COOTBETCTBYET 3KCNEPTHO

ot 09.06.2023 N2 108(

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

MY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Bosenran, 62,5 Mr, TabJIeTKH, TOKPHITHIE TUICHOYHON 000I0YKOH.

bozenTan, 125 mr, TabseTKH, MOKPHITHIC IJIEHOYHONH 000I0UKOM.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JeticTBytolee BemecTBo: 003eHTaH.

Bosenran, 62.5 mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHOU 000JI0YKON

Kaxnas tabmerka comepxkutr 64,541 Mr Oo3eHTaHa MOHOTHApaTa B IepecyeTe Ha OO3CHTaH
62,500 mr.

bozenTan, 125 Mr, Ta0JIeTKY, DOKPBITHIE IJIEHOYHOU 000JI0UYKOM

Kaxnas Tabnerka comepxkut 129,082 mr Go3eHTaHa MOHOTHIpaTa B Iepecdere Ha OO3CHTaH
125,000 mr.

ITonubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTKu, MOKPHITHIE TNIEHOYHOU 000TI0UYKOA.

bozenTan, 62.5 Mr, Ta0JIE€TKU, HOKPBITHIE IIEHOYHOU 000JI0UYKOM

Kpyrible nBOSKOBBINYKJIbIE TaOJETKHM C PHUCKOM, MOKpPBIThIE IUIEHOYHOH OO0OJOYKOH OT
CBETJIO-XKEITOr0 /10 CBETJI0-KEITOr0 ¢ KOPUYHEBATHIM OTTEHKOM I[BETA.
TabneTky MOXKHO pa3fieIUTh Ha paBHBIE J103BI.

bozenTan, 125 Mr, Ta0JeTKN, DOKPBITHIE INIEHOYHOU 000JI0UYKOM

Kpyrible ABOSKOBBINTYKIIbIE TAOJETKH, TOKPHITHIE TUIEHOYHON 000JI0UKON OT CBETIIO-XKEJITOTO J0

CBCTJIO-KCJITOTO C KOPUYHEBATHEIM OTTCHKOM IBCTA.

4. KIMHNYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

Jleyenue nerovHoi aprepuanbHoil runepren3uu (JIAIY) ¢ 1enbio ymydiieHus TOJIepaHTHOCTH K
¢u3nueckuM Harpy3skaM M KIMHMYECKMX CHUMITOMOB Yy mnamueHtoB lI-1V ¢ynkunonamsHOro
kiacca (PK) no knaccudukanuy BCeMUPHOW opraHu3zaimu 3apaBooxpanenus (BO3), B3pocibix
U IeTel cTapuie 3-X JIEeT, BKIIIoYasi:

® TEPBUYHYIO (MIMONATUYECKYIO U HacaeACTBEHHYI0) JIAT;
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UHTEPCTUIUAIBHOTO MTOPAKEHUS JICTKHX;
e JIAI, accouMHMpOBaHHYIO C BPOXICHHBIMH TIOPOKAMH CEpJAlla W, B YaCTHOCTH, C
HapYIICHUSIMU TIOKa3aTesieid TeMOJIMHAMUKY 10 TUITY CHHIIpOMa Di3eHMEHTepa.
CHM)KeHHE 4YMciaa HOBBIX JWTMTAIBHBIX 3B y B3pOCIBIX IIPU CHUCTEMHOH CKJIEpOAEPMHUH U
MIPOTPECCUPYIONIEM SI3BEHHOM IMOPAKEHUU KOHCUHOCTEH.
4.2. Pe:kuM 103UPOBAHUS M CITOCO0 NMPUMEHEHUs

PexxuM 1o3upoBaHus

Bspocnvie

Jlecounas apmepuanvbras cunepmen3us

Jleyenue u HabOIIOIEHHE JTOJDKEH MTPOBOIUTH TOJIBKO Bpay, UMEIOIINMA onbIT JedeHus JIAT .

VY B3pociblx HavanmbHas qo03a mpemnapata bozeHTan cocraBnser 62,5 Mr 2 paza/aesnp (yTpom u
BEUEpPOM) B TeueHue 4 HeAelb, 3aT€M JI03y MOXKHO YBEIUYHUTH 0 TMOJIEPKUBAIOIICH 03B,
KOTOpas cocTaBiseT 125 mr 2 pas3a/neHs.

OTHUM pEKOMEHJAlMsAM HYKHO CJIe0BaTh U IpPU BO30OHOBIEHUH IpueMa mpernapata bozentan
nocJie mepepobiBa B ieueHuu (cM. pazaen 4.4, noapazaen «Ocodbie yKazaHusm»).

Tepanus 6 cavyae KiuHuyecko20 yxyouwenus JIAL

Crnemyer paccMOTpPETh BO3SMOXKHOCTh NPUMEHEHHsI allbTePHATUBHBIX METOOB JICUCHHUs B CIIydae
KJIMHUYECKOrO YXYALIECHUs (HampuMep, IpU yMEHbLUIEHHH IUCTAHIMU IO Pe3yjbTaraM TecTa C
6-MuHyTHOM X0/15001 He MeHee ueM Ha 10 % 110 cpaBHEHHUIO C UCXOHBIMU IIOKA3aTeIIMU ), HECMOTPS
Ha TIpUMEHEHHe Tpenapara bo3eHTaH B TeueHne He MeHee § Helenb (M3 HUX B PEKOMEHIYeMOU
no3e — He MeHee 4 Henenb). OHaKo y yacTu MalMeHTOB Mpy HeapPeKTuBHOCTH npenaparta bosenran
nocie 8 Henelb NPUMEHEHUs, MOJOXKUTENbHBIN 3((deKT Moxer HaOMoaaThCs Iocie
JIOTIOJTHUTEINTBHBIX 4-8 HeeNb JICUSHUs!.

[Ipy HacTyIUIEHWH KJIMHUYECKOTO YXYIIICHHS CITyCTS HECKOJBKO MECSIEB JIEUECHHS MperapaToM
bozenran, nienecoo0pa3sHOCTb €ro JalbHENIIEeTo IPIMEHEHNS CIIEAYeT OLIEHUTH 3aHOBO. Y BEIIMYECHNE
no3bl npeniapata bozenran 1o 250 mr 2 pasza/neHb y HEKOTOPBIX MAIMEHTOB, MPH HEAOCTATOYHON
sddexTrBHOCTH €ro 10361 125 Mr 2 pa3a/neHb, MOXKET CIIOCOOCTBOBATh HEKOTOPOMY TOBBIIIEHUIO
TOJIEPAHTHOCTU K (pu3nueckoi Harpyske. CrieyeT TIIaTeIbHO B3BECUTh COOTHOLIEHHE MOJIb3a/pUCK
JUTSL TIPHHSTHSL PEUIeHHsT 00 YBEIWYECHHUH O3Bl Mpenapara, MpUHAMAas BO BHAMAaHHE 3aBHCHMOCTb
renaToTOKCUYHOTO JACHCTBUS TipenapaTta bozeHTan ot ero 1035l

Ilpexkpawenue mepanuu

Hmeercsi orpaHMYEHHBIH ONBIT BHE3AIHOTO IMPEKpAIIEHUs Tepanuu O0O03eHTaHOM IAIlMeHTOB C
JIAT', npu sToM JaHHBIX O pe3koMm yxymumienuu JIAI' He momydeHo. Tem He MeHee, B IIENAX

NpeaoTBpaAlICHNUA YXYAMICHUSA COCTOAHHA IMAIMCHTA KM3-3a BO3MOXKHOI'O pPasBUTUA CHHApPOMA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.06.2023 N= 10808

«OTMEHBI», PEKOMEH]IyeTCS TOCTENIEHHOE CHIKEHUE no&gllr{i;a%ﬁﬁg 51baEHrel 3-7 :,&;[I-Eﬁ) u

OJIHOBPEMEHHOE HAayaJl0 aJbTEPHATUBHOM Tepanuu. PexoMeHayeTcs peryisspHbI KOHTpPOJIb
KJIMHAYECKOI'0 COCTOSIHUS ITALIUEHTA B IIEPUOJ OTMEHBI JICUEHUS.
Ecnu npunsTo pemienne 00 oTMeHe npenapaTta bo3eHrtan, ero 103y cieyeT CHUKaTh IIOCTENEHHO,

OIHOBPCMCHHO HaA4YMHasd aJIbTCPHATUBHYIO TCPAIIUIO.

Cruorcenue Ho8bIX OUSUMATIbHBIX 5136 Y 83POCJIblX npu CUCTEMHOU CK'JZQDanDMMM

Ha3nauenue nedeHus u HaOMIOJEHUE 3a HUM JOJDKEH OCYIIECTBIATH TOJIBKO Bpay, UMEIOILUN
OTIBIT JICYCHHSI CUCTEMHOM CKIIEPOJCPMUHU.

VY B3pOCIBIX MAIMEHTOB HavajdbHas J103a npenapara bo3eHtan cocrapiser 62,5 mr 2 pa3a/faeHb B
Te4eHHE 4 Hellelb, 3aTeM J103a YBEIMYUBACTCS 0 TOAepKUBAtoIe — 125 mr 2 paza/neHs. DTum
PEKOMEHIALNAM HYKHO CJIEZIOBATh U IPU BO30OOHOBIEHUH IpUeMa Mpernapara rnocie nepepbisa B
nedeHuu (cMm. pazgen 4.4, moapasnen «OcobOble ykazaHwus»). KIuHUYECKHl ONbIT MPUMEHEHUs
003eHTaHa M0 JaHHOMY IMOKa3aHHUIO HE MPEBBIIIACT 6 MECSIIEB.

HeoGxomumo perymsipao oueHuBaTh 3(PPEKTHBHOCTE Tepamuu W HEOOXOJMMOCTHh €€
npogopkeHust. CrieyeT NpoBOAUTh HAJUIEKAIIUKA aHAIU3 COOTHOILUEHHS MOJb3bl OT TEpaluu U
MOTEHIIMAJIBHOTO PUCKA MOOOYHBIX pPEeaKlUi ¢ y4eTOM TelaTOTOKCUYHOCTH npenaparta bozentan
(cMm. pazzgen 4.4, noapazaen «OcoObie yKazaHUA).

Jlemu

Jlemu 0o 3 1em

HpI/IMeHeHI/Ie Inpenapara A€TsaM 10 3 ner IIPOTUBOIIOKA3aHO.

,Z]emu 3 200a u cmapuie

Pexomengyemast TepaneBTHYECKast 7032 003€HTaHA Y JIETEeH COCTABIIAET 2 MI/KT YTPOM M BEUEPOM.

B uccnenosannu AC-052-356 (BREATHE-3) npuMeHsIH CIeIyonyto CXeMy T03UPOBAHHUS:

Macca tena (kr) Havanwsnas no3a (4 vegenu) | [ognepkuBaromas 103a

10<x<20 31,25 mr 1 pa3 B neHb 31,25 mr 2 pa3a B JIeHb
(1/2 Tabnerku 62,5 mr) (1/2 Tabnerku 62,5 mr)

20<x <40 31,25 wmr 2 pa3a B I€Hb 62,5 mr 2 pasa B IeHb

(1/2 Tabnerku 62,5 mr)

> 40 62,5 Mr 2 pasa B JIcHb 125 mr 2 pa3a B JieHb

CHudiceHue HO8bIX OUSUMATIbHBIX A36 NPU CUCIEMHOU CK1epoOepMulL
Jlanubie 00 3pPEeKTUBHOCTH U O€30MIACHOCTH NMPUMEHEHHs 003€HTaHa 110 JaHHOMY MTOKa3aHUI0 y
nanueHToB muaame 18 jer orcyrcTByroT. PapMakOKMHETHKY OO3€HTaHa y JeTeil C JaHHBIM

3a00JIeBaHUEM HE U3yYallH.
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COOTBETCTEYET 3KCMNEPTHC
ot 09.06.2023 N2 10

TENBHOCT

MY OTUETY

Oco06ble TPYIITBI MAITHEHTOB (MOCNEOCEA b 0007)

Hapywenue ¢pynkyuu nevenu

He Tpebyercst kKoppeKiuu 10361 y MAIUEHTOB ¢ IEYCHOYHON HETOCTATOYHOCTHIO JIETKON CTETICHU
TsokecTu (kimace A no knaccudukanun Yaina-I1ero, cm. pazaen 5). bo3eHTaH mpoTHBONOKA3aH
MaUeHTaM ¢ IeYeHOYHON HeIOCTATOYHOCTHI0 YMEPEHHOMN U TSXKEJION CTETIeHU TSKeCTH (KIacchl
B u C nmo xnaccudpukanuu Yaitng-Ilero, cm. pasmen 4.3 u pazgen 4.4, nompazaen «OcoObie
yKa3aHUs»).

Hapywenue ¢ynkyuu novex

Jlis manuenToB ¢ HapylIeHUsIMH (YHKIIUHM TTOYEK U MAllMeHTOB, HAXOASIIMXCS Ha TeMOANAIU3e,
He TpeOyeTcst KOppeKInu 1036l mipenaparta bosenrtan (cM. pasaen 5).

Ilpumenenue y nodscunvix nayueHmos

VY nanuenTtoB ctapiuie 65 neT He TpeOyeTcs KOPPEeKIHs 103kl Ipernapara.

Cnoco6 IIPUMCHCHUA

Tabnerku, cieayeT NMPUHUMATh BHYTPh YTPOM H BEUYEPOM, HE3aBUCHMMO OT BPEMEHH IpHEMa

MU, HE PA3KCBbIBAA U 3allMBast BOHOﬁ.

4.3. IIpoTHUBONOKA3AHHS

® THIEPUYYBCTBUTEIHLHOCTh K OO3CHTAaHy WM K JIIOOOMY W3 BCIIOMOTaTENBbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazjaeine 6.1;

® [IEYCHOYHAs HEJOCTaTOYHOCTb YMEPEHHOU U TsDKEJIOU cTeneHu TsbkecTu (kiaccel B u C
no kiaccudukanuu Yana-IIsto, cMm. pazzaen 5);

® HCXOJHOC  TIOBBIICHWE  AaKTUBHOCTH  «ICYCHOYHBIX»  TpaHcamuHa3:  ACT
(acmapraramunotpancdepassl) u/unn AJIT (amanmnamuHoTpancdepasnl) Oosee yeM B 3
pasa ot BepxHei rpanuisl Hopmel (BI'H);

® TsDKeNas apTepuaibHasi THIIOTEH3Us (CUCTOIMYECKOe apTepuaiibHoe AaBieHue (AJl) Menee
85 MM prt. cT. 'y B3pochbix; cucronmmueckoe AJ] < 80 % HrKHEH TpaHHIBI HOPMBEI,
COOTBETCTBYIOIIIEH BO3pACTY U MOy peOeHKa);

e OJHOBPEMEHHBIN MpHeM HUKIocmopuHa A (cM. pasaen 4.5);

e OepemeHHOCTH (cM. pasaen 4.4, moapasaen «Ocobble ykazaHus» U paszen 4.6);

e TMpUMEHEHHE Yy JKCHIMUH C COXPAaHEHHBIM PEMPOAYKTHBHBIM TMOTEHIIUAJIOM, He
MIOJTE3YIONUXCS HAJIS)KHBIMU METOIaMH KOHTPAIICTIIINN;

® [EepHUOJ TPYTHOTO BCKApMIIMBaHUs (OTCYTCTBYIOT KIMHHUYECKHE JTaHHbBIE);

e [MpUMEHEHHE y ieTel 10 18 JeT I yMEHBIICHHS Y CIIa HOBBIX TUTHTATBHBIX s13B (B CBSI3U
C OTCYTCTBHEM KIIMHUYCCKUX JTAHHBIX ),

® JIETCKUU BO3pacT J0 3-X JIeT (M1 Ta0IEeTOK MOKPBITHIX TUIEHOUYHON 000JI0YKOiN).
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MY OTUETY

COOTBETCTBYET 3KCMEPTHC

4.4. OcoOble yka3aHHus U MepPbl NMPeI0CTOPOK

C 0CTOPOKHOCTBLIO

ApTtepuanbHasi TMIIOTEH3HSL.

Oco0ble yKkazaHus

VY nanmentoB ¢ Tsokenon JIADT addexTuBHOCTD MpuMeHeHUs1 003eHTaHa He ycTaHoBiieHa. [Ipu
YXYALIEHUU KIMHUYECKOIO COCTOSIHUSI NallMeHTa LelIecoo0pa3HO pacCMOTPETh Ha3HAUYEHHE
JIPYTUX CpPeACTB, PEKOMEHJOBAHHBIX TMPH TSOKENOW CcTaguu 3abojeBaHus (Hampumep,
smoInpocTenona) (cM. pazaei 4.2).

He ycraHOBIIeHO COOTHOIIEHHE MOJB3bI M PUCKA NpPUMEHEHHUsT OO3eHTaHa Yy NAIMeHTOB C
JIAT I ®K o knaccudukauu BO3.

bo3zenTan M0XHO Ha3HaYaTh TOJIBKO B CiIydae, eciid cucronndeckoe A/l Boimie 85 MM prT. CT.

He ycranoBieHa crnocoOHOCTh O0O3€HTaHAa BIMATH HA 3aXUBJICHHUE YK€ CYIIECTBYIOIIUX
JTUTUTAJIBHBIX SI3B.

Dyukyus nevenu

[ToBeimenne axtuBHOcTH ACT w/mmm AJIT nHa ¢oHe mnpuMeHeHuss OO3eHTaHa HOCHT
J0303aBUCUMBINA XapakTep. M3MeHeHus aKTUBHOCTH «II€UYEHOUYHBIX» TpaHCAMHMHA3 OOBIYHO
MPOUCXOAT B TEUCHHE MEPBbIX 26 HEAenb TEpaluu, HO MOTYT BO3HHKATh U B Ooliee MO3THUE
cpoku (cM. pazzaen 4.8). YkazaHHOE MOBBIIICHUE MOKET YACTUYHO OOBACHATHCS KOHKYPEHTHBIM
MHIMOMPOBAHWEM BBIBEJCHUS COJIEH MKEJIYHBIX KHCIOT M3 TIeNaToluTOB, HO, BO3MOXHO,
CYIIECTBYIOT U APyTHe, HE BIIOJHE U3y4YE€HHBIE MEXAaHU3MBI, IPUBOSIINE K HAPYIICHUIO () YHKITUH
neueHy. Henb3s UCKIIOUNTH HaKOIUIEHHE OO3€HTaHa B renaTolMTax, MPUBOISIIIEE K IUTOIN3Y U
MOTEHLNAIBHO TSXKEIOMY MOBPEXKICHUIO IEYEHH, a TAK)KE MMMYHOJIOTMUECKHE MEXaHU3MBbI. Puck
HapylleHus (PyHKUMM MEYeHW MOXKET TakKe BO3pacTaTh IPHU OJHOBPEMEHHOM NPUMEHEHUU
003eHTaHa C JIEKAPCTBEHHBIMU CpeJCTBaMU, HHruOuTOpamu BSEP, Takumu kak pudamnunus,
rITHOCHKIIAMHE] U IIMKJIOCTIOPUH A, XOTS 3TH JaHHbIC OrpaHiUeHbI (cM. paszen 4.5).

Heo6xoauM KOHTpOJIb aKTUBHOCTH «TedeHOUHbIX» TpancamuHasz (AJIT, ACT) nepen Havyamiom
Tepanuu npenaparoM boseHtan, a 3arem 1 pa3 B mecsn B mepuon seudeHus. Kpome storo,
AKTUBHOCTb «TI€YEHOYHBIX» TPAaHCAMMHA3 CIEAYET ONPENEIATh Yepe3 2 HEJENN MOCIe KaXI0Tro
HOBBIIIEHUS J103BI IIpenapara.

Pexomenoayuu no kommponro u nevenuro 6 cayuae nosviutenuss axmusnocmu AJIT/ACT
Axmusnocmo AJIT/ACT > 3 u < 5 pa3z eviuie BI'H

Pe3ynbraTr nomkeH ObITH MOATBEPXKIEH IPU MOBTOpHOM omnpeaeneHun aktuBHoctu ACT/AJIT.
[Tpu nmoxnrBepxaeHnu nosbimeHus aktuBHOocTH ACT 1 AJIT perieHne o NpoJI0HKEHUH JIeUSHUS
npernapatoM bo3eHTaH, BO3MOXHO B CHIDKEHHOM [03€, WM €ro MNpeKpalleHUH, IOHKHO

NPUHUMATBCA B KaXIOM KOHKpeTHOM ciiydae (cM. pasgen 4.2). KoHTponb axTHBHOCTU

Crpanuna 5 u3 25
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«IIEYEHOYHBIX)» TPAaHCAMHUHA3 CIIEAYET NPOBOAYTH, O I{EL{ He_ﬁE@ep%'-“JA;&Eﬂé 2': };Iéfteﬁﬂ'-' 1EcnI/I

AKTUBHOCTh «II€UEHOYHBIX» TPAaHCAMHHA3 BO3BpAIlaeTCsl K HCXOJHBIM MOKa3aTessiM, HY>KHO
OIICHUTh BO3MOXKHOCTb MPOJIOJDKEHMSI WM BO300HOBIICGHMS TpueMa mpernapata bo3eHTaH B
peXHUMe, yKa3aHHOM HIKE.

Axmusnocmo AJIT/ACT > 5 u <8 pa3z eviuwe BI'H

PesynbraTr nomxkeH ObITh MOATBEPXKIEH IPU MOBTOpHOM ompeaeneHun aktuBHoctd ACT/AJIT.
[Tpu monrBepknenun moBeimeHus aktuBHocTH ACT u AJIT crnemyer OTMEHUTH mpemnapar
bo3enTaH, a KOHTPOJIb AKTUBHOCTH «I1€YEHOYHBIX» TpaHCAMUHA3 MPOBOJUTH, IO KpaiiHeil mepe,
Kaxzable 2 Henenu. EciM akTHBHOCTh «IIE€UYEHOYHBIX» TpaHCAMHHA3 BEPHYJIACh K HCXOIHBIM
MOKAa3aTeNsIM, HY)KHO OIICHHTH BO3MOXXHOCTh BO30OHOBIICHHS TpueMa mpemapata bo3eHTaH B
peKUMe, YKa3aHHOM HUKE.

Axmuenocmo AJIT/ACT > 8 pa3 eviue BI'H

Tepamnuto cienyer NpeKpaTuTb, BO30OHOBJICHHE MTpHeMa MpernapaTta bo3eHTan uckioyaercs.
[Ipu comyTCTBYIOMIMX KIMHUYECKHX CHUMIITOMAaxX MOPAKECHUS TEYCHH, T.e€. MPU HAITHYWHU:
TOIIHOTHI, PBOTHI, JINXOPAJKH, OOJICH B dKUBOTE, KEITYXH, MOBHIIIICHHOW COHJIMBOCTH U CJIA00CTH,
TPHUIMIONOA00HOTO CHHApPOMA (apTpajrvd, MHUAITHUH, JUXOPAIKH), TEParuio MpernapaToM
bozenTan cregyer npekpaTuTh, a BO3OOHOBIEHHE MTpHeMa 003eHTaHa UCKITI0YaeTCs.
Boszobnosenenue mepanuu

Bo3oOHoBuTh Tepanuio mnpemnapatoM bo3eHTaH MOXHO JHUIIb B TOM CIIy4ae, €ClIu O0XKHIaeMbIi
TepaneBTUYecKui 3¢ (EeKT MPEeBBIACT MOTEHIUAIBHBII PUCK, @ aKTUBHOCTb «II€YEHOYHBIX)
TpaHCaMHUHAa3 BepHYJach K HCXOIHBIM (0 Hayaja JeueHHus) MokaszareisiM. PekomeHmyercs
KOHCYJIbTAllMs Bpaya-renartojora. Tepanuio ciielyeT BO30OHOBIATh COIVIACHO PEKOMEHIALUsM,
W3JI0KEHHBIM B pazjiernie 4.2 HacTOSIIEH XapaKTepUCTUKH JIEKAPCTBEHHOTO Mperapara.
AKTHBHOCTB «II€UEHOYHBIX» TPAaHCAMUHA3 HEOOX0UMO MPOKOHTPOIUPOBATH uepe3 3 JIHS Mociie
BO300HOBJICHHS Tepaluu npemnapatoM bo3eHTaH, 3aTeM MOBTOPUTH KOHTPOJIb 4Yepe3 2 HENeNH,
MIOCJI€ YETO BHITIOJIHITH U3JI0’KEHHBIE BBIIIE PEKOMEH IAlIUH.

T'emocnobun

Ha ¢one neuenus 603eHTaHOM OTMEUEHO JJ0303aBUCHUMOE CHIDKEHHE TeMornoOuHa (cM. paszien
4.8). B mnnare0o-KOHTPOIUPYEMBIX HCCIEIOBAHUSAX CHIDKEHHE TeMOTrIOo0MHa, CBSI3aHHOE C
npuMeHeHneM Oo3eHTaHa, He ObUIO MPOrPEeCCUPYIOUIMM, TOKa3aTeld TIeMOrjo0uHa
CTaOUIM3MpPOBANUCh Tocie TepBbiX 4-12 Hexenb Tepanuu. PekoMeHayeTcs omnpeaensiTh
TreMOTJIOONH TIepe]] HayaloM Tepamnuu mpermapaToM bo3eHTan, 1 pa3 B MecsI] B TeUeHUE MEPBBIX
4 MecsueB Tepanuu ¥ B mocieaytomieM — 1 pa3 B 3 mecsana. Ecnu HaOmrogaercss KIMHUYECKU
3HaYUMOE CHIKEHUE reMOTI00MHa, ClIeIyeT MPOBECTH AalibHelIIee 00cie10BaHIe alueHTa AJis

YCTAHOBJICHHA IIPUYWHBI AaHCMHUHU HW PCUHICHUSA BOIpoOCa O H€O6XOJII/IMOCTI/I IMPOBCACHUA
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COOTBETCTBYIOILIEH Tepanuu. B moctperucrpaiioHHOM ﬁgbﬂozﬂzﬁfgg@%ﬂa}%&t&c}iﬂaﬁx aHéNmn,

NOTPeOOBABIINX ITEPEITHBAHMS IPUTPOLIUTHON Macchl (cM. paznen 4.8).

Tepanus y sHceHuyur ¢ COXpaHeHHbIM PenpoOYKMUBHIM NHOMEHYUATOM

[Tockonbky Ha ¢one mpuema Oo3eHTaHa 3(PPEKTUBHOCTH TOPMOHAIBHBIX KOHTPALETITUBHBIX
CPEICTB MOXKET CHHXAaThbCsl, a OEpeMEHHOCTh CHOCcOOCTBYyeT yxynuienuto TeueHus JIAIL, wu,
MpUHUMAsi BO BHUMAHHE JIaHHBIE O TE€PATOT€HHOM JCHCTBUU, BBISIBICHHOM Y KUBOTHBIX:

e [IIpenapar bo3eHTaH MOXeT OBITh Ha3HAYeH OJKCHIIMHAM C  COXpPaHCHHBIM
penpoayktuBHbIM noteHImanioM TOJIBKO Ha ¢oHe mprMeHEeHUs HaJeKHBIX METOJIOB
KOHTpALICTIIUU U B CIIy4ae OTPUIIATENILHOTO pe3y/ibTaTa TecTa Ha OepeMEeHHOCTh /10 Hauaia
JICYECHUS,

e MeTol rOpMOHAIBLHOM KOHTpALENIMU HE CIEAyeT MPUMEHSTh KaK €IWHCTBEHHBIA B
nepuo Ie4eHUs: 003EHTaHOM;

e Tect Ha OGEPEeMEHHOCTh PEKOMEHIYETCS MPOBOIUTH | pa3 B MecCsIl JUIsl YCTAaHOBIICHUS
OepeMEeHHOCTH Ha paHHUX CPOKaX.

Benookkntozuonnas 6onesns neckux

Cryyau pa3BHTHS OTEKA JITKUX OTMEUEHBI y MMAIIMEHTOB ¢ BEHOOKKITFO3MOHHOMN 0O0JIC3HBIO JICTKHX
Ha (OHE MPUMEHEHUS COCYIOPACIIUPSIONINX CPEICTB (B OCHOBHOM, MpocTanukiuHa). Takum
o0Opa3om, ecnu BO BpeMs JieueHus mpemnaparoM boszenran y mamuentoB c¢ JIAIT mosBisitoTcs
MPU3HAKK OTEKa JIETKUX, CJIEyeT YYHUTHIBATh BO3MOXKHOCTb, HAJIMYUSI COIMYTCTBYIOIIETO
BEHOOKKJIFO3MOHHOTO 3a00JieBaHUsl. B MOCTPErucTpaliioHHOM IEPHOJIE COOOIIAIOCh O PEIKHUX
CIIy4asiX pa3BUTHs OTeKa JIETKUX Ha ¢oHe mpuema 003eHTaHa y MAIMEHTOB C MOJO3PEHUEM Ha
BEHOOKKJTFO3UOHHYIO 0OJIe3Hb JIETKHX.

THayuenmut ¢ JIAI' u conymcemayroweti 1e80#cery00uK080U HeOOCMAMOYHOCMbIO

CrenuanpHbIX uccienoBanuil y mamueHToB ¢ JIAIT u comyrcTBytomel nucyHKIMEH 1eBOTO
Kenmyaodka He nmpoBoamid. Tem He meree, 1611 narnuentos (u3 Hux 804 — mony4anu 603eHTaH, a
807 — mmane6o) ¢ TsHKENMoW XpoHUYeCcKoW cepaedHoit HemoctarouHocThio (XCH) neunnu B
cpenHeM B TeueHue 1,5 et B muanedo-KOHTPOIUPYEMOM UCCIe0BaHNU. B 3TOM nccnenoBanuu
OTMEYEHO YBEIMYCHHE KOJIMYecTBa rocrnurtanuianuii B cBsi3u ¢ XCH B Teuenue mepBbix 4-8
HEJeNb JIeYeHHs] 003€HTaHOM, IPUYUHOM KOTOPBIX MOTJIO OBITh YBEIUYEHHE 3a/IEPKKH KUIAKOCTH
B Opranm3Me. 3afiepKKa >KHIKOCTH TMPOSBISUIACh OBICTPHIM YBEIHMYEHHEM Macchl Tela,
CHIDKEHHWEM TeMOTJIOOMHa W YCWJICHHEM OTEKOB HWKHUX KOHewHocTed. [lo 3aBeprneHun
WCCJIEIOBaHMS HE OBIJIO OTMEUYEHO Pas3IMyuil B YHCIIE TOCTUTAIHM3AIUNA B CBSI3U C CEPACUYHON
HEJOCTATOYHOCTHIO M YaCTOTE CMEPTENBHBIX MCXOOB Y MaIMEHTOB, MPUHUMABIIIX 003€HTaH WX
iane6o. CrnexoBarenbHO, 00CIE0BaHNE AIIMEHTOB JOKHO OBITH HANPABIECHO HA BBISIBICHUE

3aJIepP’KKH KUAKOCTHU (HallpuMep, YBEIHMUEHHUs Macchl Tella), 0COOEHHO B ClIydae COMyTCTBYIOLIEH
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NAIMEHTY CIeAYEeT HA3HAUYUTh AUYPETUKH WIHM YBEITHYUTh MX J103y. Y HAIMEHTOB C 3aJEP)KKOM
KUAKOCTU CJIEAyeT NPUHUMATh PELIEHHE O NPUMEHEHHWU AWYPETUKOB J0 Hauyaua JEeYeHUus
003eHTaHOM.

JIAI' u BUY unghexyus

OnbiT npuMmeneHus: Oozenrana y mnanueHToB ¢ JIAIT m BUY undexnuei, momydaBmmx
AHTUPETPOBUPYCHYIO TEPAIHIO, OTpaHUUEH. Pe3yabTaThl U3yueHHs B3auMOeCTBUs 003€HTaHa U
KOMOMHAIMM JIONMHABUD + PUTOHABUP MPU HMX COBMECTHOM HPHUMEHEHMH Y 3J0POBBIX
JNOOpOBOJIBIIEB  IOKA3aJu YBEJIMYEHUE KOHLEHTpauuu O03€HTaHa, KOTOpas JOCTHraer
MaKCHMaJbHBIX 3HAUEHUN B TeueHue nepBbiXx 4 nHed (cM. pasgen 4.5). Ilpu HasHaueHuun
npenapata bozeHTaH nanueHTaMm, MPUHUMAIOLUIMM WHTUOMTOPHI MpOTEas, NEHCTBHE KOTOPBIX
YCUJIMBAET PHUTOHABUP, CJIEAyeT YAEIITh 0co00€ BHMMAaHUE IE€PEHOCUMOCTH OO3€HTaHa,
0COOEHHO B Hayaje JeUeHHsl, IPUHUMasi BO BHUMAaHUE PUCK Pa3BUTHS apTepUAIbHON THIIOTEH3UU
U U3MEHEHUE (PYHKIIMOHAIBHBIX «TI€Y€HOYHBIX) TECTOB.

[Ipy onHOBpEMEHHOM NIPUMEHEHUU IpernapaTa bo3eHTaH U aHTHUPETPOBUPYCHBIX NpPENapaTroB
HEJIb3sl UCKIIFOUUTh OTCPOUYEHHOE HETaTMBHOE BIIMSHUE HA ME€YEHb M Pa3BUTHE HEXeNaTeJIbHBIX
nekapctBeHHbIx peakiuii (HJIP) co croponsl kpoBu. BBHay BO3MOMXHOrO B3aHMMOJCHCTBUS,
CBSI3aHHOTO C MHJIYKIMEH 003€HTaHOM M30(EPMEHTOB CUCTeMbI uToXpoMa P450, akTHBHOCTH
AQHTHPETPOBUPYCHON TEPAITMU MOKET CHIDKATHCS, IIO3TOMY Y TAKUX MAMEeHTOB 3(PPEeKTUBHOCTD
tepanuy B1Y Heo0X0aMMO TIATENbHO KOHTPOJINPOBATD.

JIAT', obycnosnennas masjicenou XpoHuueckou 06cmpykmueHou bonesnwio neekux (XObJI)
OddexTuBHOCTH M 0O€30MacHOCTh OO03eHTaHAa H3ydadud B 12-HeNeNbHOM HEKOHTPOIMPYEMOM
uccienoBanuu ¢ yyactueMm 11 manuentoB ¢ BTropuuHoi JIAI' B pesynbrate XOBJI TsxKenoro
TedyeHus. Pe3ynbTaThl MCCIEIOBaHHUS CBUICTEILCTBYIOT 00 YBEIMUYEHHMM MHUHYTHOIO OO0BeMa
BEHTWJISILIMM JIETKUX U CHUKEHHUHU HachllleHus kucinopoaom; u3 HJIP nanbonee yacto oTMeuanach
OJIbIIIIKA, TPEeKpallaBIIasiCs IOCIE€ OTMEHbI O03E€HTaHa.

Oo0HospemenHoe npumenenue ¢ OpyeuUMu 1eKapCmeeHHbIMU Rpenapamamu

OnHOBpeMEHHOE TNpUMEHEHHUE IMpenapara bo3eHTaH M IUKIOCHOpUHA A HPOTHBOINOKA3aHO
(cm. pazmen 4.3).

OpnHoBpeMeHHOE MpHUMeHeHHe IMpernapata bo3eHTaH ¢ riauOeHKIaMUAOM, (GIYKOHA30JI0M U
pudaMIuIImHOM HEe peKoMeHyeTcs. bosee moapoOHas nHopmaius ykazaHa B paszene 4.5.
KomOunupoBanHoii Tepanuu npenaparom bozentan u nuaruouropamu nzopepmentoB CYP3A4 u
CYP2C9 neobxonumo uzderatb.

Bcnomozamenvuvie sewjecmsa

JlanHbIi1 mpenapaT coep XuT MeHee | Mmoutb (23 Mr) HaTpus Ha OJIHY TabJETKY, TO €CTh M0 CYTH
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HE COJEPKUT HATPUSI.

4.5. B3aumopeiicTBue ¢ APYrMMH JIEKAPCTBEHHBIMHM I@IpeniapaTaMM W JApyrue BHbI
B3aNMOJAEeHCTBUSA

bozenTan sBisieTcss uUHIYKTOpoM n3odepMeHToB cuctemsbl iuToxpoma P450 CYP2C9 u CYP3A4,
U 10 JaHHBIM HCClenoBaHuii IN Vitro, Bo3moxuo, CYP2C19. [Tostomy, npu OJHOBPEMEHHOM
nprMeHeHUH 003€HTaHa U JICKApCTBEHHBIX CPE/ICTB, META0OIM3M KOTOPBIX OMOCPEIOBAH ITHUMHU
n3oepMeHTaMU, WX KOHIIGHTpalus B IUla3Me KpoBU cHUkaercs. CleqyeT yuuTHIBATh
BO3MOXXHOCTh CHIDKEHUSI (PPEKTUBHOCTH JIEKAPCTBEHHBIX CPEJICTB, METAa0OIU3M KOTOPBIX
OCYILIECTBIISICTCSI C YYacTHEM YKa3aHHBIX BbIIe H30(epMeHTOB. Bo3MmokHO, mocie Havana
npuema rnpenapara bo3eHTaH, H3MEHEHHUS €ro J03bl UM €r0 OTMEHBI, MOTPeOyeTcs H3MEHEHNE
JI03bI OJIHOBPEMEHHO MPUMEHSAEMBIX JIEKAPCTBEHHBIX CPEJCTB.

boszentan monBsepraercs merabonusmy npu yudactuu uzodpepmentoB CYP2C9 u CYP3AA4.
WurnbupoBanne  yKa3aHHBIX  HM30()EPMEHTOB  MOXET  CONPOBOXKAATHCS  MOBBIIICHHEM
KOHIIGHTpaui OO3eHTaHa B IUIa3ME€ KpOBU (CM. KETOKOHa30i). BimsHue WHTHOMTOPOB
uzopepmenta CYP2C9O na koHueHTpanuio OO3eHTaHa B IUIa3Me€ KpOBU He usydanu. [lpu
OJIHOBPEMEHHOM MPUMEHEHUH C HUMU CIIEIyeT COOIMI0AaTh OCTOPOKHOCTb.

@nyxonazon u opyeue uneubumopwvt uzopepmenmos CYP2C9 u CYP3AA4.

OnHOBpeMeHHOE MTpUMEHEHHE 003€HTaHa C (IYKOHA3010M, KOTOPBIA HHTUONPYET, B OCHOBHOM,
nzodepment CYP2C9 u, nmums HesHaunTenbHO, n3ohepMeHT CYP3A4, MOKET COMTPOBOKIATHCS
BBIPQ)KEHHBIM TIOBBIIIEHUEM KOHIEHTpauuu Oo3eHTaHa B KpoBH. [laHHas KoMOuHanMs He
pexomenayercs. Ilo 3Toil ke TpUYMHE HE PEKOMEHIYETCS OJHOBPEMEHHOE IPHMEHEHHE
npenapata bo3eHraH W MomHbIX uHrHOMTOpoB m30depmenta CYP3A4 (keTokoHasolia,
UTPAKOHAa30J1a WK PUTOHABUPA) U nHruouTOpa n3odepmenra CYP2CI (BopukoHazoina).
Luxnocnopun A

OpnHoBpeMeHHOE TpHUMeHeHue Oo3eHTaHa W IMKJIocIopuHa A (MHrHOUTOpa KajlbLIMHEBPHHA)
npotuBonokasaHo (cMm. pasgen 4.3). Ilpu oJHOBpeMEHHOM TIpUeMe 3TUX MpPEenaparoB
MUHHMMAaJbHas HayajJbHasi KOHIEHTpanus 003eHTaHa B KpOBHU MoBbImaeTcs B 30 pa3 o cpaBHEHUIO
C MpHUMEHEHHEeM OJHOro Oo3eHTaHa. PaBHOBecHas KOHLEHTpalMs O03eHTaHa B KPOBU
yBennuuBaeTcs B 3-4 pasza MO CpaBHEHHIO C KOHLEHTpaluued O03eHTaHa NMpPU MOHOTEparuH.
MexaHI3MOM JTaHHOTO B3aUMOJICHCTBUS, BEPOSTHO, SIBIISIETCSI MHTHOMPOBAHNE ITHKIOCTIOPUHOM
TPAHCHOPTHOTO Oelka, OTBETCTBEHHOTO 3a MepeHoc 0o3eHTaHa B remnatouuTsl. KoHIeHTpauus
nukiocnopuHa A (cyocrpat m3opepmenta CYP3A4) B kpoBH CHMKAeTCsl MPUOIH3UTENFHO Ha
50 %. JlanHOE N3MeHeHHe, Hanboiee BEpOosITHO, 00yciIoBiIeHo nHayKIuei m3odhepmenta CYP3A4

0O3E€HTaHOM.
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Takponumyc, cuponumyc

OnHoBpeMeHHOE puMeHeHHe ¢ 603eHTaHoM B KM He u3y4anock, 0OIHAKO MPEIoaaraeTcs, 4ro
KOHIIEHTpanusi 003eHTaHa B KPOBU MOXKET YBEIMYMBATHCS IO AHAJIOTHH C OAHOBPEMEHHBIM
MPUMEHEHHUEM ¢ HUKJIocTOpruHOM A. [Ipr coBMeCTHOM IpUMEHEHUH ¢ 0036HTaHOM KOHIIEHTpAIUs
TaKpOJIMMYCa U CUPOJIUMYCa B KPOBU MOKET CHIDKAThCA. B cBs3u ¢ aTuM, npenapaT bo3eHTan He
ClIeZlyeT MPUMEHATh OJHOBPEMEHHO C TaKPOJIMMYCOM WM cHpoiumycoM. [Ipu HeoOxoaumocTu
OJTHOBPEMEHHOTO TMPUMEHEHHsS] 3TUX IPErnaparoB 005M3aTeNbHO HAOMIOJACHHE 32 BO3MOXKHBIM
pa3sutueM HJIP u KOHTpOJIb KOHLIEHTPALIUK TAaKPOJIUMYCa U CUPOJIUMYCa B KPOBH.
Inubenxnamuo

OnHOBpeMeHHOE TpHMEHEHHe Oo3eHTaHa B Jo3¢ 125 Mmr 2 pasa/IeHb B TEYCHHE S5 JHEU
COIIPOBOXKIANIOCH CHM)KEHHWEM KOHIIEHTpanuu riaulOeHknaMuaa (cyOcTpaTr u3odepmenra
CYP3A4) B kpoBu Ha 40 % 1 BO3MOXXHBIM 3HAYNTEIBHBIM YMEHBIICHHEM TUIIOTTUKEMUYECKOTO
s dexra mpenapara. Konnenrpaius 6003eHTaHa B KpOBH Takxke cHUkanack Ha 29 %. Kpome Toro,
y TAalKeHTOB, MOJyYaBIIMX KOMOMHHMPOBAHHYIO TEPANWio, BO3pacTajlia 4acTOTa IOBBIIICHUS
AKTUBHOCTH <«IICUYCHOYHBIX» TpaHcamuHa3. W riombOeHknamun, © OO3€HTAH OKa3bIBAIOT
UHTHOUpYIOIIee BO3ACHCTBHE Ha SKCIIOPTHYIO MTOMITY coJjiel xemunbiX kuciaoT (BSEP), uro moxxer
OOBSCHUTH TOBBIIICHHE AKTHUBHOCTU «IIE€YEHOUYHBIX» TpaHcamuHa3. JlaHHas KoMOWHAIUs HE
pexomenayercs. Her maHHBIX O JIEKQpCTBEHHOM B3aMMOJCHCTBHHM OO3€HTaHAa C APYTUMH
NPOM3BOIHBIMU CYIIb()OHUIMOYECBHHEI.

Pughamnuyun

[Ipu onHOBpeMEHHOM NpHUMEHEHUHM Oo3eHTaHa B 1o3e 125 mr 2 pasa/neHp U pudaMIuIuHa,
KOTOPBIH sIBIIsieTCsl MOIIHBIM HHAYKTopoM n3opepmenToB CYP2C9 u CYP3A4, y 9 3mopoBbix
JOOpOBOJIBIIEB B T€UEHUE 7 JHEW KOHIIEHTpalus 003eHTaHa B KpPOBU CHIDKalach Ha 58 %, a y
OTJeNbHBIX ManueHToB — Ha 90 %. Kak pe3ynbTaT, MOXKHO OKHAATh 3HAUUTEIBHOE CHUKEHHE
3pPeKTUBHOCTH mpenapara bo3eHTaH NpHM COBMECTHOM MPUMEHEHUH C pUGAMIMIUHOM.
OnHOBpeMEHHOE TpUMEHEeHNE pr(aMITUIINHA 1 riperapaTta bo3eHTan He pekoMeHyeTcs. JJaHHbIX
0 COYE€TaHHOM MTpUMEHEeHHH 003eHTaHa ¢ IpyruMu uHaykTopamu nzopepmenta CYP3A4, Takumu
Kak kapOamasenuH, (penoOapOuTan, (GeHUTOMH U 3BepoOOi MPOJBIPSABICHHBINA, HEAOCTATOYHO.
Tem He MeHee, IPH UX OJAHOBPEMEHHOM MPUMEHEHUU MOKHO OXHJIAaTh CHIDKEHHUSI CUCTEMHOI'O
BO3JeiicTBUS Oo3eHTaHa. Henb3s MCKIIOYUTH W 3HAYUTENBHOTO CHIDKEHUS 3(PQPEKTUBHOCTU
JICYCHHS.

Jlonunasup/pumonasup (u Opyeue uHeuOUMOpPvL npomeas, Oeucmeue KOMOpviX YCUIUBAEm
pumonasup)

[Ipu omHOBpeMEeHHOM MNpUMEHEHHH OO3eHTaHa B jJ03e¢ 125 mr 2 pa3a/meHp U KOMOWHAIUU

nonmHaBup + putonasup 400 + 100 mr 2 pasza/aenr B TedeHue 9,5 AHEH y 370pOBBIX
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48 pa3 BbIIIE 110 CPAaBHEHHIO C KOHIIEHTPALMe Mpu MpUMEHEHUN oAHOro 0o3eHTana. Ha 9 nenn
KOHIIEHTpanusi 003eHTaHa B KPOBH OKa3aJlach B 5 pa3 BhILIE, YeM IPHU MPUEME TOJIBKO OO3EeHTaHa.
Nurn6upoBanne puroHaBupom uzopepmenta CYP3A4 u Oenka, OTBEYANONIET0 3a TPaHCIOPT
003eHTaHa B reMaTOLUThI, IPUBOAUT K CHIDKEHUIO KIMpEeHca 0O3eHTaHa U, BEPOSITHO, JIEKUT B
OCHOBE JAHHOTO B3aUMOJACWUCTBHUS. Y TalMEHTOB, OJHOBPEMEHHO MPUHUMAIOIIUX OO3CHTaH U
JIONTMHABHP + PUTOHABUP WM JAPYrHE€ HHTHOUTOPHI MPOTEa3, ACUCTBHE KOTOPBIX YCHIMBACT
PUTOHABUP, HEOOXOAUM KOHTPOJIb IEPEHOCUMOCTH O03€HTaHA.

[Tpy onHOBpEMEHHOM NPUMEHEHHUHU ¢ 003EHTaHOM B TedueHue 9,5 nHel 0TMedanoch KIMHUYECKU
HE3HAYMMOE CHI)KCHHE KOHIIEHTpAIMHU JONMHaBUpa U puToHaBupa (mpumepno Ha 14 % u 17 %,
COOTBETCTBEHHO). TeM He MeHee, MOoJHast HHIYKIHUS 003€HTaHOM MOTJa ObITh HE JOCTUTHYTA,
IIO3TOMY BO3MOKHOCTh JIaJbHEUIIEr0 CHIKEHUS KOHLEHTpalud HWHTUOUTOpPOB IpoTeas
UCKJIIOUUTH Helb3sl. PekoMenayeTcs cooTBeTCTBYOMMI KOHTpoib 3a BUY-Tepanueit. [lonoOHble
3pPEeKTH MOTYT OXHIATHCA M TP NPUMEHEHHH IPYTUX HHTHOUTOPOB TpOTEa3, JeHcTBUE
KOTOPBIX YCUIIUBAET pUTOHABUD (CcM. paznen 4.4, moapaznen «Ocodbie yKazaHUsD»).

Hpyaue anmupemposupycuvie npenapamul

B cBsa3u ¢ OTCYyTCTBHMEM MAAaHHBIX CHEHU(PHUECKUE PEKOMEHJAM B OTHOLICHMU JPYIHX
AHTHPETPOBHUPYCHBIX TIPENapaToB HE MOTYT OBITH MPENOCTABICHBI. YYHTHIBas BBIPAKEHHOE
TOKCHYECKOE JICHCTBHE HEBHpAIMHA HA TEYCHb, KOTOPOE MOXKET YCHJIUTh IeMaTOTOKCHYHOCTH
003eHTaHa, COYeTaHHOE MPUMEHEHHUE 3TUX IPENapaToB HE PEKOMEHIYETCS.

T'opmonanshvle konmpayenmugwl

[Tpu ogHOBpEMEHHOM IIPUMEHEHUHU B TeueHue 7 AHel 6o3eHTaHa B fo03e 125 mr 2 paza/neHs u
OJIHOHM /103bl NEPOPATIBLHOTO KOHTpAIENTHBa, CoAepxkamero 1 Mr HopaTucTtepoHa UM 35 MKr
ATUHWIACTpaaona, orMedanoch cHwikeHne AUC (ruomazab moa KpUBOHW «KOHLEHTpAIHs-
BpeMsi») oboux kommoHeHTOB (Ha 14 % u 31 %, COOTBETCTBEHHO). Y OTAENbHBIX MAIIMEHTOK
CHI)KEHHME DKCIO3MIIMM HOPATUCTEPOHA M ATUHMUIAICTpaauoia jgocturaio 56 % u 66 %,
COOTBETCTBEHHO. TakuM 00pa3oM, TOJBKO TOPMOHAJIbHAS KOHTPAICTIIIUS, HE3aBUCUMO OT MyTH
BBEJICHUS Tpenapara (BHYTPb, MHBEKIIMOHHO, TPAHCAECPMAIILHO MM B BHUJE UMILIAHTATOB), HE
MOYKET CUMTATHCSI HAJAEKHBIM KOHTPALIENTUBHBIM CPEJICTBOM.

Bappapun

OnHoBpemMeHHOE MpUMeHeHne 0o3eHTana B 03¢ S00 Mr 2 pa3a/neHpb B TeueHue 6 THel TPUBOIUT
K CHW)KEHHIO KOHILIEHTPALlUK B KPOBH Kak S-Bap¢apuna (cyocrpar u3opepmenta CYP2C9), Tak u
R-Bapdapuna (cyocrpar nzopepmenta CYP3A4) na 29 % u 38 %, coorBercTBeHHO. OTBIT
OJIHOBPEMEHHOI'0 TNpHUMeHeHusi Oo3eHTaHa M BapdapuHa y mnauueHToB ¢ JIAIT He BbIABHI

KJIMHUYECKH 3HAYUMble U3MEHEHUS! MEXIYHapOJHOro HopMaiu3oBaHHOro otHomeHus (MHO)
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WM 710361 BapdapuHa (Ha4aJIbHOM /T03bI B CPAaBHEHUH C %'Eﬁeﬂ%ﬁ%%ﬂ%%@&ﬁ')ﬁ@éﬁéyoro,

9acTOTa U3MEHEHHUI 1036l BapdapuHa B X0/1e UCCIeA0BaHUMN B CBsi3H ¢ Konebanusmu MHO wiu B
cBsi3u ¢ pazButeM HJIP He oTiimyanach y mamueHToB, MojyyaBmuxX O0o3eHTaH win mianebo. He
TpeOyeTcs u3MeHEeHus 103bl Bap(apuHa Wik APYyruX aHAIOTMYHBIX aHTUKOATYJISIHTOB JIJIs [IpHeMa
BHYTpPB IIpH J100aBJICHUHU K Tepanuu npenapara bosentan. Tem He MeHee, pekoMeHayeTcs 6oee
yacTelii kKoHTpoiib MHO, ocobeHHO B Hauane NOpUMEHEHus Mnpenapara bo3eHTaH u Ipu
YBEJIMUEHUH €T0 J103bI.

Cumsacmamun

[Ipu ogHOBpeMEHHOM NpUMEHEHWU O03eHTaHa B j03¢ 125 mr 2 pas3a/neHp B TeUEHHE S5 JHEH,
KOHILIEHTpaLus cuMBactaTuHa (cyocrparta nzopepmenta CYP3A4) u ero akTHBHOTO MeTabOIMTa
0eTa-ruIPOKCUKUCIIOTHI CHUXaeTcs B KpoBU Ha 34 % u 46 %, coorBeTcTBEHHO. OIHOBPEMEHHOE
MPUMEHEHHE CUMBACTaTHHA HE BIUSET HAa KOHIIEHTpaluio 003eHTaHa B KpoBU. Pekomenayercs
KOHTPOJIb KOHIEHTPALlMU XOJIECTEPUHA B KPOBH W COOTBETCTBYIOLIAS KOPPEKLHUS 03B
CUMBAaCTaTHHA.

Kemoxkonazon

OnHOBpeMEHHOE TNPUMEHEHHE OO3eHTaHa B J03¢ 62,5 Mr 2 pasa/aeHb B TeueHue 6 JHEH u
KETOKOHa3015a, MouHoro uHrubutopa uzodepmenta CYP3A4, compoBoxkaaeTcs IBYKpaTHBIM
MOBBIIIIEHNEM KOHIIEHTpanuu 0o3eHTaHa B KpoBH. M3MeHeHme n03bI mpemapara bo3eHTan He
Tpebyercs. HecMoTpsi Ha OTCYTCTBHE IAHHBIX MCCIIEIOBaHUM IN VIVO, mpeamnonaraercs, 4To
AQHAJIOTMYHOE TMOBBIIICHUE KOHIIEHTpAIMK 003€HTaHa B KPOBU OXKUAAETCSA MPH OAHOBPEMEHHOM
NPUMEHEHHUHU JIpYTUX MOILIHBIX MHruOuTOopoB u3odepmenta CYP3A4, nanpumep, UTpakoHaszona
U pUTOHaBUpa. TeM He MeHee, IpU OJHOBPEMEHHOM NPUMEHEHHH OO3€HTaHa W WMHIHOUTOpa
nzopepmenra CYP3A4, y manmeHTOB CO CHW)KEHHOW akTHBHOCTHIO m3odepmenta CYP2C9
CYIIECTBYET PHCK Ooyiee BBIPR)KEHHOI'O IMOBBIIICHUS KOHIIEHTpAalUU O03€HTaHa, 4TO MOXKET
CIocoOCTBOBATH MOSIBICHUIO MOTeHIIMATBHO onacHbx HJIP.

Ononpocmenon

OrpanuueHnble pe3ynbTathl uccienoBanus (AC-052-356 (BREATHE-3)), B xome koTOpOro
10 nereit mosnyyanu 003€HTaH OAHOBPEMEHHO C 3IONPOCTEHOIOM, YKa3bIBAIOT HA TO, YTO TOCIHE
OJTHOKPAaTHOTO M MHOTOKpaTHOro npuMeHeHHs] Cmax (MakcHUMaibHas KOHIIEHTpalus B IUIa3Me
kpoBru) 1 AUC 0o3eHTaHa ObUIM MPUMEPHO OJWHAKOBBIMH Yy TTAIMEHTOB, MOJTYYaBIIAX U HE
MOJyYaBIIUX HHPY3UH STONPOCTEHOA (CM. pa3zien 5).

Cunoenaghun

[Ipyu onHOBpeMEHHOM NpUMEHEHHWH Oo3eHTaHa B 03¢ 125 Mr 2 pasza/meHp (paBHOBECHOE
cocrosane) u cuiagaeHaduna B go3e 80 Mr 3 pasa/meHp B TedueHwe 6 JHEH y 310POBBIX

no6poBonbieB orMevanock cHmkenne AUC cunneHaduna Ha 63 % wu mosbeimenune AUC
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JHueokcun

OpnHoBpemMeHHOE TpuMeHeHue Oo3eHTaHa B go3e 500 Mr 2 pasa/meHb B TedeHHE 7 IHEH
compoBoskaaercs cHmkeHHeM AUC, Cmax 1 Cmin (MEHEMAaJIbHAST KOHIIEHTPAIUS B IIa3Me KPOBH)
gurokcnHa Ha 12 %, 9 % u 23 %, cooTBeTcTBeHHO. BO3MOXHO, B OCHOBE MEXaHHM3Ma ATOIO
B3aUMOJICUCTBUSL JICKUT WHAYKIUs TriaukonporenHa P. KiuHuueckass 3HaYMMOCTh JAHHOTO
B3aMMO/JICHCTBUS MAJIOBEPOSITHA.

Y oemeii

I/ICCJ'Ie,I[OBaHI/IH JICKApPCTBECHHOT'O BSaHMOﬂeﬁCTBHH ObLIH IMPOBEACHBI TOJIBKO Y B3POCIIBbIX.

4.6. ®epTUIBHOCTDH, 0€PEMEHHOCTD U JIAKTALUS

bepemeHHOCTD

B JOKIMHMYECKUX HCCIIEOBAaHUAX YCTAaHOBJIEHA PENpPOIYKTHBHAs TOKCHMYHOCTh OO3€HTaHa
(TepaToreHHOE€ M AMOPHOTOKCHYECKOE jeicTBue). J[aHHBIX O MNpUMEHEHHH OO3eHTaHa Y
OepeMEeHHBIX )KESHIIMH HEeT. BO3MOXKHBIH puCK [uIs yenoBeka HensBecTeH. [[pumenenue 603eHTana
BO BpeMsi OepEeMEHHOCTH IPOTUBOIOKa3aHo (cM. paszen 4.3).

Ilpumenenue y Hcenyun ¢ COXpaHenHbiM PenpoOyKMUEHbIM HOMEHYUAIOM

Ilepen HauanoM JieyeHUss OO3EHTAHOM Yy JKEHIIMH C COXPAHEHHBIM PENpPOAYKTHBHBIM
MOTEHIMAJIOM CJIEAYEeT MOATBEPAUTH OTCYTCTBHE OEpPEMEHHOCTH, OOCYIUTh HAJEKHBIE METOMIBI
0 MpenynpekACHUI0 OEpeMEHHOCTH M HayaTh IPUMEHEHHE  KOHTpaleNuuu 10
COOTBETCTBYIOLIEH corylacoBaHHOM cxeme. [lanneHTs U Bpauu J1OJKHBI yYUTHIBATh TOT (DaKT, YTO
003€HTaH MOXET CHWXaThb J(P(GEKTUBHOCTh TOPMOHAJIBHBIX KOHTPALENTHUBHBIX CPEICTB
BCJIE/ICTBHE (papMaKOKMHETUUYECKOTO B3auMoieicTBus (cM. pasnen 4.5). [ToaTromy >keHIuHam ¢
COXPAHEHHBIM PENPOJYKTUBHBIM IOTCHIMAJIOM HE PEKOMEHAYETCS HCIOJIb30BaTh METOJ
TOPMOHAJILHOW KOHTpAaLENIuK (BKIOYas JEKapCTBEHHbIE MpenapaThl, IpUMEHsIeMble BHYTPb, B
BUJIE UHBEKIMH, TpaHCAEPMaIbHBIX TEPANEBTUYECKUX CUCTEM WM HMIUIAHTAaTOB) B KAaueCTBE
€MHCTBEHHOI'0 METO/a; UM HEOOXOAMMO NMPUMEHSThH JOMOIHUTEIbHBIA WIN albTepHATUBHBIN
Ha/IeXKHBII MeToJl KOHTpauenuuu. IIpm COMHEHMSX B HaJEKHOCTH BBIOPAHHOTO METOJa
KOHTpAIeNUN MAlEeHTKE CIeayeT OOpaTUThCS K BPady-TMHEKOJIOTY I MHIUBUAYaJIbHOTO
nonbopa MeToAa KOHTpaUeNIUH. YUHUTHIBasS BO3MOXKHYIO HEI((EKTHBHOCTH TOPMOHAIBHON
KOHTPALIETIIUU U BHICOKHM pUCK HETaTUBHOTO BIMSIHUS OepeMeHHOCTH Ha TeueHue JIAT, Bo Bpemst
Tepanuy O03€HTAHOM PEKOMEHIYETCS €XEMECAYHO MPOBOJUTH TECT Ha OepeMEeHHOCThb, YTO
MO3BOJIMT AUArHOCTUPOBATH OEPEMEHHOCTh Ha PAHHUX CPOKaX.

JlakTarms

He ycranoBneHo, Beiensiercs a1 603€HTaH B TpyaHoe MoJioko. Eciu Heo6xoauMo npoBeaeHne
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DdepTUabHOCTD

B 1oxknMHMYECKMX HMCCIEIOBAHUSX BBISIBJICHO BIUSHME Ha CEMEHHHUKU. Pe3ynbTaThl
KJIMHUYECKOTO MCCIIEIOBaHUA MTOKa3ajiu, 4To y 8 u3 24 naureHToB-MYy»X4uH ¢ JIAI yepe3 3 wim
6 MecsiieB jedeHrs 003€HTAaHOM OTMEYajJOCh YMEHBIICHHE KOHILIEHTpAlUU criepMmbl Ha 42 % u
0oJiee OT UCXOHBIX 3HaYeHUU. Ha OCHOBaHMU KIMHUYECKUX U JOKIMHUYECKUX JAHHBIX HENb3s
UCKIIIOYNTh PHCK HEraTUBHOTO BIIMSHUSA OO3€HTaHa Ha CIEPMATOTCHE3 y MYK4YuH. Henb3s
UCKJTIOYUTHh HEOJaronpuaTHOE BIMSHHUE JTUTEIbHOTO JeUeHUs: 003€HTAaHOM Ha CIIepMaTOreHes3 y

MMalfMCHTOB-MaJIbYHUKOB.

4.7. BiusiHue Ha CrnocoOHOCTH YNPaBJATH TPAHCIOPTHBIMHM CpeJcTBaMH M padorarh ¢
MeXaHMu3MaMH

Bausinue 603eHTaHa Ha CHOCOOHOCTD YIPABIIATh TPAHCIOPTHBIMU CPEICTBAMHU HE U3y4alloch. Tem
HE MeHee, 0O3€HTaH MOXET BbI3bIBATh BBIPAKEHHOE CHU)KEHHME apTEpUAIbHOIO JaBJICHUS,
COIIPOBOKAIOILEECS TOJOBOKPYKEHUEM WIIM NOTEpEd CO3HaHUs, U, KaK CIEJICTBHE, OKa3blBaTh

OTPHULATCIIbHOC BIIMAHHUC HA CII0OCOOHOCTD YIIpaBJIATH TPAHCIIOPTOM U pa60T8.TB C MCXaHHU3MaMU.

4.8. Hexkes1aTelbHbIE peaKIUH

Pesrome HDOd)I/UDI 0e30IacCHOCTH

B 20 nmnane0o-KOHTPOJUPYEMbIX HCCIEI0BAaHUIX, MPOBEACHHBIX IO PA3JIMYHBIM MOKa3aHUSIM,
2486 nanueHToB noxyvanu 6o3eHtad B 7o3ax oT 100 mr g0 2000 mr u 1838 manneHToB moxydann
wianebo. IlpogomxurensHOCTh JeueHust cocrtaBuia B cpeaHeM 45 wepens. HJIP cuumranu
coOBITHS, KOTOpBIE HaOMOMamuCh y 1 % 1 6osee marueHToB, Moay4yaBIInX 003€HTaH, C YaCTOTOM,
1o Kpaifneit mepe, Ha 0,5 % BbIllIe, UeM y MAIMEHTOB, MOMy4yaBIIuX I1anedo. Haubonee yacto
OTMeYaJH rooBHYy 6016 (11,5 % mpotus 9,8 %), OTEKH HUKHUX KOHEUHOCTEH U/MIIH 3aePKKY
xuakoctu (13,2 % npotus 10,9 %), noBbIIeHNE aKTUBHOCTH «II€Y€HOYHBIX» TpaHcamMuHa3z ACT
u/unmu AJIT (10,9 % nipotus 4,6 %) u anemuto/cHkeHue remorioouna (9,9 % nportus 4,9 %).
[IpumeHenne Oo03€HTaHa aCCOLMHUPYETCS C JI0303aBUCHMBIM IIOBBIIIEHHEM AaKTHMBHOCTH
«MIEYEHOUHBIX» TpaHCAMUHAa3 U CHIKEHHEM remorioOuHa (cM. pasnen 4.4, noapaszaen «Ocolble
YKa3aHUS»).

PesroMe HexenaTeabHbIX PEAKIIUM

VYkaszannsle Hmwke HJIP 3apeructpupoBansl B KM M B mOCTpEerucTpalliOHHOM NEPUOAE U
IIPEJICTABJIEHbl COTJIACHO TEPMUHOJIOTMHM MEIMLUHCKOIO CloBaps A HOPMaTHBHO-IIPaBOBOM
nesrensHocT MedDRA. B 3aBucumocTd OT 4acToThl Bo3HMKHOBeHHss HJIP crpynmupoBaHb

ciemyromuM 00pa3om: ouens uacmo (> 1/10); yacmo (= 1/100 no < 1/10); newacmo (= 1/1000 no
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MY OTHETY

MOJKET OBITh OILICHECHA Ha OCHOBE UMCIOIIHUXCS JJAHHBIX ).

B xaxnoit yactornou rpynne HJIP npencraBieHsl B NOPsAAKE YMEHBIICHNS CTEIIEHA CEPbE3HOCTH.
He oTmedeHO KIMHUYECKH 3HAYMMBIX pasznuduii Mmexay HJIP B oOmieit 6aze maHHBIX U OTAEIBHO
10 3aPETUCTPUPOBAHHBIM MTOKA3AHUSIM.

Hapywenus co cmoponul kposu u tumgamuueckou cucmemvl

Yacmo: aneMus, CHIKEHHE TeMOTrJI001Ha;
1

Heuacmo: TpomOonuToneHus , HEUTPOIICHHUS, JEHKONEHUS

Yacmoma neussecmua: aHEMHUs UIIH CHIKEHHE TeMOTIIOONHa, TpeOyromee reMoTpaHcdy3uu’.
Hapywenus co cmoponvl uMMynHOU cucmembl

Yacmo: peaKkiuy TUNepUyBCTBUTENLHOCTH (BKIIIOYAS IEPMATUT, KOXKHBIH 3y U KOKHYIO CHIIb),
Peoxo: anapUIaKTHYECKHE PEAKIIMK U/UITM aHTHOHEBPOTHUeCcKuii oTek’.

Hapywenus co cmopoHul HepaHOU cucmembl

Ouenb uacmo: TONOBHAS OO,

Yacmo: o6Mopox™ 4,

Hapywenus co cmoponwl cepoya

Yacmo: oulylenue cepaueduenus™ 4.

Hapywenus co cmoponwl cocyoos

Yacmo: «IpUINBBI» KPOBU K KOXe JuIa, cHikerne AJ[ 4,

Hapywenus co cmopoHul dvlxamenvHotl cucmembl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHUs
Yacmo: OTeK CIIM3UCTOH 060104KH Hocal,

Kenyoouno-kuuieunvie napyueHus

Yacmo: ractposzodareanbHas pedrrokcHas 00JIe3Hb, Tuapes.

Hapywenus co cmoponvl neuenu u stcenuedbleo0auux nymeti

Ouenb yacmo: N3MEHEHNUE MOKazaTesiel QYHKIUHU TeYEeHH;

Heuacmo: TOBBIIIEHHE aKTUBHOCTH «Ie4eHOYHBbIX» TpaHcamuuaz (ACT, AJIT) BcienctBue
renaTuTa (BKIIOYAs BOSMOKHOE 00OCTPEHHE CYIIECTBYIOMETO TeMaTHTa) 1/ MK KeATyXH
Pedko: uppo3 MeUeHH, HeYeHOUHas He0CTaTOYHOCTh

Hapywenus co cmoponvl Kodtcu u nOOKOINCHbIX MKAHell

Yacmo: sputema.

Obwue napywenus u peakyuu 8 Mecme 8e0eHuUs

Ouenb uacmo: OTEKH, 3a[€PHKKa KUIKOCTU,

1 — JanHbBIE MOTY4YEHBI U3 TOCTPErUCTPALMOHHBIX HAaOII0I€HUI, 4acTOTa OIpe/iesieHa C TOMOIIbIO

CTaTHUCTUYECKOTO MOJIEJIMPOBAHUSI JAaHHBIX I1anedo-koHTponrnpyeMbix K.

2 — Peakiun TMIEPYYBCTBUTEIHHOCTH OBUTH OTMEYEHHI Y 9,9 % manmeHToB, KOTOPBIE MOTyJYai
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603eHTan u 'y 9,1 % — mare6o.

3 — T'onmoBHyto 60nb oT™Mewanu 11,5 % mamueHToB, KOTOpBIe Mody4danu O0o3eHrtaH, u 9,8 % -
m1anedo.

4 — JlaHHBIE peaKuu TaKKe MOTYT ObITh 00YCIIOBJICHBI OCHOBHBIM 3200JIEBAHUEM.

5 — [losiBIIeHHE OTEKOB U 33JIEPKKY KUJIKOCTH oTMedanu 13,2 % nanueHToB, KOTOPBIE MOIydaln
6o3enrad u 10,9 % — miare6o.

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKHHﬁ

B moctpeructpariioHHOM TEpHOJE OTMEUYCHBI PEIKHE CIydau LHUPPO3a MEUYEHW HEM3BECTHOMU
STHOJIOTHM Ha (OHE IUTETBbHON Tepanmud OO3CHTAaHOM Y TMAIMEHTOB C  TSOKEJIBIMU
COMYTCTBYIOIIMMHU 3a00JICBAaHUSIMH, OJHOBPEMEHHO NPUMEHSIOINX ApPYrue JICKapCTBCHHBIE
npemapatsl. Takke 3aperucTpUPOBAHBI PEIKHE CITydand Pa3BUTHUS TICUCHOYHON HEJJOCTATOUHOCTH.
OTH HAONIOACHUS TOATBEPKIAIOT HEOOXOIUMOCTh 00s3aTEILHOTO €KEMECSYHOTO KOHTPOJIS
(GyHKIIMY TIeYeHU B TEYEHHE BCEro Nepuoja JiedeHus 0o3eHTaHoM (cM. pasnen 4.4, mompaszaen
«Oco0ble yKa3zaHUsi»).

Hsmenenus nabopamopmvix noxasameneu

H3menenue akmusHocmu «ne4eHOUHbIXY MPAHCAMUHA3S

B kiIumHWYECKOH TIpakTHKE MpUMEHEHHWe OO03E€HTaHa COIMPOBOXKIAIOCH J10303aBUCHMBIM
MOBBIIIICHIEM aKTHBHOCTH «II€YCHOYHBIX)» TPAHCAMHHA3 B TCUEHUE 26 HEeIelb JICUCHHSI, KOTOPOE
Pa3BUBAJIOCH MOCTENEHHO W, KaK MPaBWJIO, OECCUMIITOMHO. B MOCTperucTpainoHHOM Mepuoe
OTMEUEHBl pEAKHE CIy4dau IHUppo3a MEUYEeHW U TEeYECHOYHOW HEIO0CTaTOUYHOCTH. MexaHH3M
pa3Butusa dtux HJIP HesceH. [loBblllieHHAs aKTUBHOCTh «II€YEHOYHBIX)» TPaHCAMHHA3 MOKET
CIIOHTAaHHO HOPMAJM30BaThCs Ha (hoHE MpUMEeHeHUs 003eHTaHa B MOIECPKUBAIOINICH /103€ WU
mocJie ee CHIDKEeHUs. TeM He MeHee, MpeKpalleHue JICUYCHHUS WIH KPAaTKOBPEMEHHBIH MepephiB B
Tepanuu Bce e MOXKeT MoTpedoBatbes (cM. pasaen 4.4, moapazaen «OcoOble yKa3aHHs»).

B 20 mnpoBeneHHBIX TIANEe00-KOHTPOIUPYEMBIX HCCIEIOBAHUIX TOBBIINICEHUE AaKTHBHOCTH
«IIeYEHOYHBIX» TpaHcaMuHa3 B 3 pa3a u Oosiee BI'H otmeueno y 11,2 % nanueHToB, HOIy4YaBIIMX
6o3eHTtaH, u'y 2,4 % — nnanedo. [Tosimenue B 8 u 6onee pa3 Beiie BI'H 3apeructpuposano y
3,6 % marueHToB, Moxy4armux 6o3entat, u'y 0,4 % — mnane6o. OTMedeHo, 4to Ha GoHE JTeUeHHUS
003€HTaHOM MOBBIIIEHUE AKTUBHOCTH «IIE€UYEHOYHBIX» TPAaHCAMUHA3 COUYETAIOCH C MOBBIIIEHUEM
KOHIEHTpaluu OunupyorHa B mia3Me KpoBH (B 2 u Oonee pa3 Bbimie BI'H) npu orcyrerBun y
MAIMEeHTOB OOCTPYKIINHU KeTueBbIBOIAIIMX TyTel B 0,2 % ciaydaeB (5 marmueHToB), a Ha (oHe
npuMeHeHus mianedo B 0,3 % ciydae (6 MalueHTOB).

[Tpu o6oOmmeHHOM aHanu3e NaHHbIX, nonydeHHBIX y 100 mereii ¢ JIAI' (HeKOHTpoIHUpyeMble
neauatpudeckue uccnenoanus FUTURE 1/2 u FUTURE 3/Extension), moBbliieHHe aKTHBHOCTH

«IEYEHOYHBIX» TpaHcaMuHa3 B 3 paza u 6onee BI'H nabmomanocs y 2 % nanueHToB.
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VY 13 noBopoxaeuubix ¢ [TJIAT'H (FUTURE-9), KOTOﬂﬂQE@%Ef%B%Q;f; 56'3'3::2:' Mr/kr

Maccel Tena 2 pasza/aenp meHee 10 mueit (ot 0,5 mo 10 mHeli), He HaOMIONATH TOBBIMICHUS
AKTUBHOCTH «II€YCHOYHBIX» TpaHCaMHHa3 B 3 pasa u Oozee Beimie BI'H, HO uepe3 3 mus mocne
OTMEHbI 003eHTaHa Y OJJHOTO MalueHTa Obll AUarHOCTUPOBAH I'eMaTHUT.
T'emocnobun
B mare60-KoHTpOoMpyeMbIX UCCIECIOBAHUSIX CHIKEHHE TEMOITIOONHA B CPABHEHUH C HCXOIHBIM JI0
ypoBHs Hike 100 /1 6610 0TMEUeHO y 8 % B3pOCIBIX MAIMEHTOB, TIOMIYYAONMX OO03CHTaH, U Y
3,9 % — mmane6o (cm. pazmen 4.4, mompaznen «Ocobble ykazaHus»). [Ipu o0oOIIeHHOM aHam3e
JMaHHbIX, momydeHHbIX y 100 nereii ¢ JIAIT (HeKOHTponMpyeMble MeauaTpUYecKue HCCISIOBAHUS
FUTURE 1/2 u FUTURE 3/Extension), cHiDKeHne reMOIIo0nHa B CPaBHEHHH C HCXOIHBIM JI0 YPOBHSI
awke 100 1/m Habmomanock y 10 % namuentoB. CHbKeHne reMorioonHa Hike 80 1/11 0TMEUeHO He
ObLI0.
Y 6 u3 13 noBopoxnenusix ¢ IIJIAI'H (uccnepoBanue FUTURE-4) oTmeuanu cHukeHue
reMOIIOOMHA OT UCXOJHO HOPMAJIBHOTO JI0 YPOBHS HW)KEC HUKHEHW T'paHUIBI HOPMBI Ha (oHE
JedeHust 003EHTaHOM.

eTH
Hexoumponupyemvie KU y oemeii
[Mpodwmis 6e3onacuoctu Oo3eHTana y nereir (BREATHE-3: n = 19, 60o3enTtan 2 Mr/kr 2 pasa B
JIeHb B TeueHue 12 Hezenp) HE OTIMYAICS OT COOTBETCTBYIOLIEro Mpoduis 0e30macHOCTH Y
B3pocibix nanueHToB ¢ JIAI' B OasucHbIX uccienoBanusx. Haubomnee yacto y neteit otmedanu
«mpunuBbl» KpoBU (21 %), TOJIOBHYIO OONb W H3MEHEHHE MOoKa3zarened (yHKIMOHATIBHBIX
«1eyeHOoYHBIX» TecToB (16 % g kaxxnoi HIIP).
OO0O0O1IEHHBIN  aHaIU3 pe3ylbTaTOB HEKOHTPOJIUPYEMBIX MEIUATPUUECKUX HCCIIETOBAaHUMN
0o03eHTaHa B JIEKapCTBEHHOU (hopMme Mucneprupyemble TaONeTKHU Mo 32 MTI BKIIOYAN JaHHBIE
100 gereii ¢ JIAI'. bo3enTan Ha3Hauanu B 03¢ 2 MI/KT Macchl Tena 2 paza/ness (n = 33), 2 Mr/kr
Macchl Tena 3 pasa/neHs (n = 31) wnm 4 mr/kr maccel Tena 2 pasa/neHs (n = 36). B moMmeHT
BKITIOYCHHUSI B HCCIIEZOBaHUE BO3pacT O TMAIMEHTOB COCTaBsT OT 3 MecsieB 10 1 rona,
15 marmentoB — or 1 roma mo 2 jer u 79 mammeHToB — or 2 nmo 12 mer. Meaguana
MPOJOKUTENFHOCTH JieueHus coctaBuia 71,8 Henens (o1 0,4 10 258 Henenb).
[Tpoduns Ge3omacHOCTH y AETEH MO JaHHBIM OOBEIMHEHHOTO aHajdu3a OBLT TaKUM XKe, KaK B
OCHOBHBIX HCCIICJIOBAHUSAX Y B3pOCIBIX TarueHToB ¢ JIAT, kpome 4acTOThl WH(EKIIMOHHBIX
OCIIO’)KHEHUH, KOTOphIe ObUIHM OoJiee YacThIMH Yy JETel, yeM y B3pocibix (69 % B cpaBHEHUU C
41,3 %). OT0 OTIIMYKE YACTUIHO MOKET OBITH OOBSICHEHO OoJiee NIUTEIbHBIM JICYCHUEM Y JIeTei
(menmnana 71,8 Henenb) B CpaBHEHUU ¢ B3pocibiMu (Menuana 17,4 nenens). Hanbonee yacteimMum

HE)KeaTeJIbHBIMU SIBJICHUSIMH ObUTH MH(EKIIUN BEPXHUX JIbIXaTeNbHbIX MyTell (25 %), nerounas
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(aprepuanbHas) runeprensus (20 %), Ha3opapUHIHT (Iﬂ%a,l%gléﬁ; %ﬂ#ﬁ%& ':i)-llgé‘rg:(:ﬁ' %),

oponxur (10 %), 6omnp B xuBote (10 %) u muapes (10 %). YactoTa HexxenaTeNbHBIX SBICHUIN
CYIIECTBEHHO HE pa3juyaiach y MalMeHTOB MJIAQJIIE WM cTapiie 2 JIeT, OJHAKO ATOT BBIBOJ
OCHOBaH Ha JIJaHHBIX TOJIbKO 21 marueHnTta B Bo3pacte 10 2 JieT U 6 MalUeHTOB B BO3pacTe OT
3 wmecsueB no 1 roma. HapymieHuss GyHKIMM TICYEHH M aHEMUS/CHIDKCHHE TE€MOTJIOOMHA
HaOmonanucb y 9 % u 5 % nanueHToB, COOTBETCTBEHHO.

B parmomMu3upoBaHHOM  IIA[e00-KOHTPOJIMPYEMOM  HUCCIICIOBAaHUM Y  MAlMEHTOB C
MEPCUCTUPYIOMICH JICTOYHOW apTepuayibHOW THunepreH3uerd HoBopoxaeHHbIXx (IIJIATH,
FUTURE-4) 13 HOBOPOKICHHBIX IOJIydald TUCIIEPTUPYeMble TabJeTKH OO3eHTaHa B J103€
2 MI/KI  Maccel Tenma 2 pasa/meHp, 8§ TAlMEHTOB moiy4anu Ioiane6o. Meauana
MPOJODKUTEILHOCTH JICYCHHsSI 003€HTAHOM W MpUeMa IUianedo COCTaBWIIM, COOTBETCTBEHHO,
4.5 nus (ot 0,5 go 10 queit) u 4 qus (ot 2,5 no 6,5 nuei). CaMbIMU YaCTBIMH HEXeEIaTeIbHBIMU
SBIICHUSIMU Yy JIeTeH, MoJydyaBIIuX OO3€HTaH M Iuiane0o, ObUIM, COOTBETCTBEHHO, aHEMUS HIIU
CHIKEeHHE reMoriobuHa (7 ¥ 2 naiueHToB), reHepain3oBaHHble oTeKH (3 u 0 manueHToB) ¥ pBoTa
(2 1 0 nanueHToB).

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIHUAX

BaxHo coo0mare 0 MMOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX I[OClie PETUCTpaluu
JICKapCTBEHHOTO TIperiapara ¢ melibio 00ecreYeHrusT HeMPEPhIBHOIO MOHUTOPHHTA COOTHOIIICHHUS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO mpemnapara. MeauIMHCKUM pabOTHHUKAM PEKOMEHIYEeTCs
coo0IaTe O JIIOOBIX MO03PEBACMbBIX HEXKENATENbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAJbHBIE CUCTEMBI COOOIICHUS O HEKEIaTeNbHBIX PEaKIHIX TOCyIapCTB — YICHOB
EBpazuiickoro 3KOHOMHYECKOT0 CO03a.

Poccniickas @enepanus

109012, r. Mocksa, CrnaBsiHCKasl Iiiomanip, 1. 4, ctp. 1

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (Poc3npaBuaazop)

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

OnekrponHas mouta: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

4.9. Tlepeno3upoBka

CuMIOTOMBI

Bosentan mpuMeHsii B oJHOKpaTHOUM 03¢ 2400 Mr y 30pOBBIX JTOOPOBOIBIEB U B J03€ IO
2000 Mr/neHp B TeueHHe 2 MecslleB y MalUEHTOB ¢ ApyrumH, kpome JIAI, 3aboneBaHUSAMMU.
Haubonee uacro Bcrpeuatomeiics HJIP Obima ronoBHast 60jib OT JIETKOM 10 yMEpEeHHOM

HNHTCHCHUBHOCTH.
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Tsoxenas mepeno3upoOBKa MOXKET MPHUBECTH K BLIpaméQI;O;J}EA{ﬂﬁtEIIﬁ}QENH :-'11_'pé6'y}oildeMy

AKTUBHOHU CEpJIeUHO-COCYIUCTOM Tepanuu. B mocTpeructpaiiioHHOM NEpUo/Ie 3apEeTUCTPUPOBAH
CIIy4ail TIepeIo3UPOBKHU Y MalburKa-moapoctka mocie npuema 10 000 mr 6o3eHTaHa, KOTOPBIN
NPOSBISJICS  TOIIHOTOM, pPBOTOM, cHuxkeHHeM A]Jl, ToJOBOKPYXEHHEM, IOBBIIICHHBIM
MOTOOT/ICJICHUEM U HApYIIEHUEM YE€TKOCTH 3PUTEIHLHOTO BOCIIPUSITHSL.

Jleuenue

CocrosiHEE TOJIHOCTHIO HOPMAJIM30BaJIOCh B TeueHHEe 24 yacoB Ha (OHE IMOAJEPKUBAIOIIEH
TUINEPTEH3UBHOMN Teparuu.

bosenran He YAQIACTCA IIPpHU Tr€MOANAIN3E.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®dapmakoTepaneBTUYECKas rpymma: AHTUTUTIEPTCH3UBHbBIC CpEICTBa; Ipyrue
AHTUTUIIEPTEH3UBHBIC CPEJICTBA; AHTUTUIIEPTCH3UBHBIE CpEICTBA Ui JICYCHHUS JIETOYHOMN
apTepHallbHOM TUTIEPTEH3HH.

Kon ATX: C02KX01

Mexanusm neiicteus u hapMakoauHaMmudeckue dbhheKThl

bo3eHTaH sBisieTcs HECENIEKTUBHBIM aHTArOHUCTOM 3HJOTEIMHOBBIX peuentopoB Ttuna OTa u
OTg. bo3eHTaH CHMXAET Kak JIEFOYHOE, TaK U CUCTEMHOE COCYAMCTOE CONPOTUBIICHUE, IPUBOJSA
K MOBBILICHUIO CEPJIEYHOr0 BhIOpoca 0e3 yBelM4eHus yacToThl cepaeuHbix cokpamenuit (HCC).
Heiiporopmon sunotenun-1 (3T-1) sBhsieTrcs OAHUM M3 CaMbIX MOITHBIX CPEId W3BECTHBIX B
HACTOALIMH MOMEHT Ba30KOHCTPUKTOPOB, KOTOPBIM Takke 00JagaeT CrocoOHOCThIO
CTUMyNIupoBaTh  (GuOpo3, KiIeTouHyro  mnponudepanuto, runeprpopuo  cepaua U
PEMOIETMPOBAHUE, U TAKXKE MPOSBIAET MPOTUBOBOCIAIUTEIbHYIO aKTUBHOCTb. JTH 3((eKThI
UHAYUUPYIOTCA Tpu cBsi3biBaHMM dHjoTenuHa-1 (OT-1) ¢ peuentopamu OTa u OTs,
PAacroJI0)KEHHBIMU B 3HJOTEINH U TJIaJKOMBIIIEYHBIX KileTKax cocynoB. Konnentpauuu 9T-1 B
TKaHSAX U IJIa3Me KPOBU IMOBBIIIAIOTCS MPU HEKOTOPBIX CEPACUHO-COCYAUCTHIX 3a00JIeBaHUIX U
00J1e3HSIX COeIMHUTENIbHON TKaHU, B TOM uncie npu JIAL, ckieponepMuu, oCTpoil M XpOHHUECKON
CepJIeYHON HEJOCTaTOYHOCTH, UILIEMUU MUOKap/a, CUCTEMHON TMIEPTEH3UHM M aTepOCKIEepo3e,
yTo npeanoiaraer yyactue OT-1 B marorenesze stux 3aboneBanuil. [Ipu JIAI' u cepneunoit
HEJ0CTaTOYHOCTH, IIPU OTCYTCTBUY aHTAarOHMU3Ma K dHJOTEINHOBBIM PELENTOPAM, TOBBIILIEHHBIE
KoHIeHTpauu OT-1 cTporo KOppeNupyroT ¢ TSHKECTHIO M IPOTHO30M YKa3aHHBIX 3a00JI€BaHUH.

boszentan koHkypupyer ¢ OT-1 u apyrumu OT nmentunamu 3a cBsspiBaHue ¢ OTa u OTs ¢
HEe3HAYMTENIbHO OoJiee BBICOKUM cpoactBoMm Kk perentopam OTa (Ki = 4,1-43 HMomb) 1o

cpaBHenuio ¢ peuentopamu ITg (Ki = 38-730 HMouB).
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bozenTan cnienmdudecku 6mokupyet DT perientopsl u }f&gﬁaﬂg% ét“ T@Fﬁhﬁp—gﬂeﬁ‘r ﬂéMI/I

Dpghexmusrnocms

[Tpu n3yuenun JIAI' Ha MoneNsIX ’KMBOTHBIX I1OKA3aHO, YTO JUIMTEIBHOE BBEACHHE OO3E€HTaHA
BHYTPb CHIDKaeT jerouHoe cocyaucroe comnportusieHue (JICC) u cnocoOcTByeT oOpaTHOMY
Pa3sBUTHIO THIIEPTPO(GUHU COCYIOB JIETKUX M IPABOro »kenyaouka. Iloka3aHo, 4To npu JerouHoM
¢ubpo3e O03eHTaH YMEHBIIACT HAKOIIJICHHE KOJJIATeHA B JICTKHX.

Oppexmusnocms npu npumeneHuu y B3pOCIAbIX NAYUEHMOE C JNe2OYHOU apMepuaiIbHOl
eunepmeHsueu

JnutenbHoe (B TeyeHue 12 u 16 Hemenp) nedeHne B3pOCabiX nanueHToB ¢ JIAD (mepBu4HON U
BTOPUYHOW, MPEUMYIIECTBEHHO accoluupoBaHHoe co ckiepogepmueit) |I-IV  ®K 1o
knaccupukanun BO3 06o3eHTaHOM B KOMOMHALIMM C AQHTHKOATYJISHTAMH, Ba30JWJIaTaTOPaMU
(OmokaTopaMy KaJIbLIUEBBIX KAaHAJIOB), JUYPETUKAMH, KUCJIOPOJOM M JMIOKCHMHOM, HO HeE
SMONPOCTEHOJIOM, COINPOBOXKIAJIOCh YMEHBIIEHHEM BbIpaXkeHHOcTH cumnToMoB JIAIY u
3HAUUTENbHBIM YBEJIIMYEHUEM TOJEPAHTHOCTU K (PU3NUECKUM Harpys3kam (1o pe3ysbTaTaM TecTa
C 6-MUHYTHOH X0/b00i1). ITH 3PPEKTH OTMEUATHCH Yepe3 4 HEeeIH, OTYCTIIMBO MPOSBIISIINCH
qyepes 8 HeJleNb U COXPaHsUINCh A0 28 Heleb B OATPYIIIE NAalMEHTOB aKTUBHOI'O JICUEHUS.

B uccnenosanuun namuentos ¢ JIAI' II @K noka3aHo 3HaunTenbHOE yBEIMUEHUE BPEMEHH 0
Hauaja KIMHWYECKOTO YyXYyIIIeHUs (KOMOMHMpOBAaHHAs KOHEYHAs TOYKA, BKIIOYAIOIIAs
IPOTPECCUPOBAHIE CHMIITOMOB 3a00ieBaHus, rocnuTanu3anuio Beaenctsue JIAI m ciydam
CMEpTH).

V¥ nmanuentos ¢ JIAD' III @K u nopokamu cepiua B COYETAHUM C HApYLIECHUSAMH IOKa3aTelen
reMOJUHAMHUKHU 10 TUITY CUHApoMa DH3eHMEHIepa, YBEIMUEHUE CPETHET0 3HAUEHHSI HaChIILEHUS
KpoBH KuciopooM Ha 1,0 % B rpymnine nanueHToB, NoJy4yaBUIMX 003€HTaH, CBUAETEIbCTBOBAJIO
0 TOM, 4TO 003€HTaH He ycyryOsser runokcemuto. CpeHee 3HaYEHUE JIETOYHOTO COCYAUCTOrO
COINPOTHUBIIEHUS] 3HAUYUTEJIBHO CHMXKAJIOCh, a TOJEPAaHTHOCTh K (PU3MYECKHM Harpys3kam
MOBBILIANIACH (CPEAHSISI JUCTAHIIMS MO pe3yabTaTaM TecTa ¢ 6-MUHYTHOH X0J1b00H yBETUYMIIACh
Ha 53 MeTpa) B rpymnre NariueHToB, MOJy4yaBIInX OO3EHTaH.

[Tpu u3yuyenun 6o3enrana y nanueHtoB ¢ JIAL III @K B coueranun ¢ BUU-undexumeit mokazaHo
MOBBIIIIEHUE TOJIEPAHTHOCTH K (PU3NYECKUM Harpy3kaMm B CPaBHEHHH C MCXOJHBIMU JJAHHBIMH.

B 1ByX OCHOBHBIX MIane00-KOHTPOJIUPYEMBIX HCCIEIOBAHUSAX U UX OTKPBITHIX MPOJUICHUSAX Y
BCEX MAIEHTOB, MOJyYaroluX 003eHTaH, B TEUEHHUE UTUTEILHOTO BPEMEHHU MPOBOUIN OLEHKY
KU3HEHHO BaKHBIX MoKazatenedl. CpeaHss MpoAoKUTENbHOCTh MpueMa 003eHTaHa COCTaBUIIA
1,9+ 0,7 net (ot 0,1 10 3,3 11€T), KIMHUYECKOE COCTOSTHUE MAIIHEHTOB KOHTPOIHPOBAIU B CPETHEM
B Teyerue 0,2 + 0,6 ner. YV Oosblei YacTH MAaIMEHTOB OBLIT TOATBEPKACH TUArHO3 MEPBUYHON

JIAT (72 %) n onipenenen 111 ®K (84 %) no knaccudukanun BO3. [Tokazatenb BEIKUBaEMOCTH B
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rpyImIe B 1[eJ0M (COTIacHo oleHke mo meroay K lHHaH-Mgﬁg[;a;I Ec}»'gsEhIo%mI'éJfgﬁhJ Godetaiom

coctaBui 93 %, a uepes 2 rona — 84 %. Y nmanueHTOB ¢ CHCTEMHOM CKJIEpOIEepMHEN MOKa3aTenn
BbDKHMBAaeMOCTH 110 MeTony Kannan-Maiiepa Obutn HUXeE.

Hccneoosanus, nposedennvie y oemetl ¢ JIAI

Hccnenoanue mnapameTpoB (GapMaKOKHMHETUKH O03eHTaHa MPOBOIWIM y JIeTeil B TeueHue
12 nepneny Tepanuu. AHaTU3 TEMOJUHAMUYECKHX I1apaMETPOB YKa3blBaeT Ha YyBEIUYCHUE
cepaeunoro uunaekca (CH) ma 0,5 n/Mun/M?, a TakKe Ha CHUKEHHE CPEHEro NABJICHHS B
nerounoii aprepun (JIJTA) 10 8 mm pr. cr. 1 JICC — 10 389 muH X cex X cM™,

Cucmemmuas cxkiepooepmus ¢ A36eHHbIM NOPANCEHUEM KOHEeUHOCmell

PesynbraThl OBYX KIMHHYECKUX MCCIECIOBAHUN Y B3pOCIBIX TMAIMEHTOB C CHCTEMHOMN
CKJIEpOJICPMHUEH U S3BEHHBIM MMOPAYKEHUEM KOHEYHOCTEH (B CTauy OOOCTPEHHs WM B CIIydasX,
KOrJia S3BEHHOE MOpa)KeHHEe OTMEYalld B T€YEHHE MOCJIEIHEro roja) moka3aid, YTO B TeUCHUE
BCEro nepuoja MpuMeHeHusi 003eHTaHa HAOJI01aeTCs TOCTOBEPHOE YMEHBIIIEHUE YMCIa HOBBIX
SI3BEHHBIX TIOPAKECHUH KOHEYHOCTEH M0 CPaBHEHUIO C TUIaIeoo.

VY manueHToB, MojydyaBmux 003€HTaH WK Iianedo B TedeHue 16 Henenb, B CpeiHeEM, OTMEYCHO
1,4 u 2,7 HOBBIX S3BEHHBIX NOpakeHWH, cooTBeTcTBeHHO (p = 0,0042). B wmccrnemoBanuu
MPOJOHKUTENFHOCTHIO 24 HEIETTU YMCIIO HOBBIX S3BEHHBIX MOPAXKEHUI KOHEYHOCTEH y MalnuenTa
COCTaBIIsIIO, B cpeareM, 1,9 u 2,7, coorBerctBeHHO (p = 0,0351). Bnusinue 603eHTaHa Ha CKOPOCTh
3a)KUBJICHUS SI3BEHHBIX MTOPAKEHUI HE YCTAHOBIICHO.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

®dapMakOKHHETHKA 003eHTaHa U3y4yeHa B OCHOBHOM Y 3JIOPOBBIX J00pOBOIIbIIEeB. OrpaHUYECHHbBIE
JTAHHBIE CBHUJIETEILCTBYIOT O TOM, YTO JKCIIO3UIMs 0O03€HTaHa Yy B3pOCHBIX manueHToB ¢ JIAT
PUMEPHO B 2 pa3a BHIIIE, Y€M Y 37I0POBBIX JT0OPOBOIIBIIEB.

DapMaKOKMHETUYECKHE TTapaMeTPhl y 3J0POBBIX TOOPOBOJBIEB 3aBUCAT OT JI03bI U BPEMEHU
npuema Oo3eHTaHa. KimpeHc U 00beM pacnpefeNeHUs CHIDKAIOTCS TpH  YBEIHMYEHUU
BHYTPUBEHHOW JI03BI M C TE€YEHHWEM BpeMeHH. [lociie mpuema BHYTPh CHCTEMHAsl SKCIIO3UITUS
0o3eHTaHa mnponopimoHaibHa B g03ax A0 500 mr. [Ipu mpueme BHYTph 0oJiee BBICOKHX 103
603eHTaHa Cmax 1 AUC yBeIMUUBaIOTCSI MEHEE MPOMOPILIMOHAIBHO JI03€.

Abcopbrus

AGcomoTHass OMOAOCTYIHOCTh OO3€HTaHa, Y 3J0POBBIX JOOPOBOJIBLIEB MOCTE MPUEMA BHYTPb,
cocraBisieT okoso 50 %, mpueM NHIIM He BIUSET Ha OMOAOCTYMHOCTh. Cmax B IUIa3Me KPOBH
JOCTUraeTcs yepes3 3-5 4acoB mociie npuemMa mnpernapara BHyTpb.

Pacnpenenenue

bozenTan B BeIcOKOI cTeneHu (6omnee 98 %) cBs3bIBaeTCs ¢ OeskaMu I1a3Mbl KPOBU, B OCHOBHOM

¢ anbOymMuHOM. bo3eHTaH He MpoHUKaeT B ApuTpouuThl. [lociie 0IHOKPaTHOrO BHYTPUBEHHOTO
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BBencHUA B no3e 250 Mr V4 coctasiset 18 1.

Buorpanchopmarys 1 SIuMUHALAS

[Tocne 0THOKPATHOTO BHYTPUBEHHOTO BBeNeHUsI 0o3eHTaHa B j03e 250 Mr kimupeHc — 8,2 n/d.
[Tepuon monyseiBenenust (T12) — 5,4 gaca. [Ipy MHOTOKpAaTHOM IMPHMEHCHHH KOHIICHTPAILIUS
0o03eHTaHa B TUIa3Me KPOBU CHMKACTCS MOCTENeHHO 10 50-65 % OoT 3HaueHU KOHIIEHTPALMH ITPU
OJIHOKPAaTHOM TPHMEHECHUU. BeposTHO, CHIDKEHUE KOHIICHTpaIMu O03eHTaHa OOYCIIOBIICHO
ayTomHayKuuen GpepMeHTOB rneueHu. PaBHOBECHOE COCTOSTHUE JOCTUTAETCS B TCUCHHUE 3-5 THEH.
bo3zenTan MeraboimM3upyeTcs B MEUCHU NPHU y4aCTUU M30(EePMEHTOB CUCTEMBI IUTOXpoMa P450
CYP2C9 u CYP3A4. bo3eHTaH BBIBOJUTCS Y€pe3 KHUILEYHUK C KET4blo, MeHee 3 % MpUHITOU
BHYTPb J103bl BEIBOJAUTCS TTOUYKAMHU.

Bozentan oOpasyer 3 wmerabonuTa, OAMH U3 KOTOPBIX 00Jamgaer ¢apMaKoIOTHIECKOU
AKTUBHOCTHIO. DapMakoJIOTMYeCKH AaKTHUBHBIA METa0OJIUT BBIBOJUTCS MPEUMYILECTBEHHO B
HEU3MEHEHHOM BHJIE C KEIIYbl0. Y B3POCHBIX MAI[MEHTOB CUCTEMHOE BO3/CHCTBHE aKTUBHOTO
MeTaboIMTa BBINIC, YeM Yy 3JI0POBBIX TOOPOBOJIBIECB. Y IMAIMEHTOB C MPU3HAKAMH XOJIECTa3a
CHUCTEMHOE BO3/IEHCTBHUE 3TOTO META00JINTAa MOKET BO3PACTaTh.

bozenrtan sBuserca unaykropom uzodepmentoB CYP2C9 u CYP3A4, a Takxke, BO3MOXKHO,
uzoepmenta CYP2C19 u P-rimkonpotenna. In vitro 6o3enTan mojasisier akTuBHOCT> BSEP
(TTOMITBI BBIBEJICHUS COJICH JKETYHBIX KUCIIOT) B KYJIBTYPE IelaTOI[UTOB.

B uccnemoBanusix in Vitro mokasaHo, yTo 003€HTaH HE OKa3bIBACT 3HAYMMOI'0 WHTHOHPYIOIIETO
abpdexra nHa pag uzodepmentoB (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4).
CrnenoBarenbHO, 003€HTAaH HE MOBBIIIAET B KPOBU KOHIIEHTPAIUIO JEKAPCTBEHHBIX CPEICTB,
MeTab0JIM3M KOTOPBIX OMOCPEI0OBAH JaHHBIMHU N30(epMEHTaAMHU.

Oco0ble TPVIIILI TAIMEHTOB

Pe3ynbpTaThl uccnenoBaHUi NpeAnonaraioT, yTo Ha (papMaKOKHMHETUKY OO03eHTaHa Yy B3pPOCIBIX
NAllMEHTOB HE OKa3bIBAIOT CYIIECTBEHHOI'O BIUSHMS Takue (DakTophl, Kak I0JI, Macca Tela,
pacoBasi IPUHAAJIEKHOCTh WJIN BO3PACT.

Hapywenue ¢ynxyuu neuenu

VY nmanueHToB ¢ NeYeHOYHOH HEAOCTATOUYHOCTBIO JIETKOU cTeneHH (Ki1acc A Mo KiacCupUKAIH
Yaitna-I1p10), CyIIeCTBEHHbIX M3MEHEHHUH moka3areneil (apMakOKMHETUKM OO3€HTaHa He
oTMeueHo. Y 3Tux nanueHToB paBHoBecHass AUC 0o3eHTana Ob11a Ha 9 % BBIIIE, a €70 aKTUBHOTO
metabonuta Ro 48-5033 — Ha 33 % BBIIIIE O CPABHEHUIO C aHAJIOTHYHBIM ITOKA3aTeNIEM 3I0POBBIX
N0OpOBOJIBbIIEB. BiusHIE Te4eHOYHON HE0CTaTOYHOCTH YMEPEHHOM CTeneH! TskecTH (Kinace B
no knaccupukanun Yainn-Ileio) Ha ¢apMakoKMHETHYECKHE MapaMmeTpbl OO3€HTaHa M €ro
OCHOBHOT0 MeTabonuta Ro 48-5033 uzyyanu y 5 nanuenTos ¢ JIAT, 00ycioBieHHOMN MopTaibHON

TUINEPTEH3NUEN, U MEYEHOYHON HEAOCTATOYHOCThIO YMEPEHHOW CTENEHHM TSHKECTH, a TAKKE Yy
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3 marenToB ¢ JIAT', 00ycloBICHHOM IpyrUMu pI/I‘II/IHa. 'E'piﬂgp%f&&%%%ﬂk}in@ﬁnb&ékh v

NALMEHTOB C IEYEHOYHOW HEJOCTaTOUYHOCTHIO Ki1acca B cpennee 3Hauenue (95 % nosepurenbHbIi
untepsan, J[1) pasaoBecHoit AUC 603eHTana coctaBmiio 360 (212-613) Hr x u/mi, T. €. OBUIO B
4,7 pa3a Bbie, a cpeanee 3HaueHue (95 % [AU) AUC aktuBHoro merabonuta Ro 48-5033
coctaBmio 106 (58,4-192) ur X u/mn, T. e. B 12,4 pa3a Bplllle, 4eM y MAIMEHTOB ¢ HOPMaJIbHOU
bynkuueit meyenu (6o3enran: cpeanee (95 % JAN) AUC 76,1 (9,07-638) ur x u/mur; Ro 48-5033:
cpeanee (95 % JAU) AUC 8,57 (1,28-57,2) ur x u/mu). HecMoTpss Ha HEOOJBIIOE YHCIIO
MAIMEHTOB U BBICOKYIO BapHalOelbHOCTh MOJYYEHHBIX JAaHHBIX, 3TU PE3YJbTaThl YKa3bIBalOT Ha
3HAYUTENIbHOE YBEJIMUYEHHWE CUCTEMHOM IKCHO3MIMH O03€HTaHa U €ro OCHOBHOTO MeTaloJynTa
R0 48-5033 y manueHTOB C IEYEHOYHON HEJJOCTATOYHOCTHIO YMEPEHHOM CTEIICHHU TSKECTH (KI1acce
B no xnaccudukamuu Yaiina-I1er0). @apmakoknHeTHKa 0O3€HTaHA y TMAIMEHTOB C TSHKEIOM
MEYeHOYHON HemocTtarouHocThio (kimacc C mo knaccudukanuu Yaina-IIe0) He wu3ydeHa.
[Tpumenenue 603eHTaHA MPOTUBOIIOKA3aHO Y MAIIMEHTOB C YMEPEHHOM U TSKENOW MEeYeHOYHOM
HemocTaTouHOoCThIO (kiace B wmn C no knaccudukaruu Yaiinn-ITsio, cM. pasaen 4.3).
Hapywenue ¢ynxyuu novex
VY nmanueHToB ¢ MO4YeYHOU HEJOCTATOYHOCTBIO TSDKEION CTENEHH TSHKECTH (KIMPEHC KpeaTMHUHA
(KK) 15-30 mi1/mMuH), KOHIIEHTpaLKs 003€HTaHa B IJIa3Me KPOBH CHIKACTCs MpuMepHo Ha 10 %.
Konuenrpanusi merabonuToB 0O3€HTaHa B IUIa3Me€ KPOBH BO3PAacTaeT MPUMEPHO B 2 pasa 1o
CPaBHEHMIO C MAalMEHTAaMH C HOPMaJbHOW (YHKIMEH NOoYyeK. Y MalMEeHTOB € IOYEUHOU
HEJOCTAaTOYHOCThI0O HE TpelOyercss Koppekuuu mao3bl. [Ipumenenme Oo3eHTaHa Ha QoHe
reMo/iann3a He U3ydaiau. YUUThIBas GU3NKO-XMMHUYECKHE CBOMCTBAa 003€HTaHa U €ro BHICOKYIO
CTETIEHb CBS3bIBAHMSA C OEIKaMH TUIa3Mbl KPOBH, 3HAYMTEIHHOTO BBIBEJCHHS OO3CHTaHA W3
COCYAMCTOTO pyclia BO BpeMs reMOfalln3a He 0KUJAeTCsl.

eTu
PesynbTarhl uccnenoBanus (papMakKOKMHETHKH OJHOKPATHOM M MHOTOKPATHBIX 7103 0O03eHTaHa
npu npueme BHYTph y 19 nereii ¢ JIAD B Bo3pacte ot 3 10 15 ner (mpuem B 103€ 2 MI/KI Macchbl
tena 2 pasa B aeHb, AC-052-356 (BREATHE-3)), cBHAETENBCTBYIOT O TOM, YTO CHCTEMHOE
Bo3elcTBHE OO03€HTaHAa CHMKAeTcs €O BpEMEHEM B  IIOJIHOM  COOTBETCTBHH  C
aBTOMHAYKIIMOHHBIMU cBoiicTBamu mpenapata. Cpeanue 3HadeHus AUC (CV %) 6o3enTana y
JeTel, moJyJaromux 003eHTaH B 103ax 31,25 mr, 62,5 mr unm 125 mr 2 pas3a B IeHb, COCTABISUTH
3,496 (49), 5,428 (79), u 6,124 (27) Hr X 4/MJI, COOTBETCTBEHHO, U OBLITH HUXKE CPEAHETO 3HAUCHUS
sToro nokasare’s (8,149 (47) ur X u/mi) y B3pocibix nanueHToB ¢ JIAL, mpuHuMaBImux 603eHTaH
B 03¢ 125 Mr 2 pa3za B JeHb. B paBHOBECHOM COCTOSIHUM CHCTEMHOE BO3/EICTBUE y AETEH C
Maccoii Tena 10-20 kr. 20-40 xr u 6oiiee 40 KT cOCTaBHIIO, COOTBETCTBEHHO, 43 %, 67 % u 75 %,

OT COOTBETCTBYIOIIIHUX nokasareiei Y B3pOCIIbIX.
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6. PAPMAIIEBTUYECKHE CBOMATBA MPCTIEAUBATENBHOCTE 000T)

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
e Kpaxman kykypy3HbIil
o Kpaxman npexxenaTHHU3UPOBAHHBIN
e KapOokcuMmeTuikpaxman HaTpust
o [imnepun qudereHar
e Marnus creapar
o [JloBumon-K90

CocraB 000JI0YKH:

e ['mnpomeruiosa

e Turana guokcua

e Tanbk

e ['unponoza

e Tpuanerun

e Kpacurenp xene3a OKCU )KEIThII
6.2. HecoBmecTUMOCTD
He npumennmo.
6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)
3 rona.
6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU
XpaHuThb npu Temmneparype He Boiie 25 °C.
6.5. Xapakrep u coaepxaHue NEPBUYHOH YIIAKOBKH
[To 10, 14, 28, 40, 56, 112 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUICHKH
MOJIMBUHUJIXJIOPUAHOM, JUOO TJICHKU MOJIMBUHWIXJIOPUIHOW/TIONMBUHUINACHXIOPUIHON U
(boJIbru aMIOMHUHNEBOM MEYaTHON JTAKUPOBAHHOM.
1,2,3,4,5, 8 unu 10 KOHTYPHBIX SIYEUKOBBIX YIAKOBOK BMECTE C MHCTPYKIIMEH IO MEAUIIUHCKOMY
NPUMEHEHHIO (JIMCTOK-BKJIA/IBIII) TOMELIA0T B KAPTOHHYIO YIIAKOBKY (ITAUKYy).
6.6. Oco0ble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXXKEHUH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBIX IOcjle NpPHMEHEeHUus:
JIEKApPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.
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foCTOBEPEATT = 201

7. IEPKATEJIb PETUCTPAIIMOHHOI'O V
Poccuiickas @enepanus

000 «ATomn»

445351, Camapckas o0:1., r. XKurynesck, yi. ['mapoctpourenei, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

7.1. IlpeacraBuTtenb AepaaTessi PperiCTPALMOHHOIO YA0CTOBEPEHHSA

[Iperensnu moTpeOUTENIEH HAIIPABIIATE 110 AAPECY:

Poccuiickas @enepanus

000 «O308»

445351, Camapckas 0011., T.0. XKurynesck, 1. XKurynesck, yi. ['uapocrpoureneid, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (MOATBEPKIEHUSA
PETACTPAIIAN, TEPEPETVCTPALIAN)

JlaTa niepBoi perucTpanuu.

10. JATA IEPECMOTPA TEKCTA

OO61mas xapakTepHucTHKa JeKapCTBEHHOTo npenapata bo3eHTan pocTynHa Ha HHGOPMAMOHHOM
noptane EBpazuiickoro 3KOHOMHYECKOTO CO103a B MH(OPMAIIMOHHO-KOMMYHHKAIIHOHHON CeTH

«UuTepuet» https://eec.eaeunion.org/.
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