COOTBETCTBYET 3KCNEPTHOMY OTYETY
~t 26 MR 207 :I 3o .l.. .

] = L

—_ R T

OBILIAS XAPAKTEPHCTHKA JIEKAPCTBEHOFO TIPEITAPATA "0 1)

1. HAUMEHOBAHUE JJEKAPCTBEHHOI' O IIPEITIAPATA
bozenTan-OaBanca, 62,5 Mr, TabJIeTKH, MOKPHITHIC TFICHOYHONH 000I0YKOH.
Bosenran-OaBanca, 125 mr, TabieTKu, MOKPHITHIEC MIICHOYHOW 000JIOYKOM.

2. KAUECTBEHHbBIN U KOJJMUYECTBEHHBIN COCTAB
HeticTBylolee BeecTBO: 003eHTaH.

Bozenran-Dnsancy, 62,5 Mr, TaOJIETKH, TOKPBITHIE IIJIEHOYHON 000I04YKOM
Kaxxnass TabneTka, MOKphITas IJICHOYHOW OO0OJIOUKOM, comepkuT 62,5 mr Oo3eHTaHa (B BHjE
MOHOT'HIpaTa).

Bozenran-Dnsanc, 125 mr, TabIeTKH, TOKPHITHIE LIEHOYHOH 000JI0OYKOI
Kaxxnas Tabmerka, MOKpBITasl MJICHOYHOH 000JIOUKOM, comepxuT 125 mMr Go3eHTaHa (B BHJE
MOHOT'HIpaTa).

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. IEKAPCTBEHHAS ®OPMA
TabneTK, MOKPHITHIC TNICHOYHOU 000JI0YKOM.

bosenran-Oasanca, 62,5 mMr, TabJIETKH, HOKPLITHIE INICHOYHONH 000JI0YKOMI

Kpyrible IBOSKOBBIMYKIIbIE TaOJETKH, MOKPBHITHIE IJICHOYHOW OOOJOYKON OT JKENTOro A0
KOPUYHEBATO-KENTOro 11BeTa. Ha momepeunom paspese siipo ot 6e10ro 10 0e70ro ¢ KEeITOBATHIM
OTTEHKOM I[BETA.

bosenTan-OaBanca, 125 Mr, TabJETKH, HOKPHITHIE INIEHOYHOKH 000I0YKOH

Kpyrible JIBOSIKOBBINTYKJIbIE TAaOJETKH, MOKPBITHIE IJIEHOYHOW OOOJOYKON OT JKEITOro A0
KOPUYHEBATO-)KEITOro 1BeTa. Ha momepeunom paspese siipo oT 6e10ro 10 6e10ro ¢ KeNToBaThIM
OTTEHKOM I[BETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Illoka3aHusl K IPUMEHEHHUIO

Jleuenue neroyHoit aprepuanpHoi runepreHsuu (JIAI') ¢ nenbro ymydieHHUs! TOJIEPAaHTHOCTH K
¢u3nyecKuM Harpy3kaM M KIMHUYECKHMX cHMITOMOB y mnanueHToB [I-IV ¢yHkunonanpHoro
knacca (OK) no knaccudpukanuu BeemupHoit opranuzanun 3apaBooxpanenus (BO3), B3pocibix
U JIeTell ctapie 3-X JIeT, BKJIIoYasi:

® [epBUYHYIO (MAMOMATUYECKYIO U HAcleACTBeHHY0) JIAT;

e propuunyto JIAIT Ha (¢oHe ckiIepoJepMHHM TPU  OTCYTCTBUHM  3HAYUMOTO
WHTEPCTULUAIBHOIO MIOPaKEHUS JIETKUX;

e JIAI', accomuMupOBaHHYH0 C BpOXKJICHHBIMU IIOPOKaMH CepAla M, B YaCTHOCTH, C
HapyIICHUAMH [T0OKa3aTeJIe TeMOIMHAMUKHU 10 TUITY CUHApOMa DH3EHMEHrepa.
CHM)KeHHe 4YMcia HOBBIX JUTHTAIBHBIX 3B Y B3pOCIBIX MPHU CHUCTEMHOHM CKJIEpOAEpPMHUH U
IIPOrPECCUPYIOLLEM A3BEHHOM ITOPAKEHUU KOHEUHOCTEHN.

4.2. PesxuM 103MPOBaHUSI U CTIOCO0 MPUMEHEHHU
PexuMm no3upoBanus

Bspocnvie

Jlecounas apmepuanvras cunepmensus

Jledyenue u HaOMIOACHHE JOHKEH MTPOBOIUTH TOJIBKO Bpad, UMEIOMIHH onbIT teueHus JIATL .

VYV B3pocabIX HavyalbHas /103a mpenaparta bo3enTaH-DaBaHca coctaBiseT 62,5 mr 2 pasa/aeHb
(yTpoMm u BeuepoM) B TeueHue 4 Helelb, 3aTEM 103y MOXKHO YBEIUYUTH JI0 MOJACPKUBAIOICH
JI03bI, KOTOpasi cocTaBisieT 125 mr 2 pasza/neHs.

OTUM pPEeKOMEHJAINSAM HYKHO CIIeZIOBaTh U MpU BO30OHOBJICHHH MpueMa mpemnapaTta bo3eHraH-
DIBaHC] MOCIIE MepephiBa B ieueHuH (cM. pazaen 4.4., moapasaen «Ocolbie yKazaHUs»).
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Tepanus 6 cayuae kiunuyecko2o yxyowenus JIALC (MOCNEQOBATENEHOCTE 0001)

CrnenyeT paccMOTpeTh BO3MOKHOCTh IPUMEHEHUS aJbTePHATUBHBIX METO/IOB JICUCHUS B CIydae
KIIMHUYECKOTO YXYIIICHUS (HallpuMep, P YMEHBIICHUH TUCTAHIIMH IO PE3yJIbTaTaM TecTa ¢ 6-
MUHYTHON x01b00i He MeHee yeM Ha 10 % MO CpaBHEHUIO C HMCXOJHBIMU MOKa3aTeNIIMHU),
HECMOTpsI Ha MpUMEHEHUe npernapaTta bo3eHTan-OBaHC B TeUeHHE HE MeHee 8 Helenb (M3 HUX
B PEKOMEH1yeMoii J103¢ — He MeHee 4 Hefelb). OHaKo y YacTH MallMeHTOB pu Hed(PPEeKTUBHOCTH
npenapata bo3enran-OaBaHc mocie § Henenb MPUMEHEHUS, TOJI0KUTENbHBIH 3 (eKkT MoxeT
HaOJI01aTHCS TIOCTIE TOTOIHUTENbHBIX 4-8 HelleNb JICUEeHHUS.

[Ipu HACTYyIUIEHUH KIMHUYECKOTO YXYIIICHHUS CIYCTs] HECKOJIbKO MECAIICB JICUCHUS ITpenapaTomM
bozenTtan-OaBaHc, 11€71€c000pa3HOCTh €ro adbHEeHIero NpuMeHeHHs CIe1yeT OLIEHUTh 3aHOBO.
VYBenmuuenue 1036l mpenapata bozenran-Oasancay o 250 mr 2 pasa/meHb y HEKOTOPBIX
MAalMeHTOB, TMPU HEIOCTaTOYHOH 3(dQeKkTUBHOCTH ero mo3bl 125 Mr 2 pasza/neHb, MOXKET
CIocoOCTBOBAaTh HEKOTOPOMY IOBBINICHUIO TOJEPAHTHOCTH K (pusmueckoi Harpyske. Ciemnyer
TIIATEFHO B3BECUTH COOTHOILICHUE «I10JIb3a — PUCK» ISl IPUHATUS pelIeHUs 00 yBeIMYeHUU
JI03bI TIperapara, IpuHIUMasi BO BHUMAaHKUE 3aBUCUMOCTb IeaTOTOKCUYHOIO JIEUCTBUS IIperapara
Bo3enTan-OaBaHca OT ero T03EL.

IIpexpawenue mepanuu

Hmeercsi orpaHMYEHHBIH ONBIT BHE3AIMHOIO MpPEKpalleHUsl Teparnuu O003€HTaHOM MAalMEeHTOB C
JIAT', npu sToM JaHHBIX O pe3koM yxyauieHuu JIAI He momyueHo. Tem He MeHee, B LEJAX
IIPEIOTBPALCHUS YXYIUIEHUs] COCTOSHMs IAllMEHTa W3-3a BO3MOJYKHOI'O Pa3BUTHsI CHHIPOMaA
«OTMEHBI», PEKOMEHIyEeTCs IOCTEIIEHHOE CHUKEHUE /103bl (HAIlOJIOBUHY B TedeHue 3-7 nHel) u
OJIHOBPEMEHHOE HAuyaJlo aJIbTEPHATUBHOW TEpanuu. PeKoMeHAyeTcs peryisipHblii KOHTPOJb
KJIMHAYECKOT'0 COCTOSIHUSA ITAllUEHTA B IIEPUOJ OTMEHBI JICUEHUS.

Ecnu npussto pemenne o6 orMeHe npenapara bozentan-OaBaHcl, ero 103y cleayeT CHUXKATh
IIOCTENIEHHO, OJHOBPEMEHHO HAYMHAs aJbTEPHATUBHYIO TEPAIUIO.

CHuoicerue Hogblx OUSUMATILIHBIX A38 Y 63PDOCJIblX nNpu cuUcmemHou CKJZ@DOOGDMMM

Ha3nauenue nedeHus u HaOMIOJEHUE 3a HUM JOJDKEH OCYIIECTBIATH TOJIBKO Bpay, UMEIOILUN
OTIBIT JICUCHHSI CHCTEMHOM CKJICPOJICPMUHU.

VYV B3poCIHBIX TAIMEHTOB HaudaldbHas J103a mpemnapata bosenTan-OnBancna cocrapiser 62,5 mr 2
pa3a/IeHp B TeueHHe 4 Helenb, 3aTeM J03a YBEIUYHMBAeTCS 0 MoAnepKuBatomein — 125 mr 2
paza/neHb. OTUM PEeKOMEHIAalUsIM HYKHO CJIeJIoBaTh U MpU BO30OHOBJICHHWHU MpUeMa Mpernapara
nocie mepepsiBa B JedeHUH (cM. paszaen 4.4., noapazaen «Ocobble ykazanus»). Knnanyeckuit
OTIBIT TIPUMEHEHUsT 003eHTaHa 110 JJAHHOMY MTOKA3aHUIO HE TIPEBBIIIACT 6 MECSIICB.

HeoOxomumo perynspHo oneHuBaTh J(PGEKTUBHOCTh TEpaud U HEOOXOAUMOCTH €€
npononkeHust. ClielyeT MPOBOANTh HAJUICKAIINK aHAIN3 COOTHOIICHUS TIOJB3BI OT TEPAIUA U
MOTEHIIMAIBHOTO PHCKA MOOOYHBIX PEAKIIUI C YUETOM IelmaTOTOKCHYHOCTH TpenapaTta bo3enran-
OnBaHca (cM. pazaen 4.4., moapasnen «OcoObie yKazaHUs).

Oco0ble rpynnbl NalueHTOB
THayuenmor nodcunozo 6o3pacma
VY nanueHToB crapie 65 jeT He TpeOyeTcsi KOppeKLus A03bl Ipernapara.

Tayuenmoi ¢ HapyweHuem QyHKyuu novex
Jl1s manMeHToB ¢ HapyIIeHUIMU (QYHKIIMU MOYEK U NAl[MeHTOB, HaXOAIIUXCS Ha TeMOANalu3e,
He TpeOyeTcst KOppeKIuu 1036l npenapata bosenran-OaBanca (cM. pazzgen 5.2.).

llayuenmul ¢ napywenuem ynkyuu nevenu

He tpeGyercs koppeKinu 10361 y MAIUEHTOB ¢ IEYCHOYHON HETOCTATOYHOCTHIO JIETKOM CTETIeH!
Tokectd (kmace A mo knmaccupukanumu Yainn-ITero, cM. pasgen 5.2.). Bosenran-DaBaHca
MPOTUBOIOKA3aH MAlMEHTaM C IEYEHOYHON HEAOCTATOYHOCTHIO YMEPEHHOM U TSKEJION CTENEeHU
Tsokectd (kimaccel B u C mo knmaccudukamuu Yanna-Ilsto, oM. pasmen 4.3. u pasgen 4.4.,
nonpaszaen «Ocobbie yKazaHusm»).
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CTHu

Jlemu 0o 3 nem
[TpumeHeHue mpenapara JeTsIM 10 3 JIeT TPOTUBOIOKA3aHO.

Jlemu 3 200a u cmapwe
PexoMenyemas TepaneBTHYECKas 032 O03CHTaHA Y ACTEH COCTABIISIET 2 MI/KT YTPOM U BEUEPOM.
B uccnenoBannn AC-052-356 (BREATHE-3) npuMeHsIH CIEAYIONIYIO CXEMY JO3HPOBAHU:

Macca TeJa (Kr) HauanbHas n03a (4 nenean) | Iloggep:kuBaroniasi 103a
10<x<20 31,25 mr 1 pa3 B neHn 31,25 mr 2 pa3a B neHb
(1/2 Tabnerku 62,5 mr) (1/2 Tabaerku 62,5 Mr)
20 <x <40 31,25 mr 2 pasa B acHb 62,5 Mr 2 pasa B JIcHb
(1/2 Tabmetkm 62,5 mr)
> 40 62,5 mr 2 pasa B JIeHb 125 mr 2 pasza B ieHb

CHudiceHue HOBbIX OUSUMATILHBIX 536 NPU CUCEMHOU CKIepo0epMulL

Hannbie 00 3¢ pexkTHBHOCTH U 0€3011aCHOCTH TPUMEHEHHUsT 003E€HTaHa 10 JaHHOMY ITOKa3aHUI0 Y
nanueHToB muaame 18 mer orcyrcrByror. DapMaKOKMHETHKY OO3€HTaHA y JETe C JaHHBIM
3a00JICBaHUEM HE U3YYaJIH.

Crioco6 nmpuMeHeHus
Tabnerku cnexyeT NpUHUMATh BHYTPh YTPOM U BE€YepOM HE3aBUCHMO OT BPEMEHH IpHEMa MU,
HE pa3’KeBbIBas U 3aIIMBas BOLOM.

4.3. IIpoTuBONMOKA3AHUS

® [ unep4yyBCTBUTEIHHOCTh K 0O3€HTaHY HJIM K JIOOOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
NIEPEYUCIICHHBIX B pazzene 6.1.;

e [leyeHo4yHast HEAOCTATOYHOCTh YMEPEHHON U TSDKETION CTerneHu TsukecTu (kimaccel B u C
no knaccudukanuu Yaina-ITero, cMm. pasgen 5.2.);

e lcxomHoe MOBBIIIICHUE aKTUBHOCTH «IIEYCHOYHBIX» TpaHCaMHWHA3: ACT
acnapratamuHoTpancdepasbl (ACT) w/unu ananmHamunotpanchepassl (AJIT) Gonee yem B 3
paza ot BepxHei rpanuiel HopMbl (BI'H);

e Tspkenas aprepuanbHas TUIOTEH3Us (CUCTOIMYECKoe apTepuaybHoe naBieHue (AJ])
MeHee 85 MM PT. CT. y B3pocibiX; cuctoiandeckoe AJ[ < 80 % HmKHEW TpaHUIBI HOPMBI,
COOTBETCTBYIOLIEH BO3pacTy U MOy peOeHKa);

e  OmHOBpPEMEHHBIN MpUEM IUKIOCTOprHa A (cM. paszaen 4.5.);
® BepemenHoCTh (cM. paznen 4.4., moapasaen «Ocobble ykazaHus» U paszen 4.6.);

e JlpuMmeHeHHE Yy OKEHIIMH C COXPaHEHHBIM pPENPOAYKTUBHBIM IOTEHLIHAJIOM, HeE
MOJIB3YIOIIUXCA HAACKHBIMU MECTOJaMH KOHTPALICTIIUH,

e [lepuon rpyAHOro BCKapMIIMBaHUS (OTCYTCTBYIOT KJIMHHYECKHE JTaHHBIE) (CM. pasjen
4.6.);

e [Ipumenenue y neteit 10 18 e 1yt yMEHBIIEHHS! YHCIIa HOBBIX JUTUTAIbHBIX SI3B (B CBS3H
C OTCYTCTBMEM KJIMHUYECKHX JIaHHBIX);

e Jlerckuit Bo3pacT 10 3-x jeT (1t TabJETOK, MOKPHITHIX INIEHOYHOU 000JI0UKOM).
4.4. OcoOble yka3aHHusl U MepPbI NPEeI0CTOPOKHOCTH NMPH MPUMEHEHUH

C 0CTOPOKHOCTBIO
ApTrepuaibHasi TUIIOTEH3HS.

Oco0ble yKazaHus

VY nanuenTtoB ¢ Tsxenoi JIAI apexTHBHOCTh MpUMeHeHus: 603eHTaHa He ycTaHoBjeHa. [lpu
YXYALIEHUH KIMHUYECKOrO COCTOSHUSI TAalleHTa Iel1ecoo0pa3HO paccMOTPETh Ha3HAueHUE
JIPYTUX CPEACTB, PEKOMEHJIOBAHHBIX IpPU TsOKENOW cTaguu 3aloneBaHus (Hampumep,
samonpocTeHona) (cm. pazaen 4.2.).

He ycranoBieHO cCOOTHOIIIEHHE MOJB3bl U PUCKA MMPUMEHEHHs 603eHTaHa y nanueHToB ¢ JIAT |
®K mo knaccudukanuu BO3.
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bo3zenTan MOXXHO Ha3Ha4aTh TOJIBKO B CiIy4ae, eCciu CHCf&%&Cl%&Q&HEEEI%%g 'Ml-\rr_bl'lcl"r-l )

He ycraHoBieHa cnocoOHOCTh O0O3€HTaHAa BIMATh HAa 3aXUBJICHHUE YK€ CYIIECTBYIOIIUX
JTUTUTATBHBIX SI3B.

DyHKYUA neyeHu

[ToBbimenne axtuBHOcTH ACT w/wmmm AJIT nHa Qone npumeHeHus O03€HTaHA HOCHUT
JI0303aBUCUMBIN Xapakrep. M3MEeHEHUs aKTUBHOCTH «II€YEHOYHBIX» TPAHCAMHHA3 OOBIYHO
IOPOUCXOJAT B TEUEHHUE MEPBBIX 26 HeleNb Teparuu, HO MOTYT BO3HHKAaTh M B Ooyiee MO3/IHUE
cpoku (cM. pazzen 4.8.). Yka3aHHOE MOBBIIIEHHE MOXKET YACTUYHO OOBSICHATHCS KOHKYPEHTHBIM
MHIMOMPOBAHUEM BBIBEJCHUS COJIEH MKEJIYHBIX KHUCIOT M3 TIEeNaTolUTOB, HO, BO3MOXHO,
CYLIECTBYIOT U IPYTI'H€, HE BIIOJHE U3yYCHHbIE MEXaHU3MbI, IPUBOAALINE K HAPYIIECHUIO (YHKLIUU
neueH. Henp3st HCKITIOUNTh HaKOIUIEHWE OO3€HTaHa B TEMaTOIMTAX, MPUBOISIIIEE K IUTOIHU3Y U
HOTEHIMAIBHO TSHKEJIOMY ITOBPEXKICHUIO [IEUYEHH, a TAK)KE UMMYHOJIOIMUECKUE MeXaHU3Mbl. Puck
HapymeHus (QYHKIMHM TMEYEHH MOXKET TaKKe BO3PacTaTb MpPU OJHOBPEMEHHOM IMPUMEHEHHU
003eHTaHa C JIEKapCTBEHHBIMH CPEICTBAMU, HHTUOUTOPAMH SKCIIOPTHOM MOMIIBI COJIEH KEITYHbIX
kuciot (BSEP), takumu kak pudamnunmt, riimOeHKIAME] U HIUKIOCIIOPUH A, XOTS 3TU JaHHbBIC
orpaHuueHsl (cM. paszaen 4.5.).

Heo0xonuM KOHTpOJIb aKTUBHOCTH «I€4eHOYHbIX» TpaHcamuHas (AJIT, ACT) nepen nHauanom
Tepanuu npenapatoM bozenTan-OaBaHc], a 3aTeM 1 pa3 B Mecsll B nepuo Jieuenus. Kpome sroro,
AKTUBHOCTb «II€YEHOYHBIX» TPAaHCAMMHA3 CIEAYET ONpPENEITh Yepe3 2 HEeJENN MOoCcie KaX10Tro
HOBBIILIEHUS J103bI Ipenapara.

Pexomenoayuu no konmponro u nevenuro 6 cayuae nosviuenus akmusnocmu AJIT/ACT

Axmuenocmo AJIT/ACT > 3 u < 5 pa3 eviue BI'H

Pesynbrar nmomkeH ObITH MOATBEPXKIEH NPU MOBTOpHOM omnpexaenennn aktuBHoctd ACT/AJIT.
ITpu noareepxaeHun nosbiieHuss akTuBHOCTH ACT n AJIT pemenue o nponoJKeHuu JedeHus
npenapatoM bozeHTaH-DBaHCA, BO3MOXKHO B CHU)KEHHOH /103€, WIK €r0 NPEKPaLeHUH, JOJIKHO
OPUHUMATbCA B KaXJIOM KOHKpeTHOM ciydae (cM. paszgen 4.2.). KoHTponb akTMBHOCTH
«IIEYEHOYHBIX» TpaHCAMHHAa3 CJeIyeT MPOBOJAUTH, IO KpaiHel Mepe, Kaxple 2 Heaenu. Eciu
AKTUBHOCTb <«IICYEHOYHBIX» TPAHCAMMHA3 BO3BpALAeTCsd K MCXOIHBIM I10Ka3aTessiM, HYXHO
OLICHUTHh BO3MOXKHOCTb MPOJOJKEHMsS] WM BO30OHOBJIEHHS Ipuema Ipernapata bo3eHTan-
DJBaHCH B peXXHUME, YKa3aHHOM HHKE.

Axmusnocmo AJIT/ACT > 5 u < 8 pa3 eviwwe BI'H

PesynbpTar nomkeH ObITH MOATBEPXKJIEH MPU MOBTOpHOM ompenenenun aktuBHocTH ACT/AJIT.
[Tpu nonreepxkaenun mnosblmieHUs: akTUBHOCTH ACT u AJIT cnenyer oTMeHuThH mnpemnapar
bo3eHTaH-OaBaHCH, a KOHTPOJb AKTUBHOCTH «II€YEHOYHBIX)» TpaHCAMMHA3 IPOBOAMTH, II0
KpaiiHeil Mepe, Kaxable 2 Heqenu. Eciau akTUBHOCTh «II€4EHOYHBIX» TpaHCAMHMHA3 BEPHYJIAch K
UCXOJIHBIM TIOKa3aTessiM, HY)KHO OIIEHUTh BO3MOXKHOCTb BO300OHOBJICHMs IpueMa Ipernapara
bo3enTaH-OaBaHCH B pekUMe, YKa3aHHOM HUXKE.

Axmuenocmo AJIT/ACT > 8 pa3 eviue BIH

Tepanuio cnexyer mnpekpaTUTh, BO300OHOBIEHME IIpueMa Ipernapata bo3eHTaH-DaBaHCH
WCKJIIOYaeTCH.

[Tpu cOMyTCTBYIOIUX KIMHUYECKAX CUMIITOMAX TIOPaKEHUsI TICYCHH, TO €CTh [T.€.] MpU HATNYNH:
TOILITHOTBI, PBOTHI, TUXOPAAKH, O0JIEH B )KUBOTE, KEJITYXH, IOBBIIIIEHHON COHJIMBOCTH U CI1a00CTH,
TPUINIIONOJ00HOTO CHHApPOMA (apTpalrdd, MHUAITHH, JIUXOPAAKH), TEparnuio IpernapaTroMm
BozenTan-OaBaHcy crneayeT NpekpaTUTh, a BO30OHOBIIEHHE MTpHeMa 003eHTaHa HCKITI0YaeTCsl.

Bozobnognenue mepanuu

Bo300HOBHUTH Tepamuio mpenapaTtoM bo3zeHTaH-DaBaHC MOXHO JMIIbL B TOM CIydae, €CIH
OKHUJAaeMbIil TepaneBTUYECKUN HPGEeKT MNpeBbIIIaeT MOTEHIHUAIbHBIA PHUCK, a aKTHUBHOCTh
«TIEYEHOUYHBIX» TPAaHCAMMHA3 BEPHYJACh K HCXOAHBIM (10 Hayajla JIEUYEHUs) IMOKa3aTeIsIM.
PexomeHayeTcst KOHCy/IbTalusl Bpada-rernarosora. Tepanuio cieqyeT BO30OHOBISTH COINIACHO
PEKOMEHIALMsAM, HU3JI0KEHHBIM B pazfene 4.2. HacTOSALIEH XapaKTEpUCTHKHU JIEKAPCTBEHHOIO
mpernapara.
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AKTUBHOCTb «II€4YE€HOUYHBIX)» TpaHCaMUHAa3 HEOOX0AUMO '%Séoﬁ%iﬁﬁoﬁﬁt%ﬁé&:ﬁﬁ'ﬂécne

BO300OHOBJICHUS TEpAKUK MpernapaToM bo3eHTaH-DaBaHC, 3aTeM MOBTOPHUTH KOHTPOJIbL depe3 2
HCACIINU, ITOCIIC YCT'O BBINIOJIHATH U3JIOKCHHBIC BBINIC PCKOMCHAAIIUU.

T'emoenobun

Ha ¢one neuenust 603eHTaHOM OTMEUEHO /10303aBUCHMOE CHIDKEHHE TeMOTJIO0MHA (CM. paszien
4.8.). B mnane60-KOHTPOJIMPYEMBIX HCCIEIOBAHUSX CHIIKEHHE TIeMOrjio0uHa, CBSI3aHHOE C
npuMeHeHneM 0o3eHTaHa, HE OBUIO MPOrPEeCCUPYIONINM, I[OKa3aTeld TeMorioOuHa
CTaOUIU3MPOBANIUCh Toche mepBbiXx 4-12 Hexenb Tepanuu. PekoMeHayeTcss omnpeaensiTh
TeMOTJIOOHH Mepe/l HauyaJioM Teparnuu npernapatoM boseHran-OaBanca, 1 pa3 B MecsI] B TEUCHUE
MEepBbIX 4 MeCAIEB Tepanmuu W B mocienyromniem — 1 pa3 B 3 mecsana. Ecim nabmromaercs
KIIMHUYECKH 3HAYMMOE CHIDKEHUE TeMOTJIOOMHA, CIIeAyeT MPOBECTH JabHEeIee 00cae10BaHne
nanueHTa JUis YCTAHOBJIGHUS NPUYMHBI aHEMHH W PEUICHHs BOIpOca O HEOOXOAMMOCTH
MPOBEJICHUS COOTBETCTBYIOIIEH Tepanmuu. B MOCTPerucTpaliMOHHOM MEpPHOE COOOIIaNoch O
CIIy4asiX aHEMHH, MOTPeOOBABILNX MEePETUBAHUS SPUTPOLIUTAPHOM Macchl (cM. pazaen 4.8.).

Tepanus y sHceHuuH ¢ COXPAHHBIM PERPOOYKMUBHBIM NOMEHYUATIOM
[Tockonbky Ha ¢oHe mpuema Oo3eHTaHa 3()PEKTUBHOCTH TOPMOHAIBHBIX KOHTPALEHTHBHBIX
CPEICTB MOXKET CHUXAaThCsl, a OEpEMEHHOCTh CIOCOOCTBYeT yxyaweHuto tedeHus JIAL, u,
MIPUHUMAsi BO BHUMAaHUE JIaHHbIE O TEPATOT€HHOM JI€HCTBUH, BBISIBIEHHOM Y KUBOTHBIX
e [Ipenapar bo3zenTan-OaBaHc MOXXET OBITh Ha3HAYEH >KCHIIMHAM C COXPAaHEHHBIM
penpoayktuBabiM noteHIanioM TOJIBKO Ha ¢oHe mpuMEeHEHHs HAJSKHBIX METOJIOB
KOHTpALICTIIIUU U B CITy4ae OTPUIIATENILHOTO pe3yiIbTaTa TecTa Ha OepeMEeHHOCTD /10 Hauana
JICYCHHUSI.
e MeTo rOpMOHAJIBLHOM KOHTpAUENUUU HE CIEAyeT NPUMEHSATh KaK €IWHCTBEHHBIA B
MIEPHUO/I JICYCHUS 003ECHTAHOM.
e Tect Ha OepeMEHHOCTh PEKOMEHJIyeTCs MPOBOAUTH 1 pa3 B Mecdll Uil YCTaHOBIICHUS
OepeMEeHHOCTH Ha PaHHUX CPOKaX.

Benookxniozuonnas bonesnv neckux

Crny4au pa3BUTHS OTEKa JIETKMX OTMEUYEHbI Y HAIIUEHTOB C BEHOOKKJIFO3UOHHOM 00JIE3HBIO JIETKUX
Ha (OHE MPHUMEHEHHUs COCYIOPACIIHPSIOUINX CPENCTB (B OCHOBHOM, IpocTanukinHa). Takum
o0Opa3oMm, eciau BO BpeMs JeudeHHs mnpemnaparoM bosentaH-OnaBaHca y mauueHToB ¢ JIAT
MNOSIBJISIFOTCSL  NIPU3HAKW OTEKa JIETKUX, CJeAYeT YUYUThIBaTh BO3MOXKHOCTb  HaJIM4uUs
COITYTCTBYIOIIETO BEHOOKKIIIO3MOHHOTO 3a0oseBaHus. B mocTperucTpaliioHHOM Iepuoje
€000111a7I0Ch O PEIKUX CIy4yasX pa3BUTHsS OTEKa JIETKUX Ha (hoHe mpruemMa 003eHTaHa y MallMeHTOB
C MO/I03PEHNEM Ha BEHOOKKJIFO3UOHHYIO 00JI€3Hb JIETKUX.

Iayuenmut ¢ JIAI' u conymcemayroweti 1e80#cery00uK080U HeOOCMAMOYHOCMbIO

CrneuuanpHbIX HccnenoBaHuid y manueHToB ¢ JIAIT u comyTcTByromieit AuCQyHKIMEH JTEBOTO
Kenyaodka He npoBowid. Tem He meHee, 1611 nanuenTos (13 Hux 804 — noixyyanu 603eHTaH, a
807 — mmane6o) ¢ TsHKENMOW XpOoHUYEeCKoW cepaedHoil HemoctaroyHocThio (XCH) neunnu B
cpenHeM B TeueHue 1,5 et B maanebdo-KOHTPOIUPYEMOM UCCIe0BaHUU. B 3TOM nccnenoBanuu
OTMEUEHO YBEIMUYEHHUE KoJW4YecTBa rocnutanuianuii B cBs3u ¢ XCH B Teyenue nepBbix 4-8
HeJIeNb JIeYeHHUST 003€HTAaHOM, TPUYUHON KOTOPBIX MOTJIO OBITh YBETUUCHHUE 3aACPIKKH KUTKOCTH
B Opranm3Me. 3aJepKKa >KHIKOCTH TMPOSBISUIACH OBICTPHIM YBEIMYEHHEM Macchl Tela,
CHIDKEHHEM TeMOTJIOOMHa M YCWJICHHEM OTEKOB HWXKHUX KOHewHocTed. [lo 3aBeprieHun
WCCJICIOBaHMsI HEe OBLJIO OTMEUEHO Pa3IMuuii B YHCIE TOCMHUTATU3AlUN B CBSI3U C CEpPACUHOM
HEJI0OCTAaTOYHOCTHIO M YaCTOTE CMEPTEIHHBIX HCXO/0B y MAIUEHTOB, MPUHUMABIINX 003€HTaH WIIN
iane6o. CrnenoBarenbHO, 00CIIEIOBaHNE TAIIUEHTOB JOKHO OBITh HAIIPABIICEHO HAa BBISIBICHUE
3aJIEPKKU KUIKOCTH (HApUMep, YBETUUYEHUSI MACChI TeJa), 0COOCHHO B CIIy4ae COMyTCTBYIOIIEH
TSDKEJION CUCTOJIMYECKOW MUCHYHKIHMH. [IpW TMOSBICHUM CHMIITOMOB 3aJCPKKU IKUAKOCTU
MAIACHTY CIIEyeT Ha3HAYUTh AUYPETUKH WIN YBEIUYHUTHh MX J03Yy. Y TAIUEHTOB C 3aJEP>KKOM
JKUJKOCTU CJIEIYyeT MPUHUMATh PEUIEHHE O NMPUMEHEHUWU AUYPETHUKOB 10 Hayana JedeHUs
003eHTaHOM.



o
L 1

AL N L

JIAT u BUY9-unghexyus » 0007)

OnbiT npuMeHeHusi Oo3eHtaHa y mamueHToB ¢ JIAIT m BUY-undexnumeir, momydaBmmx
AHTUPETPOBUPYCHYIO TEPAIUIO, OTpaHUYEH. Pe3ynpTaTsl U3yueHHUs B3aUMOIEHCTBUS O03€HTaHa U
KOMOMHAIIMM JIOMUHABUP + PHUTOHABUP NIPU HMX COBMECTHOM IPUMEHEHUH Yy 370POBBIX
NOOpOBOJIBIICB  TMOKa3aJld  YBEIWYCHHWE KOHIEHTpamuu O03eHTaHa, KOTOpas JOCTHraeT
MaKCUMaJIbHBIX 3HAYCHUH B Te4eHHE NepBbIX 4 nHer (cm. pazgen 4.5.). Ilpu HasHaueHUH
npenapata bo3eHTaH-DnBaHCA ManMeHTaM, NMPUHUMAIONIMM WHTUOMTOPHI MpOTeas, JeHcTBHE
KOTOPBIX YCHJIMBAET PUTOHABHP, CIEAYET YAEIATH 0c000e BHUMaHUE IEPEHOCUMOCTH OO3€HTaHa,
0COOEHHO B HavaJIe JIEYEHUs], IPUHUMAsi BO BHUMAHHUE PUCK Pa3BUTHUS apTEPUATILHON TMIIOTEH3UU
U U3MEHEHUE (PYHKIIMOHAIBHBIX «I1€YEHOYHBIX)» TECTOB.

[Ipy oAHOBpEMEHHOM NPUMEHEHUHU Ipenapara bo3eHTaH-DJBaHCA U AHTUPETPOBUPYCHBIX
IIpEnapaToB HENb3s HCKIOYUTh OTCPOUYEHHOE HEraTUBHOE BIIMSHHME Ha INE€YEHb U pa3BUTHUE
HEe)KeJlaTeNIbHbIX JekapcTBeHHbIX peakuuid (HJIP) co crtoponbsl kpoBu. BBuay Bo3MoKHOTO
B3aMMOJICHCTBUS, CBSI3aHHOTO C MHAYKLHEH 003eHTaHOM H30()ePMEHTOB CHUCTEMBI IIUTOXpOMa
P450, akTUBHOCTH aHTUPETPOBUPYCHOM TEPAIMH MOXKET CHUXKATHCS, [I0ITOMY y TAKUX NAL[UEHTOB
s dextuBHOCTH Tepanuu BUY HeoOxoauMo THIATETbHO KOHTPOJIUPOBATH.

JIAT', 0b6ycnosenennas msicenou XpoHu4eckou oocmpykmusHou ooneznvio aeekux (XOBJI)
OddexTuBHOCT U 06€30MacHOCTh O03€HTaHA H3ydaldud B 12-HENENbHOM HEKOHTPOIHPYEMOM
uccienoBanuu ¢ yyactueMm 11 mamuentoB ¢ BropuuHoil JIAI' B pesynbTate XOBJI Tspkenoro
TeyeHus. Pe3ynabTaTbl MCCENOBaHUS CBUACTEILCTBYIOT 00 yBEIWYEHHMH MHUHYTHOTO OObeMa
BEHTWIALIMM JIETKUX U CHIDKCHHUH HAChIIeHUs KuciopoaoMm; u3 HJIP nanbonee yacto ormeuanach
OJIbIIIIKA, TTPEKpAIaBIIasiCs MTOCIe OTMEHBI 003eHTaHa.

Oonospemennoe npumenenue ¢ OpyeUMu 1eKapcmeeHHbIMU NPenapamamu

OpHoBpeMeHHOE MpUMEHEHHe mpenapara bo3eHTaH-DaBaHcl U HHUKJIOCHOpUHA A
POTHBOIIOKA3aHO (cM. pa3zen 4.3.).

OpHoBpeMeHHOEe  TMpHMEHEeHuWe mpemapata  bo3eHTaH-DnaBaHcq ¢ MIHOEHKIAMUIOM,
¢brykoHa30JI0M B pupaMIUIITHOM He pekoMeHayeTcs. bosee moapoOHas nHbopMaIis yka3zaHa B
pazaene 4.5.

KombOunupoBanHoi Tepanuu npenapatoMm bo3eHTaH-DaBaHC U MHTHOUTOpaMu HM30(EpPMEHTOB
CYP3A4 u CYP2C9 neo6xoaumo nzberarsb.

45. B3aumoneiicTBHe ¢ JAPYrMMM JIEKAPCTBEHHBIMH INpenapaTamMM H Jpyrue BHIbI
B3aMMO/EHCTBHUA

bo3zenTaH siBisercs HHIYKTOpoM n3odepmMeHToB cucteMbl utoxpoma P450 CYP2C9 u CYP3A4,
U 0 JAHHBIM HcCiefaoBanuii in Vitro, Bosmoxuo, CYP2C19. ITosToMy, Tpu 0JHOBPEMEHHOM
pUMEHEHUN 003€HTaHa U JIEKAPCTBEHHBIX CPE/ICTB, META0OIU3M KOTOPBIX OMOCPENI0BAH STUMHU
n30pepMEHTaMu, MX KOHLEHTpalus B IUIa3Me KpoBH cHUkaercs. CreayeT y4MTHIBAaTh
BO3MOXXHOCTh CHMKE€HUSI 3(P(PEKTUBHOCTH JIEKAPCTBEHHBIX CPEJICTB, META0OIU3M KOTOPBIX
OCYILECTBIISICTCSI C yYacTHEM YKa3aHHBIX Bbllle HM30(epMeHTOB. Bo3moxkHO, mocie Hauana
npueMa npenapara bo3eHTaH-DnBaHCI, U3MEHEHHUS €ro J03bl WIM €ro OTMEHBI MOTpedyeTcs
M3MEHEHHUE J03bl OJHOBPEMEHHO NTPUMEHIEMBIX JIEKAPCTBEHHBIX CPEACTB.

bo3zentan moasepraercs merabonusmy npu ydactuum uzopepmentoB CYP2C9 u CYP3AA4.
WNurubupoBanue  yka3aHHBIX  HM30()EPMEHTOB  MOXET  CONPOBOXKAATHCS  MOBBILICHUEM
KOHIEHTpaluu Oo3eHTaHa B IUIa3Me€ KpOBU (CM. KETOKOHa30i). BriusHue HMHrubutopos
uzopepmenta CYP2C9 Ha KOHIEHTpauuio Oo3eHTaHa B IJIa3Me KpOBM He u3ydanu. llpum
OJIHOBPEMEHHOM MPUMEHEHUH C HUMU CJIEIyeT COOITI0AATh OCTOPOKHOCTb.

@nykonazon u opyeue uneubumopwi usopepmernmos CYP2C9 u CYP3A4

OpnHoBpeMeHHOe TpuMeHeHHe 003eHTaHa ¢ (PIyKOHA30JI0M, KOTOPbI HHIHOUPYET, B OCHOBHOM,
uzopepmenT CYP2C9 u nume He3HauntenbHo n3opepmeHT CYP3A4, MOXKeT COMpOBOXKAATHCS
BBIPQKCHHBIM MOBBIILIEHUEM KOHIEHTpaluu Oo3eHTaHa B KpoBU. JlaHHas koMmOuHanus He
pexomenayercs. Ilo »Toil e NpUUYMHE HE PEKOMEHAYETCS OIHOBPEMEHHOE NPHUMEHEHHE
npenapara bozentan-DnBaHca 1 MOIIHBIX HHTHOUTOPOB M30hepmenta CYP3A4 (keTokoHazona,
UTPAKOHA30J1a WK PUTOHABUPA) U nHrHOMTOpa M3odepmenta CYP2CY (BopukoHazona).
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Luxnocnopun A

OnHOBpeMEHHOE NMPUMEHEHHE O003€HTaHAa W ITUKIOCTIOpMHA A (MHTHOMTOpa KaJbIIMHEBPHHA)
npotuBonoka3zano (cMm. pazgen 4.3.). Ilpu o0AHOBpeMEHHOM TIpHUEME 3THUX NpernaparoB
MUHUMAaJbHAs HaualbHAasi KOHIIEHTpaIKs 603eHTaHa B KpoBU MoBbIaeTcs B 30 pas 1o cpaBHEHHIO
C TpHUMEHEHHEM OJHOTrO Oo3eHTaHa. PaBHOBecHas KOHILEHTpanus OO3eHTaHa B KpOBU
yBenMuyuBaeTcs B 3-4 pasza MO CPaBHEHHUIO C KOHLEHTpauuend Oo3eHTaHa MPH MOHOTEPAIHH.
MexaHu3MOM JaHHOTO B3aWMOJICHCTBHUS, BEPOSTHO, SBISIETCS MHTHOMPOBAHHE IIUKJIOCTIOPUHOM
TPAHCIIOPTHOTO OejKa, OTBETCTBEHHOT'O 3a IMepeHoc 0o3eHTaHa B remnarouuThl. KoHneHTpanus
mukiocnopuna A (cyocrpar uzopepmenta CYP3A4) B kpoBu cHIDKaeTcs npubau3uTensHo Ha 50
%. JlanHOe U3MeHeHue, Haubosee BeposTHO, o0ycioBieHo uHaykuuei nzopepmenta CYP3A4
003EHTaHOM.

Taxponumyc, cuponumyc

OnHOBpeMeHHOE IPUMEHEHHE ¢ 003CHTaHOM B KiIMHUYeCcKuX uccienoBanusx (KN) He usyuanocs,
OJIHAKO TMPEIOoaraercsi, YTo KOHIEHTpalus OO3eHTaHa B KPOBU MOKET YBEIUYMBATHCS I1O
AQHAJIOTMU C OJJHOBPEMEHHBIM IPUMEHEHUEM C IUKIOCIIOpUHOM A. [Ipr coBMECTHOM IPUMEHEHNUHU
¢ 003eHTaHOM KOHIIEHTpAIUs TAKPOJIMMYCa U CUPOJIUMYca B KPOBH MOXKET CHUXKAThcs. B cBsi3H ¢
3TUM, nipenapat bo3eHTan-DBaHCA HE cleayeT IPUMEHATh OJHOBPEMEHHO C TAKPOJIUMYCOM HUJIU
cuponumycoMm. Ilpu HeoOXOIUMOCTH OJHOBPEMEHHOTO MPUMEHEHHUS OSTUX IMpenapaToB
o0s3aTenbHO HaOMIOJEHHE 3a BO3MOXKHBIM paszButueM HJIP v KOHTposb KOHLEHTpauuu
TaKpOJIMMYCa U CUPOJIUMYCa B KPOBHU.

Tubenxnamuo

OnHOBpeMEHHOE TNPUMEHEHHE Oo03eHTaHa B 03¢ 125 Mr 2 pasa/lmeHb B TedeHUE S5 mHEH
COMPOBOXKAAIOCh CHW)KCHHEM KOHIICHTpAIlMM TIuOcHKIamuaa (cydcrpar um3odepMeHTa
CYP3A4) B xpoBu Ha 40 % 1 BO3MOXKHBIM 3HAUUTEIHHBIM YMEHBIIICHUEM TUIOTIIMKEMHUYECKOTO
a¢dekra npenapara. Konmenrparus 603eHTaHa B KPOBHU TaKKe CHIDKainach Ha 29 %. Kpome toro,
y TAIUEHTOB, MOJYYaBIIUX KOMOMHHPOBAHHYIO TEparuio, BO3pacTajia 4acTOTa IOBBIMICHUS
AKTUBHOCTH <«IICYCHOYHBIX» TpaHcamuHa3. W rimbenknmamua, u O03€HTAaH OKAa3BIBAIOT
uHruoupytomiee BozneictBue Ha BSEP, uro MoXeT OOBSCHUTH MOBBIICHUE AKTUBHOCTU
«MEYECHOYHBIX» TpaHcaMuHa3. JlaHHas KoMmOuHanMs HE pekomeHayercs. Her maHHBIX O
JIEKapCTBEHHOM B3aWMOJICHCTBUU OO3€HTaHa C IPYTUMU MPOU3BOAHBIMU CYIb(HOHUIMOYECBHHBI.

Pugpamnuyun

[Tpu onHOBpeMEHHOM NpUMEHEHUHM Oo3eHTaHa B o3¢ 125 mr 2 pasa/neHp U pudamnuimHza,
KOTOpPBIN SIBIIIETCS MOIIHBIM MHAYKTOpoM u3odpepmentoB CYP2C9 u CYP3A4, y 9 310poBBIX
NOOpPOBOJIBIIEB B T€UEHUE 7 JHEW KOHIEHTpauus 0O3eHTaHa B KpOBH CHMXanach Ha 58 %, a 'y
OTJIeNbHBIX HanueHToB — Ha 90 %. Kak pe3ynbrar, MOXKHO 0KHMJATh 3HAYUTEIbHOE CHM)KEHUE
3pdpexTUBHOCTH  mpemapata  bozeHTaH-DnBaHCA  HpU  COBMECTHOM  INPUMEHEHUM  C
pudamnunuHom. OTHOBpEeMEHHOE TPUMEHEHNEe pudaMnuiHa u npenapata bozentan-OnBancy
HE peKkoMeHJyeTcs. JJaHHBIX O COUeTaHHOM NPUMEHEHUHM O03€HTaHa C JAPYTUMH HHIYKTOpaMHU
nzoepmenta CYP3A4, takumu kak kapOamaszenuH, ¢peHoOapOuTan, (GeHUTouH U 3BepoOOM
IPOJBIPSBICHHBIN, He1ocTaTOUHO. TeM He MeHee, IPU UX OJIHOBPEMEHHOM NPUMEHEHUN MOXKHO
OKU/IaTh CHIDKEHUS CHCTEMHOTO BO3JICCTBUS O03eHTaHa. Henb3st MCKITFOUUTh ¥ 3HAYUTENILHOTO
CHIDKEHUS 3()(h)eKTUBHOCTH JICUEHUSI.

Jlonunasup + pumonasup (u Opyaue unHeuOUMOpPbI nNpomeas, Oelicmeue KOMoOpwIX YCUIUBAem
pumonasup)

[Ipu omHOBpeMEHHOM MpUMEHEHHH OO3eHTaHa B jJ03e 125 mr 2 pa3a/neHp M KOMOWHAIUU
nonuHaBup + putoHaBup 400 + 100 mr 2 pasa/meHr B TedeHue 9,5 aHeH y 370pPOBBIX
100pOBOJIbIIEB MUHUMAJIbHAS HauabHasi KOHIEHTpalus 003eHTaHa B KpOBHU Oblila MPUMEPHO B 48
pa3 BbIIIE [0 CPAaBHEHHIO C KOHIEHTpalWed MpHU MpUMEHEHUH ojxHoro Oo3eHtana. Ha 9 nens
KOHIIEHTpalusi 603eHTaHa B KPOBU OKa3ajach B 5 pa3 BbIIIE, YEM IIPH MIPHUEME TOJILKO OO3eHTaHa.
WNurubuposanue putoHaBupoMm uzopepmenta CYP3A4 u Oenka, OTBEHarolero 3a TPaHCIOPT
003eHTaHa B remaToOLUThl, IPUBOJIUT K CHIKEHHUIO KIUpEeHca 003€HTaHa U, BEPOSATHO, JIC)KUT B
OCHOBE JaHHOTO B3aUMOJEWUCTBUS. Y MalMEHTOB, OJHOBPEMEHHO NMPUHUMAIOIUX OO3€HTaH U
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JIONUHABHP + PUTOHABUD WM JPYrMe HHTHOMTOPBI rf@"r:e:azz,:)i;g

PUTOHABUP, HEOOXOIUM KOHTPOJIb IEPEHOCUMOCTH 003€HTaHa.

[Tpu ogHOBpEMEHHOM NPUMEHEHHU ¢ 003EHTAaHOM B T€YeHHE 9,5 AHEH 0TMeyalloch KIMHUYECKU
HE3HAaYMMO€ CHIDKEHHE KOHIICHTpAIMH JIONUHABUpa U puToHaBupa (mpumepHo Ha 14 % u 17 %,
COOTBETCTBEHHO). TeM He MeHee, MOoJHast HHIYKIHUS 003€HTaHOM MOTJa ObITh HE JOCTUTHYTA,
MO3TOMY BO3MOXKHOCTh JaJIbHEHIIEr0 CHIKEHUS KOHIEHTPAllMd WHTHUOUTOPOB MpOTeas
UCKJTIOUUTH HeNb3sl. PekoMeHayeTcs COOTBETCTBYOMMI KOHTpoIb 3a BUY-Tepanueii. [Togobubie
3¢ }exTsl MOTYT 0XHMIAThCA M IpPU MPUMEHEHUH IPYTUX HHTHOUTOPOB IpoTeas, JAeWcCTBHE
KOTOPBIX YCHJIMBAET pUTOHABHD (cM. pazaen 4.4., moapaszaen «Ocodbie yKazaHus»).

pyaue anmupempogupychvle npenapamaol

B cBsi3u ¢ OTCYTCTBHEM [aHHBIX CHEIU(PUYCCKHE PEKOMEHIAIMU B OTHOIIECHUHM JIPYTHX
AHTUPETPOBUPYCHBIX MPENapaToB HE MOTYT OBbIThb NPEJOCTABICHBL. YUYUTHIBAasS BBIPAKEHHOE
TOKCHYECKOE JCHCTBHME HEBUpAIIMHA HA MEYE€Hb, KOTOPOE MOXKET YCHIIUTh NeNaTOTOKCUYHOCTh
003eHTaHa, COYETAHHOE MPUMEHEHHUE 3TUX MPENapaToOB HE PEKOMEHIYETCS.

T'opmonanvHvie konmpayenmugol

[Ipu omHOBpEeMEHHOM NPUMEHEHUHW B TeUeHUe 7 qHel Oo3eHTaHa B j03¢ 125 mr 2 pasza/aeHb u
OJIHOHM /103bl NEPOPAJIBLHOTO KOHTpALENTHUBA, COAEpKAllero 1 Mr HOpaTUCTEpoHAa M 35 MKr
STUHUJIACTPAINOIA, OTMEUAIOCh CHI)KCHHUE ILIOMIATU IO KPUBOH «KOHIIEHTpAIUS — BPEMS»
(AUC) o6oux xommoneHToB (Ha 14 % u 31 %, COOTBETCTBEHHO). Y OT/AECIBHBIX MAI[MEHTOK
CHIDKCHHE OHKCIO3UIIMM HOPATUCTEPOHA W HTUHUIACTpaauonia jocturaio 56 % u 66 %,
COOTBETCTBEHHO. TakuM 00pa3oM, TOJIBKO TOPMOHAJIbHAS KOHTpAIEHIUs, HE3aBUCUMO OT ITyTH
BBEJICHUS Ipenaparta (BHYTpb, HHBEKIIMOHHO, TPAHCAEPMAIbHO WM B BHJE MMILIAHTATOB), HE
MOXKET CUMTATHCSA HAJIEKHBIM KOHTPAIICNTUBHBIM CPEJICTBOM.

Bappapun

OnHOBpeMeHHOE MpUMeHeHne 0o3eHTaHa B 103¢ 500 Mr 2 pa3a/neHs B TedeHue 6 THEH MPUBOAUT
K CHIDKCHHIO KOHIIEHTPAlLlMU B KPOBHU Kak S-Bapdapuna (cyocrpat uzodepmenta CYP2C9), tak u
R-Bapdapuna (cyoctpar m3odepmenta CYP3A4) na 29 % u 38 %, cooTBeTcTBeHHO. OIBIT
OJIHOBPEMEHHOTO TMpuUMeHeHus: 0o3eHTaHa u BapdapuHa y mnanueHToB ¢ JIAIT He BBIABUI
KJIMHWYECKH 3HAYMMbIe M3MEHEHHUs MEXIYHApOJHOT0 HOpManu3oBaHHoro otHomeHus (MHO)
WK 10361 Bap(daprHa (HaualbHOM /103l B CPAaBHEHUU C TOJIepKuBatolielt 1030 ). Kpome Toro,
4acTOTa U3MEHEHUH J03bl Bap(daprHa B X0JIe UCCIIeI0BaHUM B ¢Bs3U ¢ Kosebanusmu MHO wiu B
cBsi3u ¢ pazButeM HJIP He oTiinyanach y malMeHToB, MOJIyyaBIIMX 003eHTaH uiu rianedo. He
TpeOyeTcst ”3MEHEHHUS 103bI Bap(apruHa WU APYTUX aHATOTMYHBIX aHTUKOATYJISTHTOB IS TPHEeMa
BHYTpb 0pHU J00aBIeHMM K Tepanuu npenapara boseHrtan-Oasancn. Tem He MeHee,
pexomenayercst Oonee yactblii KoHTposib MHO, ocobeHHO B Hauaje MpUMEHEHUs Ipenapara
bozenTan-OaBaHc ¥ IpU YBETMUYEHHUH €T0 J103Bl.

Cumsacmamun

[Tpu opHOBpeMEHHOM MpHUMEHEeHMH Oo3eHTaHa B Jo3e 125 Mr 2 pa3a/leHb B TeueHHe 5 THel,
KOHIIEHTpalus cumBactaTiHa (cyocrpara nuzopepmenra CYP3A4) u ero akTHBHOro MeTaboauTa
0eTa-TuAPOKCUKHCIOTH CHIDKaeTcs B KpoBH Ha 34 % u 46 %, coorBeTCTBEHHO. OJJTHOBPEMEHHOE
IPUMEHEHNE CUMBACTaTHHA HE BIUSET Ha KOHLEHTpaluioo 003eHTaHa B KpoBU. PekomeHmyeTcs
KOHTPOJIb KOHLEHTPAallUM XOJIECTEPMHA B KPOBM M COOTBETCTBYIOWIAs KOPPEKLHUSA H03bI
CUMBaCTaTHHA.

Kemoxonazon

OnHoBpeMEHHOE TIPUMEHEHHE Oo3eHTaHa B n0o3e 62,5 Mr 2 pasa/neHp B TedeHue 6 NHEH u
KETOKOHAa30I1a, MomHoro uHruoutopa mzodpepmenta CYP3A4, compoBoxaaercss IBYKPATHBIM
MOBBIIICHHEM KOHIICHTpaluu Oo3eHTaHa B KpOBHU. VI3MeHeHme 103kl mpemnapata bo3eHTaH-
Oneancny He TpeOyercs. HecMoTpss Ha OTCYTCTBHE JIaHHBIX HCCIEIOBaHWA IN  VIVO,
MPEANOJIAraeTcs, YTO aHAJIOTUYHOE MOBBINICHHE KOHIIEHTPAK 003€HTaHa B KPOBH OXKUIAETCS
Ipy OJHOBPEMEHHOM NPHUMEHEHUU IPYTHX MOIIHBIX HHTUOMTOpOB m3odepmenta CYP3A4,
HarpuMep, UTPaKoOHA30Ja U PUTOHABUpA. TeM HE MeHee, NMPU OJHOBPEMEHHOM MPUMEHEHUHU
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nzoepmenra CYP2C9 cymectByer puck 0oyiee BBIPA)KCHHOTO TOBBIMICHUS] KOHIICHTPAIlUW
003€eHTaHa, YTO MOXKET CIIOCOOCTBOBATH ITOSABICHHUIO IIOTEHIIHAIBLHO onacHbIXx HIIP.

AnonpocmeHon

OrpanunucHHbIe pe3yibTarhl ucciaenaoBanus (AC-052-356 (BREATHE-3)), B xoxe kotoporo 10
JeTeil moiydanu O003eHTaH OJTHOBPEMEHHO C SIOMPOCTEHOJIOM, YKa3bIBAIOT Ha TO, YTO IOCIE
OJTHOKPAaTHOTO W MHOTOKPAaTHOTO NMPHUMEHEHHUs] MaKCHMajbHas KOHIICHTPAILUs B IJIa3Me KPOBH
(Cmax) 1 AUC 0603eHTaHa ObUIM NPUMEPHO OJUHAKOBBIMU Yy MAIIMEHTOB, MOJYYaBIIUX U HE
NOJTy4aBIIMX UHQY3UH SMONpocTeHona (cM. paszaern 5.1.).

Cunoenaghun

[Ipy ogHOBpEeMEHHOM NPUMEHEHWH Oo3eHTaHa B ja03e 125 Mr 2 pasza/meHp (paBHOBECHOE
coctosiHue) U cuiaeHaduna B go3e 80 Mr 3 pasa/meHp B TedeHHe 6 JHEH Yy 3I0POBBIX
no6poBosbieB orMeuanock cHmkenne AUC cungenaduna Ha 63 % wu mosbimenne AUC
6o3enrana — Ha 50 %. Crnenyer coOa0aTh OCTOPOKHOCTD MPH OJHOBPEMEHHOM MTPUMEHEHUU.

Jlueoxcun

OnHoBpeMEHHOE TNpUMEHEeHHe Oo3eHTaHa B go3e 500 mr 2 pasa/meHp B TeueHue 7 JHEH
conpoBoxaaercs cHIkeHHeM AUC, Cmax 1 MUHUMAaJIBHOM KOHLIEHTpaLUH B T1a3Me KpoBH (Cmin)
gurokcnHa Ha 12 %, 9 % u 23 %, cooTBeTcTBeHHO. BO3MOXHO, B OCHOBE MEXaHH3Ma ITOIO
B3aUMOJICUCTBUSL JICKUT WHAYKIUSA riuKonporenHa P. KiuHuueckass 3HAYMMOCTh JAHHOTO
B3aUMOJICHCTBUS MaJIOBEPOSTHA.

eTu
HccnenoBanust J€KapCTBEHHOTO B3aMMOACHUCTBUS OBLIM IMIPOBEACHBI TOJIBKO Y B3POCIBIX.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTALMS

KeHnMHbI ¢ COXpaHEeHHBIM PENPOIYKTUBHBIM OTEHIIMAIOM

[lepen Hauanmom JseyeHHs OO3EHTAHOM Yy JKEHIIMH C COXPAaHEHHBIM PEHnpOAYKTUBHBIM
MOTEHLIMAJIOM CJIEIyeT MOATBEPAUTh OTCYTCTBUE OEPEMEHHOCTH, OOCYIUTh HAJEKHbBIE METO/IbI
0 MPEeayNpeXkACHUI0 OEpeMEeHHOCTH U HadaTb [PUMEHEHHE KOHTpaleNnUuud 110
COOTBETCTBYIOILIEH corflacoBaHHOM cxeme. [1alienTsl u Bpauu JOKHBI YUUTHIBATh TOT (PakT, 4YTO
003eHTaH MOXET CHHXaTh 3(PPEKTUBHOCTh TOPMOHAJIBHBIX KOHTPALEITUBHBIX CPEJICTB
BCie/icTBHE (DapMaKOKMHETHYECKOTr0 B3auMoieicTBuUs (cM. pasaen 4.5.). IlosTomy keHImHaMm ¢
COXPAHEHHBIM PENPOAYKTHUBHBIM ITOTEHLMAJIOM HE PEKOMEHIYETCS HCIOIb30BaTh METON
TOPMOHAJILHOM KOHTpAaLENIUKU (BKJIIOYas JEKapCTBEHHbIE MpernapaThl, IPUMEHsIeMble BHYTpb, B
BUJIE UHBEKLUH, TPaHCAECPMAIbHBIX TEPAaNEeBTHUECKUX CHUCTEM MJIM HWMIUIAHTATOB) B KaueCTBE
€MHCTBEHHOI'0 METO/a; UM HEO0OXOIMMO NPHUMEHSTH JONOJHUTENbHbBIN WM albTepHATUBHBIN
Ha/IeXKHbII MeToJ KOHTpauenuuu. [Ipy COMHEHHSX B HAJAEKHOCTH BBIOPAaHHOTO METOJa
KOHTpALIENIIUU TALUEHTKE CIIeAyeT OOpaTUThCS K BpPayy-TMHEKOJIOTY JUIsl MHAMBUAYAJIBHOTO
noadopa MeToJa KOHTpaLeNUUU. YUYHUTHIBas BO3MOXHYIO HEI(P(HEKTUBHOCTH T'OPMOHAIBHOMN
KOHTpALIETIIUM U BBICOKMHM PUCK HEraTMBHOIO BIUsHUSA OepeMeHHocTH Ha TedeHue JIAIL, Bo
BpeMs Tepanuu 003eHTaHOM PEKOMEHIYEeTCsl KEeMECIYHO TPOBOJIUTH TECT Ha OEPEMEHHOCTb, YTO
MO3BOJIUT AMATHOCTUPOBATH OEPEMEHHOCTh HAa PAHHUX CPOKaX.

bepemeHHOCTD
B noKIMHMYECKHX WCCIIENOBAHUSIX YCTAHOBJIEHA PEMPOAYKTUBHAS TOKCHYHOCTH OO3E€HTaHA

(TepaToreHHOE M 3MOPHUOTOKCHMYECKOe JedcTBHE). JlaHHBIX O NpHUMEHeHHH OO3eHTaHa Yy
OepeMeHHBIX KEeHILNH HeT. BO3MOKHBII pUCK 1715 yesloBeka HensBecTeH. [I[pumenenne 603eHTaHa
BO BpeMsi OEpeMEHHOCTH POTHUBOITOKa3aHo (cM. pazzen 4.3.).

JlakTrarus

He ycranoBiieHo, BbiemsieTcs Jin 003€HTaH B IPYIHOE MOJIOKO. Eciu HE0OX0auMO TpOBEICHUE
Tepanuu 003CHTaHOM B TIEPHO/I JIAKTAIIMH, TPYAHOEC BCKAPMITMBAHUE PEKOMEHIYETCS IPEKPATHTh
(cM. pazzmen 4.3.).
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DePTIILHOCTD (MOCNEQOBATENEHOCTE 0001)

B  JOKIMHWYECKHMX UCCIIEOBAHMSIX BBISIBJICHO BIHMSHUE Ha CEMEHHUKU. Pe3ynpTaThl
KJIMHUYECKOTr'0 UCCIIEA0BaHUs MTOKa3aId, 4To y 8 u3 24 nauueHtoB-mMyx4uH ¢ JIAI yepe3 3 unu 6
MECSIEB JIeUeHUs! OO3EHTaHOM OTMEYaJOCh YMEHBIICHHE KOHIEHTpaluuu crepMbl Ha 42 % u
OoJiee OT UCXOIHBIX 3HaYeHUU. Ha OCHOBaHMU KIMHUYECKUX U JOKIMHUYECKUX JTAHHBIX HENb3s
UCKJIIOYUTh PHUCK HEraTHBHOIO BIIMSAHUSA OO3€HTaHa Ha cIepMaroreHe3 y MykuuH. Henbss
UCKITIOYUTH HEOIAronpuUsTHOE BIMSIHUE UTUTEILHOTO JICYCHHSI O03CHTaHOM Ha CIIEpMAaTOreHe3 Y
MAIMEHTOB-MaJIbUHUKOB.

4.7. BuausiHMe HA CIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMU CPeACTBAMM U padorarh ¢
MeXaHH3MaMHU

Bnusiaue 603eHTaHa Ha CITIOCOOHOCTD YIPABIATH TPAHCIOPTHBIME CPEICTBAMH HE M3Yy4aioch. Tem
HE MeHee, 0O03eHTaH MOXXET BBI3bIBaTh BBIPAKEHHOE CHI)KEHUE apTEPUAIBLHOIO JABJICHMS,
COIIPOBOKIAIOIEECS TOJOBOKPYKEHUEM HIIU IOTEPEd CO3HAHUs, U, KaK CIECICTBUE, OKa3blBATh
OTPHLIATENIBHOE BIMSIHUE Ha CIOCOOHOCTh YIPABIATh TPAHCIIOPTOM M pabOTaTh C MEXaHU3MaMHU.

4.8. Hexkenare/ibHbIE peaKINU

Pestome npoduist 6e30nacHOCTH

B 20 mnnane60-KOHTPOJIUPYEMBIX HCCICAOBAHUSAX, MPOBEICHHBIX MO Pa3IUYHBIM IMOKA3aHUSM,
2486 manuenToB noxy4anu 0o3eHTaH B g03ax oT 100 mr 1o 2000 mr u 1838 manueHToB moayyanu
wianebo. IlpogomxurensHOCTh JeueHus cocraBuia B cpeaHeM 45 Hepens. HJIP cuuranu
coObITHsI, KOTOpBIe Habmoganuch y 1 % u GoJee nmanrueHToB, MOMy4aBUIMX O03€HTaH, C YaCTOTOM,
1o Kpaitueir mepe, Ha 0,5 % BbIIIe, YeM y MAIMEHTOB, MMOMy4YaBIIUX Iuranedo. Hanbomnee gacto
OoTMeYalu rooBHYyI0 6016 (11,5 % npotus 9,8 %), OTekH HUKHUX KOHEUHOCTEH U/WIIH 33aJIEPIKKY
suakoctu (13,2 % npotus 10,9 %), noBsillIeHHe aKTUBHOCTH «I1€4E€HOYHBIX» TpaHcamuHaz ACT
u/umu AJIT (10,9 % npotus 4,6 %) u anemuto/cHkeHue remoraoduna (9,9 % nportus 4,9 %).
[IpumeneHne ©OO0O3€HTaHA AaCCOIMHUPYETCS C JI0303aBHCHMBIM  IOBBINICHUEM aKTHBHOCTH
«TEYEHOYHBIX» TPAaHCAMHMHA3 U CHIDKEHUEM reMorioduHa (cm. paszaen 4.4., moapasnaen «Ocolbie
yKa3aHUs»).

PesroMe HexeaTeIbHbIX PeaKIui

Vkazannele Huwxke HIIP 3aperucrpupoBansl B KM m B moCTperucTpalimoOHHOM IEpUOAE U
MPEACTABIICHBl COTJIACHO TEPMUHOJIOIMU MEIULIMHCKOIO CJIOBaps JJIsI HOPMAaTUBHO-IIPABOBOU
nesitennbHOoCcTH MedDRA. B 3aBucumoctu oT yactoTsl Bo3HMKHOBeHUs: HJIP crpymnmupoBaHbl
crenyrmuM odpasoM: odeHb yacto (>1/10), gacto (>1/100, Ho <1/10), Hewacto (>1/1000, HO
<1/100), peaxo (=1/10000, no <1/1000), ouenp penko (<1/10000), yacTora Heu3BecTHa (Ha
OCHOBAHMHU UMEIOIUXCS TaHHBIX OLIEHUTh HEBO3MOJKHO).

B xaxoit wactornou rpynne HJIP npencraBieHsl B NOPsAAKE YMEHBIIEHHS CTEIIEHHA CEPbE3HOCTH.
He oTMeueHO KIMHUYECKH 3HAYUMBIX paznuuuii mexxay HJIP B obmieit 6a3e JaHHBIX M OTAEIBHO
10 3aPETUCTPUPOBAHHBIM MOKA3aHUSIM.

Hapywenus co cmoponwl kposu u aumghamuyeckotl cucmemol
YacTo: aHeMHs1, CHIIKCHHE TeMOTJI00MHA;

Heuacro: TpOM60HI/ITOHeHI/I$Il, HEUTPOIICHHUS, JICHKOTICHUS
YacToTa HEU3BECTHA: aHEMHS UJIM CHIYKEHHE TeMOro61Ha, Tpebyromiee reMoTpancdysun’.

1.
)

Hapywenus co cmoponsl ummyHnou cucmemol
YacTo: peaKIuK TUIEpUyBCTBUTENLHOCTH (BKIIOUAs IEPMATUT, KOKHBIH 3y K KOXKHYIO CHIIb)?;
Penxo: aHa(UIaKTHYECKHE PEAKIIHH H/UIIM aHTHOHEBPOTHYECKHiT OTek .

Hapywenus co cmoporul HepeHOll CUCmeMbi
OueHb 9acTo: TONIOBHAS GONBS;
YacTo: 06Mopok™ “.

Hapywenus co cmoponvl cepoya

YacTo: onryuienue cepauebuenns® 4.
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Hapywenus co cmoponwl cocyoog (MOCHEOOBATENEHOCTE 00017)

YacTo: «IIPHITHBBI» KPOBH K KOKe JTHIA, cHkeHne AJ[M 4.

Hapywenus co cmopoHul OvixamenvHotl cucmemsl, 0peanos 2pyOHOU KIemKU U CPe00CmeHUs

YacTo: 0TEK CIIM3UCTOM 000IOUKH HOCEI]'.

Kenyoouno-kuwieunvie HapyuleHus
Yacro: ractpodzodareansHas pedirokcHas 00JIe3Hb, Tuapes.

Hapywenus co cmopoHvl neyenu u sceniegul800aux nymet

OueHb YacTo: U3MEHEHHUE MToKa3aTeNe PyHKIUN IeYCHH;

Heuacro: moBblllIeHHE AaKTUBHOCTU «mHe4eHOUYHBIX» TpancamuHaz (ACT, AJIT) BcuencrBue
remaTuta (BKII0UYas BO3MOXKHOE 000CTPEHUE CYIIECTBYIOIIETO IeMaTHTA) U/ KENTyXH
Pejiko: IUPPO3 MEUeHH, IeYeHOUHAs HEeJ0CTaTOYHOCThL,

Hapywenus co cmoponsl Kodtcu u nOOKOINCHbIX MKAHel
Yacro: spurema.

061/14146 HApYyweHnus u peakyuu 6 mecnie 66e0eHUs

OueHb Yacro: OTCKH, 3aJICPIKKa )KI/II[KOCTI/IS.

1~ JlaHbIe MOMyYEHb! U3 TOCTPErUCTPAIIMOHHBIX HAOIIOIEHHIA, YACTOTA ONPeieieHa C TOMOMIBIO
CTaTUCTHYECKOTO MOJEIIMPOBAHMS JaHHbIX Iu1ane0o-koHTponupyembix K.

2~ Peakiuy TUIepYyBCTBHTENLHOCTH OBUIH OTMEUeHH! y 9,9 Y% MaIruMeHToB, KOTOphIE MONydann
6o3enran u'y 9,1 % — mame0o.

3 - T'onoBHyto Gomb oT™Meuanu 11,5 % mHalnMeHTOB, KOTOpble MOTydaan Oo3eHTaH, u 9,8 % -
iane0o.

4~ JlanHble peaKIuK TAKKe MOTYT OBITH 00YCIOBIIEHB OCHOBHBIM 3a00JIEBAHHEM.

>~ [losiBJieHHE OTEKOB U 3aJIEPKKY KHIAKOCTH oTMedanu 13,2 % MallMeHTOB, KOTOpbIE TOMydallu
6o3eurtad u 10,9 % — miarne6o.

Onucanue OTAEAbHBIX HEXENATENbHBIX PEAKIUI

B mocTpeructpaiiluOHHOM NEPHOJE OTMEYEHBI PEIKHUE CIydYau LHMPpO3a IEUEHU HEU3BECTHOMU
STHOJOTUM Ha (oHe [IUTEeNbHOM Tepanuu OO03€HTAHOM Y TMAlMEHTOB C TKEIBIMU
COHYTCTBYI-OHII/IMI/I 3360J’I€B3HI/I$IMI/I, OHHOBpCMeHHO HpI/IMeHSIIOHII/IX I[pyFI/Ie HeKapCTBCHHI)Ie
npenapatsl. Takke 3aperucTpUPOBAHBI PEIKHUE CITydan Pa3BUTHUS MEUEHOYHON HEJOCTATOYHOCTH.
OTh HAONIOACHUS TOATBEPKIAIOT HEOOXOIMMOCTh 00s3aTEILHOTO €KEMECSUYHOTO KOHTPOJIS
GYHKIIMY TeYeHU B TE€UEHUE BCETO Mepuojia JieueHUs: 603eHTaHoM (cM. pasnen 4.4., moapasaen
«Oco0bIe yKa3zaHus»).

Hzmenenus nabopamopnuvix noxkazamenet

Hsmenenue akmusnocmu_«neyeHouYnbixy mpancamunas

B xnuHuMueckod TmpakTHKe TPUMEHEHHE OO03€HTaHa COIMPOBOXKIAIOCH J10303aBUCHMBIM
MOBBIIIEHUEM aKTUBHOCTU «TI€YEHOYHBIX» TPAHCAMUHA3 B TEUEHHE 26 HEAeINb JIEYEHUs, KOTOpOe
Pa3BUBAJIOCH MOCTENEHHO W, KaK MPaBUJIO, OECCUMITOMHO. B mOCTperucTpaiimoHHOM Mepuoje
OTMEUYEHbl PEIKHE CiIyyau LHUppOo3a IMEYEHU U TEYEHOYHOM HEJOCTATOYHOCTU. MeXaHu3M
pasButus 3tux HJIP HesceH. IloBbIIEHHAs aKTUBHOCTh «IE€YEHOYHBIX» TPAHCAMUHA3 MOKET
CIIOHTaHHO HOPMAJIM30BaThCs Ha (hOHE MpUMEHEHUs 003€HTaHa B MOJACPKUBAIOIICH 03¢ WU
nocJyie ee CHIKeHus. TeM He MeHee, MPeKpaIleHue JCUCHHsI WM KPaTKOBPEMEHHBIN TIEpepPhIB B
Tepanuu Bce e MOXKeT moTpedoBatbes (cM. pasaen 4.4., moapasnen «OcoObie yKazaHUs»).

B 20 mpoBeneHHBIX TUIaI€00-KOHTPOIUPYEMBIX HCCICIOBAHUAX TIOBBIIEHWE aKTUBHOCTU
«TEYEHOYHBIX» TpaHcaMuHa3 B 3 pa3a u 6osnee BI'H ormeueno y 11,2 % nanueHTOB, MOTyYaBIINX
6o3eHraH, u 'y 2,4 % — nnanebo. [Tosimenne B 8 u 6onee pa3 Beiie BI'H 3apeructpuposano y
3,6 % marnueHToB, MoTy4arImux 6o3enrtat, u'y 0,4 % — miane6o. OTMedeHo, 4To Ha (hoHE JTeUeHUS
003€HTAaHOM TOBBIIIICHUE AKTUBHOCTH «TI€YCHOYHBIX» TPAHCAMHHA3 COYETAIOCH C IMOBBIIIICHUEM
KOHIIEHTpalluu OMnupyOrHa B mia3Me KpoBH (B 2 u 6onee pa3 Beimie BI'H) npu orcyrcrBun y
MAalMEeHTOB OOCTPYKIMH >kerueBbIBoAsAIHX myTed B 0,2 % cimydaeB (5 mamueHTOB), a Ha (oHE
npuMeHnenus mianedo B 0,3 % ciydae (6 MalueHTOB).

11



COOTBETCTBYET ZKCNEPTHOMY OTUETY

oT 26.05.2025 Ne 1324

L S

[Tpu 000OIIEHHOM aHaM3€ MAaHHBIX, MONYyYEHHBIX V l':d)-b:“p?e-llgf!;g %Tgﬁ%&&hgahﬁﬁ%fwme

nequatpuaeckue uccnegopanuss FUTURE 1/2 u FUTURE 3/Extension), moBBIlIIEHNE aKTUBHOCTH
«MIEYEHOYHBIX» TpaHcaMHHa3 B 3 pa3za u 6onee BI'H nabmronanocs y 2 % nanueHToB.

VY 13 HOBOPOKICHHBIX C MMEPCUCTHPYIOMICH JIerouHoi aprepuanbHoit runeprensueii (IIJIATH,
FUTURE-4), xoTtopsle mosrydanu 003eHTaH B 03¢ 2 MI/KT MacChl Tena 2 pa3a/aenp meree 10 qaeit
(ot 0,5 no 10 gneit), He HAOIIOAAIM TTOBBIMICHHUS AKTUBHOCTH «II€UYEHOYHBIX» TpaHCAMHHA3 B 3
pa3a u Oonee Boimie BI'H, HO yepe3 3 aHs mocie oTMEHBI 003€HTaHa y OJHOTO MalueHTa ObLI
JTUArHOCTUPOBAH IenaTHT.

T'emoenobun

B muiaie60-KOHTpOIHpyeMbIX UCCIEA0BAHUAX CHUKEHHE TeMOTI00MHA B CPABHEHUH C UCXOAHBIM
1o ypoBHs Hroke 100 /i1 6pu10 0oTMEdeHO Y 8 % B3pOCIBIX MAIMEHTOB, MOTYYaIUX 003€HTaH, U
y 3,9 % — mutane6o (cM. pasaen 4.4., noapasnen «Ocobbie ykazanus»). [Ipu o600mieHHOM aHanu3e
JaHHBIX, noiay4deHHbIX Y 100 nereit ¢ JIAI' (HeKOHTpoIMpyeMble NEAMATPUUECKUE UCCIIEI0BAHUS
FUTURE 1/2 u FUTURE 3/Extension), CHW)K€HHE TeMOTJI00MHA B CPAaBHEHHH C UCXOJIHBIM JI0
ypoBHs Hke 100 r/m Habmromanock y 10 % narnuentoB. CHuxenne remoriioonna vmwke 80 1/
OTMEUYEHO He ObLIO.

Y 6 uz 13 noopoxnennsix ¢ IIJIAT'H (uccnenoBanue FUTURE-4) ormeuanu cHukeHHe
reMOIJIOONHA OT MCXOJHO HOPMAJIBHOTO /10 YPOBHS HU)KE€ HUKHEHW I'paHUIbl HOPMBI Ha (oHE
JedeHust 003EHTaHOM.

CTHu

Hexoumponupyemvie KU y oemeii

[Tpoduns 6e3omacHocTr 603eHTana y nereil (BREATHE-3: n = 19, 6o3enTtan 2 mr/kr 2 pa3a B
JIeHb B TeueHue 12 Hezenb) HE OTIMYAICS OT COOTBETCTBYIOIIETO MPOQuiis 0e30MacHOCTH Yy
B3pocibix nanuenToB ¢ JIAIT B 6a3ucHbIX uccienoBanusx. Hanbonee yacro y nereit ormevanu
«rpunuBbl» KpoBU (21 %), rojoBHYI0 O0Nb W H3MEHEHHE MoKa3arenel (yHKIIMOHAJIbHBIX
«1eyeHOoYHbIX» TecToB (16 % g kaxxnoi HIIP).

OO0O0OIIeHHbIN  aHaNU3 Pe3ylbTaTOB HEKOHTPOIUPYEMBIX TMEIUATPUUECKUX HCCIEAOBaHUMN
003cHTaHa B JIEKapCTBEHHOU (hopme Tucneprupyembie TadsieTku mo 32 Mr BKIo4an qanase 100
neteit ¢ JIAI'. bosentan HazHavanu B J03€ 2 MI/KT Macchl Tena 2 pasa/neHs (n = 33), 2 mr/kr
Mmacchl Tena 3 pasa/neHs (n = 31) wim 4 mr/kr maccel Tena 2 pasa/neHs (n = 36). B momeHT
BKJIIOUEHUSI B HMCCIIEJOBAHME BO3pAacT 6 MalMEHTOB COCTaBIsLI OT 3 Mecaues ao 1 roma, 15
MalreHToB — oT 1 rona 0 2 et u 79 nanueHToB — oT 2 110 12 jet. Meauana npoaomKUTEIbHOCTH
nedenus coctapuna 71,8 venens (ot 0,4 mo 258 Henens).

[Tpoduns Ge3omacHOCTH y AETEH MO JaHHBIM OOBEIMHEHHOTO aHajdu3a ObLI TaKUM XKe, KaKk B
OCHOBHBIX HCCJEIOBaHUAX Yy B3pOCibIX manueHToB ¢ JIAI, kpoMe 4yacTOThl MH(EKIMOHHBIX
OCJIO’)KHEHUH, KOTOpbIe ObUIH O0JIee YaCThIMU y IETEH, UeM y B3pocibiX (69 % B cpaBHeHuu ¢ 41,3
%). OTO OTIMYME YaCTUYHO MOXKET OBITh OOBSICHEHO Oojiee JUINTENIbHBIM JIEYEHHEM Yy AeTei
(menuana 71,8 Henenb) B CpaBHEHUU ¢ B3pocibiMu (Menuana 17,4 nenens). Hanbonee yacteiMm
HEKeNaTeIbHBIMU SIBJICHUSIMH ObUTH MH(EKIIUN BEPXHUX JbIXaTeIbHBIX MyTel (25 %), nerounas
(aprepuanbHast) runieprensus (20 %), nazodpapunrut (17 %), mupekcus (15 %), psora (13 %),
oponxut (10 %), 6onp B xuBote (10 %) u auapes (10 %). UactoTa HexxkenaTeNbHBIX SIBICHUN
CYILIECTBEHHO HE pa3jiuyajiach y MalMeHTOB MJaJlIe WM cTapiie 2 JIeT, OAHAKO 3TOT BBIBOJ
OCHOBaH Ha JJaHHBIX TOJIbKO 2] mamueHTta B Bo3pacTe 10 2 JIeT U 6 MalueHToB B BO3pacTe OT 3
MmecsieB 0 1 roma. Hapymenus ¢GyHKOUM TE€YeHM W aHEMUS/CHH)KEHHE TeMOTrjoOuHa
HaOmronamucb y 9 % u 5 % manuueHToB, COOTBETCTBEHHO.

B  panpomu3upoBaHHOM  M1anie00-KOHTPOJIUPYEMOM  HUCCIEIOBAaHHMM Yy  MAIMEHTOB C
HNEPCUCTUPYIOLIEH JIETOYHOM apTepuanbHOM runepreHsueil HoBopokaeHHbix (ITJIATH,
FUTURE-4) 13 HOBOpOXAECHHBIX MOIy4alu AUCIEprupyeMble TaOJeTKu O0O3eHTaHa B J103€ 2
MI/KT Macchl Tena 2 pas3a//ieHp, 8 MalueHTOB NodyJain mianedo. Meauana npoaosnKUTeIbHOCTH
Je4eHust 003€HTaHOM U IMpHeMa 11aredo COCTaBUIIN, COOTBETCTBEHHO, 4,5 nHst (0T 0,5 1o 10 gHei)
u 4 gas (ot 2,5 mo 6,5 mueit). CaMbIMU 4YacThIMHU HEXENATEIbHBIMU SIBICHUSIMH Y JIeTEH,
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COOTBETCTEBY

OCNEOCBATE HOC TS Q0012
MOJTy4aBIINX OO3EHTaH U manedo, ObuIn, COOTBeTCTBeHﬁG,'aHE;Lm;I B RINGH CHT/I)k'eHHe' reMorJro16HHa

(7 u 2 martmeHTOB), TeHepann3oBaHHbIe 0TekH (3 1 0 manueHToB) u pBoTta (2 u 0 MaIMEeHTOoR).

CooO0111eHus 0 T0/I03PEBACMBIX HEXKEIIATEIbHBIX PEAKIIUIX

Baxno coo0mare O MOA03peBaeMbIX HEXKENaTeNIbHbIX peakIUsX IOclie pPerucTpanuu
JIEKAPCTBEHHOIO Tpernapara ¢ 1eJIbl0 00eCIeYeHHs] HEMPEPHIBHOIO MOHUTOPUHTA COOTHOIICHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOrO TMperapara. MeauiuHCKUM pabOTHUKAM PEKOMEHIYETCs
€o00IaTh O JIFOOBIX TMO03PEBACMBIX HEXKEIATEIBHBIX PEAKIUAX JEKApPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CHUCTEMBI COOOIICHHS O HEXKEIATEeNIbHBIX PEaKIUsiX roCyAapcTB — YICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas @enepanus

DenepanbHas ciry:x0a 1o Haa30py B cepe 3ApaBOOXpaHEHUSI.

Anpec: 109012, r. MockBa, CnaBsiHcKas miomazis, a. 4, ctp. 1.

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

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALIMOHHO-TEJIEKOMMYHUKAITUOHHON ceTH «HTepHeT:
https://www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CuMOTOMBI

BbosenTan npumMensuin B 0IHOKpaTHOM 03¢ 2400 MT y 310pOBBIX JOOPOBOJIBLIEB U B 03¢ 10 2000
MT//IeHb B T€YEHHE 2 MECSIEB y MAalUEHTOB ¢ Ipyrumu, kpome JIAT, 3aboneBanusmu. Haubomnee
yacTto BcTpevatouieiicss HJIP Obl1a ronoBHast 00J1b OT JIETKON O yMEPEHHOW HHTEHCUBHOCTH.
Tsokenast mepeno3upoBKa MOKET MPUBECTH K BBIpAKEHHOMY cHIDKeHHIO AJl, TpeOyromemy
AaKTUBHOH CEpJIeYHO-COCYIMCTON Tepanuu. B mocTperucTpaliiOHHOM IEPUOJIE 3apEeruCTPUPOBaH
CIIy4aii mepe03upOBKH y MallbunKa-moipoctka nocie npuema 10 000 mr 603eHTaHa, KOTOPBIH
OPOSIBISUICS  TOITHOTOW, pBOTOH, CHIKeHHEM AJl, TOJOBOKPYXEHHEM, MOBBIIICHHBIM
MOTOOT/ICJICHUEM U HAPYIIEHUEM Y€TKOCTHU 3PUTEIHLHOTO BOCTIPUSTHSI.

Jleuenune

CocTosiHME TOJIHOCTbIO HOPMAJIM30BAJIOCh B TeueHUEe 24 yacoB Ha (OHE MOAJEpKUBArOIEiH
TUIIEPTEH3UBHON TEpaIuu.

bo3enTan He ypansgeTcs nIpyu reMoaualinse.

5. ®DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHu4ecKHe CBOiicTBa

CDapMaKOTepaHCBTI/I‘IGCKaﬂ rpynna: aHTI/IFI/IHCpTeH3I/IBHBI€ CpG)ICTBa; aHTI/IFI/IHCpTeH3I/IBHBI€
CpeICTBA JJIs JICUEHUS JIETOYHOW apTepUalbHON TUIIEPTEH3UH.

Koxg ATX: C02KXO01

Mexanusm aelictBus U papMakoguHaMudecKue 3O HEKTHI

Bo3eHTaH sBisIeTCS HECENIEKTUBHBIM aHTarOHMCTOM 3HJOTEIMHOBBIX pelenTopoB Tumna OTa u
OTg. bo3eHTaH CHIKAET Kak JITOYHOE, TAK M CUCTEMHOE COCYJIMCTOE COMPOTUBIICHUE, IPUBOIS
K TOBBIIIEHUIO CEPACYHOr0 BRIOpOca 0e3 yBeInYeHHUs 4acTOThl cepaednbix cokpamienuii (UCC).
Heiiporopmon supotenun-1 (OT-1) siBasieTcss OTHUM U3 CaMBIX MOIIHBIX CPEIM M3BECTHBHIX B
HACTOAILIMH MOMEHT Ba3OKOHCTPUKTOPOB, KOTOpPBI Takke 00Iagaer CcrmocoOHOCThIO
CTUMyJHpoBaTh  (uOpo3, KIeToyHyo  mnpoiudepanuio, Tuneprpopuio  cepaua u
pPEMOJICIUPOBAHKE, M TAK)KE MPOSBISIET MPOTUBOBOCIATUTEILHYIO aKTHBHOCTh. OTH A (HEKThI
UHAYUUPYIOTCS TpH cBs3biBaHuu sHAorenuHa-1 (OT-1) ¢ peuentopamu DOTa u OTs,
PacnoyIoKEHHBIMH B S3HAOTEIUHU U TJIAJJKOMBIIIEUHBIX KJeTKax cocyaoB. Konuenrpanuu 3T-1 B
TKaHSAX W TJIa3M€ KPOBH TMOBBIIMIAIOTCS TIPU HEKOTOPBIX CEPJICUHO-COCYIUCTHIX 3a00ICBaHUSAX H
0OJe3HsAX COENUWHUTENBbHON TKaHu, B ToM uucie mnpu JIAL, ckiepogepmuu, OCTpod u
XPOHUYECKOW CEepACYHOM HEJOCTATOYHOCTH, HMIIEMHUU MHUOKap/a, CUCTEMHON THIEPTEH3UH H
aTepockiepo3e, 4To npeanonaraeT yuyactue JT-1 B marorenese atux 3adoneBanuii. [Ipu JIAI u
CepIeYHON HEAOCTATOYHOCTH, MPH OTCYTCTBUU AHTAaroHW3Ma K SHIOTEIMHOBBIM PEIENTOpaM,
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COOTBETCTBY

NOBBIIIEHHBIE KOHIEHTpauu DT-1 cTporo Kop ennpyidt & ket i

3a0oJieBaHUM.

bozenran konkypupyer ¢ OT-1 u gpyrumu OT nentugamu 3a cBsizpiBanue ¢ OTa u OTs ¢
HE3HAYUTEIILHO Ooyiee BBICOKUM cpojactBoMm K perentopam OTa (Ki = 4,1-43 Hmonb) 10
cpaBuenuio ¢ peuentopamu ITg (Ki = 38-730 HMoIIB).

bozenTan crienuduyecku 6nokupyet T perentopsl U HE CBA3BIBAETCS C APYTUMHU PELENTOPaMHU.

Knununueckast 3 QeKTUBHOCTE U 6€30MMaCHOCTh

[Tpu u3ydenun JIAI' Ha MOJensX KMBOTHBIX IMOKA3aHO, YTO JUIMTEIILHOE BBEJeHHE 0O3€HTaHa
BHYTPh CHIDKaeT JyierouyHoe cocyaucroe comporuBieHue (JICC) m cmocobcTByeT obpaTHOMY
Pa3BUTHIO THIIEPTPOGUU COCYIOB JIETKUX M MPABOTO Keayaouka. [loka3aHo, 4To Ipu JErOYHOM
¢ubpo3e 603eHTaH YMEHBIIACT HAKOIIJICHHE KOJJIATCHA B JICTKHX.

Ddhexmusnocmv npu npumeHenuu y 83pOCAbIX NAYUEHMO8 C JIe2OYHOU apmepudaibHOuU
eunepmeH3uetl

JnutenbHoe (B TeyeHue 12 u 16 Hemenp) nedeHne B3pOCabiX nanueHToB ¢ JIAD (mepBu4HON U
BTOPUYHOW, MPEUMYIIECTBEHHO acCOLMMpoBaHHOEe co ckiepogepmueit) III-IV @K 1o
knaccudukanun BO3 0o3eHTaHOM B KOMOHMHALIMM C aHTHKOATYJISHTaMH, Ba30JMJIaTaTopaMu
(OokatopamMM KaJbLMEBBIX KaHAJOB), AMYPETUKAMM, KUCIOPOJOM M JUTOKCHHOM, HO HE
SMOMPOCTEHOJIOM, COIMPOBOXKIAJIOCh YMEHbBIIEHHEM BbIpaxeHHOocTH cumnTomMoB JIAIT u
3HAUUTENbHBIM YBEJIIMYEHUEM TOJEPAHTHOCTU K (PU3HMUECKUM Harpyskam (1o pe3ynbTaTaM TecTa
¢ 6-MUHYTHOI X0ab00i1). ITH 3P PEeKTh OTMEUANHCh Yepe3 4 Helea, OTUCTIMBO MPOSBISIINCH
yepe3 8 Heslelb U COXPAHSUIUCh 110 28 HeZleNb B MOJArPYIIIE NAallMEHTOB aKTUBHOTO JICUEHUS.

B uccnenoanuun naumentos ¢ JIAI' II @K nokazaHo 3HauMTENIbHOE YBEJIMYEHUE BPEMEHU 0
Hauaja KIMHWYECKOTO YyXYyIIIEeHUs (KOMOMHMpOBAaHHAs KOHEYHAs TOYKA, BKIIOYAIOIIAs
MPOrPEeCcCUPOBaHUE CHUMIITOMOB 3a00JeBaHMs, TocnuTanu3anuio Beienctsue JIAIT u cimyuyam
CMEpTH).

V¥ nauuentos ¢ JIAI' III @K u nopokamu cepaua B COYETAaHUU C HapyUICHUSIMU NOKazaTesen
reMOJMHAMHUKHU IO TUITY CUHpoMa DH3eHMEHIepa, YBEIMUEHUE CPETHETO 3HAUEHUSI HaChIILIEHUS
KpoBH Kuciopoaom Ha 1,0 % B rpymme nanueHToB, Nody4aBIIMX 003eHTaH, CBUAETEIHCTBOBAIIO
0 TOM, 4TO 003€eHTaH He ycyryoussier runokcemuto. CpeaHee 3HaYEHUE JIETOYHOT'O COCYIUCTOrO
COTPOTHUBIICHUSI 3HAYUTENBHO CHIDKANIOCh, a TOJIEPAHTHOCTh K (DU3MUYECKUM Harpy3kam
MOBBILIANIACH (CPEAHSSI JUCTAHLIMS MO pe3yabTaTaM TecTa ¢ 6-MUHYTHOHN X0J1b00H yBETUUYMIIACh
Ha 53 MeTpa) B rpymIe MalueHToB, MOTYYaBIIUX O03EHTaH.

[Tpu n3yuyenuu 603enrana y nauuentoB ¢ JIAT 11l @K B coueranuu ¢ BUY-undekuueii nokazaHo
MOBBIIIIEHHE TOJIEPAHTHOCTH K (PU3NYECKUM HArpy3KaM B CPAaBHEHUU C UCXOJIHBIMH JAHHBIMU.

B 1ByX OCHOBHBIX IUIaLe00-KOHTPOIMPYEMBIX HCCIEAOBAHUAX U MX OTKPBITHIX MPOJIJICHUSIX Y
BCEX MAI[MEHTOB, MOJyYaIOUIMX O03eHTaH, B T€UeHUE JJIUTEIBHOI0 BPEMEHH NTPOBOININ OLIEHKY
KU3HEHHO Ba)KHBIX IMoKazarenei. CpeaHss NpoAoKUTEIbHOCTh IpUueMa 003eHTaHa COCTaBUIIa
1,9+ 0,7 net (ot 0,1 10 3,3 N1€T), KIMHUYECKOE COCTOSTHUE MAIIHEHTOB KOHTPOIUPOBAIIU B CPETHEM
B Teyenue 0,2 + 0,6 yner. Y Gosbllield 4acTH MalUEHTOB OBLI MOATBEPKIACH TUAarHO3 MEPBUYHON
JIAT (72 %) u onpenenen 111 ®K (84 %) no knaccudpuxanuu BO3. [Tokazarens BBIKUBAEMOCTH B
TpYIIIIE B IIeJI0OM (COTJIacHO olleHKe 1o meToy Karman-Maiiepa) uepes 1 roj iedenust 603eHTaHOM
coctaBui 93 %, a uepes 2 rona — 84 %. Y manueHTOB ¢ CHCTEMHOH CKJIEPOAEPMHUEN TOKa3aTeNIN
BbDKHMBAaeMOCTH 110 MeToay Kannan-Maiiepa Obutn HUXe.

Cucmemnas cknepooepmus ¢ A36eHHbIM NOPAdiCeHUeM KOHeYHOCmell

Pe3ynbrarthl JBYX KIMHUYECKUX MCCIEIOBAaHUN Yy B3pOCIBIX MAlUEHTOB C CHCTEMHOM
CKJIEpOJICpPMHUEH U S3BEHHBIM MMOPAKEHUEM KOHEYHOCTEH (B CTaguu 00OCTPEHUS WM B CIIydasX,
KOrJia S3B€HHOE MOpa)kKeHHe OTMEeYalld B T€YEHHE MOCJIEIHEro roja) nokasaiu, YTo B TEUECHUE
BCETo MepHuojia NpuMeHeHus: 003eHTaHa HaOII01aeTcs JOCTOBEPHOE YMEHBIICHUE YMCIa HOBBIX
SI3BEHHBIX MOPAKEHUN KOHEYHOCTEH 10 CPABHEHUIO C TIIAIe0o0.

VY nanuueHToB, MOTy4aBUIMX OO3€HTaH WK IU1anedo B TedeHue 16 Heaenb, B CpeiHeM, OTMEYEHO
1,4 u 2,7 HOBBIX S3BEHHBIX MOpaxeHuil, cooTBercTBeHHO (p = 0,0042). B wuccnenoBanuu
IIPOJOJKUTEIBLHOCTBIO 24 HEJIENIN YNCII0 HOBBIX SI3BEHHBIX IOPAXKEHUH KOHEUHOCTEN Y NTallueHTa
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COOTEBETCTEYET 3KI(

ot 26.05.2025 N= 1:

COCTaBJIsUIO, B cpenneM, 1,9 u 2,7, cOOTBETCIBEHHO '('B':L—'H,%%%%M'e:'s&%ﬁré—hb Ha

CKOPOCTB 3aXKMBJICHUSA A3BCHHBIX HOpa)KCHI/Iﬁ HE YCTAaHOBJICHO.

CTHu

Hccneoosanus, nposedennvie y oemetl ¢ JIAI

HccnenoBanue mapaMeTpoB (hapMaKOKHHETHKH OO3€HTaHa MPOBOJIWIM y JCTeH B TedyeHue 12
Helenb Tepanmuu. AHAIW3 TEeMOJAMHAMHYECKHMX TApaMeTPOB YKa3blBAaCT Ha YBEIUYCHHE
cepaeunoro uuaekca (CH) na 0,5 T/MHH/M?, a TakKe Ha CHIDKCHHE CpPEeIHEeTO NaBJICHUS B
nerounoii aprepun (JJJIA) 10 8 mm pt. ct. 1 JICC — 10 389 muH X cex X cM™,

5.2. ®apMaKkoKHHeTHYECKHE CBOHCTBA

dapmakoKHHETHKa 003eHTaHa U3y4yeHa B OCHOBHOM Y 3JI0POBBIX T0OPOBOJBIEB. OrpaHUUCHHBIE
JTAHHBIC CBHUJICTEILCTBYIOT O TOM, YTO SKCIIO3UIIMS OO03€HTaHA Yy B3pOCIBIX HanueHToB ¢ JIAT
MPUMEPHO B 2 pasa BHIIIIE, YeM Y 3JI0POBBIX TOOPOBOIBIICE.

dapMaKOKHHETUYECKHE TTapaMeTPhl y 3I0OPOBBIX JOOPOBOJIBIICB 3aBHCAT OT J03bI U BPEMEHHU
npuema Oo3eHraHa. KimpeHc U 00beM pacrpeneneHusi CHUXKAIOTCA TpPH  YBEIUYCHUU
BHYTPUBEHHOM JI03bI M C TE€YCHUEM BpeMeHHU. [lociie mpuema BHYTPh CHCTEMHAsi SKCIIO3UITUS
0o3eHTaHa TponopuruoHaibHa B jo3ax 10 S00 mr. Ilpu mpueme BHYTph 00jiee BBICOKHX 103
603eHTana Cmax 1 AUC yBenuUMBarOTCsl MEHEe MPOIOPLHUOHAIBHO JI03€.

AGcopbuus
AbcomoTHas OMOAOCTYTHOCTh OO3€HTaHa y 3JI0OPOBBIX JTOOPOBOJBIEB TOCIE NpHUEMa BHYTPb

coctaBiisieT okoio 50 %, mpuem NUIM He BiMseT Ha O0MoJoCTyNHOCTh. Cmax B IIa3Me€ KPOBU
JOCTUraeTcs 4epes 3-5 4acoB Mociie IpueMa penapara BHyTpb.

Pacnpenenenue

bo3enTan B BeICOKOI cTeneHu (6osee 98 %) cBs3bIBaeTCs ¢ OesKkaMu I1a3Mbl KPOBU, B OCHOBHOM
¢ anpOymMuHOM. bo3eHTaH He MpOHUKAeT B ApUTpouuThl. [lociie 0THOKPaTHOrO BHYTPUBEHHOTO
BBezIcHUs B j103¢ 250 Mr o0beM pacnpesneneHus (V) cocrapiseT 18 1.

buotpancdopmanus u snumuHanus

[Tocne ogHOKpAaTHOTO BHYTPUBEHHOTO BBEACHUS 003eHTaHa B o3¢ 250 Mr ximpeHc — 8,2 n/d.
[Tepuon monyssiBenenust (T1z) — 5,4 vaca. [Ipy MHOTOKpaTHOM NPUMEHEHHUH KOHIICHTpPAIHS
003eHTaHa B IJIa3Me KPOBH CHUXKAETCsI MOCTENEHHO 110 50-65 % oT 3HaueHMI KOHIEHTpaluu Npu
OJTHOKpAaTHOM NPUMEHEHUHU. BeposTHO, CHI)KEHHE KOHIEHTpanuu Oo3eHTaHa O0YyCIOBIECHO
ayTOMHAYKUKEN (pepMeHTOB rneueHu. PaBHOBECHOE COCTOSTHUE JOCTUTAETCS B TeUeHHUe 3-5 AHEH.
bozentan merabonn3upyercs B EUYEHU NPU y4acTHH M30(hepMEHTOB cucTeMbl uToxpoma P450
CYP2C9 u CYP3A4. bo3eHTaH BBIBOAMUTCS Yepe3 KUIICUYHHUK C KeTdblo, MeHee 3 % MpUHATON
BHYTPb JI03bI BBIBOJUTCS MOYKAMHU.

bozentan o6pasyer 3 wmertabonuTa, OJWH M3 KOTOPHIX o00OMamaer (apMaKkoJIOTHUYECKON
aKTUBHOCThIO. (DapMakoIOrMyecku AaKTUBHBIM MeTaOOIUT BBIBOAUTCS NPEUMYIIECTBEHHO B
HEU3MEHEHHOM BHJIE C KEJIYbl0. Y B3POCIHbIX MAI[MEHTOB CHUCTEMHOE BO3/ECHCTBHE aKTUBHOTO
MeTa0oJIMTa BBIIIE, YEM Y 3JJ0POBBIX JOOpPOBOJIBLEB. Y MAlMEHTOB C NMpH3HaKaMM XojecTasa
CUCTEMHOE BO3/EMCTBHE ITOTO META00IUTAa MOKET BO3PACTATh.

bozenran sBnsgercs muaayktropoM uzopepmentoB CYP2C9 u CYP3A4, a Taxke, BO3MOXHO,
uzodpepmerra CYP2C19 u P-rmukonporenna. In vitro 6o3enran mojasiser aktuBHocTh BSEP B
KYJIBTYp€ I'elaToLNUTOB.

B wuccrenoBanusx in Vitro mokasaHo, 4To 003€HTaH HE OKa3bIBaeT 3HAYUMOT'O MHTUOHMPYIOIIETO
abdexkra Ha piax uzodepmentoB (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2EI, 3A4).
CnenoBarenbHO, 003€HTAaH HE IMOBBIIIAET B KPOBU KOHIEHTPAILUIO JIEKAPCTBEHHBIX CPEICTB,
MeTab0IM3M KOTOPBIX ONOCPEOBAH JaHHBIMU H30(epMEHTaMH.

Oco0ble rpynibl HalMEHTOB

PesynpTarhl HccnenoBaHuil mpeAnoaraT, 4To Ha (papMaKOKMHETUKY OO3€HTaHa y B3POCIBIX
MAIUCHTOB HE OKAa3bIBAIOT CYIISCTBEHHOTO BIUSHUSA Takue (PaKTOpBI, Kak IOJI, Macca Tea,
pacoBas IPUHAITIC)KHOCTH HIIK BO3PACT.
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COOTBETCT E.'j-:E__ 3K

ot 26.05.2

L

(MOCNEOCBATENBHOCTL 0001
Toueunas neoocmamourocmo NOCNEOOBATENEHOCTE 0007)

VY nanueHTOoB ¢ NOYEUHON HEOCTaTOYHOCTBIO TSKEJION CTENEHH TSKECTH (KJIMPEHC KpeaTHHUHA
(KK) 15-30 mui/mMmuH), KOHIICHTpaIs 003eHTaHa B TUIa3Me KPOBU CHUKaeTcs rnpumepHo Ha 10 %.
KoHuenTpanus merabonuToB 0o3€HTaHa B IUIa3Me€ KPOBHM BO3pacTaeT IMPUMEPHO B 2 pasa IO
CpPaBHEHHMIO C NAaIMEHTAaMH C HOPMaJbHOM (yHKIMEH MoyeK. Y NalHMeHTOB C TOYEeYHOH
HEJI0CTaTOYHOCThIO HE TpedyeTcss Koppekuuu [o3bl. [IpumeHeHue Oo3eHTaHa Ha (QoHe
reMo/ivanu3a He U3ydaau. Y YUThIBas (PU3UKO-XMMHUYECKHE CBOMCTBAa 003CHTaHa U €r0 BHICOKYIO
CTENEHb CBS3bIBaHUA C O€IKaMHU IUIa3Mbl KPOBH, 3HAYUTEIBHOIO BBIBEJCHMsS OO3€HTaHA W3
COCYJMCTOTO pycia BO BPEMs T€MOJUAIN3a HE 0KUIAeTCA.

Ileyenounas nedoocmamounocmo

VY manueHToB ¢ NeYeHOYHOH HEAOCTATOYHOCTHIO JIETKOM CTeNneHH (KJ1ace A MO KiIacCH(pHUKAIUN
Yaitna-I1p10) CylIecCTBEHHBIX HM3MEHEHUH TIOKa3aTened (apMakKOKMHETHKH OO3€HTaHa He
oTMeueHo. Y 3Tux nanueHToB paBHoBecHass AUC 6o3eHTaHa Obuia Ha 9 % BblIllIe, a €T0 aKTUBHOTO
metabonuta RO 48-5033 — Ha 33 % BhILIIE 110 CPABHEHUIO C AHATIOTUYHBIM [10KA3aTEJIEM 3/10POBBIX
I00pOBOJIBIIEB. BrusHIE Te4eHOYHON HETOCTaTOYHOCTH YMEPEHHOH CTeneH! TsokecTH (Kiace B
no kinaccupukanuu Yaiina-Ile0) Ha (dapmakoKkuHETHUECKHE MMapaMeTpbl OO3€HTaHa U €ro
ocHoBHOTO MeTabonmuTa R0 48-5033 m3yuanu y 5 naruientos ¢ JIAI', 00ycioBiieHHON MOPTaIbHON
TUINEPTEH3UeH, U MEeYEHOYHOM HEeIOCTATOYHOCTHI0 YMEPEHHON CTENEeHH TSKECTH, a TaKke y 3
narnuenToB ¢ JIAL', 00ycloBIeHHON APYrUMU MPUYUHAMH, U HOpMAJIbHOW (DyHKIMEH nedeHn. Y
HAIMEHTOB C IEYEHOYHON HE0CTaTOUHOCThIO Kilacca B cpeanee 3nauenue (95 % noBepuTesbHbINH
unrepsan ([J1)) paBaoBecHoit AUC 603enrana coctaBuiio 360 (212-613) Hr x u/mi, T.e. ObUIO B
4,7 pa3a Bbie, a cpennee 3Hauenue (95 % [AU) AUC aktuBHoro merabonuta Ro 48-5033
cocraBmiio 106 (58,4-192) ur x u/mi, T.e. B 12,4 pasa Bblle, YeM y MAIMEHTOB C HOPMAJILHOU
dbynkuueit neuenu (6o3entan: cpennee (95 % JAN) AUC 76,1 (9,07-638) ur x u/mi; Ro 48-5033:
cpennee (95 % W) AUC 8,57 (1,28-57,2) ur x u/mi). HecMoTpst Ha HEOOBIIIOE YUCITIO TTAIIICHTOB
Y BBICOKYIO BapUa0eIbHOCTh MOJIYY€HHBIX IaHHBIX, 3TH PE3YJbTAaThl yKa3bIBAIOT HA 3HAUUTEIBHOE
YBEJIMYEHUE CHCTEMHOM SKCIO3MLMU O03€HTaHa U ero ocHOBHOro Meradonurta Ro 48-5033 y
MAIMEHTOB C TMEYEHOYHOM HEJOCTATOYHOCTHIO yYMEpPEHHOUM creneHu TskecTH (kimacc B mo
kinaccupukanuu  Yaia-Ilero). ®apmakokuHeTHKa OO03€HTaHA Yy TAIMEHTOB C TSDKEIOU
NeYeHOYHOM HepocTaroyHocThio (kiaace C mo kmaccudukammuu Yaiinna-Ilero) He u3yuena.
[TpumeHneHre 603eHTaHa MPOTUBOIIOKA3aHO Y MAIIMEHTOB C YMEPEHHOM U TSKEIOW NMEeYeHOYHON
HesoctaToyHocThio (kiace B wn C no knaccudukanun Yaitna-Ilsto, cMm. pasgen 4.3.).

eTn

Pesynbratel nccnenoBanus GpapMakOKMHETUKH OJHOKPATHOM M MHOTOKpPATHBIX /103 O03eHTaHa
npu npueme BHYTph y 19 nereii ¢ JIAI B Bo3pacte ot 3 10 15 ner (mpuem B 103€ 2 MI/KI Macchbl
tena 2 paza B jaeHb, AC-052-356 (BREATHE-3)) cBHICTENBCTBYIOT O TOM, YTO CHCTEMHOE
BO3JCIiCTBME OO3€HTaHAa CHUXKAeTCsl CO BPEMEHEM B  IIOJIHOM  COOTBETCTBUU C
aBTOMHAYKIMOHHBIMU cBoiicTBamu npenapata. Cpeanue 3HadeHus AUC (CV %) 6o3eHTana y
JieTel, mosrydarmux 6o3eHTad B 1o3ax 31,25 mr, 62,5 mr unu 125 mr 2 pasza B IeHb, COCTaBIISUIH
3,496 (49), 5,428 (79), u 6,124 (27) Hr X 4/MIJ1, COOTBETCTBEHHO, U OBLITU HUKE CPEHETO 3HAUCHUS
sToro nokazatess (8,149 (47) Hr x u/mi1) y B3pocibix narueHToB ¢ JIATD, mpuHuMaBmnx 603eHTaH
B 03¢ 125 Mr 2 pa3za B JeHb. B paBHOBECHOM COCTOSIHUM CHUCTEMHOE BO3JIEHCTBUE y JETEH C
Maccoit Tena 10-20 kr. 20-40 xr u 6oJiee 40 KT cOCTaBHIIO, COOTBETCTBEHHO, 43 %, 67 % u 75 %,
OT COOTBETCTBYIOIIMX MOKa3aTesael y B3pOCIbIX.

6. PAPMAIIEBTHUECKHWE CBOWCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB
Cocras sspa

Kpaxmai KkyKypy3HbIi

Kpaxmai npexenaTHHU3NPOBAHHBIN
KapOoxcumeTrunkpaxman HaTpus

[MoBumon K-30

['muuepuna Oerenat
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Marnus creapat

CocTaB 000JIOYKH

T'omosoe nokpwimue sxcermoeo ysema \Wincoat WT-4014:
['unpomennosa

Makporoi 3350

Twutana quoxkcung

Tanpk

Kpacutenps aqtoMUHUEBBIN JIAK WM XUHOJIUHOBBIN AKEITHII

6.2. HecoBMecTUMOCTE
He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHSs )
2 roja.

6.4. OcoOble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUHU
XpaHuTh npu TemnepaTrype He Baiie 25 °C.

6.5. XapakTep u cofep:KaHHe MEPBUYHOI YIAKOBKH

ITo 14 Tabnerok B 6ucTep u3 mwieHku [I1BX u amomuHneBoi Gobr.

ITo 4 GnucTepoB BMECTE ¢ MHCTPYKIMEN 0 METUIIMHCKOMY IPUMEHEHUIO B MAUKY U3 KapTOHA JUIsI
NOTPEOUTENHCKOM Taphl TUIIA XPOMOBBIN UITH XPOM-3p3all.

[To 56 wmu 70 TabneTok B IUIACTHKOBYIO OaHKY W3 MONMATHIEHTEpedTanara, yKyNOpeHHYIO
IJIACTUKOBOM KPBIIIKOW M3 MOJIMATUIIEHA BBICOKOM INIOTHOCTU HU3KOI'O JABJIEHUS C KOHTPOJIEM
nepBoro BCKpbITH. Ha OaHKy HakJIEHBAIOT ATUKETKY U3 OyMaru nucuei, Wik STUKETOUYHOM, UITN
CaMOKJIESUTYIOCS ITUKETKY.

1 GaHKy BMecCTE€ C MHCTPYKLHUEH [0 MEIUIMHCKOMY MPUMEHEHMIO B MauKy W3 KapTOHA IS
NOTPEOUTENHCKOM Taphl TUIIA XPOMOBBIN WM XPOM-3p3all.

6.6. OcobGble Mepbl TPEIOCTOPOKHOCTH TPH YHHYTOKEHHH HMCIOJIb30BAHHOTO
JIEKAapCTBEHHOT'0 MpenapaTa Wi 0TX010B, MOJYyYeHHBIX I0CJIe PHMeHEeHNsI penapara, u
APyrue MaHUIYJISIIUHU C IPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIUOHHOI'O YAOCTOBEPEHMUSA

Poccniickas @enepanns

000 «9OnBancn Papmar

308010, benropockast 06J1., MyHUITMTIATBHBIN paiioH benropoackwuii, r.m. mocenok CeBepHBIH,
nrt. CeBepHblid, yi. bepesosas, 31. 5.

Ten.: +7 (4722) 20 23 19

Anpec snexTpoHHO# mouThl: factory@atcl.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. IATA NEPBUYHOM PETHMCTPAIIMM (IIOATBEPXKXJIEHWS PETHMCTPAIIAM,
NEPEPEI'UCTPAIIUN)
[aTa nepBoii perucTpanum:

10. JATA HEPECMOTPA TEKCTA

OOmiasi xapakTepHCTHKa JIGKapCTBEHHOro Tpenapata bo3eHTaH-DJBaHCA JOCTyNHA Ha
uH(GOPMAIIMOHHOM TopTane EBpasuiickoro 3KOHOMHYECKOTO cOro3a B HH(DOPMAIMOHHO-
KOMMYHUKaIIMOHHOM cetn «/HTepHeT» http://eec.eaeunion.org/.
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