETCS IPU OJJHOBPEMEHHOM
MPUMEHEHUU JIPYTUX MOIIHBIX UHrHOUTOpoB n3odepmenta CYP3 A4, nanpumep, uTpakoHasomia
U puTOHaBUpa. TeM He MeHee, NpU OJAHOBPEMEHHOM IPUMEHEHHH O0O3€HTaHa M MHTUOUTOpA
uzopepmenta CYP3A4, y manueHTOB CO CHIKEHHOW akTHBHOCTBHIO m3opepmenta CYP2C9
CYILIECTBYET PHUCK OoJiee BBIPAXEHHOTO TOBBIIMICHUS KOHLEHTpAalUU OO3€HTaHA, YTO MOXKET
CIocoOCTBOBATH MOSIBJICHUIO MOTeHIIMAIBHO onacHbx HJIP.

Ononpocmenon

Orpanuuensble pe3ynbrarbl uccienoBanus (AC-052-356 [BREATHE-3]), B xoxe koroporo
10 neteit momyyanu 603€HTaH OJJHOBPEMEHHO C ATONPOCTEHOJIOM, YKa3bIBAIOT HA TO, YTO MOCIIE
OJTHOKPAaTHOTO M MHOTOKPATHOTrO NMpUMEHEHUS Cmax (MakcHUMajbHas KOHIEHTpalus B IUIa3Me
kpoBH) U1 AUC 0Go3eHTaHa ObUTM NMPUMEPHO OJMHAKOBBIMU Y MAIlMEHTOB, MOJYYaBIIUX U HE
MOJTYYaBIINX UH(Y3UHU STMOMPOCTEHOIIA (CM. pa3aen 5).

Cunoenaghun

[Ipu omHOBpeMEHHOM NpHUMEHEeHMHM Oo3eHTaHa B Jo3e 125 Mr 2 pasa B JeHb (paBHOBECHOE
coctosHne) u cuiaeHaduna B go3e 80 Mr 3 pasza B JIeHb B TeueHHE O JHEH Yy 3I0pPOBBIX
noOpoBonbleB oTMedanoch cHwkeHne AUC cunnenaguna Ha 63 % u nosbimenne AUC
603enTtana — Ha 50 %. CrenyeT cobI0aaTh OCTOPOKHOCTH MPH OJTHOBPEMEHHOM NPUMEHEHUH.
Jueokcun

OnHoBpeMeHHOE TIpuMeHeHHue Oo3eHTaHa B mo3e 500 mr 2 pa3a B JieHb B TeueHWe 7 HHEH
conpoBoxaaercsa cHuxeHueM AUC, Cmax 1 Cmin (MUHUMAaJIbHAsI KOHIIEHTPALIMS B IJIa3M€e KPOBH)
aurokcnHa Ha 12 %, 9 % u 23 %, cooTBeTCTBEHHO. BO3MOXKHO, B OCHOBE MEXaHH3Ma 3TOrO
B3aUMOJICUCTBUSL JICKUT UHAYKIUs TriauKonporenHa P. KiuHuueckas 3HaYUMOCTh JaHHOTO
B3aMMO/JICUCTBUS MaJIOBEPOSITHA.

Y oemeu

HccnenoBanus JeKapCTBEHHOTO B3aMMOACUCTBUS OBLIM MTPOBEACHBI TOJIBKO Y B3POCIBIX.

4.6. ®epTWIBHOCTD, 0€PEMEHHOCTb U JIAKTALUS

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIOM
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[Tepen HauagoM Jie4eHUsS Y JKEHIIUH C COXPAaHGHHBIM p@ﬁ%bﬂ%ﬁﬁﬁ,ﬂ %%ﬂ&\? E.II:IIEAVCT

HNOJATBEPAUTh OTCYTCTBHE OEPEMEHHOCTH, OOCYIUTHh HAAEKHBIE METOJbl O MPEAYNPEKICHHIO
OEpeMEHHOCTH W HayaTh NMPUMEHEHUE KOHTpAILENIMU IO COOTBETCTBYIOILIEH COTJIacOBaHHOM
cxeme. [lanmeHTsl M Bpauu JOJKHBI YYUTHIBATh TOT (PAKT, 4TO OO3E€HTaH MOXKET CHUXKATh
3¢ (EeKTUBHOCTh TOPMOHAJIBHBIX KOHTpAaLENITUBHBIX CpeACTB BCJIEJICTBHE
dapMakoKuHeTHYeCKOro B3aumozencTBust (cM. pasgen 4.5.). IloaTomMy JKEHIIMHAM C
COXPAHEHHBIM DENPOJYKTUBHBIM IIOTEHIMAJIOM HE PEKOMEHAYETCSI MCIOJb30BaTh METOJ
FOPMOHAJILHOW KOHTpaLenuuy (BKJIK0Yas JIEKApCTBEHHBIE IpenapaThl, IPUMEHsEMble BHYTpPb, B
BUJIC MHBEKLUH, TpaHCAEPMAIbHBIX TEPANEBTUUYECKUX CHUCTEM WJIM MMILIAHTATOB) B KauecTBE
€IMHCTBEHHOTO METOJa; UM HEOOXOJWMO TMPUMEHSTH IOTOJHUTEIBHBIA WM aIbTEPHATHBHBINA
HAJECKHBIM MeTon KOHTpauenuuu. IIpu COMHEHMSIX B HAJIEKHOCTU BBIOPAHHOTO METOAA
KOHTpAleNUN MAlMEeHTKE CIeNyeT OOpaTHTbCA K BPady-TMHEKOJIOTY JAJIs MHIMBHYaIbHOI'O
noadopa MeToja KOHTpALENUUU. YUWUThIBas BO3MOXKHYIO HEd()PEKTMBHOCTb TI'OPMOHAIBHOMN
KOHTpALIEMUU U BBICOKHM pUCK HETaTUBHOTO BIMSHUS OepeMeHHOCTH Ha TeueHue JIAT, Bo Bpems
Tepanuy O03E€HTAaHOM PEKOMEHAYETCS €XKEMECSYHO MPOBOIUTH TECT HAa OCPEeMEHHOCTh, YTO
HO3BOJIMT AUArHOCTUPOBATH OEPEMEHHOCTh Ha PAHHUX CPOKaX.

bepeMeHHOCTD

B noxnuHMYECKMX HCCIENOBaHUSIX YCTAaHOBJEHA PENPOJYKTHUBHAS TOKCHYHOCTh OO3EHTaHa
(TepatoreHHoe U SMOpUOTOKCHUYECKOe aelcTBue). J[aHHBIX O NpPUMEHEHHH OO03€HTaHa Yy
OepeMeHHBIX JKEeHIINH HeT. Bo3MOXkHBIH puCK A5 yenoBeka Hen3BecTeH. [IpuMenenne 60o3eHTaHa
BO BpeMsi OEpeMEHHOCTH MTPOTHBOIIOKa3aHo (cM. paszaen 4.3.).

Jlakranms

He ycranosneno, BbiiensieTcs 11 003€HTaH B rpyJHOE MOJOKO. Eciu HeoOXxoauMo MpoBeieHue
Tepanuy 003eHTaHOM B MEPHOJ JIAKTALUH, TPYAHOE BCKAPMIIMBAHHE PEKOMEHTyeTCsl IPEKPATHUTh.

DdepTUabHOCTD

B  JOoKIMHUYECKMX UCCIEAOBAHUAX BBIABJIEHO BJIMSHUE Ha CEMEHHUKH. Pe3ynbTarhl
KJIIMHUYECKOTO MCCIIEIOBAHMS MOKa3alH, 9To y 8 u3 24 manueHToB-MyxunH ¢ JIAI uepe3 3 niun
6 MecsiieB JeueHus: 003eHTaHOM OTMEYaJOCh YMEHBIIEHHE KOHLEHTpaluu cuepMsl Ha 42 % u
6osiee OT UCXOIHBIX 3HaUeHUH. Ha OCHOBaHMM KIMHUYECKUX M JOKIMHUYECKUX TAHHBIX HEJb35
UCKJIIOYUTh PHUCK HEraTHBHOIO BIIMsHUSA OO3€HTaHa Ha CHepMaroreHe’ y Myx4uH. Hemb3zs
UCKJTIOYUTh HEOJaronpusTHOE BIMSIHUE JTUTEILHOTO JIeYeHHs] 003€HTaHOM Ha CIIEpMaTOreHe3 y
NAIMEHTOB-MaJIb4YHKOB.

4.7. Bausinue Ha CIOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CpeICTBaMH M padorath ¢
MeXaHM3MaMH

Bnusinue 603eHTaHa Ha CIOCOOHOCTH YIPABIATH TPAHCIIOPTHBIMU CPEACTBAMH HE U3y4anock. Tem
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HE MeEHee, 003E€HTaH MOJKET BBI3BIBATH BBIPS KeHHOGI:QII:III;}Km%%I&)Hmlﬁ&gj%%%ﬁﬂﬂ,

COIPOBOYKAAIOIIEECS MOJOBOKPY)KEHUEM WJIM MOTEPEW CO3HAHUs, U, KaK CIIEJCTBUE, OKa3bIBATh
OTPHIIATEILHOE BIMSIHAE Ha CIOCOOHOCTH YIPABIATH TPAHCIIOPTOM M paboTaTh C MEXaHU3MaMH.
4.8. HexxestateJibHbIE peaKkIuu

Pesrome nmpoduis 6e3onacHOCTH

B 20 mnane6o-KOHTPOIUPYEMBIX HCCIICIOBAHUSIX, MPOBEACHHBIX MO PA3IMYHBIM MMOKA3AHUSIM,
2486 nmanreHToB Noay4ainu 6o3eHTaH B 1o3ax oT 100 mr g0 2000 mr, a 1838 manueHToB mosyyanu
miane6o. I[IpomomKkuTebHOCTE JiedeHHsl cocTaBwiia B cpeaHeM 45 nemens. HJIP cuwmtanm
coObITHsI, KOTOpBIe Habmogauch y 1 % u GoJiee MalueHToB, MOJIyYaBIINX O03€HTaH, C YaCTOTOM,
o KpaitHeit mepe, Ha 0,5 % Bblillle, 4YeM y MaIMEHTOB, Moy4daBmuX Iianedo. Hanbonee yacto
oTMeuany roioBHyto 60ib (11,5 % npotus 9,8 %), 0TekH HIKHUX KOHEYHOCTEH U/MITH 3aIEPIKKY
xuakoctu (13,2 % npotus 10,9 %), moBbIIeHHE aKTUBHOCTH «TI€Y€HOYHBIX» TpaHcamuHa3z ACT
u/uma AJIT (10,9 % npotus 4,6 %) u anemuto/cHkeHue remoriaoouna (9,9 % nportus 4,9 %).

[Ipumenenue Oo03eHTaHAa aCCOIMUPOBAIOCH C J0303aBUCUMBIM TMOBBIIICHHEM aKTUBHOCTHU
«IEYCHOYHBIX» TpaHCAMUHA3 U CHIDKEHHEM TeMorioouHa (cM. paszaen 4.4. nmoapasaen «Ocobbie

YKa3aHUS).

PesroMme HexxenaTeabHBIX PEAKIIN

[IpencraBieHHble HMXKE J[laHHBIE 110 HEXEJATENbHBIM pEeaklUUsIM KIacCU(QUIMPOBAHBl IO
cucreMHo-opranHbiM kiaccaM (COK) u yacrore BO3HMKHOBeHHMs. YacToTa BO3HMKHOBEHHUS
HE)KeJIaTeNbHBIX PeakMi onpeaessuiach B COOTBETCTBUH ¢ kiaccupukanueit BO3: ouens yacto
(= 1/10), gacto (= 1/100, vo < 1/10), Hewacto (> 1/1000, Ho < 1/100), peaxo (= 1/10000, HO <
1/1000), ouens penxo (< 1/10000), yactoTa Heu3BecTHA (HA OCHOBAHWU MMEIOIIMUXCS JAHHBIX
OLICHUTBH YaCTOTY HEBO3MOKHO).

B xax ot yacrorHou rpynne HJIP nipeacrasieHsl B IOPSAKE YMEHBIIEHUS CTEIICHU CEPbE3HOCTH.
He oTrmedeHo kMHUYECKH 3HAUMMBIX pasinunanii mexxay HJIP B oOreit 6a3ze maHHBIX B OTEIBHO
0 3apErUCTPUPOBAHHBIM MTOKA3aHUSIM.

Hapywenus co cmoponbl Kposu u iumgpamuieckou cucmembl

YacTo: aHeMus1, CHUKEHHE TeMOTJI00HHa;

HeuacTo: TpoMGonuToneHus ', HeiiTponenus, neiKkonenus';

YacToTa HEU3BECTHA: AaHEMHS UM CHIYKEHHE reMOIJIo0NHa, TpeOyrome reMoTpancdysun .
Hapywenus co cmoporvl UMMYHHOU CUCTHEMbL:

YacTo: peaKiuy MOBBILIEHHON YyBCTBUTENLHOCTH (BKIIIOUAs IEPMATUT, KOKHBIH 3y/1 U ChITIb)?;
Penko: aHaQuUIaKTHYECKME PEAKIIMI M/UIIM aHTHMOHEBPOTHYECKHI oTek .

Hapywenus co cmoponul HepéHoti cucmemvi:
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(NOCNEOCBATENEHOCTE 0003)

OueHb Y4acTo: royIoBHas 60Jb;

Yacro: 06Mopox'+*,

Hapywenus co cmoponwvl cepoya:
YacTo: ouryuienue cepaueouenns '+,

Hapywenus co cmoponwl cocyoos:

YacTo: «IpHINBBI» KPOBU K KOXKe JUIa, cHikerne AJ[M.

Hapywenus co cmopoHul OvixamenvHotl cucmemsl, 0peano8 2pyOHOU KIemKU U CPe0OCMeHUs.:
YacTo: OTeK CIIM3UCTOM 000104KM HOca' .

Kenyoouno-kuuieunvie HapyueHus:

Yacro: ractpos3odareanpHas peduitokcHast 00JIe3Hb, Uapesl.

Hapywenus co cmoponvl neuenu u i#enuesbleo0sauux nymeii:

OdeHb yacTO: U3MEHEHHUE TIoKa3aTesel (YHKIUU eUeHU;

Heuacto: moBblllIeHHEe AaKTUBHOCTH «medeHOUHbIX» TpaHcamuHa3 (ACT, AJIT) BcineactBue
renatuta (BKII0Yas BO3MOKHOE 000CTPEHHE CYIIECTBYIOIIEr0 relaThTa) U/1iH KENTyXH
Pejiko: IMppO3 NeUeHH, IeYeHOYHAs HeI0CTaTOYHOCTS .

Hapywenus co cmopoHbl Kodtcu 1 NOOKONCHBIX MKAHEIL:

Yacro: spurema.

Obwue HapyueHus u peakyuu 8 mecme 66€0eHUsL:

OueHb YacTo: OTEKH, 3a[ePKKa KUIKOCTH .,

1 - JlaHHbBIE OTYYEHBI U3 TOCTPETUCTPALIMOHHBIX HAOIIOACHNH, YaCTOTa ONpE/IeeHa C TOMOIIIBIO
CTAaTHCTUYECKOTO  MOJACIUPOBAHUA  JAHHBIX  IJ1ale00-KOHTPOIUPYEMBIX  KIMHHYECKUX
HACCIIENOBAaHUMN.

2 - Peakuuu NOBBIIIEHHOW YYBCTBUTEIBHOCTH OBLIM OTMeuYEHHl y 9,9 % manueHToB, KOTOpbIE
nojiy4anu 0o3eHrad, uy 9,1 % — nnaneoo.

3 - T'onoBuyro 60nb ormeuanu 11,5% mnanueHToB, KOTOpble Tonydyanu Oo3eHTaH, u 9,8 % —
ruiane0o.

4 - JlaHHbBIE peaklUU TaK’Ke MOT'YT ObITH 00YCIIOBJIEHBI OCHOBHBIM 3200JIEBAaHUEM.

5 - IlosiBiIEeHHE OTEKOB M 33aJEPIKKY KHUAKOCTU oT™Meuanu 13,2 % nanueHToB, KOTOPbIE NOTy4YalH
6o3entad, u 10,9 % — mnamebo.

Omnmncanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKHI/Iﬁ

B mocrtpeructpaluOHHOM TEPUOAE OTMEUEHBI PENIKWE CIIy4au IUPpo3a MEUYEHU HEU3BECTHOU
ATHOJOTUM Ha (oHe UMTeNhbHOW Tepanmuu OO3CHTAaHOM Yy TALMEHTOB C  TSIKEIBIMU
COIMYTCTBYIOIIUMHU 3a00JICBaHUSIMH, OJHOBPEMEHHO TMPUMEHSIONUX JPYTHe JIEKapCTBEHHBIC

npenapatsl. Takke 3aperucTpupoBaHbl peKUE CIIydyau pa3BUTH IEYEHOYHONW HETOCTATOYHOCTH.
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ot 08.08.2025 N= 19785

OTH HAONIOACHUS TOATBEPKIAIOT HEOOXOAMMOCTh OG&I%;JMFOBE%%%%F& leI;I:-OJ'IH

COOTBETCTBYET 2KCNEPTHOMY OTYETY

(GYHKIIMY TIE€YeHU B TEUSHHUE BCETO MepHroja JiedeHus: 003eHTaHOM (cM. pazzaen 4.4., moapasuen
«Oco0ble yKazaHus»).
Uzmenenue nabopamopHuix nokasameinet

Hszmenenue akmusHocmu «ne4eHOYHbIXY MPAHCAMUHAS

B kiMHHMuecKkoll mNpakTUKE MpPUMEHEHHE OO3€HTaHAa CONPOBOXKIAIOCH J0303aBUCHUMbBIM
MOBBIIICHUEM aKTUBHOCTH «TI€YEHOYHBIX)» TPAHCAMUHA3 B T€UCHUE 26 HEIEb JICUCHHS, KOTOPOE
pa3BUBAJIOCHh MOCTENEHHO M, KaK MpaBWJIO, OECCUMIITOMHO. B mocTpeructpalilnioHHOM Mepuoe
OTMEUYEHbl pEAKHUE Cllydau LUppo3a NEYeHHW U IEYEHOYHOW HEIOCTATOYHOCTH. MexaHusMm
pasButus 3tux HJIP HesceH. 1loBbleHHAss aKTUBHOCTh «II€YEHOYHBIX» TPAHCAMUHA3 MOKET
CIIOHTAaHHO HOPMAaJIHM30BaThCS HAa (POHE MpUMEHEHHsI 003eHTaHa B MOJICPKUBAIOIICH 103€ TN
1ocJie €€ CHIKEeHUs. TeM He MeHee, PEeKpalleHNe JICUCHUs UM KPAaTKOBPEMEHHBIN MepephIB B
Tepanuu Bce e MOKeT moTpedoBatbes (cM. pasaen 4.4., moapasnen «Ocolble yKa3aHus»).

B 20 mnpoBeneHHBIX TUIANE00-KOHTPOJIHMPYEMBIX HCCICAOBAHUSX TIOBBIIICHUE AaKTHBHOCTHU
«MIEYCHOYHBIX» TpaHcaMuHa3 B 3 pa3za u 6oiee BI'H otmeueno y 11,2 % nanueHToB, morydaBIInx
0o3enran, u y 2,4 % — nnane6o. [Tossimenne B 8 u 6onee pas Beiie BI'H 3apeructpupoBano y
3,6 % marueHToB, Moxy4Jamux 6o3enrtat, u 'y 0,4 % — miane6o. OTMedeHo, 4To Ha (OHE JICUSHHS
003€HTAaHOM TOBBIIIICHUE AKTUBHOCTH «TIEYCHOUYHBIX» TPAHCAMUHA3 COYETAIOCH C MOBBIIIICHUEM
KOHIEHTpaluu OunupyorHa B mia3Me KpoBu (B 2 u Oonee pa3 Bbiie BI'H) npu orcyrctBum y
MAIMEHTOB OOCTPYKIIMH >keTueBbBoAdmuX myTeit B 0,2 % cioyuaeB (5 manueHToB), a Ha (oHe
npuMeHeHus ae6o — B 0,3 % cinyyaeB (6 MAMEHTOB).

[Ipu 06061meHHOM aHanM3e AaHHBIX, nonxydeHHBIX y 100 gereit ¢ JIAIT (HekoHTpoJIUpyeMbie
nequatpudeckue uccnenoranus FUTURE 1/2 u FUTURE 3/Extension), moBbIllieHHE aKTUBHOCTH
«TEYEHOYHBIX» TPaHCaMHUHA3 B 3 pasza u 6onee BI'H nabmonanocs y 2 % mamnueHTos.

Y 13 HOBOPOXKIEHHBIX C TEPCUCTHPYIOIIEH JIETOYHOW apTepUanbHONM TUIEPTEH3UEN
HoBopoxaeHHBIX ([IJIAI'H, FUTURE-4), kotopsie moiy4danu 003€HTaH B J03€ 2 MI/KI MacChl
Tena 2 pasa B neHb Menee 10 gueit (ot 0,5 mo 10 nHeit), He HaOIIOJATH TIOBBIIIIEHUSI AKTUBHOCTH
«TEYEHOYHBIX» TpaHcaMHHa3 B 3 pasza u 6onee BI'H, Ho uepe3 3 qHs mocne oTMEHBI 003€HTaHa Y

OJHOI'0O InmamucHTa OBLI JANAarHOCTUPOBAH I'CIIATHUT.

T'emocnobun

B nnarie00-KOHTPOIUPYEMBIX HCCIIEOBAHUSAX CHUKEHUE TeMOTII00MHA B CPABHEHUH C HCXOJHBIM
1o ypoBHs Hike 100 /11 66110 0TMEUeHO Y 8 % B3pOCIBIX NAIIMEHTOB, MOTy4YaloUIX 003€HTaH, 1
y 3,9 % — nnane6o (cM. pasaen 4.4., noapasnen «Ocobble ykazanus»). [Ipu o600nieHHOM aHanuze

JIaHHBIX, onydeHHbIX ¥ 100 gereit ¢ JIAT (HEeKOHTpOIUpYyeMble TTeTUATPUIECKUE UCCIICTOBAHMS
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FUTURE 1/2 u FUTURE 3/Extension), cHIKeHH e reMOLIOGHI & CHABRCHAH < HCROIHbMN 10

ypoBHs Hke 100 r/m nadmonanock y 10 % namuentoB. CHuxkenne remoriioonna Hmwke 80 1/
OTMEUYEHO He OBLIO.
Y 6 u3 13 nHoBopoxaeHubix ¢ IIJIAT'H (uccnegoBanme FUTURE-4) oTrmewanu cHuXeHUE
reMOrJIoOMHa OT UCXOJAHO HOPMAJIbHOTO JI0 YPOBHS HIJKE HIDKHEH TpaHHIIBI HOPMbI Ha (OHE
JeyeHust 003EHTaHOM.

eTH
Hexonmponupyemvie kiunuyeckue ucciedo8anus y oemell
[Tpoduns 6e3onacuoctu 603entana y nereit (BREATHE-3: n=19, 603enTan 2 Mr/kr 2 pasa B 1eHb
B TeueHHe 12 Henenb) He OTINYAJICS OT COOTBETCTBYIOIIETO MPOQHIIs OE30MAaCHOCTH Y B3POCIBIX
narnuenToB ¢ JIAT' B 6a3ucHbIX nccienoBanusx. Haubonee 4acTo y neTeil oTMevalin «IIpHiIuBbDY
kpoBH (21 %), ronoBHyo 00Jib U M3MEHEHHE IMOKa3zareiae (PyHKIHOHAIBHBIX «1€YCHOYHBIX)
tectoB (16 % ms xkaxaoin HIIP).
OO0O0OUIeHHBI aHAaMN3 pe3yJbTATOB HEKOHTPOJIMPYEMBIX MEAMATPUYECKUX HCCIEIOBAHUN
0O03cHTaHA B JICKAPCTBCHHOW (hopMe TUCTIeprupyeMble TaOIETKH Mo 32 Mr BKIIIOYAT JIaHHBIC
100 nereii ¢ JIAI'. bo3eHTaH Ha3HAYAIM B J]03€ 2 MI/KT Macchl Teja 2 pa3a B JeHb (n=33), 2 MI/Kr
Macchl Tena 3 pasza B JeHb (n=31) uiau 4 Mr/kr mMaccel Tena 2 pasa B jeHb (n=36). B MoMeHT
BKJIIOUEHUSI B HCCJIEIOBaHUME BO3pacT 6 MAIMEHTOB COCTaBIsl OT 3 MecsAueB A0 1 roja,
15 mammentoB — or 1 roma mo 2 mer m 79 mammeHTOoB — OT 2 Ho 12 ner. MeanaHa
MPOJOHKUTEFHOCTH JieueHus coctaBuia 71,8 Henens (o1 0,4 10 258 Henens).
[Tpoduns GezomacHOCTH y JeTeil MO JaHHBIM OOBEIWHEHHOTO aHaiu3a ObLT TaKUM XKe, KaK B
OCHOBHBIX HCCIIEIOBAaHUAX Yy B3pOCibIX mamueHToB ¢ JIAD, kpome 4acToThl MH(EKIIMOHHBIX
OCJIO’)KHEHUH, KOTOpbIe ObUIM 00Jiee YacThIMH Yy J€Tel, yeM y B3pocibiX (69 % B cpaBHEHUU C
41,3 %). OT0 OTAMYKE YACTUIHO MOKET OBITH OOBSICHEHO O0Jiee ITUTENBHBIM JICUCHUEM Y JeTel
(menuana 71,8 Henenb) B cpaBHEHUH cO B3pochbiMu (Meauana 17,4 nenens). HanbGonee yacteiMu
He)KeNaTeJIbHBIMU SBJICHUSIMH ObUTH MH(EKIIMN BEPXHUX JAbIXaTelIbHBIX MyTell (25 %), nerounas
(aprepuanpHas) runeprensus (20 %), Hazodapunrut (17 %), muapexcus (15 %), psota (13 %),
oponxur (10 %), 6omnp B xuBote (10 %) u nuapes (10 %). Yactota HexenaTeNbHBIX SBICHUI
CYILIECTBEHHO HE€ Pa3iMyajach y MAlMEHTOB MJAJIIEe WM cTapiie 2 JEeT, OAHAKO 3TOT BBIBOJ
OCHOBAH Ha JIAHHBIX TOJIbKO 21 mamueHTa B Bo3pacTe /10 2 JIeT U 6 MaluMeHTOB B BO3PACTE OT
3 wmecsaneB nmo | roma. Hapymenus (QyHKIMM TI€YEHW W aHEMHs/CHUKEHUE TeMOrjoOWHa
Habmonamuch y 9 % u 5 % nauueHToB, COOTBETCTBEHHO.
B pannomusnpoBaHHOM M1a1e00-KOHTPOIUPYEMOM HccienoBanuu y mnanuentoB ¢ [IJIATH
(uccnemoBanne FUTURE-4) 13 HOBOPOXKIEHHBIX MOTydaan 003eHTaH (B JIEKApCTBEHHOM (opme

JTUCIieprupyeMble TaOlIeTKH) B J103€ 2 MI/KI Macchl Tesa 2 pas3a B JIeHb, 8 MAllMEHTOB MOIY4alu
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miane6o0. MeauaHna MpoIOKUTEIIEHOCTH JICUCHHIS 603é1§¥;};0ﬁ'§&4%m%%5 E&"ngﬁnn,

COOTBETCTBEHHO, 4,5 nus (o1 0,5 1o 10 queit) u 4,0 qus (ot 2,5 1o 6,5 queit). CaMbIMU YaCTBIMU
HEKENATeIbHBIMU ~ SIBIICHUSIMU Y  JIeTei, Tody4daBImmMX Oo03eHTaH U Iuianebo, ObuIH,
COOTBETCTBEHHO, aHEMUS WJIM CHUXKEHHE reMoriobuHa (7 u 2 manueHTOB), TeHepan30BaHHbIE
oteku (3 u 0 maruenToB) 1 pBoTa (2 1 0 MaKEHTOB).

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmarb 0 MOJ03PEBAEMBIX HEXKENATENIbHBIX pEaKUUsAX IIOCJIE€ PErucTpaluu
JIEKapCTBEHHOT'O Mpernapara ¢ Lejblo o0ecreueHus HeMpepbIBHOIO MOHUTOPUHTA COOTHOLIEHUS
«T10JTb3a-PUCK» JIEKAPCTBEHHOIO Mpemnapara. MeIuIMHCKUM paboTHHUKAM PEKOMEHIYeTCs
coolmare 0 JOOBIX TOJ03PEBACMBIX HEXKENATEeNbHBIX PEAKIUAX JIEKAPCTBEHHOTO Ipenapara
Yyepe3 HAIMOHAJIBHBIE CHCTEMBI COOOIIEHHUS O HEeXKENATeNIbHBIX PEaKIUsIX TOCYAapCTB — WICHOB
EBpasuiickoro 3KOHOMH4ECKOro COr3a:

Poccuiickas ®@eoepayus

®denepanbHas cinyx0a o Haa30py B cdepe 3apaBooxpanenus (PocsnpaBuanzop)

Anpec: 109012, r. Mocksa, CraBsiHCKas IJI0IIa1b, 1. 4, cTpoeHue 1

Tenedon: +7 (800) 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B nH(GOpPMaILMOHHO-TEIEKOMMYHUKAIIMOHHOM cetn HTepHeT:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CumMnromsl

bo3enTtan npuMeHssiu B ofHOKpaTHOM 103e¢ 2400 Mr y 340pOBBIX JOOPOBOJIBIIEB U B J103€ 0
2000 Mr B AeHb B TeueHUE 2 MECAIEeB y MAaUMEHTOB ¢ Apyrumu, kpome JIAT, 3aboneBaHusIMHU.
Haubonee wacto Bcrpeuatomieirics HJIP Obuta rosnoBHas 00ib OT JIETKOW 110 yMEpeHHOH
MHTEHCUBHOCTH.

Tsokenast mepeno3upoBKa MOKET MPUBECTH K BBIpaKEHHOMY cHIDKeHUto AJl, TpeGyromemy
AKTUBHOM CEPJICUHO-COCYAUCTON Tepanuu. B moCTperncTpaiimoHHOM MEPUOJIE 3aPETUCTPUPOBAH
CIIy4ail mepeo3upOBKU y MallbuuKka-mojpoctka mocie npuema 10000 mr 6o3eHTaHa, KOTOPBIi
NPOSBISICS  TOIIHOTOW, PpPBOTOM, CHM)KEHHEM AJl, TOJOBOKpPYKEHUEM, IOBBIILIEHHBIM
MOTOOT/IEJICHUEM U HapyIIEHUEM YETKOCTH 3PUTEIHLHOTO BOCIIPUSTHSL.

Jleuenue

CocTosiHME TOJIHOCTBIO HOPMAJIM30BaJIOCh B TeueHHE 24 4yacoB Ha (OHE MOAJEPKUBAIOIIEH
TUIIEPTEH3UBHOU TEpaIuu.

bo3enTan He ygamsieTcss mpu reMograin3e.
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5. ®PAPMAKOJIOT'MYECKUE CBOVCTBA (MOCNEOOBATENRHOCTR 0005)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

5.1. ®apmakoauHaMHuYecKue CBOHCTBA

dapMakoTeEpaneBTUUECKAS rpymnmna: AHTUTUNEPTECH3UBHBIE CpEACTBA; Ipyrue
AHTUTUIIEPTEH3UBHBIE CPEACTBA; AHTUTMIIEPTECH3UBHBIE CPEACTBA [UIsl JICUECHUS JIETOYHOM
apTepUaJIbHON TUIIEPTEH3UH.

Kon ATX: C02KXO01

Mexanusm aeiictBus U hapMakoauHaMudeckue 3O GEKThI

bo3enTan sBisieTcs HECENEKTUBHBIM aHTArOHUCTOM SHIOTEIMHOBBIX pelentopoB Ttuna 3Ta u
OTg. bozeHTan cHUXaeT Kak JIETOYHOE, TaK U CUCTEMHOE COCYAUCTOE COMPOTUBIICHUE, TIPUBOIS
K MOBBIIIIEHUIO CEPACUYHOT0 BEIOpOCca O3 yBEIMUYCHHS 4acTOThI cepaeunHbix cokpamenuit (UCC).
Heiiporopmon sunotenun-1 (3T-1) sBhsiercs OAHUM M3 CaMbIX MOIIHBIX CPEIX W3BECTHBIX B
HACTOALIMH MOMEHT Ba30KOHCTPUKTOPOB, KOTOPBIA Takke o00lazaeT CIOCOOHOCTHIO
CTUMYIHPOBaTh GuOpo3, KIETOUHYIO Mponudepaluo, runepTpoduio cepia, peMoaeIupoBaHue,
U TaKKe MPOSBISIET MPOTHBOBOCIIAIUTEIBHYIO aKTUBHOCTD. DTU APPEKTHl UHAYIUPYIOTCS TPU
cBs3bIBaHuU dHAoTennHa-1 (3T-1) ¢ penentopamu 3Ta u 3T, pacronoKEeHHBIMU B 3HI0TEIUN
U TIAJKOMBIIICUHBIX KIeTKax cocynoB. Konmenrpamuu OT-1 B TKaHSX M Miia3Me KpPOBU
MOBBIIIAETCS PU HEKOTOPBIX CEPAEUHO-COCYTUCTBIX 3a00JIeBaHUAX U OOJIE3HAX COSTUHUTEIHHON
TKaHu, B TOM uucie npu JIAI, ckiepoaepmMuu, OCTpOM W XPOHUYECKOW CEPACYHOMN
HEJ0CTaTOYHOCTH, MIIEMUHM MHUOKap/a, CHUCTEMHON THUIIEPTEH3UHM M aTepOCKIIEpO3e, UTO
npeanonaraer ydactue OT-1 B matorenese stux 3aboseBanuil. Ilpum JIAIT u cepaeunoit
HEJOCTATOYHOCTH, MPU OTCYTCTBUM aHTAarOHU3Ma K 3H/IOTEIMHOBBIM PELENITOPAM, MOBBILICHHbBIE
KoHIeHTpauuu JT-1 cTporo KOppenupyroT ¢ TSHKECThIO U TPOTHO30M yKa3aHHBIX 3a00JeBaHUI.
bozentan konkypupyet ¢ 9T-1 u apyrumu 3T nentugamu 3a cBA3bIBaHUE C perentopamu T a u
OTg, ¢ HE3HAYUTENHHO O0Jiee BHICOKUM cpoacTBOM K perentopam DT (Ki = 4,1-43 amons), mo
cpaBaenuto ¢ perentopamu DTg (Ki = 38-730 HmoOb).

bozenTan cniennduuecku 6mokupyer DT penienTopsl U He CBA3BIBAECTCS C JPYTUMHU PELIEITOPAMHU.
Ippexmusnocmo

[Tpu uzyuenuun JIAT' Ha MoJensIX KMBOTHBIX TMOKAa3aHO, YTO JUIMTEIHHOE BBeIEeHHE OO3€HTaHa
BHYTpb CHIDKaeT jeroyHoe cocyaucroe comportusienue (JICC) u crmocobecTByeT obOpaTHOMY
Pa3BUTHIO TUIIEPTPOPUHN COCYAOB JIETKUX U MPABOro xkenynouka. [lokazaHo, 4To mpu JerouHoM
¢hubpo3e 603eHTaH YMEHbIIIAeT HAKOIJIEHHE KOJUTareHa B JICTKUX.

Dhpexmusnocmv npu npumeHeHuu y B63pPOCAbIX NAYUEHMO8 C JIe20UHOU apmepuanbHoll
eunepmeH3uet

JnmutenbHoe (B Teuenune 12 u 16 Henmens) neueHne B3pocibix nanueHToB ¢ JIAD (mepBudHoi u

BTOPUYHOM, MPEUMYIIECTBEHHO acCOIMUpPOBaHHON co ckiepoaepmueii) -1V ®K mno
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knaccuukanmn BO3 603eHTaHOM B KOMOWHAILHUH_C %%%TM%%&J&Q%&MH

COOTBETCTBYET 2KCNEPTHOMY OTYETY

(OmokaTopamMy KaJIbIIUEBBIX KaHAJOB), IHMYPETUKAMH, KHCIOPOJIOM M JWTOKCUHOM, HO HE
AMOMPOCTEHOJIOM, COMPOBOXIAIOCH YMEHBIICEHUEM BBIPAXKEHHOCTH cuMnToMoB JIADT u
3HAYUTENIbHBIM YBEITMYCHHEM TOJEPAaHTHOCTU K (PM3MUYECKUM Harpy3kam (1o pe3ysbTataM TecTa
¢ 6-MHUHYTHOH X016001). DT 3(PPEKTH OTMEUATUCH Yepe3 4 HEJCIH, OTYCTINBO MPOSBIUIHCH
yepe3 8 HeJleNb U COXPaHsUIUCh A0 28 HEeleb B OATPYIIIE NAllMEHTOB aKTUBHOI'O JICUEHUS.

B uccnenosanuu namuentos c¢ JIAI' II @K noka3aHo 3HAUMTEIBHOE YBEJIUYEHHE BPEMEHM IO
Hayajga KIMHUYECKOro yXyAlleHUs (KOMOMHUPOBAaHHAs KOHEYHAs TOYKa, BKJIIOYAIOIIAs
MPOrpecCUpOBaHUE CHUMIITOMOB 3aboieBaHus, rocnuranusanuio Bcienactsue JIAIT u ciaydan
CMEpTH).

V nanuentoB ¢ JIAI' III ®K n nmopokamu cepiana B COYETAHUM C HAPYLICHUSMH IOKa3aTesen
reMOJUHAMUKH IO TUIY CUHApOMa Dii3eHMeHTepa, YBEeIMUECHUE CPEAHETO 3HAUCHUS HACBIIICHUS
KpoBH Kucijopojaom Ha 1,0 % B rpymrme nanueHToB, Noay4aBUIMX 003eHTaH, CBUAECTEILCTBOBAIIO
0 TOM, 4TO 0OO3eHTaH He ycyryOmnser rumokcemuto. Cpemnee 3Hadenue JICC 3HAYUTENHHO
CHUKAJIOCh, @ TOJIEPAHTHOCTh K (PM3MYECKUM Harpy3kaM MOBbILIANIACh (CpEeqHSs AUCTAHLUSA 110
pe3ynbTaTaM TecTa ¢ 6-MUHYTHOW XOap00H yBenuuuiaach Ha 53 MeTpa) B IpyIlie MalHeHTOB,
MOJy4aBIIUX OO3EHTaH.

[Tpu n3yuenuu 603enrana y nauneHToB ¢ JIAI III @K B coueranun ¢ BUU-undexnueii nokazano
MOBBILICHHE TOJIEPAHTHOCTH K (PU3NYECKUM Harpy3KaM B CPaBHEHUU C UCXOJIHBIMH JTaHHBIMU.

B nByX OCHOBHBIX IUIaNe00-KOHTPOJIUPYEMBIX MCCIEJOBAHUAX M MX OTKPBITBIX MPOJICHHUSX Y
BCEX MAI[MEHTOB, MOJIyYaloUX O03€HTaH, B TEUEHUE JAJTUTEIBHOIO BPEMEHH IPOBOUIN OLEHKY
JKU3HEHHO Ba)KHBIX IMOKazarenei. CpeqHss NpoAoKUTEIbHOCTh IpreMa 003eHTaHa COCTaBUiIa
1,940,7 ner (ot 0,1 1o 3,3 neT), KIMHUYECKOE COCTOSTHUE MAIIMEHTOB KOHTPOJIUPOBAIIU B CPETHEM
B TeueHue 2,0 + 0,6 snetr. Y Goibleii YacTu MaueHToB ObUT MOATBEPIKJIEH JHAarHO3 NepBUYHOM
JIAT (72 %) u onpenenen 11 K (84 %) mo knaccudpukamuu BO3. [Tokazarens BBIKUBAEMOCTH B
rpymme B 1menoMm (corimacHo oreHke mo Meroay Kamman-Maiiepa) depes 1 rom neueHus
603eHTanoM coctaBui 93 %, a yepes 2 roga — 84 %. Y maieHToB ¢ CUCTEMHOM CKJIepoAepMHUeil
noKa3aTesH BbDKHBaeMOCTH 1o Metony Kamman-Maiiepa Obutn HIDKE.

Hccnedosanus, nposedennvie y demeti ¢ JIAI

HccnenoBanue mnapamMeTpoB (papMaKOKHMHETUKH OoO3€HTaHa MPOBOJWIM y JeTell B TedyeHHe
12 Hepens Tepamuu. AHaNIM3 TEMOAMHAMMYECKHUX TapaMETpOB YKa3blBa€T Ha YBEIMUYEHUE
cepaeunoro unaekca (CH) ma 0,5 n/MuH/M?, a Takke HA CHIDKEHHME CpPEIHEro JABIECHUS B
nerounoii aprepuu (JJIA) 1o 8 mm pr. cr. 1 JICC — 10 389 mHu X cek X cm™,

Cucmemnas cmepodepMu}z C SI36EHHbIM nopasiceHuem KOHeyHocmell
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PesymbTaThl IBYX KIMHWYECKHX HCcrenoBafimii y | B3pocHbit - HatleHToB- ¢ | dHereMuoit

COOTBETCTBYET 2KCNEPTHOMY OTYETY

CKIIEpOICpPMUEH U SI3BEHHBIM TOPAKCHUEM KOHEYHOCTEH (B cTaauu 00OCTPEHUS MU B CITydasx,
KOTJla SI3BEHHOE MOPaXKEHUE OTMEYAd B TEUCHHE MOCJIEIHEr0 rojia) MoKa3alid, 9YTO B TCUCHHE
BCETO Iepro/aa MpUMEHeHUsI 003eHTaHa HaOJI0IaJIOCh TOCTOBEPHOE YMEHBIIIEHNE YHCIIa HOBBIX
SI3BEHHBIX MOPAKEHUN KOHEYHOCTEH 110 CPABHEHUIO C IIIaIe0o.

Y manueHToB, MOJy4aBIIuX 003eHTaH Wi Ianedo B TedeHue 16 Heenb, B CpeTHEM, OTMEUEHO
1,4 u 2,7 HOBBIX S3BEHHBIX NOpakeHUU, coorBeTcTBeHHO (p=0,0042). B wuccnenoBanuu
MIPOJIOJDKUTEIIBHOCTBIO 24 HEJIEIHM YMCII0 HOBBIX S3BEHHBIX MTOPAKECHUH KOHEUYHOCTEH y mareHTa
COCTaBIISUIO, B cpeaHeM, 1,9 u 2,7, coorBerctBeHHO (p=0,0351). Biusaue 603eHTaHa Ha CKOPOCTh
32)KUBIICHUS SI3BCHHBIX MTOPAKCHUH HE YCTaHOBJICHO.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

dapMaKkOKHHETHKa 003€HTaHa U3y4eHa B OCHOBHOM Y 370POBBIX 100pOBOJIbIEB. OrpaHHUEHHBIE
JAaHHBIE CBHUJIETEIBCTBYIOT O TOM, YTO SKCIO3MIMS OO3€HTaHa y B3pOCIbIX HaiueHtoB ¢ JIAD
MPUMEPHO B 2 pasa BEIIIE, YeM Y 3JI0POBBIX TOOPOBOJIBIICE.

dapMaKOKHHETUYECKUE TIapaMeTPhl y 3JI0POBBIX TOOPOBOJIBIICB 3aBUCAT OT JI03bI U BPEMEHHU
npuema Oo3eHTaHa. KimpeHc u 00beM paclpeneneHus CHIDKAIOTCS TPU  yBEIWYCHHUH
BHYTPUBEHHOI N103bI U C TeueHHeM BpeMeHH. [locie mpuema BHYTpb CHCTEMHAasl SKCIIO3HIIHS
0o3eHTaHa mponopiuoHaibHa B go03ax g0 500 mr. [Ipu mpueme BHYTph 0o0Jiee BBICOKHX 103
603eHTaHa Cmax 1 AUC yBeMUMUBAIOTCS MEHEE MTPOTIOPIUOHATBHO J103€.

AOGcopbuus

AOcomoTHas OMOIOCTYIMHOCTh OO3€HTaHa y 3/J0POBBIX TOOPOBOJBIEB MOCIE MpHEMa BHYTPb
cocraBisieT okoiao 50 % u He 3aBUCUT OT BpeMeHM mpuema NUIM. Cmax B IJIa3ME KPOBU
JIOCTUTAeTCs Yepe3 3—5 4 mociie mprueMa mpernapara BHyTPb.

Pacrnpenenenue

Bozenran B Boicokoii cTenienu (6osee 98 %) cBs3biBaeTcs ¢ OenKamMu MIa3Mbl KPOBH, B OCHOBHOM,
¢ anbOyMHHOM. bo3eHTaH He MPOHUKAET B ApUTPOLUTHI. [lociie 0THOKpaTHOrO BHYTPUBEHHOTO
BBeeHH B 03¢ 250 Mr o6bem pactipenenenus (Vq) cocTaBiseT 0kojo 18 .

Buorpancdopmarnus

[Toce ogHOKpaTHOTO BHYTPUBEHHOTO BBEIeHHsI 603eHTaHa B 103¢ 250 mr kinupeHc — 8,2 11/4. [pu
MHOTOKPaTHOM IIPUMEHEHUHU KOHIIEHTpalusi 003€HTaHa B IJIa3Me KPOBU CHHXKAETCSl TOCTETIEHHO
10 50-65% oT 3HaUeHUI KOHLIEHTPALUU MPU OJHOKPATHOM MpHUMEHEHUH. BeposTHO, CHU)KeHue
KOHIIGHTpaluu Oo03eHTaHa OOYCJIOBJICHO ayTOMHAYKIMEH (epMEeHTOB meyeHu. PaBHOBecHOe
COCTOSIHUE JIOCTUIaeTCs B TeueHue 3—5 nHEN.

bo3eHTan MeTaboau3upyercss B MEUEHU MPHU y4aCTHH U30(EPMEHTOB CUCTEMBbI HUTOXpoMa Paso

CYP2C9 u CYP3AA4.
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bozentan o6pasyer 3 wmetabonuTa, OAWH |H3 KO'II(Q)I]_SII:;'-l%@JEEE%]EE%%(I;&%QEQG%KOﬁ

aKTUBHOCTHIO. (DapMaKoJIOTWYECKH AKTUBHBIM META0OJIUT BBIBOJUTCS IPEHMYIIECTBEHHO B
HEU3MEHEHHOM BHJIE C XKEI4bl0. Y B3pPOCIbIX NAllMEHTOB CUCTEMHOE BO3JEHCTBUE AKTUBHOI'O
MeTa0oJIMTa BBILIE, YEM Y 3J0POBBIX J00POBOJIBLEB. Y NAlMEHTOB C IPU3HAKAMHU XOJIECTa3a
CHCTEMHOE BO3/IEHCTBHE ITOI0 META00IMTA MOXKET BO3PACTATh.

Bozentan sBisercs unmaykropom muzodepmentoB CYP2C9 u CYP3A4, a takxke, BO3MOXKHO,
uzopepmenta CYP2C19 u P-rimuxonporeuna. In vitro 603eHTaH noaaBisieT akTuBHOCT, BSEP B
KYJIbTYpe I'elaTOLUTOB.

B uccnenoBanusx in vitro mokasaHo, 4To 003€HTaH HE OKa3bIBAa€T 3HAYMMOI'0 MHIHOHMPYIOLIETO
abdekra Ha psax uzopepmentoB (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4).
CnenoBarenbHO, O03€HTAH HE IOBBIIIAET B KPOBU KOHIEHTPALMIO JIEKAPCTBEHHBIX CPEICTB,
MeTab0JIM3M KOTOPBIX OIOCPEOBAH JaHHBIMU H30()epMEHTaMH.

OIUMUHAIMA

[Tepuon nonyssiBenenus (Ti12) — 5,4 yaca. bo3eHTaH BBIBOJUTCS 4Yepe3 KUILIEUYHUK C HKETUblO,
MeHee 3% IpUHITON BHYTPH /103bI BBIBOAUTCS MTOUYKAMH.

IleyeHOYHAs HEIOCTATOYHOCTD

VY nmanueHToB ¢ MeYEeHOYHOM HEeJ0CTaTOYHOCTBIO JIETKOH cTeneHu (kiace A mo Kiaccuukauu
Yaiina-1Ipt0) cymiecTBEeHHBIX M3MEHEHMH TMoKa3areneil (apMakOKMHETUKH OO3€HTaHa He
oTMe4ueHO. Y 3Tux narueHToB paBHoBecHass AUC 0o3eHTana O6b11a Ha 9 % BhIIIIE, a €T0 aKTUBHOTO
metaboanta Ro 48—5033 — Ha 33 % Bbll1Ie 110 CPAaBHEHMIO C aHAJOTMYHBIM [TOKa3aTesIeM 310pOBBIX
N0OpoBOJIbIIEB. BiusHNe NeueHOUHON HeI0CTaTOYHOCTH YMEPEHHOH CTeneHH TshkecTH (Kinacc B
no knaccudukamuu Yainga-Ilsto) Ha (apmakoknHeTHYECKHE MapaMeTphl OO03€HTaHA M €Tro
ocHoBHOTro MeTabonuta Ro 48—5033 uzyyanu y 5 nauuentos ¢ JIAL', 00yciioBieHHON NOPTaIbHOMI
TUIIEPTEH3UEN, U MEUYEHOYHOM HENOCTATOYHOCTBIO YMEPEHHOM CTENEHU TSKECTH, a TaKkKe Y
3 mauuenToB ¢ JIAI', 00ycnoBIeHHON qpYrUMH NIPUYMHAMH, U HOPMAJIBHOW (YHKIMEH MeueHH.
VY mnanueHToB C TIEYEHOYHOM HEIOCTAaTOYHOCThIO Kiacca B cpemnee 3nauenue (95 %
noBeputenbHbI uHTEpBan, J[M) paBHoBecHoit AUC 06o3eHTtana coctaBmwio 360 (212-613)
Hr*g/mi, T. e. Obulo B 4,7 pasa Beime, a cpegHee 3HaueHue (95 % JIM) AUC axtuBHOTO
metabomura Ro 48-5033 cocrasuio 106 (58,4—192) ar*u/mn, T. e. B 12,4 pasa Beile, 4eM y
MAalMEeHTOB C HOpMaJIbHOU (yHKIMEH nedeHu (6o3enTan: cpennee [95% U] AUC: 76,1 [9,07—
638] ur*u/mm; Ro 48-5033: cpennee [95% U] AUC: 8,57 [1,28-57,2] ur*u/mmn). HecmoTps Ha
HEOOJIBIIIOE YHCIIO TAlMEHTOB M BBICOKYIO BapHaOeNbHOCTb TOJIYYEHHBIX MaHHBIX, 3TH
pe3yJbTaThl YKa3bIBAIOT HA 3HAUYUTEIIFHOE YBEITMUEHUE CUCTEMHOM SKCIO3UIIMK OO3EHTaHa U €ro
ocHoBHOT0 MeTtabonmuTa Ro 48—5033 y mariueHTORB ¢ MeYEHOYHON HEAOCTATOYHOCTHIO YMEPEHHOM

creneHu TsokecTH (kmace B mo knmaccudukanuun Yaina-I1p10). dapmakokuHeTrka 003eHTaHA Y
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MAlMEHTOB C TSOKEIOW MEYEHOYHOHN He,I[OCTaTC‘IHOCTBI&WI@E&EE%:ﬁ)i'lﬁg%%gﬂdg:qgﬁﬂﬂ-

ITet0) He uzyuena. IIpumeHeHue OO3€HTaHa MPOTHUBONOKA3aHO Yy IMALIMEHTOB C YMEPEHHOM M
TSDKEJION MeYeHOYHOU HepocTaTouHocThIo (Ki1ace B umun C no xnaccudukanuu Yaiina-ITsio, cm.
paznmen 4.3.).

IloyeyHas HEIOCTATOYHOCTh

Y nmanueHToB ¢ MOYEYHON HEAOCTATOYHOCTHIO TSHKEJION CTEIICHH TSHKECTH (KIIMPEHC KPeaTuHUHA
(KK) 1530 mur/mMuH), KOHIIEHTpalysi 003e€HTaHa B TUTa3Me KPOBU CHIDKaeTcst mpuMepHo Ha 10 %.
KonmeHnTpamnusi MmetaboiuToB 0O3€HTaHa B IUIa3Me KPOBU BO3PACTAaET MPUMEPHO B 2 pasa Mo
CPaBHEHHMIO C TMAalMEHTAaMH C HOPMajbHOW (YHKIHMEH moyeK. Y MalMeHTOB C IMOYEUHOU
HEJIOCTAaTOYHOCThIO HE Tpedyercs Koppekuuu ao3bl. [IpuMenenne Oo3eHTana Ha ¢GoHE
reMoualIn3a He U3ydainn. Y YUThIBas PU3NKO-XMMHUYECKHUE CBOMCTBA OO3CHTaHA U €r0 BHICOKYIO
CTCIICHb CBS3bIBAHUS C OCIKaMHU TUIa3Mbl KPOBH, 3HAYMTEIBHOTO BBIBEJCHHS OO3CHTaHA W3

COCYAUCTOI'O pyCiia BO BpEMs IreMOAHAIIN3a HC OKUAACTCH.

eTH
Pesynbratel uccnenoBanus (GpapMakOKMHETUKH OJHOKPATHOM M MHOTOKpPATHBIX 03 0O3eHTaHa
npu npueme BHYTph y 19 gereii ¢ JIAT B Bo3pacte ot 3 10 15 net (mpuem B 103€ 2 MI/KT MacChl
Ttena 2 paza B aenb, AC-052-356 [BREATHE-3]) cBuaeTenbCTBYIOT O TOM, YTO CHCTEMHOE
BO3JCiicTBME OO3€HTaHAa CHUXAeTcs CO BpPEMEHEM B  TOJHOM  COOTBETCTBHM  C
aBTOMHAYKIIMOHHBIMU cBoMicTBamu npenapata. Cpeanue 3HadeHus AUC (CV %) y nereid,
nonyyaronx 0o3eHTtaH B go3ax 31,25 mr, 62,5 mr unu 125 mr 2 paza B 1eHb, coctaBisui 3,496
(49), 5,428 (79) u 6,124 (27) Hr*u/miu, COOTBETCTBEHHO, U OBLIIN HUXE CPETHEr0 3HAYCHHS ITOTO
nokazarens (8,149 (47) ur*u/min) y B3pocibix nauueHTos ¢ JIAI, npuHuMaBIIMX O03€HTaH B J103€
125 mr 2 pa3a B 1eHb. B paBHOBECHOM COCTOSIHUM CUCTEMHOE BO3/IEHCTBHE Y IETEN C Maccol Tena
1020 xr, 20-40 xr u Oomee 40 Kr cocTaBHIIO, COOTBETCTBEHHO, 43 %, 67 % u 75 %, oT

COOTBETCTBYIOIIIHUX ImoKa3aTesei Y B3pOCIIBIX.

6. ®APMAIIEBTUYECKWE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Snpo TabIeTKu

['munepun quberenat

Kapbokcumeruiakpaxman HaTpHs

Kpaxman kyKypy3HbIH NpeKeTaTUHU3UPOBAHHBIN
Kpemuust nMOKCH KOJIJTOWAHBIN

Maruus creapat

IMosunmoun K-90
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[ennron03a MUKPOKpUCTAIIMYECKAS

I"'oToBas mIeHOYHAs 000I0YKA OpaHXXEBajd, B TOM YHCJIC:

['unposno3a (rUAPOKCUTTIPONIIILIEIIIION03a)
['unpomenosa (rUIPOKCUITPOTHIMETHIILIEIIIION03a)
Tanbk

Turtana guokcun (E171)

Kpacurens xene3a oxcup sxentoiil (E172)

Kpacurens xene3a okcu kpacHsiil (E172)

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpoxk roaHocTu (CpOK XpaHeHHs)
3 roga.
6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTb 1pu TeMIiepatype He Bblie 25 °C BO BTOPUUHOM yakoBKe (Iauke KapTOHHOM).

6.5. Xapakrep u cogepkaHue NEPBUYHON YIIAKOBKH

[To 7 unu 14 TabneTok B KOHTYPHYIO SYEUKOBYIO YIMAKOBKY M3 IUICHKH MOJMBUHWIXJIOPHIHOM
wi mwienku [IBX/TIBAX, unu mnenku [IBX/IID/TIBAX u ¢onabru amoMUHHUEBON MeYaTHOM
JIAKUPOBAHHOM.

[To 56 TabneTok B 0aHKY MOJIMMEPHYIO JIIsl IEKAPCTBEHHBIX CPEACTB U3 MONMATHIEHTEpedTanaTa
C KPBIIIKOW U3 MOJIMIIPONHIICHA.

[To 4, 8§ KOHTYpPHBIX SYEWKOBBIX YIMAKOBOK WJM MO 1 OaHKe MOTUMEPHON BMECTE C JIMCTKOM-
BKJIQJIBITIIEM TIOMEIIAIOT B TTAYKy U3 KapTOHA.

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpenapara MWJM  OTX0JA0B, MNOJYYEeHHbIX MOCJe TNPUMEHEeHUs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUIMYJIAIUHU ¢ PenapaToM

OcoOble TpeOOoBaHUs OTCYTCTBYIOT.

7. JAEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

3A0 «Kanonhapma mpoIaKImH

141100, MockoBckas 00u1., T.0. [1]&1koBo, r. [lénkoBo, yiu. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

DNeKTpOHHBIN anpec: safety(@canonpharma.ru
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7.1. IlpeacTaBuTe/Ib AEPKATE/S] PETHCTPALMOHHOTO-YA0CTOBepeHI

[Iperen3zun HOTDG6PIT€J'ICI>1 CJICAYCT HAIIPaBJIATH 110 aAPECY.

Poccuiickas ®@enepanus

3A0 «KanoHpapma mpoIaKImH

141100, MockoBckas 00u1., T.0. lI[énkoBo, r. IlénkoBo, yi. 3apeunas, a. 105
Temn.: +7 (495) 797-99-54

+7 (800) 700-59-99 (GecnnaTHas ropsiyast THHUS 24 yaca)

DIeKTpOHHBIN anpec: safety(@canonpharma.ru

8.  HOMEP PETHCTPAIIMOHHOI'O YIOCTOBEPEHUSI
JITI-Ne(006236)-(PT-RU)

9. JIATA IEPBUYHOM PETUCTPALIMU (HIOATBEPXKJIEHUSA PETUCTPALIUN,
INEPEPETUCTPALIMN)

Jara nepBoii peructpauuu: 16 urons 2024.

10. JATA HEPECMOTPA TEKCTA

OOmass XxapakTepucTHKa JIeKapCTBeHHOro mpenapata bosenran Kanon nocrymHa Ha
UHGOpPMALlMOHHOM TmopTrane EBpa3uiickoro 3SKOHOMHYECKOTO coO3a B HH(pOpPMAIMOHHO-
KOMMYHHUKaIMOHHOM cetu «MHTepHeT» http://eec.eacunion.org/.
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