MUHWCTEPCTBO 3[JPABOOXPAHEHNSA
POCCUMCKOWN ®ELEPALIMA
WHCTPYKLMA

Mo MEANUNHCKOMY MPUMEHEHWIO
NEKAPCTBEHHOIO MPEMAPATA

BO3EHTAH KAHOH

PeructpauuonHbIit Homep: J1M-005428

Toprosoe HaumeHoBaHue: boseHTaH KaHoH

MexnyHapoaHoe HenaTeHTOBaHHOE HaMMeHOBaHKe: 603eHTaH

Cocras:

[oanposka 62,5 mr

1 TabneTka, NoKpbITas NeHOYHO 060M0YKON, COREPXKNT:

Oelicmayrowee sewjecmeo: 6o3eHTaHa MoHoruapar 64,54 wr,

BriepecyeTe Ha 603eHTaH 62,50 Mr;

8cnomozamerbHble sewecmea: rnulepun anberenat 2,00 mr, kapbokcumeTUnKpaxman HaTpus
5,00 mr, kpaxman KyKypy3Hbli npexenaTuHuavpoBaHHbIA 13,40 Mr, KpemMHWUs AvOKCUA
konnongHeln 1,00 mr, markus creapat 1,00 mr, nosugoH K-90 1,20 mr, uennionosa
MUKpoKpUcTannuyeckas 23,90 mr;

cocmas nneHoyHol obonoyku; Onagpait 20A230009 oparxesblit 4,00 Mr, B TOM uucne:
runpono3a (rmapokeunponunuenntonosa) 1,3500 mr, rmnpomennosa (rMapoKCMnponUIMeTMn-
uennionosa) 1,3500 mr, Tanbk 0,8000 mr, TTaHa avokeua 0,4472 Mr, kpacuTenb Xeneaa okeuz
xenTbii 0,0440 mr, kpacuTenb xenesa okeua kpacHbii 0,0088 mr.

[oanposka 125 mr

1 1abneTka, NOKpbITas NNEHOYHON 0BONOYKON, COBEPKNT:

Oelicmayrowee sewjecmeo; 6o3eHTaHa MoHoruapar 129,08 mr,

B nepecyeTe Ha 603eHTaH 125,00 mr;

8cnomozamenbHble sewecmea: rnuLiepun anberenat 4,00 mr, kapbokcumeTUNKpaxman HaTpus
10,00 Mr, kpaxman KyKypy3Hblii MpexenaTuHn3MpoBaHHbin 26,80 Mr, KpeMHUs AvoKeun
konnonaHein 2,00 mr, marHus creapat 2,00 mr, nosugoH K-90 2,40 mr, uennionosa
MuKpokpucTannuyeckas 47,80 mr;

cocmas nneHoyHol obonodku; Onagpant 20A230009 oparxesblit 8,00 Mr, B TOM 4ucre:
runponosa (rmapokcunponunuenntonosa) 2,7000 mr, rmnpomennosa (rMapoKcMnponunmMeTun-
Lennionosa) 2,7000 mr, Tanbk 1,6000 mr, TuTaHa gvokeua 0,8944 mr, kpacuTenb Xenesa okeuz
xenTbii 0,0880 mr, kpacuTenb xenesa okeua kpacHbin 0,0176 mr.

Onucanue

TabneTkv kpyrmble ABOSKOBbIMYKITbIE, MOKPbITbIE MNEHOYHOI 060M04KON OpaHXeBoro LigeTa. Ha
nonepeyHoM paspese noyT benoro LigeTa.

(dapmakoTepaneBTMYECKas rpynna: BasoAnnaTupyioLLee CpeacTso.

Kop ATX: C02KX01

®dapmakonoruyeckue CBONCTBa

®apmakoOuHamuKa

BoseHTaH fBNSIETCA HECENEKTUBHBIM @HTArOHNCTOM 3HAOTENMHOBLIX peLienTopos Tuna 3T, 1
OT,. Bo3eHTaH CHUXaET kak Nero4Hoe, Tak 1 CUCTEMHOE COCYANCTOE CONPOTUBMEHME, MPUBOAS
K NOBBILLEHMIO CEPAEYHOrO BbIGpOCa 6€3 yBENMUEHNS 4acTOThbl cepaeUHbIX cokpatlLeruit (YCC).
HeitporopmoH aHpoTenuH-1 (3T-1) SBNSIETCH OAHUM M3 CaMblX MOLUHbIX CPEAM U3BECTHbIX B
HaCTOALMIA MOMEHT Ba30KOHCTPUKTOPOB, KOTOPbIA Takke obnapaet cnocobHOCTbIO
CTUMynMpoBaTh NBPO3, KNETOUHYH NPONMdepaLmio, TMNepTpotMio cepaLa, PEMOAENMPOBa-
HUe, 1 Takke MpOosiBNsieT NPOBOCMANNTENbHYIO aKTUBHOCTb. JT1 apdheKTbl MHAYLMPYIOTCS NPy
cBsA3bIBaHUN 3HAoTenMHa-1 (3T-1) ¢ peuentopamu AT, 1 3T,, pacnonoXeHHbIM1 B 3HAOTENNM U
rnagkoMbILeYHbIX KneTkax cocyaos. KoHueHTpauwu OT-1 B TKaHAX M nnasme Kposu
MOBBILLIAIOTCA MPU HEKOTOPbIX CEPAEYHO-COCYANCThIX 3aboneBaHmsX 1 60Me3HsX CoeanHNTEb-
HOIA TKaHW, B TOM YnCre Mpu NeroyHoil aptepuanbHon runepTenann (MAT), cknepoaepmum,
OCTPOI M XPOHWYECKON CEpAeYHON HEeAoCTaTOYHOCTH, WWEMUN MUoKapaa, CUCTEMHOM
TUNEPTEH3NN M aTepocknepose, YTO npeanonaraet yvactue OT-1 B naToreHese aTux
3abonesaHuit. Mpu NAT 1 cepaeyHONM HE[OCTATOYHOCTH, MPW OTCYTCTBMW aHTaroHM3ma K
3HAOTEMNHOBLIM PeLienTopaM, MoBbILUeHHble KOHLHTpaLun 3T-1 cTporo koppenupylT ¢
TSKECTBIO M NMPOrHO30M yKa3aHHbIX 3a00neBaHui.

BoseHTaH koHkypupyeT ¢ 3T-1 v apyrumn AT nenTnaamu 3a cBsi3biBame ¢ pelentopami 3T, n
3T, ¢ HeaHauMTenbHO Gonee BbICOkUM cpoacTBOM k peuentopam AT, (Ki = 4,1-43 Hmorb), no
cpaBHeHwio ¢ petienTopamu IT; (Ki = 38-730 Hmonb).

BoseHTaH cneuynduyeckn 6nokupyet 3T peLentopbl U He CBA3bIBAETCA C APYrUMM
petentopamy.

SpexmueHocmb

Ipn n3yyenmnn JIAT Ha MoAensX XMBOTHBIX NOKa3aHo, YTO ANUTENbHOE BBefeHne 6o3eHTaHa
BHYTPb CHWXaET neroyHoe cocyauctoe conpotuenenne (JICC) u cnocobetsyeT obpatHoMy
Pa3BUTUIO TMNEPTPOdUN COCYA0B NErKNX M MPaBOro xemnyaoyka. okasaHo, YTo MU IErO4HOM
(hnbpo3e 603eHTaH yMeHbLUIAET HaKoNNeHe KonnareHa B nerkmx.

OhchekmusHoCMb NPU NPUMEHEHUU Y 83POCAbIX NAUUEHMOo8 C 1e204Hol apmepuarnbHol
aunepmexauet

[inuTensHoe (B TeyeHne 12 1 16 Heaenb) neveHmne B3pocbIx naumeHToB ¢ JTAT (nepBuyHoil 1
BTOPUYHOM, NPENMYLLECTBEHHO acCoLMMPOBaHHON co cknepoaepmueit) IlI-1V dyHkumoHanbHo-
ro knacca (®K) no knaccucpmkaumu BcemupHol opraHusaumu 3ppaBooxpaHenns (BO3)
003eHTaHOM B KOMOMHaLWMKM C aHTWKOarynsHTamu, Basogunatatopamu (Gnokatopamm
KanbLyeBbIX kaHanoB), AypeTkaMm, KUCIOPOAOM W AUTOKCUHOM, HO HE 3MoMpOCTEHOMOM,
COMPOBOXAANOCL YMEHbLUEHNEM BbIPaXEHHOCTU cumnToMoB JIAT M 3HauYMTENbHBIM
YBENMYEHNeM TONePaHTHOCTM K (U3NIecKM Harpyskam (no pesynbTatam Tecta ¢ 6-M1HyTHON
xonb60i). ATv ahthekTbl OTMEYANUCh Yepe3 4 HeAENM, OTYETNIMBO NPOSBASNNCH Yepe3

8 Heplenb 1 coxpaHanucb A0 28 Hefenb B MOArPYNMe NaLMeHTOB aKTUBHOTO JTEYeHNS.

B nccneposanum naumentos ¢ JIAT Il ®K nokasaHo 3HauuTenbHOe yBenu4eHne BpeMeHu A0
Hayana KnMHU4eckoro yxyawerus (KOMBUHUpOBaHHAs KOHe4YHast Touka, BKMOYaroLjas
nporpeccupoBaHne CUMNTOMOB 3aboneBanus, rocnutanusaunio seneactane JIAT u cnyyaun
cMepTH).

Y nauwentos ¢ JIAT IIl ®K n nopokamu cepaua B codeTaHnn C HapyLLeHUaMM nokasaTtenern
reMoaMHaMmuKn Mo TUNY CWHAPOMAa Jii3eHMeHrepa, yBENMYeHne CPedHero 3HauyeHus
HacblleHns kpoBu kucnopopom Ha 1,0% B rpynne nauueHToB, momyyaBlunx 0GO3eHTaH,
CBUAETENLCTBOBANO O TOM, YTO B03eHTaH He ycyrybnsieT runokcemuio. CpefHee 3HadeHve
NEroYHOro COCYAMCTOr0 COMPOTUBNEHNS 3HAYUTENBHO CHUXANOCh, @ TONMEPaHTHOCTb K
(hu3nyeckMM Harpyskam noBbilanacb (CpeHss AMCTaHLMA MO pesynbTaTam TecTa C
6-MUHyTHOI X0Ab60I yBENUUMAACH Ha 53 MeTPa) B rpynne NaLMeHToB, NoMy4aBLUKX 6O3eHTaH.
Mpu n3yyennn 6o3eHTana y naumerTos ¢ NAT |1l ©K B coueTanmun ¢ BUY- nHdekumeit nokasaHo
MOBbILLIEHIE TONEPAHTHOCTM K (PU3NYECKIM HArpy3kam B CPABHEHMN C UCXOAHBIMU AaHHbIMA.

B [1ByX OCHOBHbIX MnaLie60-KOHTPONMPYEMbIX MCCREeA0BaHMSX 1 UX OTKPbITHIX MPOAMEHUX Y
BCEX MaLMEHTOB, NOMyyatoLLnX GO3EHTaH B TeYEHIe ANUTENBHOTO BPEMEHM MPOBOAMIN OLIEHKY
KM3HEHHO BaXkHbIX MokasaTeneil. CpeHss NpOAoMKUTENbHOCTL Npuema 6o3eHTaHa cocTaBuna
1,9 £ 0,7 net (o1 0,1 g0 3,3 neT), KNMHUYECKOE COCTOSIHME MALMEHTOB KOHTPONMPOBANM B
cpeaHeM B Teyenme 2,0 + 0,6 net. Y Gonblueit YacTv naumeHToB 6bin NOATBEPXKAEH ANarHo3
nepsuyHoit JIAT (72 %) u onpepeneH Il ®K (84 %) no knaccudpukauum BO3. Mokasatens
BbIKMBAEMOCTY B rpynne B LIEMOM (CorrnacHo oLeHke no Metogy Kannaw-Maiiepa) yepes 1 rog
neveHns bosentaHom coctasin 93 %, a vepes 2 roga - 84 %. Y maumeHToB C CUCTEMHON
cKrepofiepmueit nokasatenu BbhxisaemocTi no metofy Kanna-Maiiepa Gbinu Huxe.
UccnedosaHus, nposedexHble y demeli ¢ JTAT

VccnepoBatye napameTpoB thapMakokuHETVKI 603eHTaHa NPOBOANIN Y AeTel B TeueHne

12 Hepenb Tepanuu npenapaToM. AHanU3 reMoaMHaMUYeckuX NapameTpoB ykasbiBaeT Ha
yBenMyeHne cepaeyHoro uraekca (CU) Ha 0,5 n/MUH/MG, a Takke Ha CHIKeHMe CpeHero
nAaBnetHus B neroyHon aptepim (AJ1A) so 8 mm pt.ct.uJ1ICC - 50 389 AMH X cek X cm 5.
CucmemHasi ckrepodepmusi ¢ A36eHHbIM NOpaxeHuem KoHeyHocmel

PesynbTaTbl ABYX KNMUHUYECKUX WUCCME[OBAHMiA Y B3POCMbIX NALMEHTOB C CUCTEMHOI
CKriepopiepMueii 1 13BEHHbIM NOPaKEHNEM KOHEYHOCTEN (B CTaanmi 060CTPEHMS UMK B Criyyasix,
Koraa si3BeHHOe MopaxeHie 0TMeyanu B TeYeHne NOCMeaHero rofja) nokasanu, YTo B TeyeHne
BCEro nepuofa npuMeHennst Go3eHTaHa Habniofanoch [OCTOBEPHOE yMeHblueHue 4ucna
HOBbIX SI3BEHHbIX IOPAXEHWI KOHEYHOCTEN MO CpaBHEHMI0 ¢ nnaLie6o.

Y naumeHToB, nony4asLumx 603eHTaH unk nnatebo B TedeHne 16 Hepenb, B CpeAHEM, OTMEYEHO
1,4 n 2,7 HOBbIX $I3BEHHbIX MOpaxeHWi, cooTeTcTBEHHO (p=0,0042). B nccnenosaHum
MPOAOMKUTENBHOCTbIO 24 HEleNN YNCHO HOBbIX SI3BEHHbIX MOPaXeHUl KOHEYHoCTen y
nalueHTa cocTaenano, B cpeaHeM, 1,91 2,7, cootBetcTeHHo (p=0,0351). BinsiHne 6o3eHTaHa
Ha CKOPOCTb 3aXIBIEHNS S3BEHHBIX NOPAKEHI HE YCTAHOBMEHO.

®dapmakoKuHemuka

®dapmakokuHeTMKa 603eHTaHa 3yyeHa B OCHOBHOM Y 370pOBbIX A06POBOMbLEB. OrpaHnyeH-
Hble [JaHHble CBUAETENbCTBYIT O TOM, YTO JKCMO3NLMS BO3eHTaHa y B3POCTbIX NaLMEHTOB C
JIAT npuMepHo B 2 pa3a BblLLE, YeM Y 300POBbIX J06POBOMLLIEB.

dapmaKokMHeTMYeCKe NapameTpbl Y 3[0POBbIX 40BPOBONbLER 3aBUCST OT 403bl 1 BpEMeHM
npuema 6o3eHTaHa. KnupeHc n obbem pacnpedeneHusi CHUXalTCS Npu yBenuyeHuu
BHYTPMBEHHOIA 03bl 11 C Te4eHMeM BpeMeHu. Mocre npuema BHYTPb CUCTEMHAs KCMO3NLWst
6o3eHTaHa nponopuyoHansHa B go3ax Ao 500 wmr. Mpu npueme BHyTpb Gonee BbICOKUX [03
603eHTaHa MakcManbHas koHLeHTpauus B nnaame kposw (C,,) n AUC (nnowasp noa kpuson
«KOHLIEHTPALMS-BPEMSI») YBENUUYMBAIOTCS MEHEE NPONOPLIMOHAIBHO JO3€.

BcacbigaHue

ABcontoTHas GrogocTynHocTb Go3eHTaHa y 300poBbIX A06POBONbLEB NOCHe NpUeMa BHYTPb
coctasnsiet okono 50 % W He 3aBucKT OT BpemeHu npuema nuiwy. ., B nnasme Kposw
pocTuraetcs yepes 3-5 4 nocne npuema npenapata BHYTPb.

PacnpedeneHue

BoseHTaH B BbicOKOW CcTeneHn (6onee 98%) ceasbiBaeTcs ¢ Genkamu nnasmbl kpoBM, B
OCHOBHOM, C anbbymuHoM. BoseHTaH He MpoHMKAeT B apuTpoLMTLI. Mocne oAHOKpaTHOro
BHYTPWBEHHOTO BBEAEHMS B 1036 250 Mr 06beM pacnpeseneHns cocTaBnseT okono 18 11.
Memabonusm u gbigedeHue

Mocne opHOKpaTHOrO BHYTPUBEHHOTO BBeAeHWs GoseHTaHa B Ao3e 250 Mr KNMpeHC ero
coctagnsieT 8,2 n/u, nepuoa nonysbisefeHus (T%) - 5,4 4. Mp1 MHOrOKPaTHOM MPUMEHEHNN
KOHLIeHTpaLus 603eHTaHa B Mna3me KpoBi CHXaeTCs nocteneHHo Ao 50-65 % oT sHauerui
KOHLIEHTpaLMN Npu OAHOKPATHOM npumeHeHnn. CHuxeHue, BEPOSTHO, 0bycrnoBneHo
aBTOMHAYKLME! MeTabonuanpyoLmx neveHouHbIx (epmeHToB. COCTOSHWE YCTOR4MBOTO
paBHOBECHS AOCTUraeTcs B TeYeHue 3-5 gHeit.

BoseHTaH MeTabonunMpyeTcs B MeYeHN Mpyu y4acTiu U30epMEHTOB CUCTEMbI LMTOXpOMA
P450 CYP2C9 1 CYP3A4. BoseHTaH BbIBOAWTCS Yepes KULLEYHUK C xendblo, MeHee 3 %
NPUHSTON BHYTPb A03bI BbIBOANTCS MOYKaMM.

BoseHTaH obpasyet 3 mertabonuta, oaMH M3 KOTOpbIX 0bBnajaeT bapmakonornyeckoi
aKTUBHOCTbIO. PapMakonorniyecki akTMBHbIA MeTaboNUT BbIBOAMTCS MPEUMYLUECTBEHHO B
HEN3MEHEHHOM BHfE C KeM4blo. Y B3POCHbIX NALMEHTOB CUCTEMHOE BO3AENCTBIE aKTUBHOMO
MeTabonuTa BblLLe, YeM Y 3[0POBbIX 40BPOBONbLEB. Y NALMEHTOB C NpU3HaKami Xxonectasa
CciCTEMHOE BO3AENCTBIE 3TOro MeTabonuTa MoXeT BO3pacTars.

BoseHtaH siBnsietcs uHayktopom nsodepmentos CYP2C9 n CYP3A4, a Takke, BO3MOXHO,
u3ochepmeHTa CYP2C19 u P-rnukonpotenHa. In vitro 603eHTaH nogaBnseT aktueHocTs BSEP
(NomMIbI BbIBEEHNS COMeit KeNYHbIX KUCTIOT) B KymbType renaToLuTos.

B nccnepoBaHusix in vitro nokasaHo, 4to 603eHTaH He okaablBaeT 3HauMoro MHrMGHpYioLLero
apekta Ha psa n3odepmentos (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Cneposa-
TenbHO, 603eHTaH He NOBbILLAET B KPOBI KOHLIEHTPALIMI0 NEKapCTBEHHbIX CPEACTB, MeTabonnam
KOTOPbIX ONOCPEL0BaH JaHHbIMY U30(EpMEHTaMM.

®apmakoKuHemuka y 0cobbix 2pynn nayueHmos

PesynbTaTbl UcCriefoBaHmin NpeanonaratoT, YTo Ha hapMakokiHeTKy 603eHTaHa y B3pOCTbIx
naLyMeHTOB He OKasblBalOT CYLECTBEHHOMO BRNAHUA Takve (akTopbl, kak non, Macca Tena,
pacoBas PUHaANEXHOCTb UK BO3PACT.

Jemu

PesynbTatbl UccriefoBanms hapMakokMHETUKI OHOKPaTHO 1 MHOTOKpaTHbIX 403 603eHTaHa
npv npueme BHYTpb y 19 aeTeit ¢ JTAT B BospacTe oT 3 Ao 15 net (npvem B Ao3e 2 Mr/kr Macchl
Tena 2 pasa B feHb, AC-052-356 [BREATHE-3]), cBiaeTenbCTBYIOT O TOM, YTO CUCTEMHOE
BO3/jeiiCTBIE 603EHTaHa CHINKAETCS CO BPEMEHEM B MOSHOM COOTBETCTBUMN C @BTOMHAYKLIOH-
HbiMM cBoicTBamMK npenapata. Cpeanue 3Havenns AUC (CV %) 6GoseHTtaHa y peteit,
nonyyatoLyux 603eHTaH B gosax 31,25 mr, 62,5 Mr unu 125 mr 2 pasa B aeHb, coctasnsnm 3,496
(49), 5,428 (79), 16,124 (27) Hr*y/mMn, COOTBETCTBEHHO, M BbINM HIKE CPEAHETO 3HAYEHNS ITOTO
nokasatens (8,149 (47) Hr-u/mn) y B3pocnbix nawyeHToB ¢ JTAT, npuHuMaBLumx 603eHTaH B A03e
125 Mr 2 pasa B [jeHb. B paBHOBECHOM COCTOSHIW CUCTEMHOE BO3[ENCTBIE Y ieTeNn C Maccon
Tena 10-20 kr, 20-40 kr 1 6onee 40 kr cocTaBuno, COOTBETCTBEHHO, 43 %, 67 % 1 75 %, oT
COOTBETCTBYIOLWX NOKa3aTenen y B3pocribiX.

HapyweHue (yHKuuU neyeHu

Y nauueHToB C NeYEHOYHOM HeJ0CTAaTOYHOCTbIO NErKoli cTeneru (knacc A no knaccudukaymm
Yaiing-Mblo), CyLLECTBEHHbIX W3MEHEHUA nokasaTeneil apMaKkoKMHETMKM mpenapaTa He
OTMeyeHo. Y aTux nauvweHToB paBHoecHass AUC GoseHTaHa Gbina Ha 9 % Bbille, a ero
aktuHoro MeTabonuta, Ro 48-5033, - Ha 33 % Bbie MO CPaBHEHMIO C aHanorMyHbIM
nokasatenem 340poBbIX J0OPOBONbLIEB.

BnusiHne neveHOYHOI HeJOCTAaTOMHOCTU YMEPEHHOW CTeneHn TsxecTu (knacc B no
knaccudukauymm Yaina-fbto) Ha apmakokuHeTUyeckue napameTpbl 6o3eHTaHa M ero
ocHoBHoro Metabonuta, Ro 48-5033, usyyarnm y 5 nauweHnToB ¢ J1AT, obycnoeneHHow
nopTanbHOM rMnepTeH3nen, 1 NeYEHOYHON HE[OCTaTOYHOCTbI0 YMEPEHHON CTENEHN TSKECTU, @
Takke y 3 nauneHToB ¢ JIAT, 06ycnoBneHHO pyrumMn NpudmHamn, 1 HopManbHoM (yHKLen
neyeHn. Y naumeHToB C NeYEHOYHON HeJ0CTaTOMHOCTBIO Knacca B cpepHee 3HaueHue (95%
[noBepuTenbHbIn WHTepBan, V) pasHoBecHoit AUC GoseHTaHa cocTasuno 360 (212- 613)
Hrey/mn, T.e. 6bin0 B 4,7 pasa Bbiwe, a cpegHee 3Hadvenne (95% M) AUC akTueHoro
meTabonuta Ro 48-5033 coctasuno 106 (58,4-192) Hreu/mn, T.e. B 12,4 pa3a BbilLe, Yem y
naLyeHToB ¢ HopmarnbHoit (yHKUMei nevenn (6o3eHTan: cpeaHee [95% W] AUC: 76,1 [9,07-
638] Hru/mn; Ro 48-5033: cpegHee [95% AW] AUC: 8,57 [1,28-57,2] Hreu/mn). HecmoTps Ha
HeboMblLOe YMCNMO MALWEHTOB W BbICOKYl0 BapuabenbHOCTb MOMYYEHHbIX AaHHbIX, 3TU
pesynbTaTbl YkasblBaloT Ha 3HAUUTENbHOE YBENUYEHNE CUCTEMHOI 3KCNo3nLM Go3eHTaHa 1
ero ocHoBHoro metabonuta Ro 48-5033 y maumeHTOB C NEYEHOUHON HELOoCTaTOMHOCTbH
YMepeHHOW CTenerm TsikecTy (knacc B no knaccudukaLim Yaitng-Mbio).

dapmakokuHeTka 603eHTaHa Y NaLyeHTOB C TAXENON NeYeHOYHON HeAOCTaTOYHOCTbIO (KNace
C no knaccudukaumm Yaina-Tbto) He u3yyera. MpumeHene 603eHTaHa NPOTUBONOKA3AHO Y
NaLMeHTOB C YMEPEHHOI W TSIXeNoi NeveHOUYHON HeJocTaTouHoCThio (knacc B munn C no
knaccudukaLmn Yainna-Mbto, cm. pasgen «MpoTuBonokasaHus»).

HapyweHue ghyHkyuu nodvek

Y NaLMeHTOB C NOYEYHOI HEA0CTATOMHOCTBIO TSXKENON CTENEHI TKECTM (KNMPEHC KpeaTuHUHa,
KK, 15-30 Mn/mMuH), KoHLieHTpaLus 603eHTaHa B NnasMe KpoBi CHUXAETCs NpumepHo Ha 10%.
KoHueHTpaLys metabonuTos 6o3eHTaHa B nnasme KpOBI BO3pACTAET NPUMEPHO B 2 pa3a no
CPaBHEHMIO C MauMeHTamMu C HOpManbHONW (YHKUMEN nodek. Y nauueHToB C NOYeqHow
HeJoCTaToqHOCTbI0 He TpebyeTcs koppekuun Ao3bl. MpumeHeHne GoseHTaHa Ha (hoHe
remMoavanu3aa He uaydanu. YuuTbisas huanko-xumudeckue coitcTea 603eHTaHa 1 ero BbICOKyto
CcTeneHb CBS3bIBaHUS C Genkami nna3mbl KPOBK, 3HAYNTEMNBHOTO BbiBeAeHUs Go3eHTaHa 13
COCYAMCTOrO pycra Bo BpeMs reMoau1ani3a He oX1aaeTcs.

lMoka3aHus K npuMeHeHno

JleyeHue neroyHoit apTepuanbHoit runepteHaun (JTAT) ¢ Lenbio ynyyLleHns TonepaHTHOCTH K
(u1an4eckum Harpyskam M KIMHUYECKUX CUMNTOMOB Yy naumeHToB |I-IV dhyHKLmMoHansHoro
knacca (PK) no knaceudmkam BO3, B3pocnibix v eTen ctaplue 3-x NeT, BKovas:
-NePBUYHYI0 (MAMONATUYECKYI0 M HacneACcTBeHHyto) JIAT;

-BTOpUYHyto JTAT Ha (hoHe cknepoepMunt Mpy OTCYTCTBUM 3HAYMMOTO MHTEPCTULIMANBHOMO
ropaXeHus nerkux;

-JTAT", accoynm1poBaHHyto C BPOXAEHHBIMI NOPOKaMi CEPALA 1, B YaCTHOCTU, C HapYLLEHNAMI
rokasaTesnei reMoiMHaMIky no TNy cukapoma Jii3eHMeHrepa.

CHIDKEHMe YiCna HOBbIX AWMATarbHbIX SI3B Y B3POCTIbIX MPU CUCTEMHON CKIepoAepMim
MporpeccupytoLLeM S3BEHHOM MOPaXEHNM KOHEYHOCTENA.

lMpoTuBoNnokasanus

-MoBbILLEHHAs YyBCTBUTENLHOCTb K 603eHTaHY 1 MoBOMY 13 KOMMOHEHTOB Npenapara;
-MeyeHO4Hast HEAOCTATOMHOCTL YMEPEHHON 1 TsHKemoi cTeneHu TsokecTi (knaccel B n C no
knaccudmkamy Yaina-Tbto, cm. pasgen «dapmakonoriyeckue CBONCTBA);

-/icx0HOe NoBbILLIEHME aKTUBHOCTM «MEeYeHOYHbIX» TpaHcamiHas: ACT (acnaptatamnHoTpak-
cchepasbl) mnu ANT (anarnHammHoTpaHcepassl) Goree Yem B 3 pasa OT BEPXHeN rparnLbl
Hopwmbl (BI'H);

-Tsenas apTepuanbHas rMnoTeH3us (CMCTonmyeckoe apTepanbHoe aasnenue (ALl) meHee 85
MM.PT.CT. y B3poCTbIX; cuctonuueckoe Afl <80% HIXKHell rpaHLibl HOPMbI, COOTBETCTBYHOLLEN
BO3pacTy 1 nony pebeHka);

-OpHoBpeMeHHbI Npuem uuknocnopuHa A (cm. pasgen «BsaumopeiicTBue ¢ apyrumu
NeKapCTBEHHbIMM CPEACTBAMMY);

-bepemeHHocTb (M. paspenbl «[lpumeHeHne npu GepemeHHocTM W B Nepuop rpyAHOro
BCKapMMBaHmsi», «Ocobble ykasanusi»);

-lpUMEHeHNe Y KEHLLNH C COXPaHEHHBIM PEMpPOAYKTUBHBIM NOTEHLMAMNOM, He NOMb3yHLLMXCS
HaJ@XHbIMM METOAAMM KOHTPaLIenLm;

-epuoA rpyAHOro BCKAapMAMBaHUS (OTCYTCTBYIOT KITMHUYECKME AaHHbIE);

-MpumeHeHwe y feTelh fo 18 neT AN yMEHbLLEHNS YiCIa HOBbIX AMTUTAMbHbIX 3B (B CBA3M C
OTCYTCTBUEM KIMHINYECKNX AAHHBIX);

-AeTckuii BospacT A0 3-x NeT (4ns TabneTok NOKPbITLIX NIEHOYHO 060M0YKON).

C OCTOPOXHOCTbIO

ApTepuanbHas rMnoTeH3ns.

MpumeHeHne npy 6epeMeHHOCTH 1 B IepUOA rpyAHOTO BCKapMIMBaHUS

bepemeHHocmb

B poKnMHMYeckux McCnenoBaHusX YCTaHOBMEHa PenpoaykTUBHAsA TOKCUYHOCTb Go3eHTaHa
(TepaToreHHoe W amMBpUOTOKCUYeckoe AeicTBME). [laHHbIX O MpUMEHeHUN Go3eHTaHa y
GepeMeHHbIX KeHLMH HeT. BO3MOXHbIA puck Ans 4enoBeka HeusBecTeH. [pumeHeHne
603eHTaHa BO Bpemst GepeMeHHOCTV NPOTMBONOKa3aHo (CM. paaen «MpoTuBonoKasaHms).
TpumeHeHue y KEeHWUH C COXpaHeHHbIM PenpoOyKMUBHbIM NOMEHYUanom

Mepen Hayanom neveHnsi DO3EHTAHOM Y XEHLUMH C COXPaHEHHbIM PenpOAYKTUBHbIM
NoTEeHLanom cnesyeT noATBEPANTL OTCYTCTBIE BepemMeHHOCTH, 06CyANTbL HafeXHbIe MEeTOAbI
no npeaynpexaeHno 6epeMeHHOCTI 1 HauaTb NPUMEHEHIe KOHTPaLIeMNLUY Mo COOTBETCTBYI0-
Lueli COrnacoBaHHoit cxeme. MalveHTbl 1 Bpaum JOMKHbI y4UTbIBATL TOT (paKT, 4To BO3eHTaH
MOXET CHUXaTb 3(dEKTUBHOCTb FOPMOHANbHbIX KOHTPALIENTUBHbIX CPEACTB BCNeacTBie
(hapmakokMHeTUYeckoro B3aumogencTaus (cM. pasgen «Baaumopericteue ¢ apyrumu
NeKapcTBEHHbIMM CPeACTBaMM»). M03TOMY XKEHILMHAM C COXPaHEHHbIM PenpoAyKTUBHBIM
NOTEHLanoM He pekomMeHayeTcs UCnonb3oBaTb METO[ FOPMOHAmMbHOM KOHTpaLenLium
(BKMtoYas NekapCTBEHHbIE Npenaparbl, MPUMEHsieMble BHYTPb, B BUAE UHBEKLWIA, TpaHCAep-
MarbHbIX TEpaneBTUYECKIX CUCTEM UM MIMMNAHTATOB) B Ka4€CTBE €AMHCTBEHHOTO METOAA; UM
HeobX0AMMO NPUMEHATb [ONONHUTENbHbIA UMW anbTepHaTUBHbIA HaAeXHbIi MeToA
KOHTpaLienLyn. Mpu COMHEHNsX B HAAEXHOCTY BbIBGPaHHOTO MeTofia KOHTPaLIENLUM NaLyeHTke
cnepyeT 00paTUTLCA K Bpavy-rMHEKONory ANns MHAWBMAYanbHOro nogbopa mertoda
KOHTpaLenuui. YunTbiBas BOIMOXHYIO HeaDPEKTMBHOCTb rOPMOHAMBLHON KOHTpaLenwui u
BbICOKUA PUCK HeraTMBHOMO BrnsiHUS GepemeHHOCTM Ha Tevenne JTAT, BO Bpemsi Tepanum
003eHTaHOM peKOMEHyeTCs eXeMecHO MPOBOANTL TECT Ha DepeMEHHOCTb, YTO MO3BOMUT
[AnarHocTpoBaTh 6epemMeHHOCTb Ha paHHX CpoKaX.

'pydHoe 8ckapmusaHue

He ycraroBneHo, npoHukaeT ni 603eHTaH B rpyaHoe MONoKo. Ecnu Heobxoaumo nposeserne
Tepanun G03eHTaHOM B Nepuoj nakTauuu, rpyaHoe BckapMmnuBaHWe pekoMeHayetcs
npekpaTuTb.

®epmunbHOCMb

B [oKnMHMYecKknX MCCnefoBaHUAX BbISBNEHO BAMAHWE Ha CEMEeHHWKW. Pesynbrtathbl
KIMHWUYECKOro UcCnefoBaHus nokasanu, Yto y 8 u3 24 naumeHToB-Myxu4uH ¢ JIAT yepea 3 unu 6
MecsLeB neyeHns 603eHTaHOM 0TMeYanoch yMeHbLUEHNE KOHLEHTpaLun cnepmbl Ha 42% 1
Bonee OT MCXOAHBIX 3HaueHNit. Ha OCHOBAHIM KITMHUYECKMX 1 [JOKMMHUYECKUX AaHHDIX HEMb3st
VCKIIOYATb PUCK HEraTUBHOTO BMMsHMS BO3eHTaHa Ha cnepmaToreHes y MyxuuH. Hembast
VCKITIOYNTb HeBNaronpuaTHOe BANSHIE ANUTENbHOTO NeYeHns 603eHTaHOM Ha criepMaToreHes
Y NaLWEHTOB-Masnb4KOB.

Cnoco6 npuMeHeHus U A03bI

TabneTku, MOKPbITbIE NAEHOYHOM 0BONOYKONA, CrieAyeT NPUHMMATL BHYTPb YTPOM 1 BEYEPOM,
He3aB1CIMO OT NpyeMa ML, NPOrNaTbiBaTh, 3anvBas BOLON.

Jle2o4Has apmepuanbHas 2unepmeH3usi

TNeyeHne n HabnofeHMe [OIMKEH NPOBOAMTH TOMBKO BpaY, MMEHOLLIAI OMbIT nieveHns JAT.
[Npumeterue y 83pociibix

Y B3pocrbIx HayanbHas fo3a npenapara boseHtaH KaHoH coctasnsieT 62,5 Mr 2 pasa/aeHb
(yTpoMm 1 Be4epoM) B TeueHue 4 Heaenb, 3aTeM 403y MOXHO YBENNYMTb 0 NOAAEPXKMBAIOLLEN
[03bl, KoTOpasi cocTaBnsieT 125 Mr 2 pasa/feHb.

OTUM pekoMeHaLmsIM HYXXHO creaoBaTh U Npu BO306HOBNEHUM Nprema npenapata boseHtaH
KaHoH nocne nepepbiaa B nieyenmy (c. paspen «Ocobble ykasaHusy).

[MpumeHerue y Oemeil 3 1em u cmapuwie

Pexomerpyemas TepanesTideckas fo3a Go3eHTaHa y AeTeil cocTaBnsieT 2 Mr/kr yTpoM U
BeyepoM. B nccneposannn AC-052-356 [BREATHE-3] npumensinu criedymollylo cxemy
[71031pOBaHNS:

Macca Tena (kr) HavanbHas fosa (4 Hegenv) Moanepxvsatowas gosa

10 < x 220 31,25 mr 1 pa3 B ieHb 31,25 mr 2 pasa B fieHb
(1/2 TabneTtkm 62,5 mr) (1/2 Tabnetku 62,5 mr)

20 <x <40 31,25 mr 2 pasa B fieHb 62,5 Mr 2 pasa B fieHb
(1/2 TabneTkn 62,5 Mmr) 62,5 mr

>40 62,5 Mr 2 pasa B eHb 125 Mr 2 pasa B fieHb
62,5 mMr 125 mr

Tepanusi 8 criyyae KIuHUYecko2o yxyowerus JIAI

CnenyeT paccMOTPETb BO3MOXHOCTb MPUMEHEHUS anbTEpPHATUBHBIX METOAOB NeYeHUs B
crnyyae KIMHUYECKOro YXyALEHs (Hanpumep, Npy yMeHbLLEHUN AUCTaHLM NO pesynbTatam
TecTa ¢ 6-MUHyTHOM Xofib60il He MeHee YeM Ha 10% No CpaBHEHMIO C UCXOAHBIMM NoKa3aTens-
MU), HECMOTPS! Ha MPUMeHeHKe npenapata boseHTaH KaHoH B TeueHne He MeHee 8 Hepenb (13
HUX B peKomeHayeMmol fo3e - He MeHee 4 Hedenb). OAHAKo y 4acTv NauneHTOB npu
HeadhekTMBHOCTY npenapata boseHTan KaHoH nocne 8 Hefenb NPUMEHEHNS, NONOXUTENb-
HbIA 3 eKT MOXET HabnoaaTbCs nocne 4ONONHUTENbHbIX 4-8 Heenb neyeHus.

TTp1 HACTYNNEHIM KIMHIUYECKOTO YXYALLEHNS CMYCTS HECKONBKO MECALIEB NeYeHs penapaTom
Bo3eHTaH KaHoH Lienecoo6pasHocTb ero fanbHENLIero npuMeHeHs cneayeT OLEHUTb 3aHOBO.
YBennyeHue Ao3bl npenapata boseHTan KaHoH 40 250 Mr 2 pasa/feHb y HEKOTOPbIX NALMEHTOB,
Mpy HeJocTaToOuHOM 3dhekTBHOCTM ero Ao3bl 125 Mr 2 pasa/feHb, MoXeT cnocobcTBoBaTh
HEKOTOPOMY TMOBBILLEHMIO TOMEPAHTHOCTU K (huanyeckoil Harpyske. CriepyeT TilaTtenbHo
B3BECUTb COOTHOLLIEHNE MOMb3a/pUCK ANS MPUHSATUS peLLeHust 06 YBENM4eHM [03bl npenapata,
NpUHAMAs BO BHAMaHWe 3aBMCUMOCTb renaToTOKCUYECKoro feiicTBus npenapata boseHTaH
KaHoH 0T €ro o3b!.

TMpekpaweHue mepanuu

VIMeeTCs OrpaHiNyeHHbIA OMbIT BHE3AMHOTO MpeKpalyeHus Tepanuu npenapatom boseHTaH
KaHoH nauueHnToB ¢ JIAT, npu 3TOM AaHHbIX 0 pe3kom yxyaleHun JIAT He nonyyeHo. Tem He
MeHee, B Lensix NpefoTBpaLyeHus YXYALEHUs COCTOSHUS MauveHTa M3-3a BO3MOXHOTO
pa3BUTUSI CUHAPOMA «OTMEHbI», PEKOMEHYeTCS MOCTENEeHHOe CHUXEHIE 403bl (HAMOMOBUHY B
TeyeHue 3-7 OHell) U ONHOBPEMEHHOE Hayano anbTepHaTWBHONM Tepanuu. PekomerpyeTcs
PerynsipHbIi KOHTPOITb KIMHUYECKOTO COCTOSHUS NaLMeHTa B NepUOZA OTMEHbI NEYEHMSI.

Ecnu npunsiTo pelueHne 06 oTMeHe npenapata boseHTaH KaHoH, ero goay criepyeT cHuxartb
nocTeneHHo, OAHOBPEMEHHO HaUMHas anbTepHATUBHYIO Tepanuio.

CHUXeHue yuca HoebIx dueumarbHbIX 138 y 83pOCTbIX ¢ cucmeMHoU cknepodepmueli
HasHayeHve neyeHnst 1 HabniofieHne 3a HM [OIKEH OCYLLECTBNSTL TONMBKO BpaY, MeHoLLii
OMbIT IEYEHINS CUCTEMHON CKIepoepMUN.

Y B3pOCnbIX NALMEHTOB HayanbHas [03a npenapata boseHTtaH KaHoH coctaBnseT 62,5 mr 2
pa3alfieHb B TeYeHue 4 Hefienb, 3aTeM [03a yBenuunBaeTcs A0 NoafepxuBaioLyeit - 125 mr 2
pasal/aeHb. ITUM pekoMeRaaLMAM HyXHO CrieaoBaTb W Npu BO30OBHOBMEHU Nprema npenapata
BoseHTaH KaHoH nocne nepepbiBa B neyeHny (cm. pasgen «Ocobble ykasanusy). KnuHneckuit
OMbIT NPUMEHEHNS Npenapata no JaHHOMY Moka3aHio He NpeBbILLaeT 6 MecsiLieB.
Heobxoaumo perynsipHo oueHuBaTb 3(GEKTUBHOCTb Tepanuu U HeobXOAMMOCTb ee
npoposmkeHns. CriesyeT NpOBOANTL HAANEXALYMIA aHaNM3 COOTHOLLIEHNS NOMb3bI OT Tepanuu 1
NOTEHLMANbHOrO pucka MoBOYHBIX peakuyit C y4eTOM renaToTOKCU4HOCTM Go3eHTaHa (CM.
pa3nen «Ocobble ykasaHus»).

Mpumenerue y demeli

[laHHble 06 adchekTBHOCTM M Ge3onacHocTi NpuMeHeHWst npenapaTa BoseHTaH KaHoH no
[AaHHOMY MoKa3aHuio Y nauneHToB MnagLue 18 net oTcyTcTyIoT. dapMakokuHeTVKy Npenapata
BoaeHTaH KaHoH y fieTelt ¢ JaHHbIM 3a6oneBaHnem He uyyanu.

[pumeHeHue y 0cobbIx 2pynn nauueHmos

HapyweHue thyHKyuu neyeHu

He TpebyeTcst KoppeKLyM 103kl Y NALMEHTOB C NEYEHOYHON HEAOCTATOYHOCTbIO NErKOii CTENeHM
TAKecTn (knacc A no knaccudpukauyum Yanng-Meto, cm. pasgen «®apmakonoruyeckue
CBOIICTBAY). BO3eHTaH NPOTUBONOKA3aH NaLMeHTam C MEeYEHOYHON HEeAoCTaTOYHOCTbH
YMEPEHHO W TSHKenol cTenenm TshxkecTn (knaccbl B u C no knaccudpmkauym Yanng-Meto, cm.
pa3sgens «[poTreonokasanmus» 1 «Ocobble ykazaHmsy).

HapyweHue ghyHkyuu nodek

[Insi nauMeHToB C HapYLUEHNSIMI (YHKLIMM MOYEK W MALMEHTOB, HaXOASLLMXCS Ha reMoAnaniae,
He TpebyeTcs KoppekLv 403kl Npenapara (cM. pasgen «®apmakonoriyeckve CBOCTBA).
TpumeHeHue y NOXurbIX nayueHmos

Y nauyeHToB cTapLue 65 neT He TpebyeTCs KoppeKLyM 403kl Npenapara.

MNo6oyHoe aelicTBre

B 20 nnaue6o-koHTponupyembix KW, npoBefeHHbIX N0 pasmuyHbIM nokasaHusM, 2486
nauueHToB nonyyanu 6o3entaH B fo3ax ot 100 mr fo 2000 mr, a 1838 nauneHToB nonyyanu
nnaue6o. MpofomKk1TeNbHOCTL NeYeHNst CocTaBIMna B cpeaHeM 45 Heaenb. HexenatenbHbiMmu
nekapcTBeHHbIMI peakuysivi (HIP) cuntani cobbitis, koTopble Habniopanucs y 1% 1 Gonee
naLWeHToB, nonyyaBlwmx 603eHTaH, C YacToTol, N0 KpaiHel mepe, Ha 0,5 % Bbilwe, Yem y
nauueHToB, nonyyasLumx nnave6o. Hanbonee yacto otmeyanu ronosHyo 6onb (11,5%), oteku
Unn 3afepxky xuakoctu (13,2%), nameHerne nokasatenei yHKLUMOHANbHbIX «MEYEHOUHbIX»
TectoB (10,9 %) n aHemmto/cHxeHme remornobuHa (9,9 %).

lMpumeHeHne 6o03eHTaHa accoLMMPOBANOCh C A0303aBMCUMBIM MOBbILIEHMEM aKTUBHOCTU
«MEYEHOYHBIX» TPAHCAMUHA3 W CHIKeHWEM remornobuHa (cM. pasnen «Ocobble ykasaHus»).
YkasaHHble Hwke HIP 3apeructpupoBaHbl B K/ v B mocTpeructpaumoHHoM nepuoge M
npefcTaBneHbl COrnacHo TEPMUHOMNOTMI MEAMLIMHCKOTO CoBapst ANst HOPMaTUBHO-NPaBOBO
nesatenbHocT MEDDRA. B 3aBucMOCTH OT YacToTbl BO3HWKHOBEHWS HITP crpynnupoBaHb!
cnegytowmm 06pa3om: o4eHb yacto (>1/10); yacto (>1/100, <1/10); HewacTo (>1/1000, <1/100);
peako (>1/10000, <1/1000); o4eHb peako (<1/10000), yacToTa HensBecTHa (He MOXeET ObITb
OLieHeHa Mo UMEHOLLNMCS JaHHBIM).

B kaxgoit wyactoTHoit rpynne HIP npefcTtaBneHbl B MOpsSAKE YMEHbLUEHWS CTENeHM
CEpbe3HOCTN. He OTMEYEHO KMMHUYeCKW 3HauvMbix pasnuunit Mexay HIP B obiei 6ase
AaHHbIX 1 OTAEMNBHO N0 3apervcTPUPOBaHHbIM NOKA3aHUAM.

HapyuwieHusi co cMopoHbI KPO8U U MuMEbamuyeckol cucmemb!

YacTo: aHemusi, CHimkeHne remornobunHa;

HeuacTo: TpoMBOLMTONEHMS!, HEIATPONEHNs, NelkoneHns';

YacToTa HeU3BECTHA: aHEMIS UMM CHIUKEHME reMornobuHa, TpebytoLLee reMoTpaHcdyaum'.
HapyweHusi co cmopoHb! UMMYHHOU cucmeMb|

YacTo: peaKuym MOBbILLIEHHO HYBCTBITENBHOCTY (BKIIOYAs AEPMATUT, KOXHBIA 3y U KOXHas
Cbinb)’;

PeqKo: aHadmnakTvyeckie peakLi /v aHrMoHeBPOTUYECKI OTeK .

HapyweHusi co cmopoHbI HepeHOU cucmemb|

OueHb YacTo: rorioBHast 6onb’;

Yacro: 06Mopok .

HapyuwieHusi co cmopoHbI cepdya

YacTo: outyuieHne cepauebuenns .

HapyweHusi co cmopoHbI cocydos

YacTo: «MprnMBbI» KDOBY K KOXe nnua, CHibkene AL .

HapyweHusi co cmopoHbI ObIxamesTbHOL cucmeMb, op2aHos 2pydHol kemku u cpedocmeHust
YacTo: oTek cruancToi 06onoqku Hoca .

HapyuieHusi co CMOpPOHbIKesTyO0YHO-KULIEYHO20 mpakma

Yacro: ractpoasodareansHas pedniokcHas 6oneaHb, Anapes.

HapyweHusi co cmopoHbI NeYeHU U Xen4egbigodsauux nymed

OueHb 4acTo: N3MeHeHIe nokasaTeneil hyHKLMM neyeHr;

HeyacTo: noBblleHMe aKTUBHOCTK «MeYeHOUHbIX» TpaHcamuHas (ACT, ANT) BcnepcTeue
renaTuTa (BKi04as BO3MOKHOE 060CTPEHIE CyLLECTBYIOLLEro renatuTa) uunmxentyxi';
PeqKo: LiMppo3 neYeHu, NeYeHoYHast HeJOCTaTOYHOCTL .

HapyuwieHusi co cMopoHbI KOXU U NOOKOXHbIX MKaHel

Yacro: aputema.

Obuwue paccmpolicmea U HapyweHust 8 Mecme 88edeHust

OueHb 4acTo: OTekM, 3a73epXKKa KIAKOCTIA'.

' [laHHble Nony4eHb 13 NOCTPErCTPALMOHHBIX HABIIOAEHINIA, YaCTOTa ONpeerneHa C MOMOLLbI0
CTaTUCTMYECKOrO MOAENMPOBaHNS AaHHbIX NnaLe6o-koHTponupyembix KA.

? PeaKuwy NOBLILIEHHOM YYBCTBUTENLHOCTM Gbin OTMEYeHb! Y 9.9 % MaLMeHTOB, KOTOpble
nonyyanu 6o3eHtanny 9,1 % - nnauebo.

* TonosHyto Gonb oTMevanu 11,5 % nauyeHTos, KoTopble nonydanu Gosextad, u 9,8 % -
nnaue6o.

* [laHHble peaKLym Takoke MoryT BbiTb 06YCRIOBEHbI OCHOBHLIM 3a60NeBaHIeM.

° TosBrEHMe OTEKOB 1 33/3EPXKKY KUAKOCTY OTMeYanu 13,2 % NaLmeHToB, KOTOpble Nonyyant
60o3eHTaH, 1 10,9 % - nnauebo.

B nocTpeructpaumonHoM neproae OTMeYeHbl pepkie Cryyan Lppo3a NeyveHin HeusBecTHON
3TMONOTMK Ha (hOHe ANUTENbHOI Tepanii GO3eHTaHOM Y NaLMEHTOB C TKENbIMU CONYTCTBYHO-
Wwumn 3aBoneBaHNAMM, OAHOBPEMEHHO MPUMEHSIOWMX ApYriAe NekapcTBEHHble Mpernapatbl.
Takke 3apervcTpupoBaHbl pefkve Cryyau pasBUTUSI MEYEHOYHOW He[oCTaTouHOCTU. OTw
HabnioeHNs noTBEPXAAlOT HEO6X0AMMOCTb 0BSI3aTENBHOTO EXEMECHHOTO KOHTPOMS (DYHKLMK
NeYeHn B TEYEHWe BCero nepuopa neveHns 6oseHTaHom (cM. paspen «Ocobble ykasaHusy).




MpumereHue y demeli

HekoHTponupyemble KAy aeteit

lMpodunb GesonacHocTi 6o3eHTaHa y aetert (BREATHE-3: n=19, 603eHTaH 2 Mr/kr 2 pasa B
AeHb B TeyeHne 12 Hefienb) He OTNIMYANCS OT COOTBETCTBYHOLLEro npodnns besonacHocTi y
B3pocnbix nauueHToB ¢ JTAI B 6asucHbIx MccnegoBaHusx. Hanbonee yacto y aeteit oTmeyanu
«npunuBbl» KpoBu (21 %), ronoBHyl Bonb 1 M3MEHeHMe nokasatenel (yHKLMOHANbHbIX
«NEeYeHOYHbIX» TeCTOB (16 % Ans kaxaor HIP).

O606LyeHHbI aHanu3 pesynbTaToB HEKOHTPONMPYEMbIX NEAMATPUYECKUX MCCrenoBaHui
603eHTaHa B NekapcTBEHHOM hopme aucnepripyemble TabneTku no 32 Mr Bkmovan AaHHble
100 peTeit ¢ JTAT. BoseHTaH HasHawanw B 4o3e 2 MI/kr Macchl Tena 2 pasalfieHb (n=33), 2 mr/kr
maccbl Tena 3 pasa/geHb (n=31) unm 4 mr/kr Macchl Tena 2 pasa/aeHb (n=36). B MomeHT
BKIIOYEHMS B MCCneaoBaHne Bo3pacT 6 mauueHToB cocTaBnsn ot 3 mecsaues o 1 roga. 15
nauueHToB - T 1 rofa 4o 2 neT v 79 nauueHToB - 0T 2 Ao 12 neT. Meamnaxa npoaomkUTeNnsHOCTH
neyenus coctasuna 71,8 Hepenb (01 0,4 40 258 Heaenb).

MMpodunb BesonacHocTv y feTein no AaHHbIM 06beAMHEHHOrO aHanuaa Bbin TakuM xe, kak B
OCHOBHbIX MCCMe0BaHNAX Y B3POCTbIX NaLueHToB ¢ JIAT, Kpome YacTOTbl MH(EKLMOHHBIX
OCIOXHEHMIA, koTopble Bbinn Gonee YacTbiMM Y fieTelt, YeM y B3pochbix (69% B cpaBHeHUM C
41,3%). 310 OTNNYME YACTNYHO MOXET BbITb 06BSCHEHO 6ONee ANMTENbHBIM NeYeHnem y aeTen
(MepnaHa 71,8 Hepenb) B CpaBHeHMM C B3pocrbiMM (MeanaHa 17,4 Hepenb). Hanbonee
YacTbIMM HexenaTenbHbIMI SBNEHNSIMU Gbinv MHEKLNM BEPXHIX AblXaTenbHbIX nyTen (25%),
neroyHas (apTepuanbHas) runepteHans (20%), HasodapuHrut (17%), nupekens (15%), peota
(13%), 6poHxut (10%), 6onb B xmBoTe (10%) 1 anapes (10%). Yactota HexenaTenbHbIX
SIBNEHMIA CYLLECTBEHHO HE pasnuyanack y NauyeHToB MNagLLe Unu cTapLue 2 NeT, OfHaKo 3ToT
BbIBOZJ OCHOBaH Ha AaHHbIX TONbKO 21 naLueHTa B BO3pacTe A0 2 NeT 1 6 naLymeHToB B Bo3pacTe
oT 3 mecsues o 1 ropa. Hapylenns dyHKUuM nevern 1 aHemus/CHINKeHNe remornobiHa
Habnopanuck y 9 % n 5 % nawmeHToB, COOTBETCTBEHHO.

B paHpomMusupoBaHHOM nnaLe6o-KOHTPONMPYEMOM UCCNEAOBAHUNA Y MaLMEHTOB C
NepecuCTUPYIOLLEi NEroyHon apTepuanbHoi runepTeHaneit HoBopoxaeHHbIX (MJTAMH,
FUTURE-4) 13 HoBOpOXaEHHbIX Momyyani aucneprupyemble Tabnetkv 6o3eHTaHa B [ose 2
Mr/Kr Macchl Tena 2 pasa/feHb, 8 nauueHTos nonyyany nnaueto. Megmana npofomkvTensHoc-
TV neyeHms 603eHTaHOM 1 npreMa nnaLebo cocTaBunm, CooTBETCTBEHHO, 4,5 AHs (0T 0,5 A0 10
AHeit) n 4,0 oHs (01 2,5 10 6,5 AHeN). CaMbIMK YacTbIMU HEXeNaTeNbHbIMY SBNEHUAMI y AeTel,
nonyyaslnx Go3eHTaH M rnnauebo, Obinu, COOTBETCTBEHHO, AHEMMSI UMM  CHUKEHWE
remorno6uHa (7 1 2 naLueHToB), reHepanu3oBaHHble oTeku (3 1 0 nalueHToB) v peoTa
(2n0naumeHToB).

U3meHeHus nabopamopHbIx nokasamenel

M3meHeHue nokasamenel hyHKUUOHATbHbIX «NEYEHOYHbIX» MEcmos

B KnuHM4eckoit npakTMke NpUMeHeHWe 6o3eHTaHa COMPOBOXAANOCh [0303aBUCHMBIM
MOBLILUEHNEM aKTUBHOCTM «MEYEHOYHbIX» TPaHCAMWUHA3 B TEYeHWe 26 Hepenb NeyeHus,
KOTOpOe pa3BnBanoCh NOCTENEHHO W, Kak NpaBuno, 6eccuMNTOMHO. B nocTperncTpaLmoHHom
nepuofie OTMEYEHbl PedKMe Cryyau LMppo3a MeYeHW W NEeYEHOUYHOW HEeAOCTATOYHOCTU.
Mexannam passutis atux HIP HesiceH. [OBbIWEHHAR aKTUBHOCTb «MEYEHOYHbIX»
TPaHCaMMHa3 MOXeT CMOHTaHHO HOpPManu3oBaTbCA Ha (HOHe MpuMeHeHust GoseHTaHa B
nopAepKMBatOLLEN 036 UMK MOCTE e€ CHKEHNS. TeM He MeHee, NpekpaLLeHue NeveHmns unu
KpaTKOBPeMeHHbIN NepepbIB B Tepanun BCe e MoxeT notpeboBatbes (cm. pasgen «Ocobble
yKasaHus»).

B 20 npoBegeHHbIx nnaLe6o-KOHTPONMPYEMbIX MCCIE[OBaHNUSX MOBBILIEHWE aKTUBHOCTM
«MEYEHOYHbIX» TPaHCaMMHa3 B 3 pa3a v 6onee BepxHew rpaHuLbl Hopmbl (BI'H) oTmeyeHo y

11,2 % naumenToB, nony4asLunx 6o3eHTaH, ny 2,4 % - nnaue6o. MosbiweHue B 8 1 Gonee pa3
BbiLLe BI'H sapeructpupoBaHo y 3,6 % nauveHToB, nonyyatomx 6o3eHtaH, ny 0,4 % - nnauebo.
OTMeueHo, YTO Ha (poHe neveHust GO3EHTaHOM MOBbLILIEHUE AKTUBHOCTU «MEYEHOUHBIX»
TPaHCaMMHa3 COHETanoCh C NOBbILLEHNEM KOHLIEHTPpaLUn 61nupybuHa B nnasme kposu (B 2 1
6onee pa3 BbiLue BI'H) npu oTcyTCTBIM Y NaLneHTOB 0BCTPYKLIAM KEN4EBbIBOASILLMX NyTeN B

0,2 % cny4aes (5 naumeHToB), a Ha doHe npumeHeHns nnauebo - B 0,3 % cnyyaes (6
NaLyueHToB).

IMpu 0606LyeHHOM aHanu3e AaHHbIx, nonyyeHHbix y 100 aetelt ¢ JIAT (HekoHTponupyemble
neauatpuyeckve uccnegosadus FUTURE 1/2 - FUTURE 3/Extension), noBblwweHne
aKTUBHOCTM «MeYeHO4HbIX» TpaHcamuHa3 B 3 pasa v 6onee BMH Habntopanock y

2 % nauneHToB.

Y 13 HoBopoxaeHHbix ¢ MITAMH (FUTURE-4), koTopble nonyyanu 603eHTaH B 403e 2 Mr/kr
macchl Tena 2 pasa/aeHb meHee 10 aHeit (o1 0,5 go 10 aHeit), He HabnoAanM NOBbILIEHNS
aKTUBHOCTM «MeYEHOYHbIX» TpaHcaMnHa3 B 3 pa3a 1 6onee Bbilue BI'H, Ho yepes 3 aHs nocne
0TMeHbI 603eHTaHa y 0AHOTO NaLyeHTa bblr ANarHOCTMPOBaH renatur.

lemoznobuH

B nnave6o-KOHTPONMPYEMbIX WMCCNESOBaHNUSX CHUXEHWE remornobuHa B CpaBHEHMM C
MCXOAHBIM 10 YPOBHS Hibke 100 r/n Bbino oTMeyeHo Y 8,0% B3pOCHbIX NaLMEHTOB, NOMyYatoLmx
603eHTaH, 1y 3,9 % - nnauebo (cm. pasaen «Ocobble ykasaHus»). Mpn 0606LieHHOM aHann3e
[DaHHbIX, nonyyeHHbIx y 100 geTeit ¢ JIAT (HeKOHTpONMpyeMble NeauaTpuieckue ccnesoBaHus
FUTURE 1/2 and FUTURE 3/Extension), CHxeHWe reMornobuHa B CpaBHEHIUM C UCXOAHBIM [0
ypoeHst Huxe 100 r/n Habntoganock y 10% nauueHToB. CHukeHve remornobuna Huke 80 r/n
OTMeYeHo He Bbino.

Y 6 u3 13 HosopoxgeHHbix ¢ MMATH (nccneposaHne FUTURE-4) oTmevanu CHukenve
remornobiHa OT MCXOAHO HOPMaIbHOTO 10 YPOBHS HUXE HIDKHEN PaHuLbl HOPMbI Ha (hoHe
neveHmns 603eHTaHoOM.

Mepepo3npoBka

BoseHTaH npumeHsinu B ofHokpaTHoi Jo3e 2400 Mry 300poBbIX 40GPOBONbLEB U B J03e 10
2000 mr/peHb B TeyeHWe 2 MecsiLeB Y NauneHToB ¢ Apyrumu, kpome JIAT, 3abonesaHusiMm.
Haubonee uacto Bctpevatowerics HJIP 6bina ronoBHasi 6ofb OT NErko 40 YMepeHHo
MHTEHCUBHOCTY.

Tskenasi nepenso3vpoBka MOXET MPUBECTU K BbIpaXEHHOMY CHibkeHuio All, Tpebytolemy
aKTMBHOW CepLeYHO-COCYANCTON Tepanuu. B nocTperncTpaLmoHHOM nepuoae 3aperucTpupo-
BaH Cry4ail Nepefo3vpoBKY Yy Manbyuka-nogpoctka nocne npuema 10 000 Mr GoseHTaHa,
KOTOPBI NPOSIBASNCS TOLUHOTOW, PBOTOM, CHXEeHUeM All, rONOBOKPYXEHUEM, MOBbILLEHHBIM
NOTOOTAENEHNEM U HAPYLLEHWNEM YETKOCTU 3PUTENBHOTO BOCTpUATUS. COCTOsIHME MOMHOCTbIO
HOpManu30Banoch B Te4eHe 24 4acoB Ha hOHe NOAAEPKMBAIOLLEN TMNEPTEH3NBHON Tepanim.
BoseHTaH He yansieTcs npy remoauaniuse.

B3aaumopgencTBue ¢ ApyrMy nekapcTBEHHbIMU CPeACcTBaMM

BoseHTaH ABNSAETCH MHAYKTOPOM M30(epMeHTOB cucTembl uutoxpoma P450 CYP2CY u
CYP3A4, v no paHHbIM wuccnepoBaHuid in vitro, BoamoxHo, CYP2C19. Moatomy, npu
O[HOBPEMEHHOM NMpUMeEHeHUN 603eHTaHa W NEKApCTBEHHbIX CPEACTB, METabon1am KOTOpbIX
ornocpeaoBaH STUMI M30(epMEHTaMM, X KOHLIEHTPaLS B Naame KpoBu CHinkaeTcst. CneayeT
Y4MTbIBaTb BO3MOXKHOCTb CHUKEHMS 9D(EKTUBHOCTM NEKApCTBEHHBIX CPEACTB, METabonmam
KOTOPbIX OCYLLECTBNISIETCS C Y4aCTUEM YKa3aHHbIX BbiLLe M30pepMeHTOB. BoamoxHo, nocne
Hayana npuema 603eHTaHa, M3MEHEHNS ero [03bl UMK €ro OTMEHbI, MoTpedyeTcs M3MeHeHe
[103bl OHOBPEMEHHO NPUMEHSIEMbIX NIEKAPCTBEHHBIX CPEACTB.

BoseHTaH nogsepraeTcs MeTabonmsMy npu yyactum usodepmentos CYP2C9 u CYP3A4.
VHrMbupoBaHne yka3aHHbIX M30(DEPMEHTOB MOXET COMPOBOXAATbCA MOBbILIEHNEM
KOHLeHTpauuu 6o3eHTaHa B nnasve KpoBM (CM. KeTokoHason). Bnwsiime wHrbutopos
nsopepmenta CYP2C9 Ha koHUeHTpauuio 603eHTaHa B nriasMe kpoBW He wayuanu. [Mpu
0f3HOBPEMEHHOM MPYMEHEHNM C HAMM CRieayeT CoBMiofaTb OCTOPOXHOCTb.

®nykoHa3on u dpyeue uHeubumopbi usogpepmerHmos CYP2C9u CYP3A4

OpnHoBpeMeHHOE NpuMeHeHe 603eHTaHa ¢ ryKOHa3050M, KOTOPbIV MHTMGKPYeET, B OCHOBHOM,
n3odepmeHT CYP2CI u, nuwb HesHaunTenbHo, n3odepmeHT CYP3A4, MoxeT conpoBoxaaTs-
C5 BbIPaXEHHbIM MOBbILIEHMEM KOHLEHTpaLmMK 603eHTaHa B kpoBu. [laHHas komBuHaLus He
pekomeHzyeTcs. o 37Ol ke NpUYMHE He PEKOMEHAYeTCs OAHOBPEMEHHOE MPUMEHEHWE
603eHTaHa 1 MOLLHbIX MHTMBMTOPOB M3odepmeHTa CYP3A4 (keTokoHasona, UTpakoHasona unu
puTOHaBMpa) M uHrnbutopa nsoepmerta CYP2C9 (BopukoHasona).

Luknocnopux A

OpHoBpeMeHHOe NMpuMeHeHne 603eHTaHa 1 LuKnocnopuHa A (MHrMbuTopa KanbLHeBpIHa)
npomueonoka3aHo (cM. pasgen «poTueonokasanusy). Mpu 0fHOBPEMEHHOM Npueme 3Tux
npenapaToB MUHUManbHas HavanbHasi KOHLEHTPaLVs 603eHTaHa B kpoBy noBbiwaeTcs B 30
pa3 Mo CPaBHEHWIO C MpUMeHeHMeM OAHOro 6o3eHTaHa. PaBHOBECHas KOHLEHTpauus
603eHTaHa B kpoBY yBENMuMBaeTCs B 3-4 pa3a no CpaBHEHMIO C KOHLIEHTpaLyuen 6o3eHTaHa npu
MOHOTEpanuM. MexaHu3MoM AaHHOTO B3aUMOAENCTBUS, BEPOSITHO, SBNSETCS MHIMBMPOBaHNE
LIKMOCNIOPUHOM TPaHCMOPTHOTO Benka, OTBETCTBEHHOTO 3a NepeHoC 603eHTaHa B renatouuTl.
KoHueHTpauust umknocnopuHa A (cybetpat usodepmenta CYP3A4) B KpoBu CHIKaeTcst
npubnuauTenbHo Ha 50 %. [laHHoe u3MeHeHe, Hanbonee BeposTHO, 06YCIOBNEHO MHAYKLWEN
n3ocpepmenta CYP3A4 Go3eHTaHOM.

Takponumyc, cuposumyc

OpnHoBpeMeHHOE NpuMeHeHue ¢ 603eHTaHoM B KW He u3yyanoch, 0aHaKo npeanonaraeTcs, YTto
KOHLIEHTpaLyst D03eHTaHa B KPOBM MOXET yBEMM4MBATLCA MO aHANOMM C OfHOBPEMEHHBIM
npUMeHeHNeM C UmknocropuHoM A. Tpu COBMECTHOM mnpuMeHeHUn ¢ 6o3eHTaHoM
KOHLIEHTpaLWsi Takpornmyca U CUpOrMMyca B KPOBM MOXET CHUXaTbCsi. B cB3M ¢ aTum,
Go3eHTaH He ciedyem MpUMEHSTb OAHOBPEMEHHO C TaKpOMMMYCOM Wrk cupomnmycom. Mpu
HeoBXOANMOCTI OZHOBPEMEHHOTO MPUMEHEHUS 3TUX NpenapaTtoB obs3aTensHo HabnoaeHe
3a BO3MOXHbIM pa3suTeM HITP 1 KOHTPOMb KOHLEHTPaLMK Takponumyca W cupornnmyca B
KpoBM.

Tnu6exknamud

OpnHOBpeMeHHOE MpuMeHeHWe Go3eHTaHa B A03e 125 Mr 2 pasa/geHb B TeueHue 5 fHew
COMPOBOX/AANOCh CHUXEHMEM KOHLieHTpauun rnuberknamupa (cybetpat msodepmeHTa
CYP3A4) B kpoBy Ha 40 % 1 BOIMOXHbIM 3HAUNTEMbHBIM YMEHbLIEHUEM TMMOrMMKEMIYECKOTO
athdpekta npenapara. KoHueHTpauys Go3eHTaHa B KpOBI Takke CHkanach Ha 29 %. Kpome
TOrO, Y NaLWEeHTOB, MONy4aBlUMX KOMOWHWPOBaHHYI0 Tepanuio, Bo3pacTana 4acroTa
MOBBILIEHNS aKTUBHOCTM «MEYEHOUHbIX» TpaHcammuHas. W rmubeknamug, v 6o3eHTaH
OKa3blBaloT MHMMGMpYtoLLee BO3AENCTBUE HA SKCMOPTHYHD MOMMY COMEN XEMYHbIX KUACHOT
(BSEP), 4To MOXeT 06bSICHUTL NOBILLEHIE aKTUBHOCTH «MEYEHOUHbIX» TpaHCcaMuHa3. laHHas
KoMBUHaLWs He pekoMeHfyeTcsi. HeT AaHHbIX O NekapCTBEHHOM B3auMopeicTBUN 6o3eHTaHa ¢
[APYTMMM MIPOM3BOAHBIMY CYbGOHUNIMOYEBMHBI.

Pugpamnuyur

[Mpu 0aHOBPEMEHHOM NpuMeHeHUn Go3eHTaHa B Jo3e 125 Mr 2 pasa/geHb 1 pudamnmnumHa,
KOTOPbI ABNSETCS MOLLUHBIM UHAykTOpoM n3ochepmerToB CYP2C9 n CYP3A4, y 9 3nopoBbix
A06POBONbLIEB B TEYEHNE 7 AHelt KOHLEHTpaLus 603eHTaHa B KpOBY CHibkanach Ha 58 %, a 'y
OTAeMbHbIX NaLmeHToB - Ha 90 %. Kak pesynbTaT, MOXHO OX1AATb 3HAUUTENBbHOE CHUXEHIE
adpchekTBHOCTH Npenapata boseHTaH KaHOH npu COBMECTHOM NPUMEHEHIM C pUcaMnuLIMHOM.
OpHoBpeMeHHOe MpuMeHeHne pudamnuuymHa 1 6oseHTaHa He pekomeHdyemcsi. [laHHbIX O
COYeTaHHOM NMpuUMeHeHV 6o3eHTaHa ¢ ApyruMu nHaykTopamm usocepmerta CYP3A4, Takumm
Kak kapbamasenuH, heHobapbuTar, heHnTonH 1 38epoboi NPOLLIPABIEHHIN, HEAOCTATOUHO.
TeM He MeHee, NPy X OAHOBPEMEHHOM MPUMEHEHNI MOXHO OXIAATb CHXKEHNS CUCTEMHOTO
Bo3aencTBNs 603eHTaHa. Henb3s UCKMIOUMTL W 3HAYUTENBHOMO CHUXEHWS 3dEKTUBHOCTM
NEYeHus.

JlonuHasup/pumoHasup (u dpyaue uHeubumopsi npomeas, delicmeue KOMopkIX ycunugaem
pUMOHasup)

Ipu 0QHOBPEMEHHOM MpuMeHeHUM 6o3eHTaHa B [o3e 125 Mr 2 pa3a/aeHb W KoMOUHaLWM
nonnHasup+putoHasnp 400+100 mr 2 pasa/geHb B Teuenne 9,5 AHeil y 3[0POBbIX
06poBONbLIEB MUHAMANbHAs HavanbHast KOHLEHTPpaL Vs 603eHTaHa B kpoBY Bbina NpUMepHo B
48 pa3 BbILLE N0 CPABHEHMIO C KOHLIEHTPaLMel MU NPUMEHEHIUM ofiHOro 6o3eHTaHa. Ha 9 aeHb
KOHLIeHTpaLus 603eHTaHa B KpOBK Okasanach B 5 pa3 Bbille, YeM MpW Mpueme TOmbKo
6o3eHTaHa. NHrbupoBaHmue putoHasupom nsodepmerta CYP3A4 v Genka, otBevatoLero 3a
TpaHCnopT 603eHTaHa B renaToLuThl, IPUBOANT K CHUKEHMIO KMpeHca 603eHTaHa 1, BEpOSTHO,
NEXAT B OCHOBE [JaHHOrO B3aMMOAENCTBUSA. Y MaLMEHTOB, OAHOBPEMEHHO MPUHUMAIOLLNX
603eHTaH 1 MONMHABUP+PUTOHABIMP WNK ApYyre WHIMBUTOpPbI NpoTeas, [eiCTBIe KOTOPbIX
ycunuBaeT PUTOHABMP, HE0BXOAMM KOHTPOIb NEPEHOCMMOCTY B03eHTaHa.

[pv 0AHOBPEMEHHOM MPUMEHEHNM C BO3EHTaHOM B TeueHme 9,5 AHelt 0TMeYanoch KIMHUYECKM
HE3HaUNMOe CHIKEHME KOHLIEHTpaLi Non HaB1pa v puToHaempa (npumepHo Ha 14 % n 17 %,
COOTBETCTBEHHO). TeM He MeHee, NonHas HAYKumMs 603eHTaHoM Morna BbiTb He JOCTUTHYTa,
MO3TOMY BO3MOXHOCTb AA@mNbHEWLIEr0 CHIDKEHWNS KOHLEHTpaLun WMHMOUTOpoB npoTeas
VCKMIOYNTb  Hemb3s. PekomeHayeTcsi COOTBETCTBYIOWMIA KOHTponb 3a BWAY-Tepanment.
MopoBHble ahdeKTbl MOTYT OXWUAATLCS U MPU MPUMEHEHNM APYTUX WHIMBMTOPOB MpoTeas,
[AEVCTBINE KOTOPbIX yCUMMBAET pUTOHaBMP (CM. pasgen «Ocobble ykazaHus»).

[ipyeue aHmupemposupycHbie npenapame!

B cBS3M C OTCYTCTBMEM AaHHbIX Crieupdnyeckue pPekoMeHdaLuun B OTHOLIEHUN ApYruX
aHTUPETPOBUPYCHbIX MpenapaToB He MOrYT ObiTb MpeAcTaBneHbl. YYUTbiBas BbIpaxeHHOe
TOKCUYeCKoe e/ ICTBUE HEBMPANMHA Ha NeyeHb, KOTOPOE MOXET YCUMUTb renaToTOKCUYHOCTb
603eHTaHa, COYeTaHHOE NPYMEHEHME 3TUX NperapaToB He PekoMeHAyemcs.

opMOHarbHble KoHmpauenmues|

[Mpu 0aHOBPEMEHHOM NpUMEHEHN B TeyeHue 7 aHel 6o3eHTaHa B Ao3e 125 Mr 2 pasalaeHsb 1
O[IHOI [103bl NEPOPAnbHOr0 KOHTpaLENTBa, CoAepXallero 1 Mr HOpaTUCTepoHa W 35 MKT
3TMHWNACTpaauona, otmevanoch cHkeHrne AUC oboux komnoHeHToB (Ha 14 % u 31 %,
COOTBETCTBEHHO). Y OTAEMbHbIX MAUMEHTOK CHUKEHWE 9KCTO3ULMW HOPITUCTEPOHA U
3TUHMNaCcTpagmona gocturano 56 % u 66 %, cooTBETCTBEHHO. TakuM 06pa3oM, TOMbKO
rOPMOHamNbHas KOHTpaLenuus, HesaBuCMMO OT MyTW BBeAeHWS npenapaTta (BHYTPb,
MHBEKLMOHHO, TPaHCAepPManbHO UMK B BUAE UMMNAHTATOB), HE MOXET CYMTATLCS HAAEXKHBIM
KOHTPALENTUBHBIM CPEACTBOM.

Bapcpapur

OpHoBpemeHHoe npumeHeHne GoseHTaHa B fo3e 500 Mr 2 pasa/geHb B TeyeHue 6 aHeit
NPUBOAMT K CHIKEHWIO KOHLIEHTpaLWM B KpOBW Kak S-BapchapuHa (cybeTpar uaotepmeHTa
CYP2C9), tak u R-apdapuHa (cybetpar msodepmerta CYP3A4) Ha 29 % u 38 %,
COOTBETCTBEHHO. OMbIT OAHOBPEMEHHOTO NpUMeHeHNs 603eHTaHa v BapdapiHa y NaLneHToB ¢
JIAT He BbISIBUN KIMHWYECKU 3HAUNMblE M3MEHEHWS MEXIYHAPOAHOTO HOPManM3oBaHHOMO
oTHoeHns (MHO) nm gosel BapchapuHa (HauanbHoM 03kl B CpaBHEHNM C NOfAEPXKVBatOLLEN
po3o#). Kpome Toro, yactota uameHeHui 403bl BapthapuHa B XOf€e UCCNefoBaHUi B CBS3N C
kone6anusmn MHO unu B cBsi3u ¢ passutvem HIP He oTnnyarnack y nawueHToB, nonyyaBLUmMX
6o3eHTaH v nnaue6o. He TpebyeTcs namereHnst 403bl BapdapuHa Unm Apyrux aHanorniHbIX
aHTUKOArynsiHTOB ANs Npyema BHYTPb Npy Ao6aBneHy k Tepanim 6o3eHTaHa. Tem He MeHee,
pekomeHAyeTcs Goree YacTblit koHTporb MHO, 0cobeHHo B Havarne npuMeHeHus 6o3eHTaHa u
NPy yBEMMYEHNN €10 403b.

Cumeacmamu+

IMpy 0aHOBpEMEHHOM NMpuUMeHeHN Go3eHTaHa B Ao3e 125 Mr 2 pasa/aeHb B TeUeHue 5 aHeil,
KOHLeHTpauus cumBactaTHa (cybcTpata wsodepmeHta CYP3A4) u ero aktuBHOro
meTabonuTta 6eTa-rapoKCUKMCIIOThI CHIKAeTCs B kpoBM Ha 34 % w 46 %, COOTBETCTBEHHO.
OpRHOBPEMEHHOE NPUMEHEHME CUMBACTATIHA HE BMINSIET Ha KOHLIEHTPaLMI 603eHTaHa B KPOBM.
PekomeHpyeTcsi KOHTPONb KOHLIEHTPALMM XOrnecTepHa B KPOBM W COOTBETCTBYyHOLIAs
KOppeKLVs A03bl CUMBACTaTHHa.

Kemoxkorason

OpHoBpeMeHHoe npuMeHeHne 6o3eHTaHa B fo3e 62,5 Mr 2 pasa/feHb B TeueHue 6 aHeir n
KeTOKoHa3ona, MoLLHoro uHrnbutopa nsodepmerta CYP3A4, conpoBoxaaeTcs ABYKPaTHbIM
NOBbILLUEHNEM KOHLIEHTpaLmK 603eHTaHa B KpoBU. VIameHeHe [o3bl 603eHTaHa He TpebyeTcs.
HecmoTpst Ha OTCYTCTBME AaHHbIX UCCMEA0BaHNIA in Vivo, MPeANoNaraeTes, YTo aHanormyHoe
NOBbILLEHME KOHLIEHTpaLM 603eHTaHa B KPOBM OXWAAETCS NPY OFHOBPEMEHHOM NMPUMEHEHUN
[DpYrvX MOLUHBIX MHMMGUTOPOB M3otepmeHTa CYP3A4, Hanpumep, UTpakoHa3onawn puToHasupa.

TeM He MeHee, NMpu OAHOBPEMEHHOM NpuUMeHeHn 6o3eHTaHa 1 MHrMbuTopa u3odepmenTa
CYP3A4, y naumeHTOB CO CHIMKEHHO akTUBHOCTbIO n3odepmerTa CYP2CI cywiecTayeT puck
Goree BbIpaXEHHOrO MOBbLILIEHNS KOHLIEHTPaLMN 603eHTaHa, YTO MOXeT cnocobcTBOBaTh
NOABMEHNIO MOTEHLManNbLHO onacHbIx HIP.

SGnonpocmeron

OrpaHuyeHHble pesynbTathl uccrnenosarms (AC-052-356 [BREATHE-3]), B xope koToporo

10 peteit nonyyany 603eHTaH OAHOBPEMEHHO C 3MONPOCTEHOIOM, YKa3blBaIoT Ha TO, YTO Nocne
OOHOKPATHOTO W MHorokpatHoro npumeHenuss C n AUC 6oseHTaHa 6Gbinv MpUMEpHO
OAVHAKOBbIMM Y NALEHTOB, MOMyYaBLUNX N HE MOMy4aBLUMX MH(Y3WM anompocTeHona (CM.
paspen «dapmakonornyeckie CBoCTBa).

CundeHacpun

[Mpu ogHOBpeMeHHOM npumeHeHun Go3eHTaHa B fo3e 125 Mr 2 pasa/feHb (paBHOBECHOE
cocTosiHMe) U cunpeHadmna B fose 80 mr 3 pasa/ieHb B TeueHue 6 AHeit y 300POBbIX
no6poBonbLeB 0TMeyanoch cHwkexne AUC cunpeqaduna Ha 63 % v nosbilwenne AUC
6o3eHTaHa - Ha 50 %. CnepyeT cobnioaaTb 0CTOPOXHOCTL MPY OAHOBPEMEHHOM MPUMEHEHIN.
JueokcuH

OpHoBpeMeHHoe npuMeHeHne 6o3eHTaHa B fo3e 500 Mr 2 pasa/geHb B TeueHue 7 fHew
conpoBoxgaetcs cHkenmeMAUC, C, n C,,, amrokeuHa Ha 12 %, 9 % 1 23 %, COOTBETCTBEHHO.
Bo3MOXHO, B OCHOBE MexaH13Ma 3Toro B3anMOAENCTBUS NEXUT MHAYKUNS rmukonpoTenHa P.
KnnHnyeckast 3Ha4MMOCTb [JaHHOTO B3aMMOAEICTBIAS MANOBEPOSTHA.

Y demeii

VccnenosaHms nekapcTBEHHOro B3auMOAECTBISA Bbinv NPoBEAEHbI TOMbKO Y B3POCTbIX.
Ocobble ykasaHus

Y naumenToB ¢ Tsxenon JTAT addeKkTMBHOCTb NpuMeHeHns 6o3eHTaHa He ycTaHoBneHa. Mpu
YXYALEHUN KNMHUYECKOTO COCTOSHUS NaLMeHTa LienecoobpasHo paccMoTpeTb HasHaueHne
APYrAX CPEeACTB, PEeKOMEHOOBaHHbIX MpWU Tshkenoil cTapun 3aboneBaHust (Hanpumep,
anonpocTexona) (cM. paaen «Cnocol npuMeHeHs M A03bI»).

He ycTaHoBneHo COOTHOLLEHIE NONb3bl 1 p1cka NpuMeHeHns Bo3eHTaHa y naLyenTos ¢ JIAT 1
®K no knaccudpmkarm BO3.

Bo3eHTaH MOXHO Ha3HauaTb TOMbKO B CIy4ae, ecnu cuctonmnyeckoe Afl Bbilie 85 MM pT. CT.

He ycraHoBneHa cnocobHocTb G03eHTaHa BAMATL Ha 3aXMBNEHWE YKe CyLIECTBYIOLIMX
ANrUTambHBIX 538

DyHKYUSA NeYeHu

Mosblwenne aktvHocT ACT wmnn AT Ha ¢oHe npumeHeHus 6o3eHTaHa HoCUT
[0303aBUCUMbIAA XapakTep. VI3MeHeHre aKTMBHOCTI «MeYeHOUHbIX» TpaHcamuHas 06bIYHO
MPOMCXOANT B TeYEHe NepBbIX 26 HeAemNb Tepanii, HO MOXET BO3HWUKATb U B Gonee nogHune
cpokn (cm. pasmen «[MobouHoe [eiicTBUe»). YKasaHHOE MOBbILEHNE MOXET YacTUYHO
OBBACHATLCH  KOHKYPEHTHBbIM MHTMGMPOBAHMEM BbIBEAEHUS COMeil KENMuHbIX KUCMOT 13
renaToLyToB, HO, BO3MOXHO, CyL|ECTBYIOT W APYrve, He BrIOMHE U3YYeHHble, MeXaHU3Mbl,
NpYBOASALLME K HapYLLIEHO (DYHKUMI NeyeHn. Henb3s 1ckniounTb HakonneHne 6o3eHTaHa B
renatouuTax, NPUBOASLLEE K LUTOMN3Y U NOTEHLMANbHO TSHKENOMY MOBPEXAEHUIO NEYeHN, a
Takke MMMYyHOMOTMYECKE MEXaHU3Mbl. PUCK HapylleHNs (yHKLUAM MeYeHn MOXET Takke
BO3pacTaTb Npu OAHOBPEMEHHOM NpUMeHeHU 6o3eHTaHa C nekapcTBEHHbIMU CpeacTBaMM,
UHrM6uTopami BSEP, Takumm kak puchamnuLiyH, rubeHknamMug v LIMKNOCTopuH A, XOTs 3Th
AaHHble OrpaHnyeHbl (CM. pasgen «BsaumopeicTBue C ApyrMMM NeKapCTBEHHbIMM
CPefCTBaMmy).

Heo6xoanuM KOHTPONb aKTUBHOCTM «MeYeHOYHbIX» TpaHcamuHas (ANT, ACT) nepen
Havanom Tepanuu npenapatom BosentaH KaHoH, a 3aTem 1 pa3s B mecsu B nepuon
neyeHus. Kpome 3Toro, akTMBHOCTb «MEYEHOYHbIX» TPAHCAMUHA3 CreayeT onpeaensiTe
Yepes 2 Hefienu Nocre KaXA0ro NoBbILEHNs A03bI Npenapata.

PekomeHOayuu no KOKMPOITHO U IEYEHUI0 8 Cy4yae nogbiweHus akmusHocmu AJTT/ACT
AkmueHocmes AITT/ACT>3 u<bpazesiwe BFH

Pe3synbTat gomkeH 6biTb NOATBEPKAEH NP NOBTOPHOM onpefeneHm aktusHoct ACT/ANT.
[Mpu noaTBepXAeHM noBbILeHns akTueHocT ACT n AT pelueHne o NPOACIKEHNM NeYeHNs
npenapaTom boaeHTaH KaHOH, BO3MOXHO, B CHIKEHHOM [103€, Ui €ro NpekpaLLieHnu, A0MKHO
NPUHAMATLCS B KAKOOM KOHKPETHOM criyyae (cM. pasgen «Crnocob MpUMeHeHWst 1 [o3biy).
KoHTporb aKTMBHOCTM «MEYeHOYHbIX» TpaHCaMUHa3 criesyeT NpoBOAWTb, MO KpailHel Mepe,
kaxble 2 Hepenu. ECn akTMBHOCTb «NeYeHOYHbIX» TpaHCaMIHa3 BO3BPALLAETCS K UCXOAHbIM
nokasaTensiM, HYXHO OLEHUTb BO3MOXHOCTb MPOAOMKEHNS UMK BO30GHOBMEHUS Mpuema
npenapata boeHTaH KaHoH B pexvime, yka3aHHOM Hibke.

AkmueHocme AITT/ACT>5u < 8paz ebiwe BrH

Pe3synbTat gomkeH 6biTb NOATBEPKAEH NPU NOBTOPHOM onpeseneHnm aktusHoct ACT/ANT.
Mpn noaTeepkaeHun nosbiwenns aktusHoctTn ACT u AT cnegyeT OTMEHWTb nmpenapat
BoseHTaH KaHOH, @ KOHTPOMb aKTUBHOCTM «NEYEHOYHbIX» TPAHCAMUHA3 MPOBOANTb, N0 KpaiHel
Mepe, kaxable 2 Hefenu. ECnu aKTMBHOCTb «MEYEHOYHbIX» TpaHCcamuHas BepHynach Kk
MCXOMHBIM MOKA3aTEeNAM, HYXHO OLIEHUTb BO3MOXHOCTb BO30OHOBNEHMS MpUeMa npenapata
BoseHTaH KaHOH B pesume, ykasaHHOM Hitke.

AkmueHocmb AITT/ACT>8 pa3 ebiwe BIH

Tepanuio crepyeT npekpatuTb, BO30OHOBMeHMe npuema npenapata BoseHtaH KaHoH
ueknioyaeTcs. Mpyu conyTCTBYOWMX KNMHUYECKUX CUMNTOMaX NOPaXeHMs NeYeHu, T.e. npy
HanM4Mn: TOLLHOTbI, PBOTbI, NXOpa/K, BONeN B XMBOTE, XENTYXY, MOBbILIEHHON COHNMBOCTY 1
cnabocty, rpunnonogobHOro CuHApOMa (apTpanrui, Muantvi, NUXOpafKu), Tepanui
npenapatom BoseHTaH KaHoH cneayeT npekpaTuTb, a BO30GHOBNeHWe npuema
npenaparta boseHTan KaHoH uckntoyaercs.

Bo3sobHosneHue mepanuu

Bo3o6HoBUTL Tepanuio npenapatom BoseHTaH KaHoH MOXHO Nulb B TOM Crydae, ecnu
OXuaaemblit TepaneBTUYeckui 3thdekT NpeBblllaeT NOTeHUManbHbIil PUCK, @ aKTUBHOCTb
«MEYEHOYHBIX» TPaHCaMMHa3 BEPHYNach K UCXOAHbIM (40 Havama NeyeHns) mokasaTensm.
PekomerpyeTcs KoHCYnbTaLs Bpaya-renatornora. Tepanuio cneayet BO30OHOBNATL COrMacHo
peKoMeHAaLMaM, U3NoxeHHbIM B pasgene «Criocob npuMeHeHns W [o3bly HacTosien
VHCTPYKLMM.

AKTUBHOCTb «MEeYEHOYHbIX» TPaHCaMUHa3 Heo6XO0ANMO NPOKOHTPONMPOBATL Yepe3

3 AHA nocne Bo3o6HOBNEHMs Tepanuy npenapatom BosexTaH KaHoH, 3aTeM noBTOpUTHL
KOHTPONb Yepes3 2 HeAeNH, NOCIe Yero BbIMONHATL U3NOXKEHHbIE Bbille PEKOMEHAALMHN.
emoaobuH

Ha doHe neyeHnst 6o3eHTaHOM OTMEYEHO [J0303aBUCHMOE CHUXEHIE reMornobuHa (cM. pasgen
«MoboyHoe pAeicTBMe»). B nnawuebo-KOHTPONMPyeMbIX WMCCMEAOBAHUAX CHUXEHME
remornobuHa, CBf3aHHOE C MpuMeHeHuem 6o3eHTaHa, He 6bino MporpeccupyioLmm,
nokasatenu remornobuHa ctabunuaupoBanuch nocre nepebix 4-12 Hegenb Tepanuu.
PekomeHpyeTcs onpefensit reMornobuH nepes Havanom Tepanun 603eHTaHom, 1 pa3 B MecsiLy
B TeueHue nepebix 4 mecsiueB Tepanun 1 B nocnepylowem - 1 pas B 3 mecsua. Ecnu
HabnoAaeTes KMHYECKM 3HaUMMOe CHIDKEHIE reMornobuHa, criedyeT NpoBeCTY AarnbHelillee
obcnenosaHne nauMeHTa AN YCTaHOBMEHMS MPUYMHBI @HEMWM W PELLeHNs BOmpoca O
HeobXoAMMOCTH NpoBe/EeHNs COOTBETCTBYIOLLEN Tepaniu. B nocTperncTpaLoHHom nepuoae
coobLuanock o cryyasx aHemu, noTpeGoBaBLLNX NEPENNBAHINS APUTPOLIUTAPHOI MacChl (CM.
pasgen «[obo4Hoe feicTaue).

Tepanus y XeHUUH C COXPaHeHHbIM penpodyKmUeHbIM NOMeHUUaom

IMockorbky Ha dhoHe npuema Go3eHTaHa 3HEKTUBHOCTL TOPMOHAMbHBIX KOHTPALIEMTUBHbIX
CpeacTB MOXET CHWXaTbCs, @ BepeMeHHOCTb cnocobeTByeT yxyawenuio Teyenus JIAT, u,
NPUHIMAs BO BHAMAHIE JaHHbIE O TepaTOreHHOM A CTBIN, BbIBNEHHOM Y XIBOTHBIX:
-Mpenapat BoseHTaH KaHoH MOXeT BbITb Ha3HaYeH KeHLLMHaM C COXPaHEHHbIM PEnpoayKTIB-
HbiM noTeHumanom TOJIbKO Ha choHe MpUMeHeHNs HaaeXHbIX METOAO0B KOHTpaLenuui v B
crnyyae oTpULaTeNbHOro pesynbTata TecTa Ha 6epemMeHHOCTb A0 Hauana NeyeHms.

-MeToz ropMoHanbHoit KOHTPaLENLM He crieyeT NpUMEHsITb Kak eANHCTBEHHbIA B NEpUOA,
nevenms npenapatom boseHTaH KaHoH.

-TecT Ha GepeMeHHOCTb pekomeHayeTcss npoBoauTb 1 pa3 B Mecsl AN yCTaHOBMEHMS
6epeMeHHOCTY Ha PaHHMX CPOKax.

MoapobHyto MHdopmaLwio cm. B pasgenax «BsaumoaencTaine ¢ ApyruMM nekapCTBEHHbIMM
cpeacTBammy» 1 «MprmeHerme npu 6epeMeHHOCTY 1 B NEPUOA rPYAHOTO BCKapMIMBAHNSY.
BeHoOKKmI03UOHHas1 60n1e3Hb fieekux

Crnyyav pa3BiUTIS OTEKa NIETKMX OTMEYEHBI Y MALIMEHTOB C BEHOOKKIIO3VOHHON 60Me3HbI0 nerkux
Ha (hoHe NpUMeHEeHNs CoCYA0PACLLMPSIOLLMX CPEACTB (B OCHOBHOM, MPOCTALIKNMHA). Takim
06pasom, ecnu Bo BpeMs neyeHns npenapatom boseHTaH y nauuenTos ¢ JIAT nosiensioTcs
Mpu3Hakv oTeka NerkixX, CrefyeT YuuTblBaTb BO3MOXHOCTb Hammuusi COMYTCTBYIOLLErO
BEHOOKKITI03MOHHOTO 3aboneBaHms. B nocTper1cTpaLoHHom neproge coobluanoch 0 peakux
crnyyasix pa3suTUs oTeka Nnerkix Ha thoHe npuema 6o3eHTaHa y NaumeHToB ¢ Nofo3peHreM Ha
BEHOOKKITHO3MOHHYI0 GONE3Hb NErkuX.

Mayuedmsi ¢ JIAl u conymcmsyrowell negoxenydoykosol HedoCmamo4yHOCMbI0
CneupanbHbIX uccneaoBanuii y naumenTos ¢ JIAT u conyTcTByloLien AnctyHKLMeR nesoro
xenyfoJka He nposoaunn. Tem He MeHee, 1611 nauneHToB (3 Hux 804 - nonyyanu 6o3eHTaH, a
807 - nnauebo) C TSKENoi XpOHMYECKO! CepAeyHON HepocTaTouHocTbio (XCH) newnnu B
cpefiHeM B TeyeHe 1,5 net B nnave6o-KOHTPONMpYEMOM 1ccneaosaqum. B atom uccnesosa-
HWM OTMEYEHO YBENWYEHE KOMMYECTBA rocIMTanu3aLyi B cBsav ¢ XCH B TeyeHue nepsbix 4-8
Hepenb neveHnss GO3eHTaHOM, MPUYMHOIA KOTOPbIX MOrMO ObiTb yBenu4eHue 3aaepxku
KWOKOCTW B OpraHu3Me. 3aiepka XWAKOCTV NposiBNANach GbICTPbIM yBENMYeHneM Macchl
Tera, CHIKEHMEM reMornobuHa 1 YCUreHeM 0TEKOB HIDKHUX KOHeuHocTelh. Mo 3aBeplueHmn
1cenenoBaHmus He 6bino 0TMEYEHO pasninymil B YMCre rociMTaniaaLmil B CBA3N C CepaeyHol
HeJ0CTaTOYHOCTbIO M 4acTOTe CMEPTENbHbIX UCXO[0B Y MALMEHTOB, NPUHUMABLLIX 603eHTaH
nnn nnave6o. CneposatenbHo, obcnefoBaHie MaUNEHTOB [OMKHO BbiTb HampaBsneHo Ha
BbISIBNEHME 3a/iePXKN XUAKOCTW (HanpuMep, yBennyeHus Macchl Tena), ocobeHHo B cryyae
CONYTCTBYHOLLEN TSHKENOI CUCTONMYECKOI ANCHYHKLMM. TpK MOSABNEHNI CUMMTOMOB 3aePXKKM
KWAKOCTW MaLMEHTy crneayeT HasHauMTb ANYPETUKIA UMW YBENNYUTb X [03Y. Y naLueHToB ¢
3a/iePXKO XMAKOCTN CriedyeT NPUHIMATL pelleHne O MPUMEHEeHUM AMYPETUKOB A0 Havana
neveHIst 603eHTaHoM.

JIAT u BUY-unghexyus

OnbIT npuMeHeHnst GoseHTaHa y nauueHTtoB ¢ JIAT n BUY-nHcbekumeir, nonyyasLumx
aHTUPETPOBUPYCHYIO Tepanuio, orpaHuyeH. PesynbTaTbl M3y4YeHWUs B3aUMOAENCTBUS
Go3eHTaHa M KOMGMHALMM NONMHABMP+PUTOHABMP MPU WX COBMECTHOM MPUMEHEHMM Y
370poBbIX A06POBONbLEB MOKa3anu YBENuMYeHWe KOHLEeHTpauuu 6Go3eHTaHa, koTopas
[0CTUraeT MakcMarnbHbIX 3HaYEHNI B TeYeHMe NepBbIx 4 AHel (CM. pa3aen «Bsanumopeiictaue
C APYTMM NeKapCTBEHHbIMM CpeAcTBamiy»). [pu HasHauyeHun Go3eHTaHa nauveHTam,
NPUHUMAIOLMM MHIMBMTOPBI NpOTeas, AENCTBUE KOTOPbIX YCUNMBAET PUTOHAaBMP, criesyeT
yAenstb 0coboe BHUMaHWe nepeHocumocTv 6o3eHTaHa, 0COBGEHHO B Hauane neyeHus,
MPUHMMAs BO BHUMaHWe pUCK Pa3BuTUS apTepuanbHON TUNOTEH3NN U N3MEeHeHNe (yHKLmo-
HanbHbIX «NEYEHO4HbIX» TECTOB.

Mpn oAHOBPEMEHHOM MpUMeHeHUN GO3eHTaHa 1 aHTUPETPOBUPYCHBIX MPenapaToB Hemb3as
WCKIIOYNTb OTCPOYEHHOE HeraTvBHOE BRnsHUeE Ha neveHb v passutie HIP co CTOpOHbI KpoBM.
BBuay BO3MOXHOTO B3auMOLECTBIS, CBA3AHHOTO C MHAYKLMeR 603eHTaHOM 130(epMeHTOB
cucTeMbl LuToxpoMa P450, aKTUBHOCTb aHTUPETPOBMPYCHON Tepanim MOXeT CHKaTbCs,
noaToMy Yy Takux nauveHToB aekTnBHOCTb Tepanun BUY Heobxogumo TiiatensHo
KOHTPONMPOBATb.

JIAT, 06ycrosnenHast msxenol XxpoHudYeckol o6ecmpykmugHol 6onesHbio neekux (XOB/T)
OdhchekTnBHOCTL 1 BesonacHocTb Bo3eHTaHa U3yyann B 12-HeAenbHOM HEKOHTPONMPYEMOM
nccnepoBaHun ¢ yqactem 11 naumeHtos ¢ BTopuyHoi JIAT B pesynbtate XOBI1 Tsxxenoro
TeyeHus. PesynbTaThl UCCNIEAOBAHNS CBUAETENLCTBYIOT 06 YBEMMYEHUM MUHYTHOTO 06bema
BEHTUNALMM NETKUX U CHUKEHWM HacbilleHnst kucropofoM; u3 HITP HauBonee uacto
OTMeyanach ofblLLKa, MpekpaLLaBLUascs nocrne oTMeHbl 603eHTaHa.

0dHoepemeHHOe npumeHeHue ¢ OpyaumMU eKkapcmeeHHbIMU npenapamamu

OpHoBpeMeHHOe NMpUMeHeHe 603eHTaHa 1 LMKIOCTIopUHa A NpoTUBONOKa3aHo (CM. pasaen
«[MpoTuBOMOKa3aHNSY).

OpnHoBpeMeHHoe NpuMeHeHe 603eHTaHa ¢ rnnbeHknamuaom, hnykoHasornom 1 pudamnmum-
HOM He pekomeHpyeTcsi. bonee noppobHas uHdopmaums ykasaHa B pasgene «Bsaumope-
VICTBYE C [iPYTIMU IeKapCTBEHHbIMI CPEACTBAMMY.

Kom6uHMpoBaHHoit Tepanuu 6o3eHTaHoM 1 nHrnbuTopamu nsodepmertos CYP3A4 n CYP2C9
Heobxoaumo nsbderathb.

BnusHue Ha cnocoGHOCTb ynpaBnATb TPAaHCMOPTHbIMU CpeACTBaMU W
MexaHu3mMamu

Briusitne Go3eHTaHa Ha cnocoGHOCTb yNpaBnsATh TPAHCMOPTHBIMM CPEACTBAMM He U3y4arnoch.
TeM He MeHee, 603eHTaH MOXET BbI3bIBaTb BbIPAXEHHOE CHIDKEHWE apTepuanbHoro AaBneHns,
COMPOBOX/AIOLLEECS FONMOBOKPYKEHMEM UMM NOTEPelt CO3HaHWS, 1, Kak CrieacTBie, OkasblBaTb
oTpuLaTenbHoe BMMSHUE HA CMOCOGHOCTb YNpaBnsiTb TpaHCmopToM W pabotath ¢
MexaHu3mMamm.

®opma Bbinycka

TabneTku, NOKpbITbIE NNEHOYHOI 060M04KON, 62,5 Mr 1 125 Mr.

Mo 7 nnn 14 TabneTok B KOHTYPHYIO SHEKOBYHO YNaKOBKY 13 NEHKN NONMBUHUNXTOPUAHON Ui
nnexku MBX/MBOX, wnu nnexkn MBX/MS/MBAOX u onbrv anoMuHUeBOR nevaTHom
NaKUpOBaHHO.

Mo 56 Tabnetok B 6aHKy NONMMepHyIo Ans nekapcTBEHHbIX CPEACTB U3 NONMaTUNeHTepedTana-
Ta CKPbILLKOVA 13 MOMMMpONMeHa.

[Mo 4, 8 KOHTYPHBIX AYEKOBbIX YNakoBOK urv Mo 1 6aHke NonMMepHON BMECTE C MHCTPYKLMEl: No
NPYMEHEHMI0 NOMELLAIOT B NauKy U3 KapToHa.

YcnoBsus xpaHeHus

[Mpu Temnepatype He BbiLue 25 °C BO BTOPUYHON yNakoBKe (Mauke KapTOHHOM).

XpaHWUTb B HE[OCTYMHOM A5 eTei MecTe.

CpokrogHocTy

3roga.

He np1MeHsITb N0 MCTEYEHIM CPOKa FOAHOCTH.

Ycnosus oTnycka

OtnyckatoT o peLienTy.

MpounssoanTens

3A0 «KaHoHdapma npogakLuH», Poccus

141100, MockoBckast obnacTs, r. LLienkoso, yn. 3apeyHas, a. 105.

Ten.: (495) 797-99-54, chakc: (495) 797-96-63

www.canonpharma.ru

l0Opuanyeckoe NuLIo, Ha MMA KOTOPOro BbIAAHO PErUCTPALIMOHHOE YA0CTOBEPEeHME:

3A0 «KaHoHdapma npoaakLuH», Poccus

141100, MockoBckasi obrnacTs, r. LLienkoso, yn. 3apeyHas, g. 105.

Ten.: (495) 797-99-54, dhakc: (495) 797-96-63.

WHdopmaums 06 opraHusaumsx, B KOTOpble MOTYT GbITb HanpaBneHbl NPETEH3NUN No
Ka4ecTBY NlekapCTBEHHOro Npenapara

3A0 «KaHoHthapma npogakiuHy, Poccus

141100, MockoBckast obnacTs, r. LLienkoso, yn. 3apeytas, a. 105.

Ten.: (495) 797-99-54, dhakc: (495) 797-96-63.

OnekTpoHHbIit agpec: safety@canonpharma.ru

Monyyums  dononHumenbHble OaHHble O npenapame, Hanpasumb NPEMEH3UK Ha €20
Kkayecmeo, 6e30nacHOCMb, COOBLUMB O HeXenameslbHbIX 1eKapCMBEHHbIX Peakuusix MOXHO
no menegoHxy: 8 (800) 700-59-99 (GecnnaTtHas nuHus 24 4aca) wnu Ha caiTe
www.canonpharma.ru B pasgene «[lonutuka B obnactu kauectBa» - «besonacHocTb
npenaparosy.




