MHCTPYKUUA

no MeguUMHCKOMY NPUMEHEeHUIO NIeKapCTBEHHOro npenapara

BO3EHTAH

PeructpauuoHHbIit Homep: J1M-007533

ToproBoe HaumeHoBaHue: BoseHTaH

MexayHapoaHoe HenaTeH VK rpynnug YHoe
TekapcTBeHHas chopma: TabrneTky, NOKPbITbIE NIEHOYHOR 060MNO4KON

Hue: boseHTaH

Cocrag:

1 TabneTka 62.5 Mr conepxur:

Heticmaytowee seuwjecmeo: 6o3eHTaHa MoHoruapar — 64,541 mr; B nepecyeTe Ha 6o3eHTaH — 62,500 mr.

BcromozamerbHbie seujecmea: kpaxman KyKypyaHbiid — 9,350 Mr; kpaxmar npexenaTvHU3NpoBaHHbIii — 7,559 Mr; kapGoKCUMETUNKpaxMan HaTpust —
4,050 mr; rmuuepwn aubereHar — 2,700 mr; marius cteapat — 0,900 mr; nouaoH-K90 — 0,900 wmr.

Cocmae obosoyku: runpomennosa — 1,560 mr; TutaHa Auokeua — 0,990 wmr; Tanbk — 0,720 mr; runponosa — 0,520 mr; Tpuauetvd — 0,200 wr;
KpacuTenb xenesa okeug, xxentblit — 0,010 mr.

1 TabneTka 125 MI conepxuT:

Heticmayrowee seujecmeo: 6o3eHTaHa MoHoruapat — 129,082 mr; B nepecyeTe Ha 6o3eHTaH — 125,000 mr.

BcriomozamernbHble eewiecmea: kpaxman KykypyaHbii — 18,700 Mr; kpaxman npexenatMHusMpoBaHHbii — 15,118 wr; kap6okcumetunkpaxman
HaTpus — 8,100 mr; rnuuepun aubereHar — 5,400 mr; marHus cteapat — 1,800 mr; noBuaoH-K90 — 1,800 mr.

Cocmae oboroyku: runpomennosa — 2,340 mr; TutaHa avokeua — 1,485 wr; tanbk — 1,080 mr; runponosa — 0,780 mr; Tpuauetvd — 0,300 wr;
KpacuTenb xenesa okeua xentbid — 0,015 mr.

Onucanue:

[Hosuposka 62,5 me. Kpyrnble OBOSIKOBbINYKIble TAONETKN C PUCKON, MOKPbITbIE MIIEHOYHOW OBGOMOYKON OT CBETMIO-XENTOro A0 CBETNO-KENTOro C
KOpu4HeBaTbiM OTTEHKOM LiBETa.

[Mosuposka 125 me. Kpyrnble ABOSKOBbINYKIble TAGNETKW, MOKPbITbIE NEHO4YHOM 0BONOYKON OT CBETNIO-KENTOrO 40 CBETNO-XENTOro ¢ KOPUYHEBATLIM
OTTEHKOM uBeTa.

dapmakoTepaneBTU4ecKas rpynna: BasoaunatmpyioLee cpecTso
Kop ATX: CO2KX01

®dapmakonoruyeckme cBoMCTBa

®apmakoOuHaMuKa

Bo3eHTaH SIBNSETCS HeCENeKTUBHBIM aHTaroHNCTOM 3HAOTENMHOBLIX peLenTopoB Tuna 3T, u OTs. Bo3eHTaH CHUXaET kak Nero4Hoe, Tak U CUCTEMHOE
COCYAMCTOE COMPOTUBIEHME, NPUBOAS K MOBBILIEHWIO CEPAEYHONO BbiGpoca 6e3 yBennyeHns YacToTbl cepaeyHbIx cokpalleHuii (YCC). HeiiporopmoH
aHpoTenuu-1 (3T-1) ABNSETCA OAHUM M3 CaMbIX MOLLHBLIX CPEAV U3BECTHBIX B HACTOSILLMIA MOMEHT Ba3OKOHCTPUKTOPOB, KOTOpLIV Takke obnagaet
CNOCOBHOCTbIO  CTUMYNMpoBaTh  hKBPo3,  KneTouHylo nponudbepaumio, rMNepTpouio  cepaua, PeMoaenupoBaHne, W Takke MposIBNSeT
MPOTUBOBOCNANIUTENBHYIO AKTUBHOCTb. TN aphekTbl UHOYLMPYIOTCA Mpu CBA3blBaHMM aHgotervHa-1 (3T-1) ¢ peuentopamn 3T, u OTs,
PacMoNOXeHHBIMU B SHAOTENUM U MMaAKOMBILLEYHbIX KNeTkax cocyAoB. KoHUeHTpaummn 3T-1 B TkaHsX 1 Nasme KPOBY MOBbILLIAKTCA MPYU HEKOTOPbIX
cepAeyHO-cocyanCTbIX 3aboneBaHusix U GONesHsX COeAuHUTENbHOW TKaHW, B TOM 4YMCNE NpW NErovHoi aptepuanbHoi runepteHsun (MAT),
CKMepoAepMUM, OCTPOI W XPOHWUYECKOW CEepEYHON HEJOCTAaTOMHOCTH, WLLEMWM MWOKapAa, CUCTEMHOW TUMEpTEH3UM U aTepockrepose, HTO
npeanonaraetr yyactue OT-1 B natoreHese oTux 3abonesawuii. Mpu JIAI u cepaeyHoit HEOOCTATOMHOCTW, MPU OTCYTCTBUW aHTaroHMsMa K
9H[OTENMHOBbLIM PeLIenTopam, MoBbILLEHWE KOHLEHTpaLMn OT-1 CTPOro KOPPENMPYIOT C TSHIKECTBIO U MPOrHO30M Yka3aHHbIX 3a60neBaHuii.

BoaeHTaH koHkypupyeT ¢ OT-1 n apyrumu 3T nentuaamu 3a casisbiBaHue ¢ peuentopamm 3T, n OTg, C HE3HAUUTENBHO Gonee BbICOKMM CPOACTBOM K
peuentopam 3T, (Ki = 4,1 - 43 HMonb), no cpaBHeHuto ¢ peuientopamn 3Tg (Ki = 38 - 730 HMonb).

BoseHTaH cneumdmyecku Grnokupyet OT peLienTopbl 1 He CBS3bIBAETCS C APYTVIMU PELIENTOpamiu.

BppekmusHocmb

Mpy 3yyennm JIAT Ha MOAENAX KUBOTHbIX MOKA3aHO, YTO ANUTENbHOe BBeeHe BGO3eHTaHa BHYTPb CHIKAET NEro4YHOe COCYaAMCTOe COMpOTUBNEHNE
(NCC) 1 cnocoBeTayeT 06paTHOMY pasBUTMIO TUMEPTPOCIM COCYOB NETKVX U NPaBOro Xenyaoyka. MokasaHo, 4To npu neroyHoM pubpoae GoseHTaH
YMEHbLLAET HaKoMeHye KonnareHa B Nerkux.

SghhekmugHoCMb Mpu MPUMEHeHUU y 83POCTIbIX MayUeHmMos ¢ fe2o4Holl apmepuarnsHol 2unepmeH3uel

[nutensHoe (B TedeHne 12 1 16 Hefenb) neveHre B3pOCTbIX NauMeHToB ¢ JIAT (NepBUYHON U BTOPUYHOM, MPENMYLLIECTBEHHO acCOLMMPOBAHHON CO
cknepoaepmuert) -V cyHkumoHansHoro knacca (®K) no knaccudmkaumm BcemupHoii opraHusaumn 3npasooxpaHeHusi (BO3) 6oseHTaHoM B
KOMBMHALUMM C aHTUKoarynsiHTamu, BasoAunaratopamu (6riokatopamut «MeEAneHHbIX» KanbLMeBbIX KaHamos), AMypeTKamu, KUCNOpPOAOM W
[MFOKCMHOM, HO HE 3MOMPOCTEHONOM, COMPOBOXAANOCh YMEHBLUEHUEM BbIPAXEHHOCTU CUMMTOMOB JIAI W 3HAUNTENbHBIM  YBENUUYEHNEM
TONepaHTHOCTU K (hM3NYeckUM Harpyakam (no pesynstatam TecTa ¢ 6-MWUHYTHOW xoabboit). AT adhdpekTbl oTMeYanuch Yepes 4 Hefenu, OTYETNVBO
NPOSIBNSNUCE Yepes 8 Heaerb U COXpaHsNMCh A0 28 Heflenb B NOArpyNne NALUMEHTOB aKTUBHOTO NEYEHUs.

B nccnenosanum nauvenTos ¢ JIAT Il ®K nokasaHo 3HauMTenbHoe yBenuyeHne BpeMeHn [0 Havana KMMHUYECKOro YXyALLeHWs (KoMBUHMpoBaHHas
KOHEYHas Touka, BKIoYatoLLasi NPorpeccrpoBaHne CUMNTOMOB 3aborneBanusi, rocnuTanuaaumio Bcrieactane JIAT 1 criydan cmepTm).

Y nauventoB ¢ JIAT Il ®K 1 nopokamu cepaua B COMETAHWM C HapyLLEHWsIMW MokasaTenei reMoAMHaMUKU Mo TUMy cuHapoma On3eHMeHrepa,
YBEMNUUeHNe CPpeHero 3HaYeHUs HachILLEHUs KPOBM kucrnopoaoM Ha 1,0 % B rpynne nauveHTos, NonyyaBLunx 603eHTaH, CBUAETENLCTBOBAIO O TOM,
470 6O3€eHTaH He ycyrybnsiet runokcemunio. CpeaHee 3HauYeHNe NIEroYHOro COCYANCTOrO COMPOTUBIIEHUS 3HAUNTENBHO CHIKAMNOCh, & TONEPaHTHOCTb K
hU3MYECKUM Harpy3kam MoBbilLanach (CpeaHsisi AUCTaHUMS Mo pesynbratam TecTa ¢ 6-MUHyTHOW xoabboit yBenuumnnack Ha 53 metpa) B rpynne
NaLWeHToB, NoryyaBLMX 603eHTaH.

Mpw n3y4eHnn 6oseHTaHa y naumeHToB ¢ JIAT |1l ®K B codetaHum ¢ BUY - uHdekLyeit NnokazaHo NoBbILLEHWE TONEPaHTHOCTU K (hU3UHECKUM Harpy3kam
B CPaBHEHUM C UCXO[HBLIMU AAHHBIMU.

B ABYX OCHOBHbIX NNaLeGo-KOHTPONMPYEMbIX UCCNIEAOBAHNSX N WX OTKPLITBIX MPOAIEHUSX Y BCEX MALMEHTOB, MoOMyyatoLlmx 6o3eHTaH, B TeveHue
[NVTENBHOTO BPEMEHM MPOBOAWIN OLIEHKY JKU3HEHHO BaXKHbIX Mokasatenei. CpeaHsisi NpofomkVTENbLHOCTL Npuema 6oseHTaHa coctasuna 1,9 + 0,7 net
(ot 0,1 go 3,3 neT), KNMHUYECKOe COCTOsIHWE MaLMEHTOB KOHTPONMpOBanK B cpeaHem B TedeHue 2,0 + 0,6 net. Y Gonblueit YacTu nauneHToB Gbin
NoATBEPXKAEH AuarHoa nepauyHon JAT (72 %) u onpepeneH Il K (84 %) no knaccudpmkaumm BO3. MokasaTenb BbPKMBAEMOCTU B rpynne B LEnoM
(cornacHo oueHke no metoay KannaH-Maitepa) yepes 1 rog neyeHust 6oseHTaHom coctaeun 93 %, a Yepes 2 roaa - 84 %. Y nauMeHToB ¢ CUCTEMHOIA
cknepoaepMuen nokasarteny BobkueaemMocTu no metoay Kannax-Maiiepa 6binu Hinke.

UccnedosaHusi, npogederHbie y demeti ¢ JIAI

WcenenoBaHns napameTpoB  chapMakokMHeTUku 6oseHTaHa nposogunu y fAeten B TedeHne 12 Hepenb Tepanuu GoseHTaHoM. AHanus
reMofIHaMUYeCcKVX NapamMeTpoB yKasblBaeT Ha yBenuueHue cepaeydHoro niaekca (CU) Ha 0,5 n/mun/v?, a Takke Ha CHUKEHWE CpeaHero JaBrneHns B
neroyHoit aptepuu (ANMA) o 8 mm pr.cT. n JICC - go 389 AnH X cek X cm™.

CucmeMHasi cknepodepmusi ¢ 38€HHbIM MopaXxeHuem KoHe4yHocmel

Pe3aynkTaTbl ABYX KNMHUYECKUX UCCEA0BAHWIA Y B3POCbIX NALIMEHTOB C CUCTEMHON CKITEPOAEPMUEN 1 S3BEHHBIM NMOPaXEHNEM KOHEYHOCTEN (B CTaaum
0BOCTPEHNS UN B CIy4asix, KOria sI3BEHHOE MopaXxeH1e OTMeYanu B Te4eHUe NocneaHero roaa) nokasarnu, Y4To B Te4eH e BCEro NeproAa npuMeHeHust
603eHTaHa HabnoAanNock JOCTOBEPHOE YMEHBLLIEHE YICTa HOBBIX S3BEHHBIX MOPaXEHWI KOHEYHOCTEN Mo CpaBHEHMIO ¢ nnaue6o.

Y nauueHToB, nonyyasLuKx Go3eHTaH unu nnate6o B TedeHe 16 Heenb, B CPeAHEM, OTMEYEHO 1,4 1 2,7 HOBbIX SI3BEHHbIX NOPAXKEHUIA, COOTBETCTBEH-
Ho (p = 0,0042). B nccnenoBaHny NPOAOIHKUTENBHOCTLIO 24 HEen YNCNO HOBbIX S3BEHHbIX NMOPAXKEHWUII KOHEYHOCTEN Y NaLyeHTa CocTaBmsno, B
cpeaHem, 1,9 1 2,7, cooTBeTcTBeHHO (p = 0,0351). BnusiHne 6o3eHTaHa Ha CKOPOCTb 3aXKUBMEHWS SI3BEHHBIX MOPAXKEHWI HE YCTAHOBIEHO.
®apmaKkoKuHemuka

dapMakokuHeTMka 603eHTaHa 13y4eHa B OCHOBHOM Y 3710pOBbIX 06POBOMbLEB. OrpaHnyieHHble aHHble CBUAETENbCTBYIOT O TOM, YTO JKCro3nLms
603eHTaHa y B3pOCHbix NauueHToBs ¢ JIAI npMepHo B 2 pasa Bbillie, YeM Y 340pOBbIX 40GPOBOMbLIEB.

dapMakoK1HETMYeckIe NapaMeTpbl y 300POBbIX [OGPOBOMbLIEB 3aBUCSIT OT 103bl 1 BPEMEHM Mpyema npenapara. KnvpeHc n obbem pacnpegerneHus
CHWXKAIOTCA MpU  YBENUYEHUM BHYTPUBEHHOW [03bl M C TedeHMem BpemeHu. [locrie npuvema BHYTPb CUACTEMHAs 3KCrosnums GoseHTaHa
nponopLuoHansHa B o3ax 4o 500 mr. Mpu npreme BHyTpb Goree BbICOkuX A03 603eHTaHa MakcUMarbHas KOHLEHTpaLWs B nnasme kposi (Cp..) MAUC
(nnolwaab nop, KPUBOI KKOHLIEHTPALINS-BPEMS») YBENUUMBAIOTCS MEHEee MpOrMOpLIMOHATbHO 03,

BcaceieaHue

A6conioTHast 6MofOCTYNHOCTL Go3eHTaHa y 300POBbIX JOGPOBONbLEB MOCNe NprUema BHYTPb COCTaBMSIET 0Koro 50 % 1 He 3aBUCUT OT BpEMEHU Nprema
. C,.c B NNa3me KpoBK AocTuraetcs Yepes 3-5 4 nocne nprvema npenapara BHyTPb.

PacnpedeneHue

BoseHTaH B Bbicokoi cTenenn (6onee 98%) cesisbiBaeTcsi ¢ Genkamm nnasmbl KPOBM, B OCHOBHOM C anbBymuHoM. BoseHTaH He npoHukaeT B
apuTpOLMThI. Mocne 0AHOKPaTHOrO BHYTPUBEHHOTO BBeAeHUs B Ao3e 250 Mr o6bem pacnpeaenexuns coctasnsiet 18 n.

Memabonuam u esieedeHue

Mocne ogHoKpaTHOrO BHYTPUBEHHOTO BBEAEHWS Go3eHTaHa B fo3e 250 Mr knmnpeHc ero cocTasnsieT 8,2 n/d, nepuop nonysbiseaeHnst (T;y,) - 5,4 4. Mpu
MHOTOKPaTHOM NPUMEHEHUN KOHLIEHTPaLms 6o3eHTaHa B Nna3me KpoBY CHUKAETCS NOCTENeHHO A0 50 - 65% OT 3Ha4eHUiA KOHLIEHTPaLMK NPy OfHOKpaT-
HOM MpuMeHeHUn. CHWKeHWe, BepOSiTHO, OBYCMOBMEHO aBTOMHAYKUMEN METaGOoNM3MPYIOLMX MEYEHOUHbIX (hepMeHTOB. COCTOsIHWE YCTOMYMBOTO
paBHOBeECUS IOCTUraeTCst B TeveHne 3-5 aHen.

BoseHTaH MeTabonunanpyeTcst B NeYEHW Npu y4acTun 13oepmMeHToB cucTembl LuToxpoma P450 CYP2C9 n CYP3A4. BoseHTaH BbIBOAUTCS Yepes
KULLIEYHVK C 3Kenybto, MeHee 3% MpUHSTON [03bl BHYTPb BbIBOAWTCS MOYKaMM.

BoseHTaH obpa3yer 3 metabonuta, oauH M3 KOTOpbIX obnajaeTr hapmakonornyeckolt akTUBHOCTLIO. PapMaKkonornyeckn akTUBHbIN MeTabonut
BbIBOAWTCS NPEUMYLLECTBEHHO B HEU3MEHHOM BUAE C XENUYbl0. Y B3POCTIbIX MALMEHTOB CUCTEMHOE BO3AEVICTBIME aKTUBHOTO MeTabonuTa Bhille, Yem Yy
3710pOBbIX J06POBONLLEB. Y MALMEHTOB C MpU3Hakamu XonecTasa CUCTEMHOE B3aMOLEeNCTBUE STOrO MeTabomnuTa MoXeT Bo3pacTath.

BoseHTaH sBnsietcs uHayktopom usodepmeHtoB CYP2C9 n CYP3A4, a Taikke, BO3MOXHO, nsodepmerta CYP2C19 n P-rmukonpoteuHa. in vitro
603eHTaH nofaensieT akTMBHOCTL BSEP (Momrbl BbIBEAEHNSI COMelt KEMYHbIX KUCIOT B KyrbType renartouuTos).

B uccneposaHusix in vitro nokasaHo, 4To 603eHTaH He okasblBaeT 3Ha4UMMOro MHrnbupytoLero achdekta Ha paa nsodepmentos (CYP1A2, 2A6, 2B6,
2C8, 2C9, 2D6, 2E1, 3A4). CrnefoBaTtenbHO, G03€HTaH He MOBbLILIAET B KPOBU KOHLIEHTPALMIO IEKapCTBEHHbIX CPEeACTB, MeTabonmam KOTopbIX
onocpeoBaH AaHHbIMU 30hepMEHTaMM.

DapmaKoKuHemuKka y 0cobbix 2pyrn nayueHmos

PeaynkTatbl UcCnenoBaHuii NMPe/nonaratoT, YTo Ha (hapMakKoKVMHETUKY G03eHTaHa y B3POCTbIX NALIMEHTOB HE OKa3bIBAKT CYLLECTBEHHOTO BIUSHUS Takve
¢haKTopbI, Kak Mo, Macca Tena, pacosas NMPUHaZANEXHOCTb UMK BO3PAcT.

Hemu

Pesynbrarthl MccrnienoBaHus hapMakoKUMHETUKM OOHOKPATHOM M MHOTOKpaTHbIX 03 603eHTaHa npu npueme BHyTpb Y 19 aeteit ¢ JIAI B BospacTe ot 3 o
15 net (npuem B fo3e 2 Mr/kr Macchl Tena 2 pasa B AeHb, AC-052-356 [BREATHE-3]), cBUaeTensCTBYeT O TOM, YTO CUCTEMHOE Bo3aeincTBMe 6o3eHTaHa
CHWXaEeTCsi CO BPEMEHEeM B MOSTHOM COOTBETCTBUM C aBTOMHAYKLUMOHHLIMK CBOVCTBaMM npenapara. CpeaHue sHadveHust AUC (CV %) GoseHTaHa y
feTeit, nonyvatowmx 6o3eHTaH B Aosax 31,25 mr, 62,5 mr unu 125 mr 2 pasa B AeHb, coctaensnn 3,496 (49), 5,428 (79) n 6,124 (27) Hrey/mn,
COOTBETCTBEHHO, U BblNW HUXe CpeaHero 3HaYeHust aToro nokasarens (8,149 (47) Hrew/mn) y B3pocnbix naumeHTos ¢ JIAT, npyHMMaBLLKMX GO3EHTaH B
[o3e 125 mr 2 pasa B ieHb. B paBHOBECHOM COCTOsIHWM CUCTEMHOE BO3AenCTBIe Y AeTelt ¢ maccor Tena 10-20 kr, 20-40 kr u 6onee 40 kr cocTaBumo,
COOTBETCTBEHHO, 43%, 67% 1 75% OT COOTBETCTBYIOLLMX NOKa3aTeneil y B3pocrbiX.

Hapywerue ¢byHkyuu neyeHu

Y NauMeHToB C NEYEHOYHON HEOCTATOMHOCTbIO Merkoii cTeneHn (knacc A no knaccudmkaumnn Yanna-Nbto), CyLecTBEHHbIX U3MEHeHUI nokasareneit
hapmMaKoKVHETUKM NpenapaTa He OTMeYeHo. Y aTux naumeHToB paBHoBecHast AUC 6o3eHTaHa Gbina Ha 9% Bbllle, a ero akTuBHoro Metabonuta, Ro
48-5033, - Ha 33 % BblLLE N0 CPaBHEHMIO C aHANOMMYHbLIM MokasaTenem 3[0POoBbIX A0GPOBOILLIEB.

BrnsiHue ne4YeHOYHOM HeOOCTaTOMHOCTU YMEpeHHOM CcTeneHu TsbkecTn (knacc B no knaccudmkaumm Yainng-Mbto) Ha dapmakokMHeTudeckue
napametpbl 6o3eHTaHa U ero ocHoBHoro metabonuta Ro 48-5033 uayyanu y 5 naumeHtoB c JIAT, o6ycroBneHHON nopTanbHOW runepTeHanen, n
MeYEeHO4HON HEOCTATOHHOCTLIO YMEPEHHOW CTEMEHN TSKeCTU, a Takke y 3 naumeHToB ¢ JIAT, 06ycrnoBneHHON ApyrMM NpUHUHaMK, U HOpMarbHO
hyHKLMEN neYeHn. Y NaLmeHTOoB C Ne4YeHO4HOM HeA0CTaTOYHOCTLIO knacca B cpeaHee 3HaveHue (95 % nosepuTenbHbIii uHTepsan, [I1) paBHoBeCHO
AUC GoseHTaHa coctasuno 360 (212 - 613) Hreu/mn, T.e. 6bino B 4,7 pa3a Bbllle, a cpeaHee 3Havenve (95 % W) AUC aktueHoro metabonuta Ro
48-5033 coctasuno 106 (58,4 - 192) Hrew/mn, T.e. B 12,4 pasa BbllLe, YeM Y NaLMEHTOB C HopMarbHOMN dyHKUMel nevenm (6oseHTaH: cpeaHee [95 % U]
AUC: 76,1 [9,07 - 638] Hreu/mn; Ro 48-5033: cpearee [95 % OW] AUC: 8,57 [1,28 - 57,2] Hrew/mn). HecMoTpsi Ha HeGonbLLOE YACMO MaLMeHTOB U
BbICOKY!0 BapnabenbHOCTb NOMY4EHHbIX AaHHbIX, 3TU PE3YNbTaThl YKasbiBaIOT HA 3HAUYUTENBHOE YBENMYEHUE CUCTEMHOI SKCMO3ULMM BO3eHTaHa 1 ero
ocHoBHoro metabonunta Ro 48-5033 y nauWeHTOB C NEYEHOYHOW HEefOCTaTOMHOCTbIO YMEPEHHOW CTeneHu TskecTu (knacc B no knaccudmkaumm
Yaing-Meto).

dapmakokuHeTMka Go3eHTaHa Yy NaLWeHTOB C TSHKENOW MEeYEeHOYHON HeloCTaTo4HOCTbIO (knacc C no knaccudukaumm Yanna-Mblo) He uaydeHa.
MpymeHeHve npenapata Bo3eHTaH NPOTMBOMOKA3aHO Y NALMEHTOB C YMEPEHHOW W TSHKENON Ne4eHOYHON HesocTatodHocThio (knacc B u C no
knaccucbukaumm Yaina-eto, cm. pasaen «poTuBonokasaHnay»).

HapyweHue ¢gpyHKkyuu noqex

Y naLneHTOB C NOYEYHON HEAOCTATOHHOCTLIO TSHXKENOI CTENEH TSHKECTU (KMpeHe kpeaTuHuHa, KK, 15-30 Mn/MUH), KOHLIEHTpaLms 603eHTaHa B nnasve
KPOBW CHWKaeTcs npumepHo Ha 10%. KoHueHTpauusi meTabonuToB Go3eHTaHa B MnasMe KpOBK BO3pacTaeT MPUMEpHO B 2 pasa Mo CPaBHEHUIO C
naLyeHTamn ¢ HopMarbHOM (PYHKLMEN MOYEK. Y NaLMEHTOB C NOYEYHO HEJOCTATOHHOCTBIO He TPeBYEeTCst KOPPEKLMM [103bl.

MpuMeHeHe Go3eHTaHa Ha hoHe reMoraniaa He usydanu. Yuntsisas hnsnko-xMMnyeckue CBoCTBa Go3eHTaHa 1 ero BbICOKYIO CTENeHb CBA3bIBAHNSA
¢ Genkamu nnasmbl KPOBY, 3HAUUTENBHOTO BbiBEZlEHUs 603eHTaHa 13 COCYAVUCTOrO pycria BO BPEMSI reMOA1aniaa He OXvuaaeTcs.

MokasaHus kK NPUMEeHeHNIo
TleyeHue neroyHol apTepuarnbHoii runepteHaun (TAT) ¢ Lenbto yryyLLEeHNst TONepaHTHOCTU K (hU3NYECKUM Harpy3kam W KIIMHUYECKUX CUMIMTOMOB Yy
nauvenTos -1V dyHkumroHansHoro knacca (PK) no knaceudmkaumm BO3, B3pocrbix 1 AeTeit cTaplLue 3-x NeT, BKioYas:
* NEePBUYHYI0 (MAMONATUYECKYIO U HACTeACTBEHHYIO) JIAT;
* BTOpUyHYto JTAT Ha choHe cknepofepmmi Npy OTCYTCTBUM 3HAUMMOTO UHTEPCTULIMAIIBHOTO MOPaXEHNst NErkux;
« JIAT, accoLmmMpoBaHHyto C BPOX/IEHHbIMW MOPOKaMi CepALa 1, B YaCTHOCTW, C HapyLLEHUSMU rokasaTeriel reMoavHaM KM Mo TUny cuHapoma
Oit3eHmeHrepa.
CHKeHe Yrca HOBbIX UrUTasnbHbIX S13B Y B3POCTbIX MPU CUCTEMHOW CKNEPOAEPMUM 1 MPOTPECCHPYIOLLIEM S3BEHHOM NMOPaKEHUN KOHEUYHOCTEN.

MpoTtuBONoOKasaHus

* MoBbILLIEHHas YYBCTBUTENLHOCTL K G03eHTaHy Unu NoGOMY 13 KOMMOHEHTOB Npenapara;

* MeyeHo4Hast HEOOCTATOMHOCTb YMEPEHHOW W TshkenoW cTeneHun Tsbkectw (kmacckl B m C no knaccudmkaummn Yaing-Meto, cM. pasgen
«®dapmakornornyeckve CBOICTBa);

« VlcxoHoe MnoBbiLLEHWEe aKTUBHOCTU «MeveHOHHbIX» TpaHcammHad: ACT (acnapratammHoTpaHcdepasbl) uvnm ANT (anaHuHamuHoTpaHcgepasbl)
6Gornee yem B 3 pasa OT BepxHel rpaHuLibl Hopmbl (BIH);

« Tshkenas apTepuarnbHas runoTeHsus (Cuctonuyeckoe aptepuansHoe aaeneHune (A[l) MeHee 85 MM PT.CT. y B3pocnbix; cuctonmyeckoe Afl <80 %
HWKHEN rpaHu1LIbl HOPMbI, COOTBETCTBYIOLLIEN BO3PACTY 1 nony pebeHka);

+ OpHOBpeMeHHbIN NpreM LuknocrnopuHa A (cM. pasgen «BsauMopeicTeie ¢ APYrMMU NEKAPCTBEHHbIMI CPEACTBaMMY );

« BepemeHHoCTb (cM. pasgens! «MpuMeHeHne npy 6epemMeHHOCTV 1 B Nepurop rpyAHOro BckapmnmeaHus», «Ocobble ykasaHusy);

* MpUMEHEHME Y XEHLLIMH C COXPaHEHHbLIM PEMPOAYKTUBHBLIM NOTEHLIMANOM, HE MOMb3YHOLLMXCS HAZIEXHBIMWA METOIaMM1 KOHTpaLenLum;

* Mepwioa rpyHOTO BCKApMIMBAHWS (OTCYTCTBYHOT KIMHUYECKUE IaHHbIE);

« MpumeHeHue y aeTeit 10 18 NeT AN yMEHbLUEHUS Y1CTa HOBbIX AUTUTANbHbIX S3B (B CBA3W C OTCYTCTBUEM KIMHUYECKMX AAHHBIX);

« [leTckuii Bo3pacT 4o 3-x neT (Ans TabneTok, NoKpbITbIX NNEHO4HON 0GOMOHKON).

C OCTOPOXHOCTbIO
ApTepmaanaﬂ rMNOTEeH3Us.

n npu
BepemeHHocmb

B [IOKNMHMYECKIX UCCNE0BaHNSX YCTaHOBMNEHa PenpoayKTUBHas TOKCUMHOCTL Go3eHTaHa (TepaToreHHoe 1 AMBPUOTOKCUYECKoe AeicTBIe). [laHHbIX O
npyMeHeHnn Go3eHTaHa y GepeMeHHbIX KEHLLMH HET. BO3MOXHbIN pUCK NS YenoBeka HeusBecTeH. [puMeHeHve npenapara boseHTaH BO Bpemsi
6epeMeHHOCTM NPOTUBOMOKa3aHo (CM. pasaen «IpoTMBOMOKa3aHNs»).

TpumeHeHue y XEeHUWUH C COXPaHEHHbIM PenpodyKMUBHbIM MOMEeHUUanom

Mepen Havanom neveHusi npenapaToM B03eHTaH y KEHLWMH C COXpaHeHHbIM PEnpOoAyKTUBHBLIM MOTEHLMANoM crieayeT MofATBepAUTb OTCYTCTBUE
6epeMeHHOCTY, 06CYaUTL HaZieXHble MeToabl NO MpeaynpexaeHnio 6epeMeHHOCT U HavaTb NPUMEHEHNe KOHTpaLenLuu Mo COOTBETCTBYIOLLEH
COMMacoBaHHOM cxeme. MauMeHTbl U Bpauu AOMKHbI yYMTbIBATb TOT (hakT, 4TO GO3EHTAH MOXET CHWKaTb 3PPEKTUBHOCTL FOPMOHAMBHBIX
KOHTPALIENTUBHBIX CPEACTB BCNEACTBME (hapMaKOKMHETUHECKOrO B3auMopencTsust (cM. pasmen «BsaumopericTBue ¢ APYriMU NEKapCTBEHHbIMU
cpeficTBamny). TMO3TOMY KEHLUMHAM C COXPaHEHHbIM PEnpoAYKTUBHBIM MOTEHLMANoM He PEekOMEHyeTCsi MCMOMb3oBaTh METOA FOpMOHArbHOI
KOHTpaLenLum (BKriodasi NekapcTBEHHbIE Mpenapartbl, MPUMEHsIEMble BHYTPb, B BUAE WHBEKLMIA, TpaHCAEpMaribHbIX TepaneBTUIECKUX CUCTEM UMK
VMMNaHTaToB) B Ka4eCTse €OWHCTBEHHOTO METOa; MM HeOGXOAUMO MPUMEHSITb AOMONHUTENBHBIA UMK anbTepHATUBHBLIN HaAeXHbIA MeToq
KOHTpaLenuuu. Mpy COMHEHUSIX B HaAEKHOCTU BbIGPAHHOrO METOA@ KOHTpaLenuuu, nauueHTke criedyet obpaTuTbCs K Bpayy-ruHekonory Ans
VHOVBUOYanbHOTO Noabopa MeTofa KOHTpaLenuuu. YuuTbiBasi BOMOXHYIO HE3(h(heKTUBHOCTb TOPMOHANbHON KOHTPALIENUUM 1 BbICOKWN PUCK
HeraTMBHOrO BnnsHUA BepemeHHOCTM B TedeHne JTAT, Bo Bpemsi Tepanumn npenapartom BoseHTaH pekoMeHAyeTCst eXXeMeCsHHO MPOBOAUTL TeCT Ha
6epeMeHHOCTb, YTO NO3BONNT ANArHOCTUPOBATL GEPEMEHHOCTb Ha PaHHUX CPOKaX.

I'pydHoe eckapmrusaHue

He ycTaHoBneHo, NpoHukaeT nn 6o3eHTaH B rpyaHoe Morioko. Ecnn Heobxoammo nposeseHe Tepanum npenapatom BoseHTaH B nepuos nakraumm,
rpyZIHOE BCKapMIMBaHe PeKOMEHTYETCs! NpeKpaTUTb.

®epmurbHocmb

B [OKNMHMYECKUX WUCCENOBAHNAX BbISBMIEHO BMWSIHUE HA CEMEHHUKWU. PesynbraTbl KIMHWYECKOTO WCCIEAOBaHWA nokasanu, YTo y 8 ua 24
nauneHToB-MyxumnH ¢ JIAT yepes 3 unm 6 MecsiLieB neveHnsi G03EHTaHOM OTMEYanoch YMEHbLLEHUE KOHLIEHTpaLmun cnepmbl Ha 42 % n Gonee ot
MCXOHbIX 3HAYEHWA. Ha OCHOBaHMM KITMHUYECKNX U AOKMUHNYECKUX JaHHbIX HEMb3SA UCKITIOYNTL PUCK HETaTUBHOTO BNNSHWS G03eHTaHa Ha cnepmato-
reHe3 MyXUuH. Herb3s NCKMiounTL HebnaronpusTHoe BUsSIHUE ANUTENBHOTO fieYeHnst 6O3eHTaHOM Ha CriepMaToreHes y NaLUeHTOB-Manb4IKoB.

[ OCTW U B nep rpyAHoro I

Cnoco6 npumMeHeHUs U A03bI

TabneTku, NMOKPbITbIE NMEHO4HO 0BOMNOYKOM, CriedyeT NPUHUMATL BHYTPb YTPOM W BEHEPOM, HE3ABUCKMO OT BPEMEHM MpUeMa MULLM, NPormaTkiBaTh,
3anvBas BOAON.

JlezoyHas apmepuarbHas aunepmeH3aus

TNevenue n HabniofeHNe JOMKeH NPOBOANTH TOMBKO Bpay, MMeKLLMIA onbIT nevenust JIAT.

lNpumeHeHue y 83pocrbix

Y B3poChbiX HavarnkbHasi Ao3a npenapata boseHTaH cocTaenser 62,5 Mr 2 pasa/aeHb (yTPOM U BeYEpOM) B TedeHune 4 Hefenb, 3aTem [03y MOXHO
YBENUYUTL 10 NOAAEPXKVBALOLLIEN [103bl, KOTOpasi cocTaBnsieT 125 Mr 2 pasa/aeHb.

OTUM pekoMeHaLMsM HYXHO CriefoBaTh U Npu BO30GHOBNEHUM Nprema npenapara BoseHTaH nocne nepepbiBa B neveHm (cm. pasaen «Ocobble
yKasaHus»).

lNpumeHeHue y demeli 3 nem u cmapwe

PekomeHayemas TepaneBTudeckas fo3a 6o3eHTaHa y [AeTel COCTaBnseT 2 MI/Kr yTpoMm 1 BevepoM. B uccrnegoBaHum AC-052-356 [BREATHE-3]
NPVMEHSINN CNEAYIOLLYIO CXEMY A03VPOBaHUS:

Macca Tena (kr) HavanbHas nosa (4 Hepenu) MonaepxuBatoLLas fo3a

OT110 o < 20 kr 31,25 mr 1 pa3 B AeHb (1/2 Tabnetku 62,5 mr) 31,25 Mr 2 pasa B AeHb (1/2 Tabnetku 62,5 mr)
OT 20 o =40 kr 31,25 mr 2 pasa B AeHb (1/2 Tabnetkv 62,5 mr) 62,5 Mr 2 pasa B ieHb
> 40 kr 62,5 mMr 2 pa3a B ieHb 125 mr 2 pasa B aeHb

Tepanusi 8 criy4ae KIuHu4ecko2o yxyoweHusi JIAI

CneplyeT paccMOTPETb BO3MOXHOCTb NPUMEHEHWS arnbTepHaTUBHBIX METOZIOB JIeYEHWsl B Ciydae KIMHUYECKOTO YXyALeHWs (Hanpumep, npu
YMEHbLLIEHUM AUCTaHLMM MO pesyrkTatam TecTa ¢ B-MUHYTHOII X060t He MeHee YeM Ha 10 % Mo CPaBHEHMIO C UCXOAHBIMU MOKa3aTeNAaMM), HECMOTpS!
Ha NpyMeHeHe Npenapata bo3eHTaH B Te4eHe He MeHee 8 Heflerb (13 HIX B PEeKOMEHIyeMolt 03e - He MeHee 4 Heaerb). OAHaKO y YacTu NaLveHToB
npu HeadpchekTBHOCTU Npenapara BoseHTaH nocne 8 Hefenb NPUMEHEHWS!, NONOXUTENbHBIN 3PEKT MOXeT HabnaaTbCsl Nocne AONONHUTENbHBIX
4-8 Hepenb neyeHuns.

Mpy HACTyNNeHUn KIMHUYECKOTO YXYALLEHUSI CrYCTsl HECKOMbKO MECSILIEB TeYeHust npenapatoM BoseHTaH, LenecoobpasHoCTb ero AanbHemLwero
npUMeHeHNs crneayeT OLeHUTb 3aHOBO. YBennyeHne Ao3bl Nnpenapata boseHTan Ao 250 Mr 2 pasa/aeHb Y HEKOTOPbIX NALMEHTOB, NPW HEAOCTATO4HO
3(hheKTUBHOCTH €ro A03bl 125 Mr 2 pasa/aeHb, MOXET CrocOBCTBOBATL HEKOTOPOMY MOBLILLEHMIO TONEPAHTHOCTU K (hUandeckolt Harpyake. Cneayet
TLiaTeNbHO B3BECUTL COOTHOLLEHME MOMb3a/pPUCK ANS MPUHATUS PELLeHst 06 YBenmyeHnn 03kl npenapara, MPUHAMas BO BHYMaHWe 3aBUCUMOCTb
renaToTOKCUYHOTO eCTBUS npenapaTa BoseHTaH oT ero A03bl.

pekpaueHue meparnuu

MMeeTcst orpaHn4eHHbIN OnbIT BHE3ANHOTO NpekpalleHus Tepanun 6o3eHTaHoM nauueHTos ¢ JIAT, Npu aTOM AaHHbIX O peskom yxyaweHun JIAT He
nonyyeHo. TeM He MeHee, B LENsiX MPeAOTBPALLEHWUS! YXYALWEHWS! COCTOSHUSI MauMeHTa W3-3a BO3MOXHOTO PasBUTUSI CUHAPOMA «OTMEHbI»,
PEKOMEHAYETCS MOCTENEHHOE CHWKEHWE [03bl (HANOMOBWMHY B TeyeHne 3 - 7 AHeN) W OAHOBPEMEHHOe Hauarlo anskTepHaTVWBHOW Tepanuu.
PekoMeHzyeTCs perynsipHblii KOHTPOSb KIMHUYECKOTO COCTOSIHUS NaLYeHTa B Nepuozl OTMEHbI NeYeHUs.

Ecnv npuHsTo pelueHre o6 oTMeHe npenapara BoaeHTaH, ero 03y CrieAyeT CHUkKaTb MOCTENEHHO, OAHOBPEMEHHO HaUMHAS anbTEPHATUBHYIO Teparnmio.
CHuWwxKeHue 4ucna Ho8bIx 0 36y e3p c 7] poder 7|

HasHaueHune neyeHus 1 HabnioaeHNs 3a HAM A0MKEH OCYLLECTBIATL TOMBKO Bpay, UMEIOLLWI ONbIT NIEYEHNs CUCTEMHOI CKIepoaepMuN.

Y B3pOCTbIX NALMEHTOB HavanbHasi jo3a npenapata BoseHTaH coctaensieT 62,5 Mr 2 pasa/eHb B TeueHne 4 Heflenb, 3aTeM [jo3a yBenuumnBaeTcsi A0
nopaepxvisatoleint — 125 Mr 2 pasa/aeHb. OTUM pekoMeHZaLMsM HYXHO crieaoeathb W npu BO30GHOBNEHUM npuema npenapata boseHTaH nocne
nepepbiBa B nieveHnm (cM. pasaen «Ocobble ykazaHusi»).

KnnH1ueckuit onbIT NpUMeHeHUst npenapara rno AaHHOMY MoKa3aHuio He MpeBbILIaeT 6 MecsileB.

Heobxoaumo perynsipHo oLieHvBaTb 9dEKTUBHOCTb Tepanuum U HeobxoauMocTb ee mpopomkeHns. CnedyeT NpoBOAWTL Haanexalumii aHanus
COOTHOLLEHUS MOMb3bl OT TEPANUW 1 NOTEHLMANBHOMO pUcka NOBOYHBIX Peakuni C y4eTOM renaToTOKCUYHOCTM GoseHTaHa (cM. pasgen «Ocobble
yKasaHus»).

IMpumeHerue y demeli

[aHHble 06 3ddeKTUBHOCTU U GEe30MacHOCTV NpUMeHeHWst Go3eHTaHa Mo AaHHOMY MOKa3aHWio Yy NauueHToB Mnapwe 18 neT OTCYTCTBYHOT.
DdapmakokuHeTUKy 6o3eHTaHa y AeTeit ¢ AaHHbIM 3aboneBaHeM He usyyanu.

MpumeHeHue y 0cobkix 2pyrn nayueHmos

HapyweHrue ¢byHKyuu nevyeHu

He TpebyeTtcs koppeKkLmumn 403bl Y NAaLUEHTOB C NEYEHOYHO HEAOCTAaTOHHOCTLIO JIETKON CTeneHn TshxecTu (knacc A no knaccudmkaumun Yanng-Meto, cm.
pa3snen «Papmakornoryeckue CBONCTBay). Bo3eHTaH NPOTUBOMOKA3aH NaLUMeHTaM C NEYEHOYHON HEAOCTATOMHOCTLIO YMEPEHHOM 1 TSHKEMON CTENEHN
TsbkecTm (knaccel B 1 C no knaccudmkaumm Yanng-Meto, cm. pasaens! «MpoTtusonokasarusi» 1 «Ocobble ykasaHusy).

HapyweHue ¢hyHKyuu novex

[INsi NaUMEHTOB C HaPYLLIEHWUSIMK (hYHKLIMM NOYEK U MALMEHTOB, HaXOASLMXCS Ha reMoavanuae, He TpeByeTcst KoppekLym A03bl Npenapara (CM. pasaen
«®dapmakornornyeckue CBOINCTBa).

TMpumMeHeHue y MOXUrbIX NayueHmMos

Y nauueHToB cTaplue 65 neT He TpeByeTcst KoppekLyst A03bl Npenapara.

Mo6ouHoe aencTBUE

B 20 nnaue6o-koHTponunpyembix K, npoBeAeHHbIX Mo pa3nnyHbIM nokasaHusiM, 2486 nauneHToB nonyyvanu 6o3eHTaH B gosax ot 100 mr go 2000 mr, a
1838 nauveHToB nonyyanu nnaue6o. MpoaomKUTENbLHOCTL NeYeHns cocTaeuna B cpeaHem 45 Hepenb. HexenaTenbHbIMU NeKapcTBEeHHbIMU
peakuyamu (HNP) cuntanu cobeitus, koTopble Habniopanuck y 1 % v Gonee naumeHToB, nonyvaBLUMX G03eHTaH, C YacTOTOM, Mo KpaiHel Mepe, Ha
0,5 % BbllLe, YeM y NaLMeHTOB, Nony4asLunx nnauedo. Hanbonee yacto oTMeyanu ronosHyto 6onb (11,5 %), otekn unu 3apepxky xuakoctu (13,2 %),
W3MeHeHWe nokasartenei (yHKUMOHAbHbIX «NEYEeHOHbIX» TecToB (10,9 %) 1 aHemuio/cHkeHVe remornobuHa (9,9 %).

MprMeHeHre 6o3eHTaHa accoLMMPOBANoCh C A0303aBUCHMbIM MOBLILLEHNEM AKTUBHOCTW MEYEHOYHBIX» TPAHCAMUHA3 U CHVKEHUEM reMormobuHa
(cm. paspen «Ocobble ykasaHusy).

YkasaHHble Hwke HITP 3aperncTpupoaHbl B K 1 B NOCTpEricTpaLvoHHOM Nepuoae U NpeacTaBreHbl COrnacHo TePMUHONONU MEAULIMHCKOTO CroBapst
NSt HOpMaTUBHO-NPaBoBoit AesitenibHocT MedDRA. B 3aBMCMMOCTM OT YacToThl BO3HWKHOBEHMSI HITP crpynnupoBaHb! criedytoLmm o6pas3om: o4eHb
wacmo (> 1/10); yacmo (>1/100, <1/10); Heyacmo (>1/1000, <1/100); pedko (> 1/10000, <1/1000); oveHs pedko (<1/10000), yacmoma HeuzsecmHa (He
MOXET BblITb OLIEHEHA NO UMEIOLLIMMCS JaHHbIM).

B kaxpgon yactoTHoit rpynne HIP npenctaBneHbl B Nopsigke YMEHbLUEHWUS! CTEMEHN Cepbe3HOCTU. He OTMEYEeHO KMMHMYECKN 3HaYMMbIX pasnununin
mexay HIP B obLuer 6ase AaHHbIX U OTAENBHO MO 3aperuCTpUPOBaHHbLIM NOKa3aHUsSM.

HapyweHusi co cmopoHbI KPo8U U UMGbamuy4eckol cucmems!

Yacmo: aHeMUs1, CHXKEHWE reMornobuHa;

Heyacmo: TpomGouuToneHus', HeNTponeHus, nenkoneHus’;

Yacmoma HeussecmHa: aHeMWst UMK CHKEHUE reMornobuHa, TpebytoLume remoTpaHcdysun'.

HapytweHusi co cmopoHbI UMMYHHOL cucmemb!

Yacmo: peakuusi MOBbILLIEHHO HYBCTBUTENBHOCTY (BKIKOYAS AEPMATUT, KOXHbIA Y/ 1 ChiMb)?;

Pedko: aHadpunakTuyeckne peakumm unnm aHrmoHeBPOTUHECKNIA OTeK'.

HapyweHusi co cmopoHbI HEPSHOU cucmemb!

OueHb Yacmo: ronosHas 6onb®;

Yacmo: o6mopok'“.

HapyweHusi co cmopoHbI cepdua

YHacmo: owyleHve cepauebueHus’™.

HapyweHue co cmopoHsi cocydos

YHacmo: «NpunuBbI» KPOBYU K KOXKe NNLA, CHIbkeHne AL

HapyuweHusi co cmopoHb! ObixamesibHOU cucmeMbl, op2aHos epyOHoU Kriemku u cpedocmeHust

Yacmo: oTek cnusucToit 06onoukm Hoca'.

HapyweHusi co cmopoHbI XeyO04HO-KULWEYHO20 mpaKma

Yacmo: racTpoasodarearnbHas pedrokcHas 6onesHb, avapes.

HapyweHusi co cmopoHbI NeYeHU U Xen4esbisodawux nymed

OuyeHb Yacmo: N3MeHeHe nokaaateneil hyHKLMN NeYeHr;

Hewyacmo: noBbllLeHNe aKTUBHOCTU  «MeYeHoYHbIX» TpaHcamuHas (ACT, AJT) BcneacTBue renatuta  (BKMoYas BO3MOXHOE 06OCTpeHue
CYLLECTBYIOLLIETO renatuTa) Wunm xentyxu';

PedKo: Uyppo3 neveHu, neYeHoHas HeJoCTaToYHOCTb .

HapyweHusi co cmopoHb! KOXU U MOOKOXHBIX mKaHel

Hacmo: aputema.

O6uwue paccmpolicmea u HapyuweHus 8 Mecme esedeHust

OueHb Yacmo: oTeku, 3a[epxKa XuakocTu®.

"[laHHble MoMy4eHbl M3 NOCTPETMCTPALMOHHBIX HaGMiofeHuiA, 4acToTa onpefeneHa C MOMOLLBbK CTATUCTUHECKOrO MOAENMPOBaHNS AaHHbIX
nnaue6o-koHTponupyembix KA.

2PeaKLuu NOBbILLIEHHO YyBCTBUTENBLHOCTY Bbini oTMeHeHb! Y 9,9 % NauMeHToB, KoTopble nonyyanu 6o3eHtaH n'y 9,1 % - nnauebo.

3TonosHyto 6onb oTmMedan 11,5 % nauneHToB, KoTopble nonyyanu 6o3eHTaH, n 9,8 % - nnaue6o.

“[laHHble peakLym Takoke MOryT BbiTb 0BYCNIOBMNEHb! OCHOBHbLIM 3ab0reBaHeM.

STosiBreHVe OTEKOB U 3afepXKy XWUAKOCTM oTMedany 13,2 % nauueHToB, koTopble nonyyany 6oseHTaH u 10,9 % - nnaue6o.

B nocTperncTpaumnoHHom nepuoae oTMeYeHbl peakve criydan Lypposa NeYeHn Hen3BecTHOM 3TUONOorMM Ha choHe AnuTensbHON Tepaniu 603eHTaHoM Y
NaLUWeHTOB C TSHKENMbIMA  COMyTCTBYIOLMMM  3aB0NeBaHNsIMM, OHOBPEMEHHO MPUMEHSIIOLLMX [pyrMe nekapcTBEeHHble npenapatbl. Takke
3aperucTpypoBaHbl peakMe criydan pasBUTUSI MEYEHOYHOW HEeAOCTATOYHOCTU. OTW HabniofeHUs NOATBEPXKAAIOT HEeoBXOAUMOCTb 0Bs3aTeNbHOTO
EKEeMECSYHOr0 KOHTPOS thyHKLMW NMEYEHN B TeHeHe BCEro Nepuoaa neyeHus npenapatom boseHTaH (cm. pasaen «Ocobble ykasaHus»).
lNpumeHeHue y demeli

HekoHnmponupyembie KU y demeti

Mpodhunb 6ezonacHocTv 6oseHTaHa y AeTeit (BREATHE-3: n = 19, 603eHTaH 2 MI/kr 2 pa3a B AeHb B TeueHue 12 Hefiernb) He OTNYasncs OT COOTBETCTBY-
toLero npogunst 6eaonacHocTh y B3pocnbix nauueHTos ¢ JIAI B 6asncHbIx uccnenoBanusix. Hanbonee yacTo y geteit oTMeHanu «npunmebi» KPoBu
(21 %), ronosHyto 60mb N U3MEHEHUe nokasatenei hyHKLUMOHAmNbHBIX «Me4eHOYHbIX» TecToB (16 % ans kaxaoit HIP).

OB6O6LLEHHbII aHanu3 pesynbTaToB HEKOHTPONMPYEMbIX NeauaTpUyeckux UCCreaoBaHuin 6o3eHTaHa B NekapCTBEHHON hopMe aucnepriipyemble
Tabnetkv no 32 mr Bkovan gaHHble 100 geteit ¢ JIAT. BoseHTaH HasHavanu B Ao3e 2 MI/kr Macchl Tena 2 pasa/geHb (n = 33), 2 Mr/kr Macchbl Tena
3 pasa/geHb (n = 31) unm 4 mrfkr maccbl Tena 2 pasa/aeHb (N = 36). B MOMEHT BKIOYEHUSI B MCCefoBaHWe BO3pacT 6 NalMeHTOB COCTaBnsn ot
3 mecsiues Ao 1 roga, 15 naumweHToB - oT 1 roga Ao 2 neT U 79 naumeHToB - oT 2 Ao 12 net. MeanaHa NpoAOIHKUTENBHOCTU JIEYeHUst cocTaBuna
71,8 Hepenb (oT 0,4 no 258 Hepenb).

Mpodunb GesonacHocTH y AeTel No AaHHBIM 0GbEANHEHHOTO aHanM3a Gbif TakuM Xe, Kak B OCHOBHbIX MCCMEA0BaHUSX Y B3POCTbIX NaUMeHToB ¢ JIAT,
KPOMe Y4acTOThbl MH(DEKLIMOHHBIX OCTIOXHEHNI, KOTOpble Bbinu Gonee yacTbIMM y eTei, YeM y B3pocribix (69 % B cpaBHeHun ¢ 41,3 %). 310 otnuumne
YaCTNYHO MOXET BbITb 06BLACHEHO Gornee ANUTENbLHLIM NeYeHneM y aetel (Meanara 71,8 Heaenb) B CpaBHEHWN ¢ B3pOCbIMK (MeaunaHa 17,4 Hepenb).
Hanbonee 4acTbiMu HexenaTemnbHbIMU SBNEHUSIMU Bblrn UHAEKLMM BEPXHUX [bIXaTenbHbIX MyTen (25 %), nerouHas (apTepuanbHasi) rmnepTeHans
(20 %), HasobapuHruT (17 %), nupekcusi (15 %), psota (13 %), GpoHxut (10 %), 6onbk B xwmeoTe (10 %) n avapes (10 %). HactoTa HexenarenbHbIX
ABMEHNI CYLLIECTBEHHO He pasnuyanack y NauyeHToB Mrajlle Wnm cTaplue 2 NeT, OfHako 3TOT BbIBOJ OCHOBaH Ha [jaHHbIX Tombko 21 nauveHTa B
BO3pacTe /10 2 NeT v 6 NaLWeHToB B Bo3pacTe OT 3 MecsiLieB A0 1 roaa. HapyLueHus dyHKLMM NeYeH 1 aHeMUS/CHIKeHNe remornobuHa Habnioaanucs
¥y 9 % 1 5 % nauneHToB, COOTBETCTBEHHO.

B paHaoMM3MpoBaHHOM MnaLe60o-KOHTPONMPYEeMOM WCCTEAoBaHUM Y NAaLMEHTOB C MEPCUCTUPYIOLLEH FEroYHo apTepuansHon rinepTeHsmnen
HoBopoxaeHHbIX (MIAMH, FUTURE-4) 13 HoBOpoxXaeHHbIX Nofy4any aucneprapyemble Tabnetkv 6o3eHTaHa B fo3e 2 MI/Kr Macchl Tena 2 pasa/AeHb,
8 nauvneHToB nonyyanu nnaue6o. MeamaHa NPoAOMKUTENBHOCTH NeYeHns 6o3eHTaHoM 1 npuema nnauebo cocTaBunn, COOTBETCTBEHHO, 4,5 AHA (OT
0,5 no 10 gHeit) n 4 aust (0T 2,5 go 6,5 AHelt). CambiMK YacTbIMU HEXenaTenbHbIMU SBNEeHUsMU y AeTel, nonyyaslumx 603eHTaH 1 nnauebo, Gbinu,
COOTBETCTBEHHO, aHEMUSI UMW CHIDKEHWE reMornobuHa (7 1 2 nauMeHToB), reHepanuaoBaHHble oTéku (3 1 0 nauveHToB) 1 pBoTa (2 1 0 nauneHToB).
M3meHeHusi nabopamopHsbIx nokazamened

n: ue o el gbyHKUUO! «MeYEHOYHbIX» Mecmos

B KnuHU4eckon npakTike npyMeHeHne Go3eHTaHa COMPOBOX/JANOCH [0303aBUCHMBIM MOBBILLEHNEM AKTUBHOCTU «MEYEHOUHbIX» TPaHCaMWHa3 B
TeyeHune 26 Heflerb NeYeHNs), KOTOPOe Pa3BMBANoCh NOCTENEHHO W, kak NPaBuro, 6eCCUMNTOMHO. B NOCTPerncTpaLmroHHOM nepuoae oTMeHeHb! peakue
Cryyay LMppo3a NEeYeHU U NEYEHOYHON HEOOCTATOMHOCTU. MexaHuam paseutus aTux HIIP HesiceH. [MOBbILLEHHAS AKTUBHOCTb «MNEYEHOUHbIX»
TpaHCaMMHa3 MOXET CMOHTaHHO HOPManM3oBaTLCA Ha (hOHe NpUMeHeHUs npenapata BoseHTaH B NOAAEPXMBAIOLLEN 1038 UMK NOCTE €€ CHIKEHUS.
TeM He MeHee, NpekpaLLieHIe NIEYEHNs NN KPaTKOBPEMEHHDIN NepepbIB B Tepanin BCe e MoXeT noTpeboBaThbest (CM. pasaen «Ocobble ykasaHus»).
B 20 npoBesieHHbIX NnaLeGo-KOHTPONMPYEMbIX UCCNEA0BaHNSX MOBbILLEHNE aKTUBHOCTU «MEYEHOYHBIX» TpaHcaMuHas B 3 pasa 4 Gonee BepxHem
rpaHubl Hopmbl (BI'H) otmedeHo y 11,2 % nauveHToB, nonyyaBlumx 6o3eHTaH, ny 2,4 % - nnaue6o. MosbiweHve B 8 n Gonee pas Bbilwe BIH
3apeructpuposaHo y 3,6 % nauueHToB, nonyyatolmx GoseHtaH, u'y 0,4 % - nnaue6o. OTMEYEHO, YTO Ha (hoHe NeveHNs GO3eHTaHOM NOBbILLEHUE
AKTUBHOCTU «MEYEHOYHbIX» TPaHCaMMHA3 COYETaNoCh C MOBbILLEHUEM KOHLIEHTpaLumumn 6unupybrHa B nnasme kposu (B 2 1 6onee pas Bbie BI'H) npu
OTCYTCTBUM Y NALMEHTOB OBGCTPYKLIMM XKENYEBLIBOASALLMX nyTeii B 0,2 % cryyaes (5 nauveHToB), a Ha dhoHe npumeHeHusi nnaue6o B 0,3 % cnyyaes (6
NaLlueHToB).

Mpyn 0606LLEHHOM aHanuae AaHHbIX, nonyydeHHbIx y 100 geteit ¢ JIAT (HekoHTponupyemble neanatpuyeckue uccneaosanus FUTURE 1/2 u FUTURE
3/Extension), NOBbILLIEHWE aKTUBHOCTM «MEYEHONHbIX» TpaHcamuHas B 3 pasa v Gonee BI'H Habntoganock y 2% nauueHToB.

Y 13 HoBopoxaeHHbIx ¢ MITAMH (FUTURE-4), koTopble nonyyany 603eHTaH B 4o3e 2 Mr/kr Macchl Tena 2 pasa/aeHb MeHee 10 gxeit (ot 0,5 go 10 gHeit),
He Habrnioaany NoBLILLEHUS aKTUBHOCTM «MEYeHO4HbIX» TpaHcaMuHa3 B 3 pasa v Gonee Beilwe BMH, Ho Yepes 3 AHA nocne oTMeHbl 6o3eHTaHa y oaHOro
nauueHTa 6biN AUarHoCTUPOBaH renaruT.

lemoanobuH

B nnaue60o-koHTPonMpyemblx UCCIEA0BAHUSAX CHIMKEHUE reMOrniobuHa B CPaBHEHUM C UCXOAHBIM [0 YPOBHS Hxe 100 r/n 6bino otmedeHo y 8 %
B3POCTbIX MaLMEHTOB, monyyaiowwmx 6oseHtaH, n y 3,9 % - nnauebo (cm. pasgen «Ocobble ykasanusi»). Mpu 06OGLIEHHOM aHannse AaHHbIX,
nonyyeHHbix y 100 aeteii ¢ JTAT (HekoHTponupyemble neauatpuyeckue uccneposarns FUTURE 1/2 n FUTURE 3/Extension), cHuxeHne remornobuHa
B CPaBHEHUM C UCXOAHbLIM A0 YPOBHS Hiwke 100 r/n Habntoganock y 10 % nauneHToB. CHxeHe reMornobuHa Hinke 80 r/n 0TMeHeHo He Bbino.

Y 6 13 13 HoBopoxaeHHbIx ¢ MIAMH (nccneposanne FUTURE-4) otmedany CHbkeHne reMorno6rHa oT UCXOAHO HOPMABLHOTO 10 YPOBHS HIDKE HIDKHE
rpaHuLibl HOPMbI Ha (hOHE NieyeHs 6o3eHTaHOM.

Mepepno3upoBka

Bo3eHTaH NpuUMeHsnNM B ofHOKpaTHOM Ao3e 2400 Mr y 300poBbIX AoBpoBonbLeB v B Ao3e Ao 2000 Mr/aeHb B TeveHWe 2 MECSLEB y MauMeHTOB C
Apyrumu, kpome J1AT, 3abonesaHusimu. HanGonee yacto BeTpevatoLeiics HITP Gbina ronosHasi 6onb OT nerkoii 40 yMEpPEHHON MHTEHCUBHOCTU.
Taxenas nepefo3vpoBka MOXET MPUBECTU K BbIpaXeHHOMY CHwkeHuto Afl, TpebylolleMy aKkTUBHOWM cepaeyqHo-cocyaucTon Tepanuu. B
NOCTPEr1CTPaLMOHHOM NepUoae 3aperucTpupoBaH Criydai nepefo3vpoBKX Yy Mankuuka-noapocTka nocne npuema 10 000 mMr 6o3eHTaHa, KOTOpbIN
NPOSIBMANCS  TOLUHOTOW, PBOTOM, CHWKeHUeM A[l, TronoBOKPY)XEHUEM, MOBBILLEHHBIM MOTOOTAENEHNEM W HApyLUEHUEM YETKOCTU 3PUTENbHOrO
BoCNpUATUSA. COCTOSHIME MOMHOCTBIO HOPMAMNM30BaNoCk B TeHeHWE 24 4acoB Ha (hoHe NOAAEPKUBAIOLLEN TMNEPTEH3UBHOM Tepanim.

BoseHTaH He yaansietcs npy reMoananumae.

B3aumopaencTBMe C APYrMMU NeKapCTBEHHbIMU CPeaCcTBamMu

BoseHTaH SIBMSieTCs MHAYKTOPOM M30hepMEHTOB cucTeMbl LuToxpoma P450 CYP2C9 u CYP3A4, 1 no AaHHLIM UCCNEA0BaHUSIM in Vitro, BO3BMOXHO,
CYP2C19. lMoaTtomy, Npu OAHOBPEMEHHOM MpUMeHeHWW Bo3eHTaHa W NeKapCTBEHHbIX CPeAcTB, MeTabonnam KOTOPbIX ONOCPeAoBaH 3STUMMU
130(hepMEHTamMu, UX KOHLIEHTPaLMs B Mna3Me KPoBW CHIKaeTcs.. CredyeT YunTbiBaTb BO3MOXHOCTb CHIKEHWS 9P(EKTUBHOCTU NIEKaPCTBEHHbIX
CpefcTB, MeTabonnam KOTOpbIX OCYLLECTBISIETCS C y4acTMeM ykasaHHbIX Bbille M30gepMeHToB. BoaMoxHO, nocne Hadana npuema npenapara
Bo3eHTaH, M3MeHeHWs ero 103kl U ero OTMeHbI, NoTpebyeTcs N3MeHeHNe 103bl OAHOBPEMEHHO MPUMEHSIEMBIX JTeKapCTBEHHbIX CPEACTB.

BoseHTaH noasepraetcsi mMetabonuamy npu ydactn usocdpepmertos CYP2C9 n CYP3A4. WHrnbupoBaHue ykasaHHbIX WM30(DEPMEHTOB MOXeET
COMpPOBOXAATLCS MOBbILLEHNEM KOHLIEHTpaLun 603eHTaHa B nnasme KpoBu (CM. KeTokoHason). BnusiHne mHrubutopos msodepmerta CYP2C9 Ha
KOHLEHTpaLuio 603eHTaHa B nrna3me KpoBW He uyyani. Mpu 0AHOBPEMEHHOM NPUMEHEHUN C HUIMM CIIEAYET COBMoAaTh OCTOPOXHOCT.

@rykoHason u Opyaue uHaubumopbi uoghepmermos CYP2C9 u CYP3A4.

OpHoBpeMeHHoe NpuMeHeHue Go3eHTaHa C gbslyKOHa30/10M, KOTOPbLIA UHIMGMPYeT, B OCHOBHOM, m3odepmeHT CYP2C9 1 nuiib He3HauMTensHO
uzopepmeHT CYP3A4, MOXET COMPOBOXKAATLCS BbIPAKEHHBIM MOBbLILEHMEM KOHLEHTpaLuM GoseHTaHa B KpoBu. [laHHasi KombuHauus He
pekomeHzyeTcs. o 3Toi e NpUYMHe He PEKOMEHAYETCS OfJHOBPEMEHHOE NPUMEHeHe npenapata Bo3eHTaH U MOLLHbIX MHIMGUTOPOB U3odepMeHTa
CYP3A4 (keToKOHa3omMa, UTpakoHasona unv putoHasupa) v nHrnbutopa nsodepmerta CYP2C9 (BopukoHasona).

LuknocrnopuH A: OfHOBPEMEHHOEe MNpuMeHeHne Go3eHTaHa W YUKITOCTopuHa A (MHMMBMTOpa KanbLMHEBPUHA) MPOMUEONoKa3aHo (CM. pasnen
«[MpoTuBomnokasaHusi»). Mpn 0AHOBPEMEHHOM NpueMe 3TUX NPenapaToB MAHMMAbHAs HauanbHas KOHLEHTPaLWs Go3eHTaHa B KPOBY MOBLILLIAETCS B
30 pa3 Mo cpaBHEHWIO C MPUMEHEHeM 0aHOro Go3eHTaHa. PaBHOBECHas KOHLIEHTPaLWs Go3eHTaHa B KpOBM yBENMUMBAETCS B 3-4 pasa Mo CpaBHEHIo
C KOHLieHTpaLuen Go3eHTaHa Mpu MoHoTepanuu. MexaHn3MOM [JaHHOrO B3alMOMEWCTBYSI, BEPOSITHO, SIBMSIETCS MHMMGMPOBaHME LIMKIOCTIOPUHOM
TpaHcnopTHoro 6erka, OTBETCTBEHHOMO 3a NepeHoc 603eHTaHa B renatoLnTbl. KoHueHTpauus umknocnoputa A (cyberpar usodepmenta CYP3A4) B
KPOBW CHKaeTcsi NpubnuautensHo Ha 50 %. [JaHHoe u3MeHeHue, Hanboree BeposiTHO, 0BycroBneHo uHaykuveit nsodepmerta CYP3A4 Go3eHTaHOM.
Takpornumyc, cuporuMyc: OBHOBPEMEHHOE NpUMeHeHme ¢ GoseHTaHoM B K He usyyanoch, oaHako NpeanonaraeTcs, YTo KOHLEHTpaums GoseHTaHa B
KPOBW MOXET YBENMYNBATLCA MO aHanoru ¢ OAHOBPEMEHHBIM MPYMEHEHUEM C LIMKIOCTOpUHOM A. Mpu COBMECTHOM MpUMEHeHUM C Go3eHTaHoM
KOHLIEHTPaLMs Takpon1Myca 1 CUpONMyca B KPOBM MOXKET CHUXKaTbCS. B CBSian ¢ 3TuM, npenapat BoseHTaH He ciiedyem npUMeHsTb OfHOBPEMEHHO
C TaKPONMMYCOM W CUPONMMYCOM. [Mpy HEOBXOAMMOCTI OAHOBPEMEHHOTO NPYMEHEHUS 3TUX NperapaTos 06si3aTernbHO HAbMAEHe 32 BOIMOXHbIM
pa3suTeM HITP 1 KOHTPOMb KOHLEHTPALMW TaKPOSIMMYCa W CUPONUMYCa B KPOBU.

ImubeHknamud: opHOBpeMeHHoe npuMeHeHre 6o3eHTaHa B Ao3e 125 Mr 2 pasa/AeHb B TedeHue 5 [Helt ConpoBOXAANOCh CHIKEHNEM KOHLIEHTpaLum
rnnberknammuaa (cyberpar nsodepmeHta CYP3A4) B kpoBu Ha 40 % U BO3MOXHBLIM 3HAUYUTENBHBLIM YMEHBLLUEHUEM TUNOrIMKeMMYeckoro addekta
npenapata. KoHueHTpaLusi 603eHTaHa B KpOBW Taikke CHukanack Ha 29 %. Kpome Toro, y NaLMeHTOoB, MomnyqaBLuMX KOMGUHUPOBaHHYO Tepanuio,
BO3pacTarna 4actoTa NoBbILIEHWSI aKTUBHOCTU «NEYEHO4HbIX» TpaHCaMKHa3. M rmnbeHknamma, u 6o3eHTaH okasbiBaT MHMMGMpYtoLLEee BO3enCcTBIE Ha
QKCMOPTHYIO MOMMY COnei XenyHbix kucnot (BSEP), 4To MOXeT OBbACHUTL MOBbILIEHWE AKTUBHOCTU «MNEYEHOYHbIX» TpaHcamuHas. [JaHHas
KOMBUHALWMS HE pekoMeHayeTCsl. HeT laHHbIX O NekapCTBEHHOM B3aMOZENCTBIM GO3eHTaHa C APYrMU NPOU3BOAHBLIMU CYTb(OHUITMOYEBUHI.
PugbamrnuyuH: npn 0AHOBPEMEHHOM NpUMeHeHnn Go3eHTaHa B Ao3e 125 Mr 2 pasa/AeHb 1 pudbamnuLmHa, KOTOPbI SBMSETCA MOLLHLIM UHAYKTOPOM
nsocepmerToB CYP2C9 n CYP3A4, y 9 300poBbIX JOBPOBONbLLEB B TedeHWe 7 AHel KOHUEHTpauus 6o3eHTaHa B KpOBW CHWxanack Ha 58 %, a y
OTAENbHbIX MaLMeHToB - Ha 90 %. Kak peaynbTaT, MOXHO OXMAATb 3HAYNUTENBHOE CHIDKEHUE SdeKTUBHOCTU Npenapara BoseHTaH Npu COBMECTHOM
npYMeHeHnn ¢ pudamnuumHom. OAHOBPEMEHHOE MPUMEHeHWe pudamnuumHa v Npenaparta boseHTaH He pexkomeHOyemcsi. [JaHHbIX O COHeTaHHOM
npuMeHeHnn Go3eHTaHa ¢ ApyrumMu nHayktopamu usocbepmenta CYP3A4, Takumu kak kapbamasenuH, ceHobapbutan, denutonH u 3sepoboit
NPOABLIPSIBMEHHDIN, HENOCTATOYHO. TeM He MeHee, Mpu UX OAHOBPEMEHHOM MPUMEHEHUM MOXHO OXWAATb CHUKEHWUS! CUCTEMHOTO BO3AEVCTBUS
603eHTaHa. Hernb3s NCKIIoUNTL 1 3HAYUTENBHOTO CHNKEHNS 3hdEKTUBHOCTU NEYEHMS.

JlonuHasup/pumoHasup (u Opyaue uHeubumopb! npomeas, Oelicmeue KOMOPbIX ycUrugaem PumMoHagup): NpU OJHOBPEMEHHOM MPUMEHEHWM
6o3eHTaHa B fo3e 125 mr 2 pasa/aeHb 1 KoMGrHaLmK nonuHasup+putoHasup 400+100 Mr 2 pasa/aeHb B TedeHne 9,5 AHel y 300poBbix 406poBONbLEB
MUHUManbHas HavanbHas KOHLEHTPaLMs Go3eHTaHa B KPOBY Gbina NpuMepHo B 48 pa3 BbilLe MO CPABHEHMIO C KOHLIEHTPaLMEN NPy NPUMEHEHUN
opHoro GoseHTaHa. Ha 9 AeHb KoHUEeHTpaLms GoseHTaHa B KpoBYM okasanach B 5 pas Bbllle, YeM Mpu npuemMe Tonbko 6o3eHTaHa. MHrubuposaHue
puToHaBupom nogepmerta CYP3A4 u Gernka, oTBeYaloLLEero 3a TpaHcnopT 603eHTaHa B renaTouuTbl, MPUBOAUT K CHUXKEHWIO KIMpeHca 6o3eHTaHa u,
BEPOSITHO, NEXUT B OCHOBE AaHHOTO B3aMOAENCTBYS. Y NaLMEHTOB, OAHOBPEMEHHO NPUHUMAIOLLMX GO3EHTaH U NONUHABUP+PUTOHABUP UMK Apyrie
VHIMBUTOPBI MPOTeas, AeCTBIME KOTOPbIX YCUNMBAET PUTOHABMP, HEOBXOAMM KOHTPOITb NEPEHOCMMOCTY Npenapara boseHTaH.

IMpy 0oAHOBPEMEHHOM NPUMEHEHUM C 6O3eHTaHOM B TeueHne 9,5 IHeil OTMEeYanoch KIMHUYECKN HE3HAYMMOE CHINKEHIE KOHLIEHTPaLIM NonHaBmpa n
puToHaBMpa (MpuMepHo Ha 14 % n 17 %, COOTBETCTBEHHO). TeM He MeHee, MonHasi UHAYKUMS| Go3eHTaHOM Morma 6biTb He AOCTUTHYTa, NO3TOMYy
BO3MOXHOCTb JJanbHEWLLErO CHIXKEHNS KOHLEHTPALIMN UHIMGUTOPOB MpOTEas UCKITKOUUTL Henb3si. PeKOMEHyeTCs COOTBETCTBYIOLLMIA KOHTPOSb 3a
BWY-Tepanueit. MoaobHble achthekTbl MOryT OXMAATLCS U NPV MPUMEHEHUU APYTUX UHTUBUTOPOB NpoTeas, AEMCTBUE KOTOPbLIX YCUMMBAET PUTOHABUP
(cm. pasgen «Ocobble ykasaHus»).

[fpyaue aHmupemposupycHble rpenapamsl: B CBA3M C OTCYTCTBUEM [jaHHbIX CneuudUYeckne PEeKOMEHAALUMM B OTHOLUEHUW Apyrux
aHTUPETPOBMPYCHBIX NPenapaToB He MOTYT BbiTb NPEAOCTABNEHbI. YUUTLIBAsS BbIPAXKEHHOE TOKCUYECKOE AENCTBIME HEBMPANWHA HA MEYeHb, KOTOpoe
MOXET YCUNUTL renaToTOKCUYHOCTL GO3eHTaHa, CoYeTaHHOe NPUMEHEHE 3TUX NpenapaToB He pekoMeHdyemcsi.

TopmoHarbHble KoHmpauenmuebl: Npu OAHOBPEMEHHOM MPUMEHEHUU B TevyeHue 7 OHelt 6o3eHTaHa B [o3e 125 Mr 2 pasa/meHb W OfHOWM [03bl
nepopanbHOro KOHTPaLIENTUBA, COAEPXKALLEro 1 Mr HOPITUCTEPOHa U 35 MKI STUHUMNACTpaaMona, oTMeYanock cHwkeHne AUC 06onX KOMMOHEHTOB (Ha
14 % n 31 %, COOTBETCTBEHHO). Y OTAENbHbIX MALMEHTOK CHYDKEHME 3KCMO3NLIMW HOPITUCTEPOHA W 3TUHUNACTpaavona aocturano 56 % v 66 %,
COOTBETCTBEHHO. TakvM 06pa3oM, TOMbKO ropMOHarbHas KOHTPALIENLMS, HE3aBICKMO OT MyTW BBEAEHUS Npenapata (BHyTPb, UHBEKLMOHHO, TPaHCAEp-
MarbHO UM B BUZE VMMIAHTATOB), HE MOXET CYUTATLCS HAAEKHBIM KOHTPALIENTUBHBIM CPELCTBOM.

BapgbapuH: ofHoBpeMeHHoe npuMeHeHve 6o3eHTaHa B fode 500 Mr 2 pasa/feHb B TedeHue 6 AHe NPUBOANT K CHIDKEHWIO KOHLIEHTPaLMKN B KPOBM Kak
S-BapdapuHa (cybeTpar usodepmerta CYP2C9), Tak u R-BapdapuHa (cybeTpat usodepmerta CYP3A4) Ha 29 % 1 38 %, COOTBETCTBEHHO. OnbIT
O[JHOBPEMEHHOTO NpUMeHeHNsi 6o3eHTaHa 1 BapdapuHa y nauneHToB ¢ JIAM He BbISIBUN KIMHWYECKU 3HAYNMbIE U3MEHEHUS MEXIYHapOJHOTo
HopmanuaoBaHHoro oTHoleHust (MHO) unu fo3bl BapdapuHa (HauyanbHo [03bl B CPaBHEHWM C nopaepxuBaiolleit Ao3oit). Kpome Toro, yactota
M3MeHeHuIn A03bl BapapuHa B Xofe uccrenoBaHuin B ¢essu ¢ kornebanusimun MHO unu B cBsian ¢ passutuem HJIP He oTnuyanuch y NauueHTos,
nonyyaBLunx 603eHTaH 1nn nnaue6o. He TpeGyeTcs smeHeHns [103bl BapapuHa Unu Apyrux aHarnoriyHbIX aHTUKOArysisiHTOB [J151 ipueMa BHYTPb Npu
fobaBneHuu k Tepanuu npenapata BoseHTaH. TeM He MeHee, pekomeHayeTcst 6onee yacTbiii koHTponb MHO, ocoGeHHO B Hauane MpUMEHeHs
npenapata BoseHTaH 1 Npy yBENUYEHUN ero 03bl.

CumsacmamuH: Npy 0AHOBPEMEHHOM NpUMeHeHUn 603eHTaHa B Ao3e 125 Mr 2 pa3a/aeHb B TeveHne 5 JHel, KOHLIeHTpaLwms cumBacTtaTtuHa (cyberparta
nsodepmerTa CYP3A4) 1 ero akTBHOro Metabonuta 6eTa-rmapoKCUKUCIIOTI CHIKAETCs B KpoBU Ha 34 % 1 46 %, cootBeTcTBEHHO. OfHOBpPEMeHHOe
NPUMEHEHNE CUMBACTaTUHA HEe BNUSIET Ha KOHLIEHTpaLuio Go3eHTaHa B KpOBU. PeKOMEHAYeTCsi KOHTPOMb KOHLIEHTPALMK XONecTepiHa B KpOBU 1
COOTBETCTBYIOLLAS KOPPEKLWS [103bl CUMBACTaTUHA.

KemokoHa3011: oAHOBPEMEHHOe MpUMeHeHNe GoseHTaHa B Ao3e 62,5 Mr 2 pasa/feHb B TeyeHue 6 AHEl U KeTOKOHA3oma, MOLLHOMO MHrMGUTopa
usodepmerTa CYP3A4, conpoBoxagaeTcst AByKPaTHbIM MOBbILLEHWEM KOHLEHTpaLmu 6o3eHTaHa B KpoBU. MiameHeHne 03kl npenapata boseHTaH He
TpebyeTcsi. HecMOTpsi Ha OTCYTCTBUE AaHHBIX UCCNEAOBaHWi in Vivo, NPeAnonaraeTcs, YTo aHanorMyHoe MoBbILEHWE KOHLEHTpaLmn GoseHTaHa B
KPOBW OXMAAETCS MPU OfHOBPEMEHHOM NPUMEHEHNN APYTX MOLLHBIX MHIMGUTOPOB 13othepmerTa CYP3A4, Hanpumep, UTpakoHasona u puToHaBupa.
Tem He MeHee, Npy OOHOBPEMEHHOM MPUMEHeHUU 6o3eHTaHa W WHrnbuTopa usodepmenta CYP3A4, y nauMeHTOB CO CHWKEHHOW aKTUBHOCTBLIO
uzopepmeHTa CYP2C9 cyluecTByeT puck Goree BbIPaXEHHOTO MOBbILLEHWS KOHLEHTpaLUMU GO3eHTaHa, YTO MOXET CriocoBCTBOBATL MOSIBNEHMIO
noTeHumarnsHo onacHbix HITP.

OrnonpocmeHor: orpaHWyeHHble pesynetaTtbl uccnepoBaHus (AC-052-356 [BREATHE-3]), B xope koTtoporo 10 peteit nonyyanu GoseHTaH
O[IHOBPEMEHHO C 3MONPOCTEHONOM, YKa3bIBAKT Ha TO, YTO NOCNE OAHOKPATHONO Y MHOTOKPATHOTO MPUMEHEHUS! Cya 1 AUC G03eHTaHa Gbinu MpumMepHo
O[MHAKOBBLIMU Y NaLMEHTOB, MOMy4aBLUKX U HE MOMyYaBLLMX MHAY3MM anonpocTeHona (cM. pasaen «dapmMakonoryeckine CBONCTBay).

CundeHacburn: Npu OAHOBPEMEHHOM NPUMEHeHUN Go3eHTaHa B fo3e 125 Mr 2 pasa/AeHb (paBHOBECHOE COCTOsIHWE) U cunaeHaduna B aose 80 mr 3
pasa/fieHb B TeueHne 6 aHeil y 310poBbIx 406POBONbLIEB OTMEHanock cHmkeHne AUC 6o3eHTana - Ha 50 %. CrieayeT cobniofate OCTOPOXHOCTL Mpu
O[IHOBPEMEHHOM MPYMEHEHUN.

[u2oKcuH: opHOBpPEMEHHOE NMpuMeHeHne Bo3eHTaHa B Ao3e 500 mr 2 pasa/deHb B TedeHue 7 AHen conposoxpaetcst cHmkeHnem AUC, Cpra U Criy
purokevHa Ha 12 %, 9 % u 23 %, COOTBETCTBEHHO. BO3MOXHO, B OCHOBE MeXaHU3Ma 3TOro B3aMMOAEWCTBUSI NEXWUT WHAYKUMS rnukonpotenHa P.
KrnnHuyeckas 3Ha41MOoCTb JaHHOMO B3aMOJENCTBIS ManoBeposTHa.

Y 0emeli

MccnenoBanus NekapcTBEHHOTO B3aMMOAEVCTBIS Gbini NPOBeAEHb! TONBKO Y B3POCTIbIX.

Ocob6ble ykasaHus

Y naunentoB c Tsbkenoi JIAT acbchekTMBHOCTL NpuUMeHeHWs 6o3eHTaHa He ycTaHoBneHa. Mpu yXyaweHUU KIMHUYECKOro COCTOSIHWS NauueHTa
LienecoobpasHo paccMOTPEeTb HasHaueHWe APYruX CPEACTB, PEKOMEHA0BaHHbIX MpK Tshkenow cTaaum 3abonesaHus (HanpyMep, aMonpocTeHona) (CM.
pasgen «Cnocob NPUMEHeHUs 1 [103bl»).

He ycTaHoBneHo cooTHOLUEHVE Nonb3bl U pUcka npumMeHeHns 6o3eHTaHa y naumenTos ¢ JIAT | ®K no knaccudmkaumm BOS.

Bo3eHTaH MOXHO Ha3Ha4aTb TOMbKO B cny4ae, ecrnv cucTonuyeckoe aasrneHve Aﬂ, Bbllle 85 MM pT.CT.

He yCTaHoBneHa Crnoco6HOCTL Go3eHTaHa BNUATL Ha 3aXKUBIEHVe YKe CyLLeCTBYOLNX AUruTarnbHbIX A3B.

DyHKYUS reyeHu

MoBblweHune aktvBHocTU ACT wivnun AT Ha boHe nprUMeHeHNst Go3eHTaHa HOCUT [0303aBUCHMbII XapakTep. M3MeHeHe aKTUBHOCTU «MEYEHOUHbIX»
TpaHcaMuHa3 0BbI4HO NMPOVUCXOANT B TeUeHne nepsbix 26 Heaenb Tepanumn, HO MOXeT BO3HUKaTb 1 B Gonee nosagHue cpoku (cM. pasaen «MoboyHoe
[Z[eIhCTBI/Ie»). YKasaHHOe MOBbILLEHNE MOXET YaCTUYHO OBGBLACHATLCS KOHKYPEHTHbIM ermGMpoaaumeM BblBEAEHUS COneit JKenYHbIX KUCMOoT u3
renaTtoumuToB, HO, BO3MOXHO, CYLLECTBYIOT U [pyrue, He BriOfIHE W3y4eHHble MEeXaHu3Mbl, MPUBOASILLME K HapyLIeHMo PyHKUMM neveHn. Henbss
VCKIIOUUTL HakonneHne GoseHTaHa B renatouuTtax, NPUBOASLLEE K HapYLLIEHMO yHKUMW MeyeHn. Henb3s MCKMiounTb HakonneHne GoseHTaHa B
renarouuTax, npusofsLlee K UMTONn3y U NoOTeHUMUANbHO TSHXKENOMY NOBPEXAEHUIO NEYeHN, a Takke UMMYHONorm4yeckue MexaHu3mbl. Puck HapyweHus
DYHKLMM NEeYeHn MOXET Takke BO3pacTaTb MNPy OJHOBPEMEHHOM MpUMeHeHUM Go3eHTaHa C nekapcTBEHHbIMM CpeacTBamu, uHrmbutopamu BSEP,
TakUMU Kak pucamnuuuH, MuGEeHKNaMua M LMKIOCMOPUH A, XOTA 3T [AaHHble orpaHuyeHbl (cM. pasgen «BsaumopelictBue ¢ Apyrumun
T1eKapCTBEHHbIMU CPECTBAMMY ).

Heo6xoAuM KOHTPONb aKTUBHOCTH » TP (ANT, ACT) nepea Hauanom Tepanuu npenapatom BoseHTaH, a 3atem 1 pa3
B Mecsil B nepuop neveHus. Kpome aToro, akTMBHOCTb «MEYEHOUHbIX» TP: 3 crieayeT onf Th Yepes 2 Hef nocrne Kaxgoro
NoBbIWeHNA A03bI Npenapara.

PekomeHdayuu 1o KOHMPOITKO U IEYEHUI0 8 ClyYae nosbiweHusi akmugHocmu AJTT/ACT

AkmusHocmb AITT/ACT>3 u <5 pa3 ebiwe BIH

Pesynsrat gormkeH 6bITb NoATBEPXXAEH NPY NOBTOPHOM onpeaeneHnun aktusHocT ACT/ANT. Mpu noaTeepxxaeHUM NoBbILLeHns akTuBHocT ACT n ANT
peleHre 0 NPoAOIMKEHUN NevyeHus npenapaTtoMm Bo3eHTaH, BO3MOXHO B CHIKEHHON A03e, N ero npekpawieHun, AOMKHO NPUHUMATLCH B KaXXOoM
KOHKPETHOM criy4ae (cM. paagen «Cnocob npuMeHeHNst 1 103bl»). KOHTPOIb aKTUBHOCTU «MEYEHOMHbIX» TPaHCaMUHa3 CreayeT NPOBOAWTb, MO KpaiHei
Mepe, Kaxable 2 Hegenwu. Ecnn aKkTMBHOCTb «MEYEHOUHbIX» TpaHCaMuHa3 BO3BpALLAETCA K UCXOAHbIM MOKasaTensam, HYy>XHO OLeHWUTb BO3MOXHOCTb
NPOAOIMKEeHNa nnn BO306GHOBIEHNS npuema npenapara BoseHTaH B pexume, ykasaHHOM HUxXe.

AkmusHocmb AJTT/ACT>3 u <8 pa3 ebiwe BIH

PeaynsTaT AormkeH 6biTb NOATBEPXKAEH NPU NOBTOPHOM onpefeneHny aktueHocT ACT/ANT. Mpu noaTBepXKAeHUM NOoBbILLEeHWs akTuBHOCTU ACT v AT
cnegyet OTMEHUTb Npenapar BoseHTaH, a KOHTPOSb @aKTUBHOCTU «MEe4YEeHOYHbIX» TpaHCaMuUHa3 NpoBoAUTb, MO KpaﬁHeVl Mepe, Kaxable 2 Hegenu. Ecrn
AKTUBHOCTb «MEeYEeHOYHbIX» TpaHCaMnHa3 BepHyracb K UCXOAHbIM nokKasaTensam, HYXXHO OLEeHUTb BO3MOXHOCTb BO30GHOBEHWS! npuema npenapara
BoseHTaH B pexume, yKkazaHHOM HuXe.

AkmusHocmb AJTT/ACT> 8 pa3 ebiwe BIMH

Tepanuio crieayet npekpaTtuTb, BO306HOBNEHME npveMa npenaparta boseHTaH ucknoyaercs.

an CONYTCTBYHOLWMUX KF cumMnTomax , T.€. NPU HanNU4nn: TOLHOTLI, PBOTHI, JIMXOPAaAKK, Gonei B XKUBOTE, XenTyxu,
MNOBbILLIEHHOW COHMMBOCTMU U crnabocTu, rpunnonoao6HOro CHApOMa (apTpanrun, Muanruu, nuxopaake), Tepanuto npenapatom BoseHtaH cneayet
npeKkpaTuTh, a BO30GHOBNEHUe Nprema Go3eHTaHa UCKIoYaeTcs.

BosobHoeneHue mepanuu

Bo306HOBUTL Tepanuio npenapatoM BoseHTaH MOXHO NULLL B TOM Cry4ae, ecrim oxuaaemblii TepanesTnyieckuii achekT npesbiLlaeT NoTeHUManbHbIn
PUCK, @ aKTUBHOCTb «MEe4YEeHOYHbIX» TpaHCaMWHa3 BepHynacb K WCXOAHbIM (LLO Havana J'IeHeHI/Iﬂ) nokasarensm. PeKOMeH/ZlyeTCﬂ KOHCynbTauusa
Bpava-renaroriora. Tepanmo cnepgyet BO306GHOBNATH COMMacHoO pekoMmeHaauuaMm, U3NoXeHHbIM B pasaene «Cnoco6 NpUMeHeHus 1 O03bI» HaCTOﬂLLleI;I

VHCTPYKLMN.

AKTMBHOCTb OYHbIX» TP 3 H p Tk p Tb Yepe3 3 AHA nocre BO30GHOBMEHUs Tepanuu npenapaTroM
Bozeu'rau, 3aTemM NOBTOPUTbL KOHTPONb Yepe3 2 Heaenwu, nocne 4yero Tb Bbllle peKc 1717}

TemoenobuH

Ha choHe neveHmst 603eHTaHOM OTMEHEHO 0303aBMCMMOE CHIKEHME reMornobuHa (cM. pasaen «MoGoqHoe AencTBre»). B nnaue6o-koHTponmpyembix
MCCreioBaHNAX CHUKEHUE reMornobuHa, CBsSi3aHHOE C MpUMeHeHueM GoseHTaHa, He ObiNo MPOrpeccupyloLLMM, rMokasaTenn remornobuHa
cTabunu3npoBanuck nocne nepsbix 4-12 Heaenb Tepanuu. PekoMeHayeTCs onpeaensiTs reMornobrH Nepes Havanom Tepaniy Npenapatom BoseHTaH,
1 pas B Mecsil| B Te4eHVe NepBbIX 4 MecsiLeB Tepanuv v B nocneaytollem - 1 pa3 B 3 mecsitia. Ecnn HaBnioaaeTest KMHUYECKM 3HAUUMOE CHIDKEHNE
remornobuHa, crieayeT NpoBecTY AanbHelilee o6creaoBaHe NaUMeHTa Ans yCTaHOBNEHUS MPUYMHBI aHEMUM U PeLLIEHNS BONPOCa O HEOOXOAMMOCTH
MPOBEAEHNSI COOTBETCTBYIOLLEH Tepanuu. B MocTperucTpauMoHHOM nepuofe CoobLanock O Cryyasix aHeMuu, noTpeGoBaBLUMX NEepenvBaHus
3PUTPOLIMTHOM Macchl (cM. paszen «Mo6ouHoe AencTaner).
Teparius y XeHUjUH C COXpaHeHHbIM PerpodyKMUEHBIM MOMEeHUUaIom
Mockonbky Ha poHe npuema 6GoseHTaHa 3(PPEKTUBHOCTL FOPMOHANBHBLIX KOHTPALENTUBHBIX CPEACTB MOXET CHUXKATbCs, a 6GepeMeHHOCTb
CcnocobCTBYET YXYALLIEHO NAT, u, np BO [AaHHbIe O TePaTOreHHOM [eCTBUM, BbISBIIEHHOM Y XXUBOTHbIX:

* Mpenapat Bo3eHTaH MOXeT BbiTb Ha3HAYeH XEHLUMHAM C COXPaHEHHbIM PenpofyKTUBHbLIM noTeHuuariom TOJSIbKO Ha ¢oHe npumeHeHns

HaAEXHbIX METOAOB KOHTPALIENLWM U B Cy4ae OTPULIATENLHOTO pedyrnkTata TecTa Ha GepeMeHHOCTb [0 Havarna feveHus.

* MeToz ropMOHanbHO KOHTPALENLUMN He CreayeT NPUMEHSTL Kak @AVHCTBEHHbI B Neproz, NiedeHns npenapatom boseHTaH.

« TecT Ha GepeMeHHOCTb PEKOMEHAYETCS POBOAUTL 1 pas B MECSIL| ATIS YCTaHOBIEHWSi GEPEMEHHOCTU Ha PaHHIX CPOKaX.
Moppo6Hyto nHdopmaumio cM. B pasgenax «BsaumoaencTsrie ¢ ApyrMuU nekapcTBeHHbIMK cpeacTBamMuy n «lpumeHeHne npu 6epeMeHHOCTU 1 B
Nepyo/, rPy/IHOTO BCKAPMIMBAHNS».
BeHOOKKIMH03UOHHas1 6011e3Hb e2KUX
Cnyyaun pa3BuUTUsi OTeka NErkiX OTMEYeHb! Y NaLMEeHTOB C BEHOOKKITIO3MOHHOM GONesHbio Nerkux Ha choHe NpUMEHeHIst CoCyaAoPaCLUMPSIOLLNMX CPEACTB
(B OCHOBHOM, MpOCTaLWKINHA). Takum 06pasom, ECivi BO BpeMs! SledeHus npenapatoM BoseHTaH y nauveHTos ¢ JTAI NosiBNsioTCA NpraHaki oTeka nerkux,
CrieflyeT Y4WUTbIBaTb BO3MOXHOCTb, HanuumMsi COMYTCTBYIOLLETO BEHOOKKITIO3MOHHOTO 3aboneBaHus. B nocTpervcTpaluMoHHoM nepuoae coobLuanock o
peakvx Cryyasx pasBuUTUs oTeka Nerkux Ha doHe nprnema 6o3eHTaHa y NaLyeHToB C Noo3peHNeM Ha BEHOOKKIIO3MOHHYI0 GOnesHb Nerkux.
IMayueHmsi ¢ JTAT u conymemeytoweli negoxeinydoyko8ol HeAoCMamoYHOCMbIO
CreumarnbHbIx UccreaoBaHuii y nauneHTos ¢ JIAT 1 conyTcTBytoLLei AnCyHKLMEN NeBOro xenyaoyka He nposoaunu. Tem He meHee, 1611 naumeHToB
(3 Hx 804 - nonyyanu 6o3eHTaH, a 807 - Nnauebo) ¢ TAXKENON XPOHUYECKON CepAeYHON HeaocTaTodHOCTbIo (XCH) neunnu B cpeaHem B Tederve 1,5
neT B NnavueBo-koHTPONMpYeMOM UCCNeNoBaHUN. B 3TOM NCCTeoBaHUM OTMEYEHO YBENUUYEHIE KONMYECTBa rocriuTanuaaLuii B cesian ¢ XCH B TedeHne
nepsbix 4-8 Hefenb neYeHust 603eHTaHOM, MPUYMHON KOTOPLIX MOFMO BbITb YBENUUEHWe 3aAepKKu XUAKOCTU B opraHuame. 3agepxka Xuakoctn
NPOSIBSANACH GbICTPLIM YBENMYEHUEM MACChl TENA, CHKEHMEM reMOrTIoBUHa W YCUIIEHNEM OTEKOB HIKHX KOHEYHOCTEIA. M0 3aBEpLUEHIUW UCCNefoBa-
HS1 He GbINO OTMEYEHO Pa3nuYiA B YKCTIe roCnUTanu3aLnii B CBA3N C CepAeyqHO HEOCTATOHHOCTBIO U YaCTOTe CMepTENbHbIX MCXOMOB Y MaLMEHTOB,
NpUHAMaBLLMX Go3eHTaH nnn nnaue6o. CregoaTenbHo, 06CneaoBaHNe NALMEHTOB JOMKHO ObiTh HANPaBMEHO Ha BbIABMEHWE 3aePX)KM XUOKOCTN
(Hanpumep, yBeNW4eHUsi Macchl Terma), 0COGEHHO B Crlyuae COMYTCTBYIOLLIEN TSKEMNO CUCTONMYECKON AUCKHYHKUMW. MpY MOSIBIEHUU CUMMTOMOB
3a/1epXKKN XKMAKOCTW MaLMEHTy CredyeT Ha3HauUTb AUYPETUKW WK YBEMUUMTL UX A03Y. Y NaLMEHTOB C 3alepKKOM XUIKOCTU CriefyeT NpUHUMaTh
pellieHne 0 NPUMEHEHUM ANYPETVKOB 10 Havarna neveHns GoseHTaHoM.
JIAT u BUY uHgbekyus
OnbIT NpuMeHeHns 6o3eHTaHa y nauueHTos ¢ JIAT u BUY nHdekupeit, nonyvaBLLnX aHTUPETPOBUPYCHYHO Tepanuio, orpaHnyeH. Peaynbstarbl nsyyeHus
B3alMOAENCTBUS GO3eHTaHa W KOMBWHALMM TONUHABUP+PUTOHABMP MPWU WX COBMECTHOM MPUMEHEHWU Y 300POBLIX AOGPOBOMbLLEB NOKasanu
YBENUUeHne KOHLIEHTpaLmmn Go3eHTaHa, KoTopasi JOCTUraeT MakCUMarlbHbIX 3Ha4eHW B TedeHe nepebix 4 AHel (cM. pasgen «Bsaumopeiicteue ¢
[IPYrMU  NekapcTBEHHbIMU cpefcTBamMi»). Mpn HasHayeHWn npenapara Bos3eHTaH nauueHTam, NpPUHUMAlOLLMM MHIMGUTOPBI NpoTeas, [eicTaue
KOTOPbIX YCUNIMBAET PUTOHABUP, CrieayeT YAEensTb 0co60e BHUMAHWe NepeHOCHMOCTY npenapata BoseHTaH, 0COGEeHHO B Havarne NeyeHusl, NpuHUMas
BO BHUMaHUE PUCK Pa3BUTUS apTepuarnibHOM TMOTEH3NN 1 M3MEeHEHNE (DYHKLMOHABHBIX «MEYEHOUHBIX» TECTOB.
IMpu oAHOBPEMEHHOM NPUMEHeHNM Npenapata Bo3eHTaH 1 aHTUPETPOBUPYCHLIX NPEenapaToB Herb3s UCKIIOYNTL OTCPOYEHHOE HeraTUBHOE BINSIHUE Ha
nedeHb 1 passutue HIIP co CTOpoHbI kpoBU. BBIAY BO3MOXHOMO B3aMMOAEVICTBYSI, CBSI3aHHOTO C UHAYKLUMEN GO3eHTaHOM U30(PEPMEHTOB CUCTEMbI
uutoxpoma P450, akTUBHOCTb @HTUPETPOBUPYCHO TEpanumM MOXET CHXKATLCS, NOSTOMY Y TaKuX NaUMeHToB athdekTUBHOCTL Tepanum BY Heobxoam-
MO TLUATENbHO KOHTPONMPOBaTH.
JIAT, o6ycrioeneHHas msixesnoli XxpoHu4eckol obcmpykmugHoli 6onesHbto neakux (XOBJT)
OdpexTnBHOCTL 1 Ge3onacHoCTb Go3eHTaHa U3yyanu B 12-HeaensHOM HEKOHTPONIMPYEMOM UCCeAoBaHnu ¢ yyactueM 11 NauMeHTOB C BTOPUYHO
NAT B pesynitate XOBJT Tshkenoro TedeHusi. PeaynkTaTbl UCCIEN0BaHNUS CBUAETENBCTBYIOT O YBEMUYEHUN MUHYTHOTO 06bema BEHTUMSILMN TIETKUX 1
CHWKEHUN HacblLLeHnst kucrnopoaom; ua HITP HanGonee YacTo oTMeyanach ofjpliluka, NpekpallaBLIascs nocne oTMeHbl GoseHTaHa.
OAHoBpeMeHHOe rMpuMeHeHuUe ¢ OpyauMU JieKapCMeeHHbIMU npenapamamu
OpHoBpeMeHHOe NpUMeHeHe Npenaparta BoseHTaH 1 LMKNocnoprHa A NpoTMBONOKa3aHo (cM. pasaen «MpoTuBoMoKasaHus»).
OpHoBpeMeHHoe MpuMeHeHre npenapata boseHTaH ¢ rMubeHknamuaom, rykoHasonom u pucdamnuumMHOM He pekomeHayetcsi. bonee nogpo6Has
UHopMaLMs ykasaHa B pasaene «B3auMoencTare ¢ Apyrumy NIekapCTBEHHBIMI CPEACTBAMMY.
Kom61HvpoBaHHo Tepanuu npenapatom boseHTaH 1 uHrmbutopamu usodepmertos CYP3A4 n CYP2C9 Heobxoaumo nsberatb.

B Ha Th YT Tb TPAHCMNOPTHLIMU CpeACTBaMU, MeXaHU3MamMmu

BnusHue 6o3eHTaHa Ha cnoco6HOCTb ynpasenaTe TPAHCNOPTHLIMW CPEACTBAMWN HE U3y4Hanoch. Tem He MeHee, 603eHTaH MOXET BbI3blBaTb BblpaXXeHHoe
CHWKEHNe apTepuanbHOro AaBeHUs, CONPOBOXAAlOLLEEeCs roNoBOKPYXXEHEM UK NOTepeit CO3HaHNS, U, Kak CrneacTBIe, okasbiBaTb OTpuLaTerbHoe
BMUsIHWE Ha CNOCOBGHOCTb ynpaensTe TPAHCNOPTOM U paGOTaTb C MexaHu3Mamu.

®dopma BbInycka

TabneTku, NOKPbITLIE NEHO4HOI 06omNouKoit 62,5 Mr 1 125 Mr.

Mo 10, 14, 28, 40, 56, 112 Tabnetok B KOHTYPHYIO SYEVKOBYIO YNAKOBKy W3 MMEeHKW MOMMBUHUNXIIOPUAHON, NMGO  NneHkn
NONVMBUHWNXIIOPUAHOW/ MONMBUHUIMAEHXIOPWUAHOM U (hOMNbI artoMUHUEBON NEYaTHOMN MakMpOBaHHON.

1,2, 3, 4,5, 8 unn 10 KOHTYPHbIX S4EKOBBLIX YNAKOBOK BMECTE C UHCTPYKLMEN MO MEAWLIMHCKOMY MPUMEHEHWIO (NUCTOK-BKNabILL) NOMeELLaloT B
KapTOHHYIO YNakoBKy (nayky).

YcnoBsus xpaHeHus
Mpu Temnepartype He Bbiwe 25 °C.
XpaHuTb B HEAOCTYMHOM 1151 IETEl MecTe.

Cpok rogHocTn
3ropa.
He npumeHsTb No UCTeYeHUM Cpoka FofHOCTH.

Ycnosus otnycka
OtnyckatoT no peuenTy.

[epxaTtenb peructpauuoHHoro yaoctosepeHusi: 000 «Atonn»

Poccusi, 445351, Camapckasi o6n., I. XKurynesck, yn. Fuapoctpouteneit, A. 6.
Mpoussoautens: 000 «O30H»

Poccus, Camapckas obn., r. 0. XKurynesck, r. >Kurynesck, yn. lugpoctpouteneit, A. 6.
OpraHu3sauus, npyHumatoLas npeteHsumn: 000 «O30H»

Poccusi, 445351, Camapckas obn., 1. 0. XXurynesck, r. Xurynesck, yn. l'mapoctpouteneit, 4. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru



