NHCTPYKIUA
10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

BA3EHEKC

Perucrpaumonnslii Homep: JIIT-005705 ot 08.08.2019

Toprosoe HammeHoBaHue: BazeHekc

Me:xkayHapoaHOe HeIATEeHTOBAHHOE HAMMEHOBaHHe: 003CHTaH

JlekapcTBeHHas popma: TaOJICTKU, TOKPHITHIE TUICHOYHON 000JI0YKOM

Cocras:

1 TabneTka, MOKpHITAs TNICHOYHON 000I0UYKOMN, CONCPIKUT:

Jlozupoexa 62,5 me.

JlelicTByrolee BEeecTBO:

bosenrana monoruapar 64,541 mr (B nepecyere Ha 603eHTaH 62,500 Mmr).

BcnomoraTenbHbIe BelllecTBa:

Angpo: xpaxman KyKypy3Hbli — 6,0 Mr; Kpaxmanl NOpekeIaTUHU3UpOBaHHbIE — 3,0 Mr;
kapOokcumeTriikpaxman Hatpus — 4,0 mr; moBugoH K90 — 1,0 mr; BunnHas kuciora — 0,359 wmr;

1eIUTI0J103a MUKpokpucTanaeckas (PH-101) — 14,0 mr; matpus creapuiadymapar — 2,1 Mr; KpeMHHS
JHOKCH I KOJIOUIHBIA — 1,0 MT.
[Mnenounas ob6osnouka: runpomeriosda E15 — 1,58 mr; Tpudtmmurpar — 0,2 mr; tanek — 0,72 wr;

tutana auokcua — 0,99 mr; kpacutensb xene3a okcua xentbiii — 0,007 Mr; KpacuTenb xKene3a OKCHI
kpacHblil — 0,003 mr; sTuinentonosa — 0,5 mr.

Jlo3upoexa 125,0 me.

JeiCcTBYIOIIEE BEIIECTBO:

bozenrana monoruapar 129,082 mr (B mepecuere Ha 603eHTan 125,000 mr).

BcnomorarenbpHbIe BCIIICCTBA.

Anpo: kpaxmanm Kykypy3Hbii — 12,0 Mr; kpaxman mnpexelaTHHH3UpOBaHHBIA — 6,0 w™r;
kapOokcumeTrikpaxman Hatpus — 8,0 mr; moBugon K90 — 2,0 mr; BunHas xuciora — 0,718 wr;
1eJUTI0J103a MUKpoKpucTanaeckas (PH-101) — 28,0 mr; Hatpus creapuidymapar — 4,2 Mr; KpeMHHS
IUOKCHUJT KOJUTOUAHBIA — 2,0 MT.

[Inenoynas obonouka: runpomemnno3a E15 — 3,16 mr; tpustmnuutpar — 0,4 mr; tansk — 1,44 wmr;
TuTaHa auokcua — 1,98 mr; kpacutens xene3a okcup xenteiid — 0,014 Mr; kpacuTens kene3a OKCUJ
kpacHslii — 0,006 mr; stunmentonosa — 1,0 mr.

Onucanue

Jo3upoBka 62,5 mr

Kpyribie 1BOSKOBBINYKIIbIE TAOJETKHU, TOKPBITHIE MIIEHOYHON 000JI0YKOH CBETI0-p0o30BOro 1Bera. Ha
MIOTIEPEYHOM pa3pese sIpo OT OEI0ro 10 CBETJIO-KEJITOrO LBETA.
Jlo3upoBka 125 mr

Kpyribie ABOSKOBBIMTYKIIbIE TaOJIETKH, MOKPBITHIE MICHOYHOW 000JI0YKOM CBETIO-PO30BOTO I[BETA C
pUCKOI1 Ha 0/1HOM cTopoHe. Ha momepedHom paspese sapo oT OEeoro 10 CBETIO-KEITOro I[BETa.
dapMakoTepaneBTHYECKasi rPyNIa: Ba3oAWIaTUPYIOLIEE CPEACTBO

Kox ATX: C02KXO01

dapmakoJIoruyecKue CBOHCTBA

Dapmakoounamuka

bosenTan siBNsieTCS HECENEKTHBHBIM aHTAarOHUCTOM SHIOTEIMHOBBLIX perentopoB tuma DTa u OTs.
bo3eHTaH cHWKAaeT Kak JIErOYHOE, TaK U CHUCTEMHOE COCYAMCTOE COIMPOTUBIICHHE, MPUBOAS K
MOBBIIIEHUIO CEpPACUYHOTO BBIOpOca 0e3 yBenmueHus: 4acToThl cepaeuHbix cokparienuit (HCC).
Heiiporopmon »nporenuu-1 (3T-1) sBusercs ONHUM M3 CaMbIX MOIIHBIX CPEId H3BECTHBIX B



HACTOSIIIUNA MOMEHT Ba30KOHCTPHKTOPOB, KOTOPBIH Takke 00J1aiaeT CIOCOOHOCTHIO CTUMYJIMPOBATH
¢ubpo3, KIeTouHyI0 Npoudepannio, runepTpoduio cepala u peMoACTUPOBAHNE, U TAKKE TPOSBIISET
MPOTHUBOBOCTIAJUTEIbHYIO aKTUBHOCTD. DTH 3P PEKTH HHIYLUPYIOTCS TPU CBI3bIBAHUN HHJIOTEIMHA-
1 (OT-1) ¢ peuentopamu DT u OTg, pacrnona0KeHHBIMU B SHIAOTEIUU U TTAAKOMBIIIEYHBIX KJIETKAaX
cocynoB. Konnentpanuu 9T-1 B TKaHsAX U IJ1a3Me€ KPOBH MOBBIMIAIOTCS MPU HEKOTOPBIX CEPACUHO-
COCYAMCTBIX 3a00JIeBaHUSAX M OOJE3HAX COCAMHHUTEIHbHOM TKAaHHU, B TOM YHCJE MPH JIETOYHOU
aprepuansHoit rumneptensun  (JIAD), ckiepomepMun, OCTpOM W XPOHHYECKOW CEpAECYHOM
HEJOCTATOYHOCTH, NIIEMUU MUOKapP/1a, CACTEMHOM TMIIEPTEH3UU U ATEPOCKIIEPO3€E, YTO IPEANIOIATraeT
yuyactue DT-1 B martorenesze 3tux 3aboneBanuii. [lpu JIAI' u cepmeuHoil HEITOCTATOYHOCTH, IPH
OTCYTCTBUM aHTaroHM3Ma K dHJOTEIMHOBBIM pELIENTOpaM, IOBbIIIEHHbIE KOHLIeHTpauuu I T-1 cTporo
KOPPETUPYIOT C TSHKECTHIO M TPOrHO30M yKa3aHHbIX 3a00JI€BaHUH.

bozenran konkypupyer ¢ OT-1 m apyrumum OT nentumamu 3a cBsspiBaHue ¢ OTa u DT c
HE3HAYUTEIIbHO 00Jjiee BEICOKUM cpoacTBoM K perentopam ITa (Ki = 4,1 - 43 HMOIIb) 10 CpaBHEHHIO
¢ peuenropamu ETg (Ki = 38 — 730 umous).

Bbozenran cnenuduuecku 6nokupyet DT penientopsl v He CBA3BIBACTCS C IPYTUMH pelienTOpaMHu.
Ippexkmuenocmeo

[Tpu uzyuenun JIAI" Ha MoJeNsIX )KHUBOTHBIX MTOKa3aHO, YTO JUIUTEIbHOE BBEJCHIE 003E€HTaHa BHYTPb
CHIKaeT Jeroynoe cocynuctoe comportusieHue (JICC) m crmocoOcTByeT 0OpaTHOMY pa3BHTHIO
runepTpodun CoCyaoB JIETKMX M MpPaBOro skemypouka. [Tokazano, uto mpu seroyHom ¢ubdpose
003eHTaH yMEHBIIAET HAKOIUICHUE KOJIareHa B JIETKUX.

Dpdhexmusnocmov npu npumeHeHUuU y 83pOCIbIX NAYUEHMOB C 1e20UHOU APMEPUATbHOU unepmeH3uel
JlnutenbHoe (B TeueHwe 12 m 16 Hemenb) jedeHUe B3pocibiX marueHToB ¢ JIADT (mepBuyHON U
BTOPUYHOM, MPEUMYIIECTBEHHO accoluupoBaHHOe co ckiepoaepmueit) -1V ¢dyHkunonansHoro
knacca (©K) no knaccudpukanuu BeemupHoit opranuzanuu 3apaBooxpanenus (BO3) 6o3enranom B
KOMOMHAIIMM C AaHTUKOAryJsSHTaMH, Ba3oaujaTaropamu (OJOKATOpaMH KaJlbIMEBBIX KaHAJIOB),
TUYpPETUKAMU, KUCJIOPOJIOM U IUTOKCHHOM, HO HE 3MOIPOCTEHOIOM, COIIPOBOXK/1a710Ch YMEHBIIEHHUEM
BBIpaXEHHOCTU CUMITOMOB JIAI' M 3HAYUTENBHBIM YBEJIMYEHHEM TOJEPAHTHOCTU K (PU3HMUECKUM
Harpy3kaMm (1o pe3yibTaTaM TecTa ¢ 6-MUHYTHOH Xoab0oi). OTu 3¢ddexTsl oTMeuanuch uepes 4
HEJeNM, OTYETJIMBO NPOSBISUIMCH uYepe3 8 HEeNelNb M COXpaHSUIMCh 10 28 Henenb B HOJArpYMIe
MAIMEHTOB aKTUBHOI'O JICUEHMUS.

B uccnenosanun namenTos ¢ JIAI Il @K noka3zaHo 3HauMTENbHOE YBEIMUYEHHE BPEMEHH J0 Hadaja
KJIMHUYECKOTO yXyAlIeHUs (KOMOMHUpPOBaHHAs KOHEYHas TOYKa, BKIHOYAIOLIAs MPOTrpecCUpOBaHME
CHUMIITOMOB 3a00JIeBaHus, rocnuTanu3anuio seaeactsue JIAL u ciaydan cmepTH).

VY mnaumuentos c¢ JIAI' III ®K n nopokamu cepiua B COYETAaHWH C HApPYyLICHUSMH IOKa3aTelen
reMOJMHAMHKHU [0 THIYy CHHApoMa Di3eHMEHrepa, YBEJIMYEHHE CPEAHEr0 3HAYEHMsI HaChIIICHUS
KpOBH KHclopoaoM Ha 1,0% B rpyIine naiueHToB, MoJy4yaBIInX O03€HTaH, CBUJIETEIbCTBOBAJIO O TOM,
yro Oo3eHTaH He ycyryosser runokcemuto. CpeaHee 3HAY€HHE JIETOYHOIO COCYJIUCTOTO
COIIPOTHBIIEHUS 3HAUUTEIBHO CHUXKAJIOCH, & TOJIEPAHTHOCTh K (PM3MUYECKUM Harpy3Kam MOBBIIIAIACh
(cpenHsisi qUCTAHIMS MO pe3yJbTaTaM TecTa ¢ 6-MHHYTHOM X0np0O# yBenuumiachk Ha 53 meTpa) B
rpyne NalnyueHToB, MOTy4aBIINX 003eHTaH.

ITpu n3yuenun 6ozenrana y namuentoB ¢ JIAI III ®K B coueranun ¢ BUU-undekuuneii nokasano
MOBBIIIEHUE TOJIEPAHTHOCTH K (PU3MUYECKUM HArpy3Kam B CPaBHEHHH C UCXOJIHBIMHU JIaHHBIMHU.

B 1ByX OCHOBHBIX M1a11€00-KOHTPOJIUPYEMBIX HCCIEIOBAHUSAX U UX OTKPBITHIX MPOJICHUSAX Y BCEX
MAMEHTOB, MOTyYaronuXx 003eHTaH, B TEUEHUE JUIUTEILHOTO BPEMEHH IIPOBOIUIIH OLIEHKY KHU3HEHHO
BaXKHBIX MoKa3zaTenel. CpeqHsis NpoAoHKUTEIBHOCTh IprueMa 003eHTaHa coctaBmia 1,9 + 0,7 net (ot
0,1 no 3,3 ner), KTUHUIECKOE COCTOSTHNE TAIMEHTOB KOHTPOJIUPOBAIIU B cpeHeM B Teuenue 0,2 £ 0,6
net. Y GoJbllel YacTH MaleHToB ObLI MOATBEpKAeH Auarno3 nepsuynoit JIAI (72 %) u onpenenen
I @K (84 %) no xnaccuduxanuun BO3. Tlokazarens BEDKUBAEMOCTH B TPYIIIE B LEJIOM (COTJIaCHO



otieHke no metoy Kamman-Maiiepa) uepes 1 roj neuenus 603eHTaHOM cocTaBui 93 %, a uepes 2 rona
- 84 %. Y mauuMeHToB ¢ CUCTEMHOH CKJIEpOAEPMUEN MOKa3aTeNN BbDKUBaeMocTH 1o meroay Kaman-
Maifepa ObUIH HUXKE.

HUccneoosanus, nposedennvie y demeti ¢ JIAI

HccnenoBanune napameTpoB (papMakOKHUHETUKU O003€HTaHa MPOBOJIWIM Y JeTell B TeueHue 12 Henemb
Tepanuu. AHAJINW3 FeMOJUHAMHYECKUX IMapaMeTPOB YKa3bIBAET HAa yBEIUYEHHUE CEPJIEYHOrO MHIEKCA
(CH) 1a 0,5 n/MUH/M?, a TaKKe Ha CHUJKEGHHE CPEHEro JaBJIeHMS B jerouHoii aprepun (JIJIA) mo 8
MM pt.cT. 1 JICC - 10 389 quH X CEK X CM.

Cucmemnas cxiepooepmus ¢ A36eHHbIM NOPANCEHUEM KOHeUHOCmell

Pe3ynbraThl IByX KIMHUYECKUX UCCIICIOBAHUH Y B3POCIBIX MAIMEHTOB C CUCTEMHON CKIEpOJepMHUECH
U S3BEHHBIM IMOPAKEHUEM KOHEYHOCTEH (B CTaguHM OOOCTpEHHs MM B CIydasX, KOTJa sI3BEHHOE
[IOpaXEHUE OTMEYald B TEUEHHUE IOCIEAHEr0 Troja) MOKa3ajld, YTO B TEUYEHUE BCEro IMepuoja
npUMeHeHHs Oo3eHTaHa HaOMIoNaeTcs JOCTOBEPHOE YMEHBIICHHWE YHWCIAa HOBBIX SI3BEHHBIX
MOpaXCHU KOHEYHOCTEH MO CPAaBHEHHUIO C I11aedo.

VY manueHToB, Moxy4aBImnux 003eHTaH WM I1aedo B TeueHue 16 Henenb, B cpeHeM, oTMeueHo 1,4 u
2,7 HOBBIX S3BEHHBIX IOpakeHW#, cooTBercTBeHHO (p=0,0042). B  wmccienoBanuu
MPOJOIKUTENFHOCTBIO 24 HEJEeNN YHCIO HOBBIX SI3BEHHBIX MOPAXKEHUH KOHEYHOCTEH Yy MalleHTa
cocTaBisio, B cpennem, 1,9 u 2,7, coorBerctBenHo (p=0,0351). Bausinue 603eHTaHa HA CKOPOCTh
32)KUBIICHUS SI3BEHHBIX OPAKEHHI HE YCTAaHOBJICHO.

Dapmaxokunemuxa

dapMakOKMHETHKAa OO03€HTaHAa M3y4YeHa B OCHOBHOM Y 3J0POBBIX J00poBoJibLieB. OrpaHuyeHHbIE
JAaHHBIE CBUJETENILCTBYIOT O TOM, YTO O3KCHO3MIMS OO3eHTaHa y B3pOCIbIX HanueHToB ¢ JIAT
MIPUMEPHO B 2 pa3a BbIIIE, YEM Y 3J0POBBIX TOOPOBOJIBIIEB.

dapMaKOKMHETUYECKUE TTapaMeTPhl Y 3/I0POBBIX TOOPOBOJIBIIEB 3aBUCAT OT J103bl U BPEMEHHU IIpHeMa
6o3enrtana. KnupeHnc 1 o0beM pacnpeiesieHus: CHIDKAIOTCS IPU YBETUYCHUN BHYTPUBEHHOM J103bI U C
TedeHueM BpeMmeHH. [locne mprema BHYTph CHCTEMHAs SKCITO3UIMS 003€HTaHa MPOITOPIIOHAEHA B
no3ax g0 500 mr. [1pu npueme BHYTph O0siee BHICOKUX /103 003€HTaHa MaKCHMaJIbHasI KOHIIEHTPAIUs
B miazMe KpoBH (Cmax) 1 AUC (momaap moa KpUBOW «KOHILIEHTPALMS-BPEMS») YBEIUUYUBAIOTCS
MeHee MPONOPIMOHATIBHO J03€.

Bcacwviganue

AbcontoTHas OMOJOCTYNHOCTh OO3€HTaHa, Yy 3J0POBBIX J0OpPOBOJIBLIEB IOCIE MpHUEMa BHYTPb,
coctaBisieT okojo 50 %, mpueM TUIM HE BIUAET HAa OMOAOCTYHMHOCTh. Cmax B TJIa3Me KPOBH
JocTuraercs yepes 3-5 4 mocie nmprema mnpemnaparta BHYTPb.

Pacnpeoenenue

bozenran B Bbicokoii cTenienu (6onee 98 %) cBs3bIBaeTCs ¢ O€IKaMHU IUIa3Mbl KPOBU, B OCHOBHOM C
anpOyMuHOM. Bo3eHTaH He NpOHUKAeT B APUTPOUUTHL. llocie OZHOKPaTHOTO BHYTPHUBEHHOTO
BBenenus B 1o3e 250 mr Vg cocraBager 18 .

Memabonusm u evleedenue

ITocne olHOKpaTHOTO BHYTPUBEHHOTO BBEICHUs O03eHTaHa B 103¢ 250 Mr kimpeHc - 8,2 1/4. [lepuoa
nonyBbiBesieHus (T12) - 5,4 4. [Ipy MHOTOKpaTHOM MPUMEHEHHH KOHIICHTPAIUs O03EHTaHA B TIa3Me
KpOBHM CHMXaeTcsi mocrteneHHo 10 50-65 % oT 3HayeHHWi KOHIEHTpAaLUU MpH OJHOKPATHOM
NpUMEHEHUH. BeposTHO, CHUXKEHHE KOHIEHTpaluuu Oo3eHTaHa OOYyCJOBICHO ayTOMHIYKIHEH
(dhepMeHTOB TIedeHH. PaBHOBECHOE COCTOSIHHE TOCTUTAETCS B TEUCHHE 3-5 THEH.

bozenran merabonusupyercs B MEYEHM NPHU ydyacTHH H30(EepMEHTOB cHCTeMbl nuToxpoma P450
CYP2C9 u CYP3A4. bo3zeHTaH BbIBOAUTCA Yepe3 KUIIEUHUK C KEITUbI0, MeHee 3 % MPUHATON BHYTpPb
TI03bI BBIBOJTUTCSI TIOYKAMHU.

Bbozentan obpasyer 3 merabonura, OIMH U3 KOTOPHIX 00JaaaeT (papMaKkoIOrHuecKod aKTUBHOCTBIO.
®apMaKoJIOrMYECKH AKTUBHBIM METaOOIUT BBHIBOJUTCS MPEUMYIIECTBEHHO B HEM3MEHEHHOM BUJIE C



KEM4bl0. Y B3pOCIBIX MAIlEHTOB CUCTEMHOE BO3JCHCTBHE aKTUBHOI'O META0OJHMTA BBILIE, YEM Y
3JI0POBBIX JOOpPOBOJIBLEB. Y MAIMEHTOB C MPU3HAKAMU XOJIECTa3a CUCTEMHOE BO3ICHCTBUE 3TOTO
MeTa0OJIUTa MOXKET BO3PACTaTh.

bozentan sBusercs uHaykropom uzodpepmentoB CYP2C9 u CYP3A4, a Ttakxke, BO3MOXKHO,
m3odepmenta CYP2C19 u P-rimukonporenna. In vitro 603eHTan nmoaasisier akTuBHOCTh BSEP (mommbl
BBIBEICHUSI COJIEH KETYHBIX KUCIIOT) B KYJIbTYpE renaTolUuTOB.

B uccrnenoBanusx in vitro mokazaHo, 4To OO3€HTaH HE OKa3bIBaeT 3HAUYMMOIO HMHTUOHPYIOIIETO
addekra Ha psan m3odepmentoB (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). CnenoBarenbHO,
003eHTaH HE TMOBBIIIAECT B KPOBU KOHIIEHTPAIMIO JIEKAPCTBEHHBIX CPEJICTB, META00JIM3M KOTOPBIX
OIIOCPEIOBaH JaHHBIMH N30(EPMEHTAMHU.

DapmakoKuHemuKa 6 0CoObIX 2PYNNax nAYUeHmos

PesynbraThl HMcciaeOBaHUN MPEAINONATaloT, YTO Ha (PAapMaKOKHMHETUKY OO3€HTaHa y B3POCIHBIX
MAIMEHTOB HE OKAa3bIBAIOT CYIECTBEHHOI'O BIMSHUS Takue (haKTOphl, Kak MOJI, Macca Teja, pacoBas
MIPUHA/IJICKHOCTD UM BO3PACT.

HHemu

PesynbTatel uccnenoBanus GapMaKOKMHETHKU OJHOKPATHOM M MHOTOKpATHBIX 103 OO3eHTaHa IMpH
npueme BHYTph y 19 nereii ¢ JIAI' B Bo3pacte ot 3 no 15 ner (mpuem B 103€ 2 MI/KT Macchl Tena 2
paza B aeHb, AC-052-356 [BREATHE-3]), cBUACTEIBCTBYIOT O TOM, YTO CHCTEMHOE BO3JICHCTBHUEC
003eHTaHa CHU)KAETCSI CO BPEMEHEM B IOJHOM COOTBETCTBHUU C aBTOMHAYKIMOHHBIMH CBOMCTBaMHU
npenapata. Cpennue 3HaueHus AUC (CV %) Go3eHTaHa y AeTei, noiaydyaroumx 003eHTaH B J103aX
31,25 mr, 62,5 mr uam 125 Mr 2 pasa B ieHb, coctaBisu 3,496 (49), 5,428 (79), u 6,124 (27) ur«a/mu,
COOTBETCTBEHHO, M OBLIM HUXKE CpEAHEro 3HaueHus 3toro mnokazarens (8,149 (47) ur-~u/mn) y
B3pocibix nanueHToB ¢ JIAL, npunuMaBmmx 6o3eHTaH B 03¢ 125 mr 2 pa3a B 1eHb. B paBHOBecHOM
COCTOSIHUM CUCTEMHOE BO3eicTBUEe y aerell ¢ maccoit Tema 10-20 xr. 20-40 xr u Gomee 40 kr
COCTaBMJIO, COOTBETCTBEHHO, 43 %, 67 % u 75 %, OT COOTBETCTBYIOIIMX MTOKA3aTeJICH Y B3POCIIbIX.
Hapywenue ¢pynkyuu nevenu

VY nmanMeHToB ¢ NEYEHOYHON HEIO0CTaTOYHOCTBIO JIErKOW cTemeHH (Kiaacc A mo kiaccupuxanuu
Yaiina-11p10), cyiecTBEHHBIX U3MEHEHUH MOKa3aTenel papMakOKMHETUKH OO3€HTaHa HE OTMEUYEHO.
V 51ux nanuentoB paBHoBecHass AUC 6o3eHTaHa Obu1a Ha 9 % BbIIIE, a €r0 aKTUBHOTO METa00IuTa,
Ro 48-5033, - Ha 33 % BbIIIIE 110 CPABHEHUIO C AHATIOTUYHBIM TOKa3aTelleM 37J0POBBIX TOOPOBOJIBIIEB.
BnusiHue neyeHOYHON HEIOCTaTOYHOCTH YMEPEHHOM CTeneH! TskecTH (Kinacc B mo kimaccudukanum
Yaiina-I1p10) Ha papMakOKMHETHYECKHUE MTapaMeTpbl 003EHTaHa U €ro OCHOBHOTO MeTabonuta, Ro 48-
5033, uzyuanu y 5 marueHToB ¢ JIAT, 00yCIOBICHHOM MOPTATHHOM TUIIEPTEH3UEH, U TICYCHOYHOU
HEJ0CTaTOYHOCThIO YMEPEHHOM CTENEeHH TSKECTH, a Takxke y 3 mauueHtoB ¢ JIAL, o0ycnoBieHHOM
OpyTMMHM TpUYMHAMM, M HOPMaJbHOM (QyHKUMEH T[e4yeHH. Y TAalMeHTOB C IEeYEeHOYHOU
HEJ0CTaTOYHOCTHIO Kiacca B cpennee 3nauenue (95% nosepurenbHblii nHTEpBai, JJM) paBHOBecHOM
AUC 603enTana cocraBuio 360 (212- 613) ur=a/mi, T.e. 661710 B 4,7 pa3a BhIIIIE, a CpeAHEE 3HAUCHUE
(95% 1) AUC aktuBnoro metadonuta Ro 48-5033 cocrasmio 106 (58,4-192) ur+u/mi, 1.¢. B 12,4
pasa BbIIlIe, YeM y MallMeHTOB ¢ HOpMaJIbHOM (yHKIMEH nedenu (6o3eHTtan: cpeanee [95% JAN) AUC:
76,1 [9,07- 638] ur=u4/mu1; Ro 48-5033: cpennee [95% U] AUC: 8,57 [1,28-57,2] ur«u/mi). HecmoTps
Ha HEOOJIBIIIOE YHCIIO TAIIEHTOB M BHICOKYIO BapHabeIbHOCTh MOMYyUYEHHBIX TaHHBIX, TH PE3yIbTaThI
YKa3bIBalOT Ha 3HAUMUTEIbHOE YBEJIMYEHHE CUCTEMHOM SKCHO3MIMHU OO3€HTaHa M €ro OCHOBHOTO
Metabonura Ro 48-5033 y manueHTOB € MEUYEHOYHOM HEAOCTATOYHOCTHIO YMEPEHHOH CTENeHH
Tsokectu (ktace B mo knmaccudukanuu Yaitna-I1e10). @apmakoknHeTnka 003€HTaHA Y MAIMEHTOB C
TSDKEIION MeueHOYHON HemocTaTouHOCThIO0 (Kimacce C mo kiaccudukanuu Yaina-I1p10) He u3ydeHa.
[Ipumenenune 6o3eHTaHa MPOTHUBOIOKA3aHO y MAIMEHTOB C YMEPEHHOM U TSDKENOHM IMedeHOYHOU
HenoctaroyHocThio  (kmace B wmm C  mo  knaccudpukammu — Yaitng-IIeto, cm.  pasnen
«IIpoTuBOIIOKA3aHUAN ).



Hapywenue ¢ynxkyuu novex

VY nanuMeHToB ¢ NOYEYHON HEIOCTATOYHOCTBIO TSKEJION CTENEHHU TsDKECTH (KiHupeHe kpeatunuHa, KK,
15-30 mn/mMuH), KOHIEHTpanusi OO3eHTaHa B IJIa3Me KPOBH CHWXaercs npumepHo Ha 10%.
Konnenrpanuss merabosmToB 003eHTaHa B IUIa3ME€ KPOBH BO3pAcTaeT NMPUMEPHO B 2 pasza IO
CPAaBHEHMIO C TAalMEHTAMHU C HOPMAIbHOM (QyHKUIMEH HOYek. Y MalUeHTOB C IOYEeYHOMH
HE/I0CTaTOYHOCThIO He TpeOyercst Koppekuuu 103bl. [IpuMenenne 0o3eHTaHa Ha (hoHE remMoananusa
He WM3y4alnu. Y4uThIBasg (PU3MKO-XUMHUYECKHE CBOHCTBa OO3€HTaHa U €ro BBICOKYI CTEIEHb
CBSI3bIBaHUs C O€JIKaMU IJ1a3Mbl KPOBHU, 3HAUUTEIBLHOIO BBIBEACHUS O03€HTaHa U3 COCYAMCTOrO pyciia
BO BpeMsl FeMOJIMaIN3a HE 0’KUIAeTCsl.

Iloxa3aHnu K NPUMEHEHHIO

Jleuenue nerouHoil aprepuanbHOi runepreHsuu (JIAI) ¢ menpro yaydnieHHsl TOJIEPAHTHOCTH K
¢u3nYecKkuM HarpyskaMm M KIMHUYECKUX cMMOTOMOB y mauueHToB |1-1V ¢yHkimonansHoro kimacca
(®K) mo kmaccuduxanmu BO3, B3pochbix U 1eTeit crapiie 3-x JieT, BKIJas:

e [IepBUYHYIO (MAMOMATHYECKYIO M HaclleCTBeHHY10) JIAT,

e propuuHyto JIAI' Ha ¢QoHe ckiepoaepMuu MpH OTCYTCTBUH 3HAYMMOTO HWHTEPCTHIIMATBHOTO

MOpaXKEHUSI JIETKUX;

e JIATI', accounnpoBaHHYIO C BPOXKJICHHBIMH IIOPOKAaMH CEPALIA U, B YaCTHOCTH, C HAPYLICHUSIMU

nokasaresel reMOoIMHaMUKH 110 TUIYy CUHJIpoMa Di3eHMeHrepa;

CHU)XEHHE YHuClla HOBBIX JWTUTAIBHBIX $I3B Y B3pOCIBIX IPH CHUCTEMHOM CKIEpOAEPMHUU U
[IPOrPECCUPYIOLIEM SI3BEHHOM MOPaKEHUU KOHEUHOCTEH.
IIporuBonokasanus

e [loBpilIeHHAasT YyBCTBUTENIBHOCTb K Ipernapary BaseHekc wnm g000My H3 KOMIIOHEHTOB
npenapara;

e [leyeHOYHAss HEJOCTATOYHOCTh YMEPEHHOW U TsXkKeNoil creneHu TskecTw (kiaccel B m C mo
knaccupukanuu Yaina-Ilsto, cM. pazgen «PapmMakosoruueckKue CBONCTBay);

e lcxogHoe MOBBIIIEHUE AKTUBHOCTH «IIEYEHOYHBIX» TpaHCAMMHA3: ACT
(acnmapratamunotpanchepassl) n/unn AJIT (amanHuHamuHOTpaHc(epasbl) Oosnee yem B 3 pasza OT
BepxHei rpanuib HopMel (BI'TI);

e Tskenas aprepuanbHas TUIOTEH3Us (CHCTOJMMYECKOe apTepuaibHoe naBieHue (AJ]) menee 85
MM.PT.CT. y B3pocnblX; cucronndeckoe AJl <80% HM)KHEN TIpaHMIIBI HOPMBI, COOTBETCTBYIOLIEH
BO3PACTY U MOy peOeHKa);

e OnHOBpeMeHHbIM mpueM IMKiIocnopuHa A (cM. pasgen «BsaumopelicTBue ¢ Apyrumu
JIEKapCTBEHHBIMU CPEICTBAMUY);

e bepemenHocTh (cM. pasnensl «llpuMeHeHne mnpu OEpeMEHHOCTM W B TEPHOA TPYAHOTO
BCKapMJIMBaHUs», «OcoOble yKazaHU»);

e [IpyMeHEHHE y KEHIIMH C COXPAaHEHHBIM PENPOAYKTHBHBIM MOTEHIIMAIOM, HE IOJIb3YIOIINXCS
HaJeKHBIMH METO/IaMU KOHTpaLETUY;

e [lepuox rpyaHoro BckapMiIMBaHUS (OTCYTCTBYIOT KIMHUYECKHE JAHHBIE);

e [Ipumenenue y nereit 1o 18 neT A yMEHbIIEHUS YHUCIIa HOBBIX JUTUTAIBHBIX SI3B (B CBSA3H C
OTCYTCTBHEM KIIMHUYECKUX JTAHHBIX);

e Jlerckuii Bo3pact 10 3-X JeT (1 TabJIeTOK MOKPBITHIX MJICHOYHOM 000JI0UKOi).

C 0CTOPOKHOCTHIO

ApTtepuanbHasi THIIOTEH3HS.

IIpumeHnenne npu 6epeMEHHOCTH M B IIEPHOJL T'PYAHOT0 BCKAPMJINBAHHSA

bepemennocmo

B JOKIMHMYECKMX HCCIEeIOBAaHUSAX YCTAHOBJIEHA PENPOAYKTHUBHAS TOKCHYHOCTh OO3€HTaHa
(TeparoreHHoe 1 YMOPHUOTOKCHYECKOE AciicTBUE). JJaHHBIX 0 MPUMEHEHUU 003eHTaHa y OEPEMEHHBIX



JKEHIIUH HeT. BO3MOXHBIA PUCK Ul 4yesloBeKka HeusBecTeH. [Ipumenenue npenapara BaszeHekc BO
BpeMs OEpEMEHHOCTH POTHUBOIOKA3aHO (CM. paszen «IIpoTuBomokasanus»).

IIpumenenue y HeHwun ¢ COXpaHeHHbIM PEnPOOYKMUBHBIM HOMEHYUAIOM

Ilepen Hawamom JiedeHMsl mpenaparoM BaseHeKC y JKEHIIMH C COXPaHEHHBIM DPENpOyKTUBHBIM
MOTEHIIUAJIOM CJIEyeT MOATBEPIUTh OTCYTCTBHE OEPEMEHHOCTH, OOCYAUTh HAJEKHbIE METOJIbI IO
MpeynpexaeHUI0 OEpeMEHHOCTH W HayaTh IPUMEHEHHE KOHTpAleNIMU IO COOTBETCTBYIOLICH
coriacoBaHHoOM cxeme. [lanMeHThl M Bpauu AOKHBI YYUTHIBATH TOT (DAKT, YTO OO3EHTAH MOXKET
CHUXAaTh 3¢ (HeKTUBHOCTH TOPMOHAJIbHBIX KOHTPaLEHNTUBHBIX CpENCTB BCJICJICTBUE
(bapMaKkOKMHETHUECKOr0  B3auMmojeWcTBus (cMm. pasgen  «BzaumopeiictBue ¢ JApyrumu
JIEKapCTBEHHbIMU cpeiacTBamMmu»). IloaTomMy JKEHIIMHaM ¢ COXpPaHEHHBIM pPENpPOyKTUBHBIM
IIOTEHLIMAJIOM HE PEKOMEHAYETCS HMCIOJIb30BaTh METOJ IOPMOHAJIBHOM KOHTpALENLUU (BKIHOYAS
JIEKapCTBEHHbIE IIpernaparbl, IPHUMEHSEMble BHYTPb, B BHAE WHBEKLUUN, TpPaHCAEPMAIbHBIX
TEPaNeBTHUECKUX CHUCTEM WIIM MMIUIAHTATOB) B KAYECTBE €AMHCTBEHHOI'O METO/a; UM HEOOXOIMMO
MIPUMEHATH JIONOJIHUTENIbHBIA WM aJIbTEPHATUBHBIA HAJEKHBIA MeTon KoHTpauenuuu. [lpum
COMHEHHUSAX B HAJCKHOCTH BBIOPAHHOTO METOJa KOHTPALCTIUU MAIMEHTKE CIIeAyeT O0paTUThCs K
Bpady-THHEKOJIOTY JJIsi HHAWBHUIyalIbHOTO 1M0A00pa METO[a KOHTPALICTIIUU. Y YUTHIBAasi BOZMOYKHYIO
Hed(p(HEeKTUBHOCT, TOPMOHAJIBHOW KOHTPALICTIIMA W BBICOKMI PUCK HETAaTUBHOTO BIIHSHHUS
O0epemenHoctd Ha TeuyeHue JIAI, Bo Bpems Tepanmuu npenapaToM BazeHekc pekoMeHmyeTcs
€KEMECSIYHO TPOBOJIUTH TECT HA OEPEMEHHOCTb, YTO MO3BOJHUT JHATHOCTHPOBATH OEPEMEHHOCTh Ha
paHHUX CPOKaX.

I pyonoe eckapmnusanue

He ycrtanoBneHo, Bbigensiercs nu OO3€HTaH B IpyAHOE MOJOKO. Ecianm HeoOxoaumMo mpoBeneHHE
Tepanuu mpenaparoM BaseHekc B NEpHOJ JIaKTalluu, TPYJHOE BCKAapMIIMBAaHUE PEKOMEHAYETCA
MIPEKPATUTb.

DepmunvHocmo

B nokIMHMYECKUX HMCCIeI0BaHUSAX BBISBICHO BIIMSHHE HA CEMEHHUKH. Pe3ynbTaThl KIIMHUYECKOTO
UCCIIEIOBaHMs TOKa3alu, 4yTo y 8 u3 24 nanueHToB-MyxuuH ¢ JIAT yepe3 3 unu 6 mecsieB JiedeHUs
003EHTAaHOM OTMEYAJIOCh YMEHBIIEHHWE KOHIEHTpaluu crepMmbl Ha 42 % u 0ojiee OT HMCXOJHBIX
3HaueHu. Ha ocHOBaHMM KIMHMYECKUX M JOKJIMHUYECKUX [aHHBIX HENIb3s HCKIIOYUTH PUCK
HEraTUBHOIO BIUSHMA OO3€HTaHA Ha CIEpPMaTOreHe3 Yy MYX4YMH. Henb3s HCKIIOYMTH
HeOJIaronpusATHOE BIMSHUE JIMTENBHOIO JIUeHUs] OO3EHTAaHOM Ha CIepMaToreHe3 y MallMeHTOB-
MaJIbYUKOB.

Cnoco6 npuMeHeHus U 103bI

TaGneTku, MOKpBITBIE IUIEHOYHOM O00O0JIOUKOH, cliefyeT NMPUHUMATh BHYTPh YTPOM M BEYEpOM,
HE3aBHCHMO OT BPEMEHHM NpUeMa MUY, HE Pa3KeBbIBAs U 3allKBast BOJOM.

Jlezounasn apmepuanvran 2unepmen3us

Jleuenne u HAOMIOIEHNUE JTOJKEH TTPOBOIUTH TOJIBKO Bpad, UMEIOMNN onbIT JeueHus JIAT .
Ilpumenenue y 83pocuvix

VY B3pocibIX HavalbHas 103a rpenapara Baszenekc cocrapmuser 62,5 mr 2 pa3a/neHs (yTpoM U Be4epoM)
B TE€UEHUE 4 HEZENb, 3aTEM 103y MOKHO YBEIUYHTH 110 NOIIEPKUBAIOLIEHN 103bl, KOTOpask COCTaBIISIET
125 mr 2 pa3a/neHs.

OTUM peKOMEHIANMAM HYXKHO CJI€JI0BaTh U NPH BO30OHOBJIEHUH MpUeMa Ipenapara Bazenekc nmocie
nepepsiBa B JiedeHuu (cM. paszaen «OcoOble yKazaHus).

Ilpumenenue y oemeui 3 1em u cmapuie

Pexomenayemas TeparneBTHUecKasi qo03a mpenapara BaseHekc y AeTei cocTaBiseT 2 MI/KT yTpOM U
BeuepoM. B wucciaemoBannu AC-052-356 [BREATHE-3] mnpuMeHsuid CIEAYIONIYIO CXEMY
JO3UPOBAHUS:

Macca tena (Kr) ‘ HavanpHas no3a (4 Hepenn) ‘ [TonnepxxuBaromas n103a ‘



10<x>20 31,25" mr 1 pa3 B JI€Hb 31,25  mr 2 pasa B JIeHb

20 <x <40 31,25  mr 2 pasa B JIeHb 62,5 mr 2 pasa B IeHb

>40 62,5 mr 2 paza B IeHb 125 mr 2 pa3za B 1eHb

*
B clyyae HEOOXOOUMOCTH npuema B no3e 31,25 Mr npuHMMaTh mpenapatsl OO3€HTaHA B
COOTBETCTBYIOLIUX JIEKAPCTBEHHBIX (POpMax

Tepanus 6 cayuae kiunuueckozo yxyouenus JIAI

CnenyeT paccMOTpPETh BO3MOXHOCTh IIPUMEHEHHUS albTEPHATHBHBIX METOJOB JICUEHUS B Cllydae
KJIIMHUYECKOr0 yXyALIEHUs (HalpuMmep, NP YMEHbUIEHUM JUCTAHLIMM IO pe3yJbTaTaMm TecTa ¢ 6-
MUHYTHOHM X000 He MeHee yeM Ha 10 % 1o CpaBHEHUIO C UCXOAHBIMU MTOKA3aTEIsIMH ), HECMOTPS
Ha MpUMeHeHue npenapara BaszeHekc B TeueHune He MeHee 8 Heflelb (M3 HUX B PeKOMEHyeMoil 103e -
He MeHee 4 Henenb). OHAKO Y YacTH MalMeHTOB Mpu HedPPEeKTUBHOCTH Mpenapara Basenekc nocie
8 Henenb MPUMEHEHHUS, TOJIOKUTEIBHBINA 3PPEKT MOKET HAOIIOIATHCS MOCIE AOMOJIHUTENBHBIX 4-8
HEZIeJb JICUEHUSI.

[Ipy HacTymjaeHUM KIMHUYECKOIO YXY/IIICHHS CITyCTS HECKOJBKO MECALEB JIEYEHHS IpenapaToM
Basenekc, 11e51€c000pa3HOCTh €ro AajdbHENIIero IPUMEHEHUS CIe1yEeT OLEHUTh 3aHOBO. Y BEJINUCHHE
1036l mpenapara Bazenekc mo 250 mr 2 pasa/neHb y HEKOTOPBIX MALMEHTOB, MIPU HEJOCTATOYHOM
s dekTUBHOCTH ero 103kl 125 Mr 2 pasa/neHb, MOXKET CIoCOOCTBOBAaTh HEKOTOPOMY IOBBIIICHUIO
TOJICPAHTHOCTH K (pu3mueckoit Harpyske. Cieayer TIIaTeabHO B3BECUTHh COOTHOIIEHHUE IMOJIb3a/PUCK
JUIS TIPUHATHS pelieHusi 00 yBeIMYEHUHU J03bl Mpernapara, IpUHUMas BO BHUMaHUE 3aBUCHMOCTD
rernaToTOKCHYECKOro AecTBU npenapara BazeHeke oT ero 103bl.

IIpexpawenue mepanuu

NmeeTcst orpaHUYEHHBIN ONBIT BHE3AMHOI'O MPEKpallleHus Tepanuu rpenapaToM BaseHekc nanueHTos
c JIAT, npu 3TomM naHHBIX O pe3kom yxyameHuu JIAI He momyueno. TemM He MeHee, B LIETSAX
MIPEOTBPALLEHUS YXYIIICHUsS COCTOSHUS NAlUEHTa H3-32 BO3MOYKHOTO pa3BUTHUA CHUHApPOMaA
«OTMEHBI», PEKOMEHYyeTCS IOCTENEHHOE CHI)KEHUE J103bl (HAlOJIOBMHY B TeueHue 3-7 aHel) u
OJIHOBPEMEHHOE Hayajio aJbTEPHATUBHOW Tepanuu. PekoMeHIyeTcsi peryaspHblid KOHTPOJIb
KJIMHUYECKOTO COCTOSIHUS MALUEHTA B IEPUOJ OTMEHBI JICUEHUSI.

Ecnu npunsto perienue 06 oTMeHe mpenapaTta BaseHekc, ero 103y cieayer CHUXaTh MOCTENEHHO,
OJIHOBPEMEHHO HauMHas aJIbTEPHATUBHYIO TEPAIHIO.

CHudicenue Ho8bIX OUSUMATILHBIX 5136 ) 63POCTIbLIX NPU CUCTNEMHOU CK1epO0epMULL

Haznauenue nedenus u HaOMIOACHHUE 32 HUM JIOJDKEH OCYLIECTBIIATH TOJBKO Bpay, UMEIOIIUN OIBIT
JICYEHUSI CUCTEMHOM CKIIEPOJIEPMUMU.

VY B3poCHBIX MAalMEHTOB HaudajdbHas Jo03a mpernapata BazeHekc cocramisier 62,5 Mr 2 pasza/lneHb B
TedyeHue 4 Hezienb, 3aTeM 71033 YBEJIIMYMBAETCS 10 MOJAepkuBatomieid - 125 mr 2 pasza/neHb. OTum
pEKOMEHIalMsAM HYKHO CIIe[OBaTh U MpU BO30OHOBJICHHMU TpHEMa MperapaTa Mocie MepephiBa B
nedeHuu (cM. pazaen «Ocobblie ykazanus»). KnuHu4eckuii onbIT MpUMeHeHHsI 003eHTaHa 110 TaHHOMY
MIOKA3aHUIO HE IIPEBBILIAET 6 MECALIEB.

Heo6xomumo perynsipHO orieHuBaTh 3PPEKTHBHOCTh TEPAMUA U HEOOXOIUMOCTh €€ MPOJTOHKCHHUS.
CrnenyeT mpoBOAWUTH HaAJIeKAIMNA aHAIU3 COOTHOUIEHMS IMOJb3bl OT TEpanuu M MOTEHIUAIBHOTO
pHrCKa MOOOYHBIX PEAKIIUN C yIeTOM T'elmaTOTOKCHYHOCTH Tpemnapara Bazenekc (cM. pazaen «OcoObie
YKa3aHUs»).

IIpumenenue y demeii

Jlannbpie 00 >PQPeKTUBHOCTH M 0€30IMaCHOCTH MPUMEHEHHUs 0O3eHTaHa MO JAHHOMY MOKa3aHUIO Y
nauueHToB miaame 18 et orcyTcTByoT. @apMakOKHMHETHKY npernapaTta BazeHekc y aereil ¢ JaHHbIM
3a00JIeBaHUEM HE U3YYaIIH.

Ilpumenenue y ocodvix cpynn nayuenmog



Hapywenue ¢ynxyuu nevenu

He Tpebyercss koppekiuu A03bl Y MAIUEHTOB C MEUYEHOYHOW HENOCTATOYHOCTHIO JIETKOW CTETICHH
TsokecTH (kiace A no kinaccudukanuu Yaitna-I1sto, cMm. paszgen «PapMakoIOTHUIECKUE CBOHCTBAY).
IIpenapaTta Ba3eHnekc npoTHBONOKa3aH NAUEHTaM C I€YEHOYHONW HEIOCTATOYHOCTHIO YMEPEHHOU U
TsoKeno creneHu Tspkectn (kiaccbl B m C mo knaccudukanum Yaina-ITero, oM. pasuens
«IIpotuBomnokazanusa» u «OcoOble yKa3aHUA»).

Hapywenue ¢pynkyuu nouex

JlJig manueHToB ¢ HapylIeHUsIMU (YHKIMH [TOYEK U MAI[MEHTOB, HAXOAAIIUXCS HA TeMOIUaIn3e, He
TpeOyeTcst KOppEeKIUH J103bI penapara Bazenekc (cM. paznen «@apMakoI0orH4ecKie CBONCTBAY).
IIpumenenue y noscunvlx nayueHmos

VY manueHToB crapuie 65 jet He TpeOyeTcsi KOppeKLUs A03bI Ipernapara.

ITo0o4Hoe neiicTBHE

B 20 mutane60-KOHTPOIUPYEMBIX HUCCIIEIOBAHUAX, TPOBEICHHBIX M0 Pa3IMYHBIM MOKa3aHusiM, 2486
MalMEeHTOB MoJTydayii 6o3eHTaH B 103ax oT 100 mr g0 2000 Mr u 1838 manueHToB mosrydaiu mianeoo.
[IpoaomKUTEeNsHOCTD JICYEHHS COCTaBUIIA B cpeiHeM 45 Hezenb. HexxenarenbHbIMU JIEKapCTBEHHBIMU
peakuusmu (HJIP) cuntanu coObiThs, KoTOpbie Habmoganuch y 1 % u 60s1ee naeHToB, MOIy4aBIInX
003eHTaH, ¢ YacTOTOM, MO KpaitHeit mepe, Ha 0,5 % BbIIlIe, YeM y MAIIMEHTOB, MOJyYaBIINX MIANeoo.
Haubonee vacto ormevanu roioBuywo 6osb (11,5 % nporus 9,8 %), oTekn HIMKHUX KOHEYHOCTEH
n/mmm 3aaepxky sxkuakoctu (13,2 % mpotuB 10,9 %), MOBBIIEHHE AKTUBHOCTU «IIEYEHOYHBIX)
tpancamuaaz ACT w/mm AJIT (10,9 % npotus 4,6 %) u anemuro/cHkeHue remorsioonna (9,9 %
npotus 4,9 %).

[Ipumenenne 0OO3€HTaHa aCCOLUMUPYETCS C  J0303aBHCHUMBIM  TOBBIIIEHHEM aKTUBHOCTH
«TEYEHOYHBIX)» TPAHCAMHMHA3 U CHUKEHHEM reMoryioonHa (cM. pasnen «Ocolble yKa3aHus»).
Vkazaunble Huxe HIIP 3apeructpupoBanbl B KM M B MOCTperucTpalluOHHOM NIEpHOJE U
MPEJICTABICHBl COTJACHO TEPMHUHOJOTUU MEIUIIMHCKOTO CIIOBaps, [JIs HOPMAaTHBHO-TPAaBOBOM
nestenbHoctTt MEDDRA. B 3aBucumocty oT yactoThl Bo3HHMKHOBeHMs HJIP crpynnupoBansl
cienyromuM obpa3om: odeHb dacto (>1/10); gacto (>1/100, <1/10); newacro (>1/1000, <1/100);
penxo (>1/10000, <1/1000); ouens peaxo (<1/10000), yacTora HEM3BECTHA (HE MOXKET OBITH OIlEHEHA
10 UMEIOIIUMCS JaHHBIM).

B kaxnon yacrornoi rpynne HJIP nipeacrasieHsl B OpsIKe YMEHBILIEHUs CTEIIEHU cepbe3HOCTU. He
OTMEYEHO KIMHHYECKH 3HauuMbIX paznunuuil mexay HJIP B oOmieil 6a3ze naHHBIX W OTAEIBHO IO
3apETUCTPUPOBAHHBIM MTOKA3AHUSM.

Hapywenus co cmoponul kposu u numgamuieckou cucmemol

YacTo: aHemMus, CHUYKEHHE TeMOTI00MHa;

Heuacro: TpOM6OIII/ITOHeHI/I${l, HEUTpPOIIECHUS, nefikoneHus’;

YacToTa HEM3BECTHA: AHEMUS UM CHIKEHHE TeMOTIIo0nHa, Tpedyrommee reMoTpancdysuu’.
Hapywenus co cmoponvl ummynHotl cucmembl

Yacro: peakuuy MOBBIILIEHHOW YYBCTBUTEIBHOCTH (BKJIIOYAsl E€PMATUT, KOXKHBIA 3yd U KOXKHAA
CLIHB)Z;

Pejiko: aHaUIaKTHYECKHE PEAKIIUU U/UIIM aHTHOHEBPOTHUECKHil oTek’.

Hapywenus co cmoponuvl HepeHoll cucmembl

OueHb YacTo: rojoBHas 6OIbS;

Yacro: o6mopox 14,

Hapywenus co cmoponul cepoya

Yacro: omrymenue cepauebuenns .

Hapywenus co cmoponwl cocyoos

YacTo: «IIpHIUBBI» KPOBH K KOKe uIa, cHmkerne AJ[ 14,

Hapywenus co cmopoHbl ObixamenvHoll cucmemsl, opeanos pyOHOU KIemKU U CpeooCmenus



YacTo: 0TEK CIU3UCTON 000I0UKHU HOC&l.

Hapywenus co cmoponul srcenyoouno-kuuieuHo2o mpaxkma

Yacro: ractpos3odareanbHast pediiiokcHas 60J1e3Hb, Uapes.

Hapywenus co cmoponuvl neyenu u scenuegobl800auux nymet

OudeHp 9acTo: NU3MEHEHHE TTOKa3aTeIIeH (bYHKHI/II/I IICYCHU,

HeuacTo: moBbIlIeHNE aKTUBHOCTH «IedeHOUHbIX» TpaHcamuHa3 (ACT, AJIT) BcineacTBue rematura
(BKJTIOUAs! BO3MOMKHOE 000CTPEHHUE CYIIECTBYIOIIETO IeIIaTHTA) H/HITH KEITYXH

PeI[KOZ OUPPO3 IICYCHU, IICYHCHOYHAsA HeI[OCTaTOLIHOCTBl.

Hapywenus co cmoponul kodicu u noOK0N*CHbIX MKaHel

Yacro: spurema.

Obwue paccmpoticmea u HapyueHust 8 Mecme 66€0eHs.

OueHp 4acTo: OTCKU, 3aJICPIKKa )KI/IIIKOCTI/IS.

!laHHble MOMyYEHBI M3 MOCTPETMCTPAMOHHBIX HAOJIONEHWI, Y4acTOTa ONpeAeTeHa C MOMOIIBIO CTATHCTHYECKOTO
MO/ICTIMPOBaHUS JAHHBIX I1ane0o0-koHTponupyembix KU.

2Peakuiy HOBBIIIEHHO YyBCTBUTEILHOCTH OBLIM OTMEYEHH! Y 9,9 % MalueHToB, KOTOphle Hoaydany 6o3eHtan u'y 9,1 %
- mane6o.

TonosHyo 60716 oT™Meuanu 11,5 % namueHToB, KOTOpBIE OJTydany 603eHTaH, U 9,8 % - miaue6o.

*JlaHHBIE PEaKIMH TAKXKE MOTYT ObITh 00YCIOBIEHBI OCHOBHBIM 3a00JI€BAHNEM.

TlosBIEHNE OTEKOB M 3a/IEPKKY KUIAKOCTH OT™Medanu 13,2 % ManueHToB, KOTOpBIE ToNydanu Gosenrad, u 10,9 % -
wrare0o.

B nmoctperucTpalliOHHOM IE€PHOJE OTMEYEHbl pEAKUE CIydyau LHUppO3a IEYEHW HEU3BECTHOM
STHOJIOTUU Ha (POHE IIIUTENBHOMN Tepanuu O03eHTAHOM Y MAIIMEHTOB C TSHKEIBIMU COMYTCTBYIOIIUMHU
3a00J€BaHUAMY, OJIHOBPEMEHHO NPUMEHSIOIMX Jpyrue JIeKapCTBEHHbIE IpenapaThl. Taxke
3apEeTrUCTPUPOBAHbl PEIKUE CIIyyad Pa3BUTUS INEUEHOYHOM HEIOCTaTOYHOCTH. OTH HaOIIOJICHUA
MOJTBEPKIAIOT HEOOXOAMMOCTh O0S3aTENBHOIO €XEMECAYHOIO KOHTPOJsA (PYHKIUM IIE€UYeHH B
TE4YEeHHUe BCEro Iepuoja jeueHus: 003eHTaHoM (cM. paznent «Ocolble yKazaHUsD»).

Ilpumenenue y oemeit

Hexonmponupyemvie KU y demeti

[Tpoduns 6e3omacuoctu 603enTana y aereit (BREATHE-3: n=19, 6o3entan 2 mMr/kr 2 pasa B JIeHb B
TedeHue 12 Henenb) HE OTIMYAICS OT COOTBETCTBYIOLIEro Mpoduist 0€30HMacHOCTH Y B3POCIBIX
nanueHToB ¢ JIAI' B 6a3ucHbIx uccnenoanusx. Hanbonee yacto y gerei oTMedann «IpuiIuBbD» KPOBU
(21 %), ronoBHy!0 00JIb U U3MEHEHHE MoKazaTesell (yHKIMOHAIBHBIX «IeUeHOYHBIX» TecToB (16 %
st kaxxao HIIP).

OO6001IeHHbIN aHaTN3 Pe3yIbTATOB HEKOHTPOIUPYEMBIX MeIUaTPUUYECKUX UCCleI0BaHUi 003eHTaHa
B JIEKapCcTBEHHOH (popme nucneprupyemslie TabneTku no 32 mr Bkitoyan gaHueie 100 nereii ¢ JIAT.
bozenTan HazHayanu B 103€ 2 MI/KT Macchl Tena 2 pasa/nensb (m=33), 2 MI/Kr Macchl Tena 3 pasza/faeHb
(n=31) um 4 mr/kr Macchl Tena 2 pasa/neHs (m=36). B MOMEHT BKJIFOYCHUS B HCCIICIOBAHUE BO3PACT
6 MalMEeHTOB COCTABIILI OT 3 MecsueB 10 1 roga. 15 namuedTos - ot 1 roga a0 2 jetT 1 79 namueHToB
- oT 2 1o 12 ner. MeauaHa mpoIOJDKUTENLHOCTH JieueHus: coctaBuia 71,8 memens (ot 0,4 mo 258
HEJIEIIb).

ITpoduib Ge30macHOCTH y JETEH 10 JaHHBIM 00BEIMHEHHOTO aHaJIN3a ObUT TAKUM ke, KaK B OCHOBHBIX
UCCIIEIOBAaHMUX y B3pOCHbIX mauueHToB ¢ JIAI, kpoMe 4acToThl MH(EKLIMOHHBIX OCIO0XHEHH,
KOTOpBIEe ObLTH OOJiee YaCThIMU y JIeTeH, 4eM y B3pocibix (69% B cpaBHeHuu ¢ 41,3%). 310 oTInyme
YaCTUYHO MOXKET OBITh OOBSICHEHO O0Jiee ATUTENbHBIM JieueHueM y nereit (meauana 71,8 Henenb) B
CpaBHEHUU ¢ B3pocibIMU (MeauaHa 17,4 Henens). Hanbomnee yacTeiMu HEXENaTETLHBIMU SBJICHUSIMHU
ObUTH MHPEKIIMU BEPXHUX JbIXaTeNbHBIX IyTel (25%), nerounas (aprepuaibHas) runeprensus (20%),
Hazodapunarut (17%), mupexcus (15%), ppota (13%), 6pouxut (10%), 60116 B s)xuBote (10%) u nuapes
(10%). YacToTa HEXeNaTeNbHBIX SABJICHUHA CYIIECTBEHHO HE pa3inyajiach y MAIlAEHTOB MIIAJIIIE WUITH
cTapuie 2 JIeT, OTHAKO ATOT BbIBOJl OCHOBAH Ha JAaHHBIX TOJIBKO 21 marnueHTa B Bo3pacrte A0 2 JeT U 6



MAIMEeHTOB B Bo3pacTe oT 3 MmecaueB 1o 1 rona. Hapymenus GyHKINN NEYEHU U aHEMUS/CHUKCHHE
reMorioouHa Habmronanuch y 9 % u 5 % manuueHToB, COOTBETCTBEHHO.

B pannoMu3npoBaHHOM M1a1ie00-KOHTPOIUPYEMOM UCCIIE0BAHNH Y MALMEHTOB C IEPCUCTUPYIOLIEH
nerouHoi aprepuanbHoi runeprensueid HoBopoxaeHHbIX (IIJTAT'H, FUTURE-4) 13 HOBOpOXI€HHBIX
MoJIydajau Jucreprupyemble TabieTku Oo3eHTaHa B J103€ 2 MI/KI Macchl Tena 2 pas3a/ieHb, 8
MAlUMEHTOB MOoJy4yanu Iane6o. Menuana NpoOAOIKUTEIBHOCTH JIeUeHUs OO3EHTaHOM U IpHeMa
mIanedo COCTaBUIIN, COOTBETCTBEHHO, 4,5 nHs (ot 0,5 no 10 gueit) u 4,0 aus (ot 2,5 no 6,5 nHei).
CaMbIMH YaCThIMH HEXeEJIaTeIbHbIMU SBJICHUSMU y JIeTeH, MOdy4yaBIIMX 003€HTaH U manedo, Obuid,
COOTBETCTBEHHO, aHEMHSI HJIM CHID)KEHHE reMoriioonHa (7 U 2 malueHToB), FTeHepalu30BaHHbIE OTEKH
(3 1 0 naiguenToB) u poTa (2 u 0 MaLMEHTOB).

H3zmenenue nabopamopuvix nokazamenei

H3zmenenue axmuenocmu «ne4yeHOuHbIX» MPAHCAMUHAS

B xnmMHuYeckoil npakTuke nmpuMeHeHne 003eHTaHa COMPOBOKIAIOCH 10303aBHCUMBIM MTOBBILICHUEM
AKTUBHOCTH «II€UEHOUYHBIX» TPaHCAMHHA3 B TeueHUe 26 HeNeNnb JIeYeHHUs, KOTOpOe Pa3BUBAJIOCH
MIOCTETIEHHO U, KaK MpaBujio, 6eccuMNTOMHO. B mocTperucTpaiiioHHOM MEpUOAe OTMEUEHBI PEeIKHe
Clly4ad IIUppo3a MeYeHH U MEeUYEeHOYHOM HeJocTaTouHOCTH. MexaHu3M pa3Butus 3tux HJIP HesceH.
[ToBpIllIEcHHAs] aKTHUBHOCTh «IMEYCHOYHBIX» TPAaHCAMHHA3 MOXET CIHOHTAHHO HOPMAaJU30BaThCS Ha
¢done nmpuMeHeHHst 003€HTaHA B MOJACPKUBAIOLICH J103€ WM MOCJE €e CHIDKEeHUs. TeM He MeHee,
MIPEKpALLEHUE JIEYEHUS] WIK KPaTKOBPEMEHHBIN MEPEPBIB B TEPAIIUU BCE YK€ MOYKET MOTPEOOBATHCS
(cM. pazzaen «Ocobble yKazaHUsm»).

B 20 mpoBeaeHHBIX IUIae00-KOHTPOJIMPYEMBIX HCCIEAOBAHMAX TIIOBBIIICHHE AaKTHBHOCTHU
«TEYEHOYHBIX» TpaHcaMuHa3 B 3 pa3a u O6omnee BepxHel rpanuiisl HOopMbl (BI'H) otmedeno y 11,2 %
MAMEHTOB, MOJTy4YaBIIMX Oo3eHTaH, Uy 2,4 % - mnanebo. [Torimenue B 8 u 6oree pas Boie BI'H
3aperucTpupoBaHo y 3,6 % nanueHToB, noilyyaroumx 6o3enrat, u'y 0,4 % - miane6o. OTMeueHo, 4To
Ha QoHe JiedeHHs] 003EHTAHOM TOBBIIICHUE aKTUBHOCTH «II€YEHOYHBIX)» TPAHCAMUHA3 COUYETAIOCH C
MOBBIIIEHUEM KOHIEHTpaluuu OwnnpyOuHa B Iu1a3Me KpoBU (B 2 u Gomee pa3 Bwimie BI'H) mpu
OTCYTCTBHH y MallMEHTOB 0OCTPYKIMHU KemdeBbIBOAAINX myTel B 0,2 % ciydaes (5 manMeHToB), a Ha
(dhone mpumenenus mianedo - B 0,3 % ciayyaes (6 maueHTOB).

[Ipu o0600meHHOM aHanmu3e naHHbIX, nonydeHHbIX y 100 mereit ¢ JIAIT (HexoHTpoiaupyembie
neauarpudeckue uccienoBanuss FUTURE 1/2 u FUTURE 3/Extension), MOBbIIIEHHE aKTUBHOCTH
«TIEYEHOYHBIX» TpaHcaMKHa3 B 3 pa3a u 6osee BI'H nabmonanocs y 2 % mnanueHTos.

VY 13 noBopoxaennsix ¢ IINIAT'H (FUTURE-4), kotopsle nosryyanu 603eHTaH B /103€ 2 MI/KI' MacChl
tena 2 paza/aenp menee 10 mueit (ot 0,5 mo 10 gHeit), He HAOMIOJANM TOBBIIIEHUS AKTUBHOCTH
«TIEYEHOYHBIX» TpaHCaMHHa3 B 3 pa3a u Oosee Boiie BI'H, HO uepe3 3 nHs mocine oTMeHbl 003eHTaHa
y OJTHOTO TalueHTa Obll AMAarHOCTHPOBAH I'eMaTHUT.

LI'emocnobun.

B nnane60-KoHTpoIMpyEMbIX UCCIIETOBAHUIX CHUKEHHE reMOrJI00MHa B CPABHEHUH C UCXOJHBIM JI0
ypoHs HUKE 100 1/71 661710 0OT™MEUeHO Y 8,0% B3pOCIBIX MAIIMEHTOB, MOJTyYalomux 003eHTaH, u 'y 3,9
% - nnarne6o (cM. pazaen «Ocobblie ykazanus»). [Ipu 06001meHHOM aHau3€e JaHHBIX, MOJTYYEHHBIX Yy
100 neteii ¢ JIAT' (nekonTponupyemblie neguarpuueckue uccaenoBanus FUTURE 1/2 and FUTURE
3/Extension), CHM)KCHME T'eMOIJIO0OMHA B CpPaBHEHHMM C MCXOAHBIM a0 ypoBHA Hmxke 100 r/n
Habmonanock y 10% manuentos. CHImkeHHEe reMoriaoouHa Hrke 80 T/11 0TMEYeHO He ObLIO.

Y 6 w3z 13 noopoxaeHHsix ¢ I[IJIATH (uccnenoBanme FUTURE-4) ormewanu cHuxeHue
reMOorJIoOMHa OT UCXOHO HOPMAJIBHOT'O /10 YPOBHSI HUKE HUYKHEHN rpaHUIIbl HOPMBI Ha (DOHE JICUEeHUS
003eHTaHOM.

Ilepeno3upoBka

boseHnran mpumeHsiu B omHOKpaTHOU f03e 2400 Mr y 370poBBIX 100poBOIBIEB U B g03e 10 2000
MTI/JIeHb B T€UE€HHUE 2 MECSAIEB y MALIUEHTOB ¢ Apyrumu, kpome JIAT', 3a0oneBanusamu. Hanbomnee yacto



BcTpeyvaromieiics [1JIP Obia rosoBHas 00k OT JIETKOW 10 YMEPEHHONW MHTEHCHUBHOCTH.

Tspxenas nepeao3upoBKa MOKET IMPUBECTH K BBIPAXKEHHOMY CHIDKEeHUIO AJl, TpeOyromemMy akKTUBHOM
CEpAEYHO-COCYIUCTON Tepanuu. B MOCTperucrpalilioHHOM NEPUOAE 3apETUCTPUPOBAH  Cllydaid
MePeI03UPOBKHU Y Malb4YHKa-moapocTKa mocie npuema 10 000 mr 603eHTaHa, KOTOPBIA TPOSBIISIICS
TOIIIHOTOW, PBOTOW, CHIKeHHEM AJl, TOJIOBOKpYXEHHEM, MOBBIIICHHBIM IOTOOTICIICEHUEM H
HapyUICHUEM 4YEeTKOCTHU 3pUTENIbHOTO BocHpHATHs. COCTOSHHE IOJHOCThIO HOPMAIM30BajoCh B
TeueHne 24 4yacoB Ha (OHE MOACP>KUBAIOIICH THUIIEPTEH3UBHOM TEpaITiH.

bosenran He ynansercs npu reMouaimse.

B3anmopaeiicTBue ¢ APYruMH J1eKaAPCTBEHHbIMH MpenapaTaMu

Bosenran siBisiercss MHAYKTOpoM m3odepMeHToB cuctembl ruroxpoma P450 CYP2C9 u CYP3A4, u
M0 JaHHBIM uccienoBanuil in vitro, Bo3moxkHo, CYP2C19. IloaToMy, mpu OJHOBPEMEHHOM
NPUMEHEHHUHU Tpernapara BazeHeKe M JIeKapCTBEHHBIX CPEICTB, META00IM3M KOTOPBIX OMOCPEIOBaH
STUMH HM30(EpPMEHTAMHU, MX KOHLEHTpalUs B IUIa3Me KpoBU cHuxkaerca. CreayeT yduThIBaTh
BO3MOXXHOCTh CHIDKEHUS 3((EKTUBHOCTU JIEKAPCTBEHHBIX CPEICTB, META0O0JIM3M KOTOPBIX
OCYIIECTBIISIETCS C y4acTUEM yKa3aHHBIX BbIlIe M30pepMeHTOB. Bo3MOXKHO, Tocie Hayana mpueMa
npernapata BazeHekc, M3MEHEHHsS €ro J03bl WM €ro OTMEHBI, MOTpPeOyeTcs M3MEHEHHE J103bI
OJIHOBPEMEHHO IMPUMEHSAEMBIX JIEKAPCTBEHHBIX CPEJCTB.

bo3zenran mnoxasepraercs wmerabonusmy mpu yudactuu uzopepmerntoB CYP2C9 u CYP3A4.
WNurubupoBanue ykazaHHBIX M30()EPMEHTOB MOXKET COIPOBOXAATHCS MOBBIIIEHUEM KOHIIEHTPALUU
003eHTaHa B IIa3Me KPOBH (CM. KETOKOHa30J). Brnusaue narnbutopos nzopepmenta CYP2CY na
KOHIIEHTpalKio 003eHTaHa B MJIa3Me KpoBH He u3ydanu. [Ipu oqHOBpeMEHHOM MPUMEHEHUU C HUMU
clieyeT coOII0AaTh OCTOPOKHOCTb.

@nykoHnazon u opyaue uneubumopwl usogepmernmos CYP2C9 u CYP3A44

OpHoBpeMeHHOE NpUMEHEeHHe mpenapaTa Basenekc ¢ (aykoHa3070M, KOTOPBIH WHTHOUPYET, B
ocHoBHOM, u3odepment CYP2C9 wu, numb He3HauutenbHo, uzopepmeHT CYP3A4, moxer
COINIPOBOXAATbCS BBIPAKEHHBIM IOBBIIIEHHMEM KOHIEHTpauuu Oo3eHTaHa B KpoBU. JlaHHas
KOMOMHaIMsi He pekoMmeHayercsa. Ilo »Toll ke mNpUUMHE HE PEKOMEHAYEeTCS OJIHOBPEMEHHOE
npuMeHeHue npenapara Bazenexc n MoniHeix HHTuOuTOpoB n3odepmenta CYP3A4 (ketokonazoa,
WTpaKOHa30J1a WK puTOHaBUpa) u naruouTopa nzodepmenra CYP2C9 (BopukoHazosna).
Luxnocnopun A

OnHOBpeMEHHOE TpUMEHEHHe Ipernapara BaseHekc u nukiocnopuHa A (MHruOuTOpa
KaJbIIMHEBPUHA) npomueonokazano (cM. pasznen «lIporuBomnokaszanus»). Ilpu ogHOBpeMEeHHOM
pHUeMe 3TUX MpenapaToB MUHUMaIbHas HadajlbHasi KOHLIEHTpaIs 003eHTaHa B KPOBU MOBBIIIAETCS
B 30 pa3 1o cpaBHEHHIO C IPUMEHEHHUEM OJIHOTO Oo3eHTaHa. PaBHOBecHas KOHIIEHTpalHs O03eHTaHa
B KPOBH yBeJIMUMBAETCs B 3-4 pa3a 110 CpaBHEHHIO ¢ KOHIIEHTpaIueil 003eHTaHa pu MOHOTEPAIHH.
MexaHu3MOM JaHHOTO B3aUMOJEHCTBUS, BEPOSITHO, SIBISETCS MHTMOMPOBAHUE IMKJIOCHOPUHOM
TPAHCIOPTHOTO Oejika, OTBETCTBEHHOI'O 3a MepeHoc Oo3eHTaHa B remarouuThl. KoHIeHTpanus
nukiocnopuna A (cyocrpar uzopepmenta CYP3A4) B kpoBu cHiKaetcs npubiansurensbHo Ha 50 %.
JlanHOe u3MeHeHHe, Haumbojee BeposSTHO, oOycioBieHo uHAyKuueidl wuzopepmenta CYP3A4
003EeHTaHOM.

Taxponumyc, cupoaumyc

OpnoBpemeHHoe npumeHeHHe ¢ 0o3eHTaHoM B KW He u3ydanoch, OJHaKO Hpeanoiaraercs, 4To
KOHIIEHTpaluss OO3€HTaHa B KPOBU MOXET YBEIMYMBATHCS [0 AHAJIOTUU C OJHOBPEMEHHBIM
MpUMEeHeHueM ¢ ImukiocnopuHoM A. Ilpu coBMecTHOM NpHUMEHEHHWH C mpenaparoM Bazenekc
KOHIEHTpAaLKs TaKpOJIMMYyCa U CUPOJINMYyca B KPOBU MOXKET CHUXKAThCs. B cBsi3u ¢ 3TuM, nmpemnapata
Baszenekc me cnedyem TpUMEHSTb OJHOBPEMEHHO C TaKpOJIMMYCOM WM cHposuMmycoM. [lpu
HEOO0XO/IMMOCTH OJIHOBPEMEHHOTO NPHUMEHEHMs 3TUX IpernaparoB 00s3aTelnbHO HaOIIOJCHUE 32
BO3MOXHBIM pa3BuTheM HJIP 1 KOHTpoOIIb KOHIIEHTpaMu TaKpOJIIMMYyCa U CUPOJIMMYCa B KPOBH.



Tnubenknamuo

OpHOBpeMEeHHOE MpUMEHeHHe Oo3eHTaHa B o3¢ 125 Mr 2 pasa/meHb B TeYeHHUE S5 JHEH
COIIPOBOKAATIOCH CHIKEHHEM KOHIIEHTpaluu rimoenknamuaa (cyocrpar uzodpepmenta CYP3A4) B
kpoBu Ha 40 % ¥ BO3MOXHBIM 3HAYUTEIBHBIM YMEHBIICHHEM THUIOTIIMKEMUYECKOTO 3(]dexra
npenapata. Konnenrpamus 60o3eHTaHa B KpOBU Takke CHIKanach Ha 29 %. Kpome Toro, y naiueHTos,
MOJIy4aBIIMX KOMOMHHUPOBAHHYIO Tepamnuio, Bo3pacTaja 4YacToTa IOBBIIICHHS aKTUBHOCTH
«TEYEHOYHBIX» TpaHcamuHa3. WM rinubeHxinamun, W 0O03€HTaH OKa3bIBalOT HHTUOUpYIoLIee
BO3JICCTBHE HA JKCIIOPTHYIO IMOMITY cojieil kemdHbiXx KucioT (BSEP), uto mMoxer oOBICHUTH
MOBBILIEHNE AKTUBHOCTH «II€UEHOUHBIX» TpaHCaMUHa3. J[aHHas koMOMHAaLIKA He pekoMeHryercs. Het
JaHHBIX O JIGKAPCTBEHHOM  B3aUMOJICHCTBUM  OO3€HTaHa C  JPYTMMH  [POU3BOJHBIMU
CyTb()OHIUIMOYCBHHEI.

Pugpamnuyun

[Tpu oHOBpEeMEHHOM NPUMEHEHNH 003eHTaHa B 03e 125 Mr 2 pasa/neHp U pudamnuinuia, KOTOPbIi
SIBJISIETCSl MOIIHBIM HHAYKTOpoM u3ohepmeHToB CYP2C9 u CYP3A4, y 9 310poBBIX 100pOBOJIBIIEB B
Te4YeHue 7 AHeW KOHIEHTpalusi 603eHTaHa B KPOBH CHIKaNAch Ha 58 %, a y OT/IeNbHBIX NAI[IEHTOB -
Ha 90 %. Kak pe3ynpTaT, MOXKHO OXHJaTh 3HAYUTENIbHOE CHIDKEHHE A(P(EKTUBHOCTH TMperapara
Bazenekc npu cOBMECTHOM MPUMEHEHUH ¢ PUGAMITUIITHOM.

OnHOBpEeMEHHOE TPUMEHEHHE pUdaMIUIIMHA U Ipernapata BaseHekc He pekomendyemcs. JlaHHBIX O
COYETaHHOM NPUMEHEHUH 003eHTaHa ¢ IpyruMu nHaykropamu modepmenta CYP3A4, Takumu Kak
kapOamazenuH, Genodbapouran, GperutonH u 3BepoOOil MPOIBIPSBICHHBIA, HEIOCTATOYHO. TeM He
MeHee, IPU UX OJHOBPEMEHHOM IPUMEHEHUU MOXKHO 0)KMJIaTh CHUKEHHSI CUCTEMHOI'O BO3/1EHCTBUS
0o3eHTaHa. Henb3st HCKIIIOUUTH M 3HAUUTEIBHOTO CHIDKEHUS A (HEKTUBHOCTH JICUCHHS.
Jlonunasup/pumonasup (u Opyaue uHeUOUMOPbHL npomeas, Oelcmeue KOMmopvlx YCuiugaem
PUmMoHasup)

[Ipy oxHOBpEeMEHHOM NpHUMEHEHUWH O03eHTaHa B J03¢ 125 Mr 2 pasa/meHb U KOMOUHAIMU
nonmHaBup+putoHasup 400 -100 mr 2 pasa/nenp B TeueHue 9,5 nHel y 310pOBBIX TOOPOBOJIBIIEB
MUHHMMAaJIbHAsI HaudajbHas KOHIIEHTpallus OO3€HTaHa B KpOBU ObLIa MpUMEpPHO B 48 pa3 BHINIE IO
CPaBHEHHIO C KOHIIEHTpallMeW MpH NpUMEHEHUH oJHoro Oo3eHTaHa. Ha 9 neHp KoHLEHTpauus
003eHTaHa B KPOBU OKa3aiach B 5 pa3 Bblllle, YEM IIPU MIpHEME TOJIbKO O003eHTaHa. IHrubupoBaHue
putonaBupoM uzopepmenta CYP3A4 u Genka, 0TBEUArOILEro 3a TPAaHCIIOPT O03eHTaHa B FeNaTOLUTHI,
MPUBOANT K CHHXKEHMIO KITMpeHca 003eHTaHa U, BEPOSITHO, JIEXKHUT B OCHOBE JIAaHHOTO B3aMMO/ICHCTBHSL.
VY nanueHTOB, OJHOBPEMEHHO MPUHUMAIOIIMX Npernapar BaseHekc M JONMHABUP+PUTOHABUD WIIH
Jpyrue MHTUOUTOPHI MpoTeas, NeHCTBHE KOTOPBIX YCHJIMBACT PUTOHABHP, HEOOXOAMM KOHTPOJIb
MIEPEHOCUMOCTH 003€HTaHa.

[Ipyn oHOBpEeMEHHOM NpPUMEHEHUU ¢ 003E€HTAaHOM B TeueHue 9,5 nHeill oTMeyaloch KIMHUYECKH
HE3HAYMMOE CHU)XEHHME KOHLEHTpallMu JIONMHABUpa U pUTOHaBupa (mpumepHo Ha 14 % u 17 %,
COOTBETCTBEHHO). TemM He MeHee, TMoJiHasg WHAYKIMsS OO03EHTaHOM Morja OBIThb HE JOCTHTHYTA,
[I03TOMY BO3MOXXHOCTbH JAJIbHEUIIEr0 CHUKEHUS KOHUEHTPAallud MHIMOUTOPOB MPOTEa3 UCKIIOYUTD
Helb3sl. PekoMenayeTcs cooTBeTCTBYIONIHMM KOHTpotb 3a BUU-tepamnueii. [logobHbIe 3 pexTs MOTYT
OXKHUJIAaThCS W TPH TNPUMEHEHUU JPYyTUX HHTUOUTOPOB TMpoOTeas, JEHCTBHE KOTOPBIX YCHUIMBAET
putoHaBHp (cM. pazaen «Ocolble YKa3aHUus»).

pyaue anmupempoesupycrvle npenapamol

B cBs3u ¢ orcyrcTBUEM JaHHBIX cleud(UUEcCKHe pPEKOMEHJAIMM B OTHOLIEHUW JAPYTUX
AHTUPETPOBUPYCHBIX IMpEMapaToB HE MOTYT ObITh MPEICTABIEHbl. YYHUTHIBAs BbIPAXKEHHOE
TOKCHYECKOE JEeHCTBUE HEBUpANMHA HAa II€Y€Hb, KOTOPOE MOXKET YCHIUTh TeNaTOTOKCHYHOCTh
npenapaTta Bazenekc, coueTaHHOE IPUMEHEHHUE 3TUX MPENAPATOB He PEKOMEHOYemcs.
T'opmonanvHvle Konmpayenmugol

[Ipu oHOBpEeMEHHOM NPUMEHEHUH B TeueHue 7 AHel 6o3eHTaHa B 103e 125 Mr 2 pa3a/aeHb U 0JJHOM



7036l  TIEPOPATIBLHOTO KOHTpALENTUBA, CcoJepkamero 1 Mr HOpITUCTEpoHa U 35 MKT
STUHWIACTpaauona, orMmevyanoch cHikeHue AUC oOoux kommnoneHToB (Ha 14 % u 31 %,
COOTBETCTBEHHO). Y  OTJAENbHBIX MAIlMEHTOK CHW)KEHUE OJKCIO3ULHUHM HOPITHUCTEpOHA U
STHHWJIACTPAINOIA TOCTUTAT0 56 % 1 66 %, coorBeTCTBeHHO. TakuM 006pa3oM, TOIBLKO TOPMOHAIbHAS
KOHTpALIETKs, He3aBUCUMO OT IyTH BBEJCHUS Mpernapara (BHyTpb, HHBEKIIMOHHO, TPaHCAEpMaIbHO
WM B BUJIE UMIUIAHTATOB), HE MOXET CUUTATHCS HAJIC)KHBIM KOHTPALICITUBHBIM CPEJICTBOM.
Bapgapun

OnHoBpeMeHHOE TTpuMeHeHne 0o3eHTaHa B qo3e 500 Mr 2 pasza/neHp B TeueHue 6 THEH MPUBOIUT K
CHI)KEHHUIO KOHIICHTPAIIUM B KPOBH Kak S-Bapdapuna (cyocrpar m3zodepmenta CYP2C9), tak u R-
Bapdpapuna (cyocrpar m3odepmenta CYP3A4) ma 29 % wu 38 %, coorBeTcTBeHHO. OMBIT
OJTHOBPEMEHHOTO MpUMEeHEeHUs1 003eHTaHa U BaphapuHa y nanueHToB ¢ JIAI He BBISBUI KIMHHYECKU
3HaUMMble W3MEHEHHUS MEXIYyHapOAHOro HopMaiauzoBaHHoro otHomenus (MHO) wim 1o3b1
BapdapuHa (HayaJbHOW J03bI B CPaBHEHHMHU C MOJEpKHUBarolie no3oii). Kpome toro, wyacrora
M3MEHEHUH 10361 Bap(daprHa B X0Ji¢ MCCIICIOBAaHUM B CBs3M C KojeObanusmu MHO wunmu B cBs3M ¢
paszButueM HJIP He oTnnyanace y manueHTOB, MOMydYaBIINX 0o3eHTaH wiH mianedo. He tpeOyercs
WM3MEHEHHUs J03bl Bap(apuHa WK APYTUX aHATOTHYHBIX aHTHUKOATYISHTOB IS pUEMa BHYTPb IPH
no0aBJeHUH K Tepanuu mpenapata Basenekc. Tem He MeHee, peKkOMeH IyeTcst 60jiee 4acThlii KOHTPOJIb
MHO, ocoGeHHO B Hayajie MPUMEHEHUH Mpernapata BaseHeke u npu yBEIMYEHUH €T0 1035l.
Cumeacmamumn

[Ipn ogHOBpEMEHHOM NpPHMEHEHHMHM OO3¢HTaHa B J03¢ 125 mr 2 pasa/IeHb B TeUeHUE 5 JHEH,
KOHIIeHTpanus cumBactaTtiuHa (cyocrpara mzopepmenta CYP3A4) u ero akruBHOr0 MetabonuTa 6era-
TUAPOKCUKUCIOTHl CHUXkaeTcsi B KpoBu Ha 34 % u 46 %, coorBercTBeHHO. OIHOBPEMEHHOE
MPUMEHEHHE CHMBAcTaTMHA HE BIMAET Ha KOHIEHTpaluio Oo3eHTaHa B KpOBH. PexomeHmyercs
KOHTPOJIb KOHIIEHTPAIIUU XOJIECTEpHUHA B KPOBH U COOTBETCTBYIOIIAsi KOPPEKIIMS O3Bl CHMBaCTaTHHA.
Kemoxonaszon

OnHoBpeMeHHOE MpUMEHEHHE Oo3eHTaHa B Jo3¢ 62,5 Mr 2 pasa/neHp B TeueHue 6 JHEH u
KETOKOHa30J1a, MoIIHOro uHruouropa wusodpepmenta CYP3A4, compoBoxkaaercs ABYKpaTHBIM
MOBBIIICHUEM KOHIIEHTpaluu Oo3eHTaHa B KpoBHW. M3meHeHue 103kl mnpemnapata BaseHnekc He
Tpebyercs. HecmoTps Ha OTCYTCTBHE MaHHBIX HCCIEAOBAaHUM in Vivo, TpeanoyiaraeTcsi, 4To
AQHAJIOTUYHOE TIOBBIIICHWE KOHIIEHTpaluu O03eHTaHa B KPOBU OXKHUIAETCS MPHU OJHOBPEMEHHOM
MPUMEHEHUH APYTUX MOIIHBIX MHrHOUTOpoB m3odpepmenta CYP3A4, nanpumep, utpakoHazona u
puToHaBupa. Tem He MeHee, TPH OJTHOBPEMEHHOM IIPUMEHEHUH Tpernapara Bazenekc u nHrubuTopa
m3opepmenta CYP3A4, y manMeHTOB €O CHWXEHHOW akTHBHOCThIO wu3odepmenta CYP2C9
CYIIECTBYET PHUCK Oojiee BBIPAKEHHOTO TOBBIIMICHUS KOHIEHTPAIMK OO03€HTaHa, YTO MOXKET
CIOCOOCTBOBATH TMOSBJICHUIO TOTEHIIMAIBHO onacHbIX HIIP.

Ononpocmenon

OrpannyeHHbIe pe3ynbTaThl uccaenoBanus (AC-052-356 [BREATHE-3]), B xoxe kotoporo 10 meteit
MoJTy4aay 003eHTaH OJTHOBPEMEHHO C SIMOMPOCTEHOIOM, YKa3bIBAIOT Ha TO, YTO MOCJIE OAHOKPATHOTO
u mHorokparHoro npumeHeHus: C u AUC 6o3eHTaHa OBLIM MPUMEPHO OJMHAKOBBIMU y TAIUEHTOB,
MOJIy4aBIIMX M HE TNONMy4yaBIMX HH(Y3uu smompocTeHona (cMm. pasaen «DapMakoIorHYecKue
CBOMCTBa»).

Cunoenaghun

[Ipu ogHOBpEeMEHHOM MPUMEHEHUHU 003eHTaHa B 7j03¢ 125 Mr 2 pa3a/neHb (paBHOBECHOE COCTOSHUE)
u cunneHaduna B no3e 80 mr 3 pasza/neHpb B TeUeHHE 6 THEH Y 3JJ0POBBIX JOOPOBOJIBIIEB OTMEYATIOCH
cHmkenne AUC cungenaduna Ha 63 % u noseiieHne AUC 0o3enTana - Ha 50 %. Cnenyet coOnronarh
OCTOPOKHOCTH TIPH OJTHOBPEMEHHOM MTPUMEHEHUH.

Jueoxcun

OpHoBpeMeHHOE MpuMeHeHne Oo3eHTtaHa B go3e 500 mMr 2 pasa/meHp B TedeHue 7 JHEH



conpoBoxaaercst cHkeHueM AUC, Cmax 1 Cmin aurokcuna Ha 12 %, 9 % u 23 %, cOOTBETCTBEHHO.
Bo3MOXHO, B OCHOBE ME€XaHW3Ma 3TOTO B3aUMOICHMCTBUS JIEKUT UHAYKLHS TIUMKonporenHa P.
KnnHuyeckast 3Ha4MMOCTh JaHHOTO B3aUMO/IEHCTBUS MAJIOBEPOSTHA.

YV oemeii

HccnenoBanus iekapcTBEHHOTO B3aUMOJICHCTBUS ObUIH MTPOBEIEHBI TOJIBKO Y B3POCIIBIX.

Oco0ble ykazaHus

VY mammentoB ¢ Tsokenon JIAD addexkruBHOCT npuMeHeHUs1 003¢HTaHAa HE ycTaHoBlieHA. [Ipu
YXYALIEHUU KIMHUYECKOTO COCTOSHUS MaIlMeHTa 1ieJecoo0pa3Ho pacCMOTpPETh Ha3HAYEHHUE APYTUX
CPEICTB, PEKOMEH/IOBAaHHBIX MPHU THKEION cTaguu 3a0o0sieBaHUs (HApUMEp, MONPOCTEHOA) (CM.
paznen «Crnocod mMpuMEHEHHS | TO3bD»).

He ycTraHOBIEHO COOTHOLIEHUE MOJIb3bl U PUCKA IPUMEHEHHUs Mpenapara BaseHeke y MaluueHToB C
JIAT I ®©K o knaccuduxanuu BO3.

[Ipenapar Bazenekc MOXHO Ha3Ha4YaTh TOJILKO B CiIy4ae, €ciu cuctoinndeckoe A/l He Boimie 85 MM pr.
CT.

He ycranoBnena cnocoOHOCTh mpenapara BaseHekc BIMATH Ha 3aKHUBIICHUE YXKE€ CYIIECTBYIOLIUX
JUTUTAIbHBIX SI3B.

Dynkyus neuenu

[Nosermenue aktuBHOCTH ACT w/mmu AJIT Ha ¢one npuMeHeHns 003eHTaHA HOCUT J10303aBUCHMBIHA
xapakrep. M3MeHeHus: akTUBHOCTH «II€YEHOYHBIX)» TpAaHCAMHHA3 OOBIYHO IMPOUCXOJAT B TEUCHHE
NepBBIX 26 HEAEIb TEpallui, HO MOT'YT BO3HUKATh U B OoJiee mo3aHue cpokH (cM. pasaen «Ilobounoe
neiicTBue»).  YKa3aHHOE  IOBBIIIEHWE  MOXKET  YaCTUYHO  OOBSICHITBHCS ~ KOHKYPEHTHBIM
MHTHOMPOBAHUEM BBIBEJICHHS COJIEH KETYHBIX KUCIOT U3 renaTolUTOB, HO, BO3MOKHO, CYIIECTBYIOT
U JIpyTHE, HE BIIOJHE U3YUYCHHbIE, MEXaHU3MBI, IPUBOSIINE K HapYyLIeHUIO pyHKIMK edeHu. Henb3s
UCKITIOYUTh HaKoIUieHHe OO3eHTaHa B TEMaTOIUTaX, MPUBOJAIIEC K IHUTONM3Y U IMOTEHIMATIHHO
TSDKEJIOMY TOBPEXKJICHUIO TEYEHU, a TaK)K€ MMMYHOJOTMYECKHE MeXaHu3Mbl. PUCK HapymieHus
(YHKIMU IEYEHHU MOXKET TaK)Ke BO3pacTaTh IPU OJHOBPEMEHHOM NPUMEHEHHUH IpenapaTa Bazenekc
C JIEKapCTBEHHBIMU cpefcTBamMu, HHruoutopamu BSEP, Takumu xak pudaMnuiuH, rmubeHKIaMu 1
LUKIOCIIOPUH A, XOTS 3TH JaHHble oOrpaHMueHbl (cM. pasnen «BsaumopneiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEACTBAMI).

Heo0xonuM KOHTPOJIb AKTHBHOCTH «Ie4eHOYHbIX» TpancamuHas (AJIT, ACT) nepex Hauanom
Tepanuu npenaparom Basenekc, a 3atem 1 pa3 B mecsn B nepuop Jedenus. Kpome sroro,
AKTHBHOCTb «II€4E€HOYHBIX» TPAHCAMHHA3 CJIeyeT ONpeAes AT Yepe3 2 HedeIH M0cJIe KasKa0ro
NMOBBIIICHHSA J03bI NIpenapara.

Pexomenoayuu no konmponio u neuenuro 8 cayuae nogviutenuss akmusnocmu AJIT/ACT

Axmusnocmo AJIT/ACT>3 u <5 pa3 ebiwe BI'H

PesynpTar nomkeH ObITh MOATBEPKAECH MpH MOBTOpHOM omnpezeneHnn aktuBHoct ACT/AJIT. Ipu

noaTBepxkaeHHH moBblieHUss akTUBHOCTH ACT u AJIT pemeHune o0 HOpoOAODKEHUM JICYEHMS
npenaparoM BaseHekc, BO3MOXKHO, B CHUKEHHOM J103€, HIIN €T0 MPEKPALLEHUH, TOJKHO IPUHUMATHCS
B K&XJOM KOHKPETHOM ciy4ae (cM. pazaen «Crnocod npuMeHeHus 1 103b1»). KOHTposib aKTHBHOCTH
«TIEYEHOYHBIX» TpaHCAMMHA3 CIIEAyeT INPOBOJUTH, IO KpailHeW Mmepe, kaxnaple 2 Hexenu. Ecmum
AKTUBHOCTb «IIEUEHOYHBIX» TPAHCAMHUHA3 BO3BPAILLAETCS K UCXOHBIM IIOKA3aTeIIsIM, HY)KHO OLICHUTH
BO3MOKHOCTh IIPO/IOJDKEHUS MITH BO30OHOBJICHUS ITpHeMa Ipenapara BazeHekc B pexxume, yKa3aHHOM
HUXKE.

Axmusenocmo AJTT/ACT>5 u <8pa3z sviwwe BI'H

PesynbTar nomkeH ObITH MOATBEPKICH MpH MoBTOpHOM omnpereneHnn aktuBHocT ACT/AJIT. Ipu
noaTBepkieHnH noBblieHns: akTuBHOCTH ACT u AJIT cnepyer otmenuTs npenapar Basenekc, a

KOHTPOJIb aKTUBHOCTH «IICYCHOYHLIX>» TPpaHCAMUWHA3 ITPOBOJAUTL, 11O KpaﬁHeﬁ MEPC, KaKAbIC 2 HCACIIN.
Ecin aKTUBHOCTh «II€YSHOYHBIX) TpaHCaMHUHAa3 BCPHYJIAChb K HMCXOAHLBIM I10KAa3aTC/IsAM, HYKHO



OILICHUTh BO3MOXKHOCTh BO30OHOBJICHHS TpHEMa TipenapaTa BazeHekce B pexkuMe, yKa3aHHOM HIKE.
Axmusnocmov AJIT/ACT>8 pa3z eviwe BI'H
Tepanuto ciemyer mpekparutb, BO30OHOBJICHHE Mprema mpemapata Baszenekc uckimoudaercs. [lpu

CONYTCTBYKINMX KJINHMYECKHX CHMIITOMAX NOPAaKeHHWs Me4YeHM, T.€. [P HaJIMYMU: TOUIHOTHI,
PBOTBHI, JIMXOpaAKH, Oojied B KHUBOTE, JKENTYXHU, TIOBBIIIEHHON COIUIMBOCTH U CllabocTH,
TPUIIIONOJ00HOTO CHHAPOMA (apTpalirui, MUAJITHH, IUXOPAJIKH), Tepanuio npenaparom Basenekc
cjenyeT MPeKPaTUTh, a BO300OHOBJIEHNe NIpHeMa npenapaTa BazeHekc nckiirouaercs.
Boszobnoenenue mepanuu

Bo3o6HoBUTh Tepamuio mpemapaToM BaszeHeKC MOXHO JIMIIb B TOM Ciy4ae, €ClU O0XKHUAeMBbIii
TEpaNeBTHUECKUI A(PQPEKT MpeBHIIaeT MOTEHIUATbHBIA PHUCK, a AaKTUBHOCTb «IEYEHOYHBIX)»
TpaHCaMUHAa3 BEpHYJIaChb K HCXOOHBIM (0 Hayaja JiedeHMs) IoKazareiasiM. PexomeHnyercs
KOHCYJIbTAIlMsl Bpada-rernarojora. Tepamuio cieayeT BO300OHOBIISATH COTJIACHO PEKOMEHJAIHSIM,
U3JI0KEHHBIM B paznene «Crnocol MpuMEeHEHUs U JJ03bD» HACTOSIIEH HHCTPYKITUH.

AKTHBHOCTD «II€4eHOYHBIX» TPAHCAMHUHA3 HE00X0IUMO IPOKOHTPOJIMPOBATH Yepe3 3 AHs Mocie
B0300HOBJ/IEHHS Tepanuu npenaparoM Ba3zeHekc, 3aTeM NOBTOPUTH KOHTPOJIb Yepe3 2 HeAelH,
1ocJjie 4ero BbINOJIHATH U3JI05KeHHbIE BbIIEe PEKOMEH/IAIUH.

I'emoenobun

Ha ¢one nedyenumss 6Go3eHTAaHOM OTMEUEHO J0303aBUCUMOE CHIDKEHHUE TreMorjoOuHa (CM. pasfien
«Ilobounoe neiictBue»). B mane00-KOHTPOIUPYEMBIX HCCIEIOBAHHUIX CHIDKEHHE T'eMOTJIOO0MHA,
CBA3AaHHOE C NpPUMEHEHUEM OO03eHTaHa, HE OBLUIO MPOrPECCUPYIOUIUM, IMOKa3aTeid TeMOTJIOOnHA
CTaOMIIN3UPOBAINCH TOCIIE MEpBhIX 4-12 Henenb Tepanuu. PekoMeHryeTcst onpeaessiTh TeMOTIo0nH
nepeJl HayajioM Tepanuu npernapara Baseneke, 1 pa3 B Mecsii] B TeueHUE MEPBBIX 4 MeCALIEB Teparnuu
u B mocienytomeMm - 1 pa3 B 3 mecauna. Ecnu HaOmrogaeTcs KIMHUYECKH 3HAUMMOE CHUIKCHHE
reMoryioonHa, cieyeT MpOBECTH JaibHeliiee 00caeI0BaHUE MAlMEeHTa ISl YCTaHOBJICHUS TPUYMHBI
aHeMHHM W pElIeHHs BOMpOoca O HEOOXOIMMOCTH MPOBEACHUS COOTBETCTBYIOIIEH Tepanuu. B
MIOCTPErUCTPAIIMIOHHOM MEpPHOJE COOOIIAoCh O CIydyasiX aHEMUH, MOTPEeOOBABIIMX IMEpPEIUBAHUS
SpUTpOLUTAapHON Macchl (cM. pazzaen «[lobounoe nelicTBue»).

Tepanus y stceHuun ¢ COXpaHeHHbIM PenpoOYKMUBHbIM NOMEHYUATOM

[Tockonbky Ha poHe mpuema npenapara Bazenekc 3¢ peKTHBHOCTb TOPMOHATBEHBIX KOHTPAIICTITUBHBIX
CPEACTB MOXKET CHUXKAThCs, a 0€peMEHHOCTh CIIOCOOCTBYeT yxyAueHuto teuenus JIAT, u npuHumas
BO BHUMaHHE JJaHHBIE O TEPATOT€HHOM JICHCTBUH, BBISIBIEHHOM Y KUBOTHBIX:

e [Ipenapar BazeHnekc MoxeT ObITh HA3HAYEH KEHIIMHAM C COXPAHEHHBIM PENpPOAYKTHUBHBIM
noreHuuaioM TOJIBKO Ha QoHe mpuMeHeHMs] HaleXKHBIX METOJO0B KOHTpALEHIMH U B CiIydae
OTPHIIATENILHOTO pe3yJIbTaTa TecTa Ha OepeMEHHOCTh J10 Havaja JeueHMs;

e  MeTo1 TOPMOHANBHOM KOHTPALIETIIIMY HE CIIEAYyEeT NPUMEHATh KaK €MHCTBEHHBII B MEPHOJT
JieyeHus1 003€HTaHOM,

e Tecr Ha OEpeMEHHOCTh PEKOMEHJYeTCS MPOBOAMTH 1 pa3 B Mecsdll A YCTaHOBJICHUS
OepeMeHHOCTH Ha paHHUX CPOKaXx.

Benooxkniozuonnasn 6onesHv ne2kux

Crnyyau pa3BUTHS OTEKa JIETKMX OTMEUEHBI Y MAI[IEHTOB ¢ BEHOOKKIIO3MOHHOW 0OJIE3HBIO JIETKUX Ha
(oHe PUMEHEHUS COCYI0PACIIUPSIONIUX CPEACTB (B OCHOBHOM, MPOCTAMKINHA). TakuM oOpa3om,
€ClIi BO BpeMs JieueHus npenapara Basenekc y nmanueHTtoB ¢ JIAI' mosBisioTcs NpHU3HAKU OTEKa
JETKUX, CIEAYeT YYHUTHIBaTh BO3MOXKHOCTh HAJIUYMsI COIYTCTBYIOILETO BEHOOKKIIIO3MOHHOTO
3aboseBaHus. B mocTperucTpaliMoHHOM MEpHOJE COOOINANOCh O PEKUX CIIydasx Pa3sBUTHs OTEKa
Jerkux Ha ¢oHe nmpuema 0o3eHTaHa y MAallMEHTOB C MOJAO03PEHHEM Ha BEHOOKKIIIO3MOHHYIO 00JI€3Hb
JIETKHX.

THayuenmur ¢ JIAII u conymcmayroweti 1e80x#ceny004Ko80t HedoCMAamo4HOCMbIO

CnenunanpHbIX HccaenaoBanuii y manueHToB ¢ JIAIT m comyTcTByromed AUCHYHKIHUEH JIEBOTO



xKenmyaouka He nmpoBoamin. Tem He menee, 1611 maunenToB (13 Hux 804 - momyyanu 6o3eHTaH, a 8§07
- Tianebo) ¢ THKENIOoW XPOHUYECKo# cepaeuHoi HenoctaToyHOCThiO (XCH) neunnu B cpeqHeM B
TedyeHue 1,5 ner B muane0o-KOHTPOIUPYEMOM HCCIIEAOBAaHMH. B 3TOM HCCIenOBaHMM OTMEYEHO
yBEJIMUEHHUE KoJIMYecTBa rocnuranu3auuil B cBsa3u ¢ XCH B TeueHue nepBbix 4-8 Helenb JICUEHUS
003eHTaHOM, NPUYUMHON KOTOPHIX MOIJIO OBbITh YBEJIWYEHHE 3aJEPKKH KUIKOCTH B OpraHU3ME.
3anepaKKa )KUKOCTU IPOSIBIIATIAch OBICTPHIM YBEJIMYEHUEM MacChl T€a, CHI)KEHUEM reMOryio0uHa u
YCUJICHMEM OTEKOB HIXHMX KOHeuHocTeil. [lo 3aBepuieHMM wucciieoBaHUS HE ObUIO OTMEYEHO
pa3Iu4nii B YMCIIE TOCIIUTAIM3ALMI B CBSI3U C CEPACYHON HEAOCTATOYHOCTBIO M YaCTOTE CMEPTENIBHBIX
UCXO/IOB y MAalMEHTOB, NPUHUMAaBIIMX Oo3eHTaH wiM Mianebo. CienoBarenbHO, OOCiIeAOBaHHUE
MAIMEHTOB JOJDKHO OBITh HAINIPABICHO HAa BBISBICHUE 3aJI€PKKHU KUAKOCTH (HAIPUMED, YBEIUYCHHUS
Macchl Tena), 0COOEHHO B CIIy4ae COIYTCTBYIOLICH TsDKENOH cuctonuyeckod mucynkuuu. Ilpu
MOSIBJIEHUM CHUMIITOMOB 33J€pPXKKU KUAKOCTU MALUEHTY CJIEAYyeT Ha3HAUYUTh JUYPETHUKU WIH
YBEIUYUTh HUX J03y. Y NALKUEHTOB C 3aJCPKKOW JKUIKOCTU CIeAyeT INPUHHUMATh PELICHHUE O
IIPUMEHEHUH JUYPETUKOB 10 HayaJla JIeueHus npenapaTtoM BaseHekc.

JIAI' u BUY-unghexyus

Oneir npuMeHeHust Oo3eHTana y mnamueHtoB ¢ JIAIT u BUY-undexuueit, mnomydaBmmx
aHTUPETPOBUPYCHYIO TEPAIUIO, OrpaHUYeH. Pe3ynbTaThl M3ydeHUs B3auMMOJEHCTBHs OO3€HTaHA U
KOMOWHAIMH JIONMMHABUP+PUTOHABUD NPU X COBMECTHOM NMPUMEHEHUH Y 3JI0POBBIX JOOPOBOJIBIICB
[I0Ka3aJy YBEJIMYEHUE KOHLIEHTpalMU OO03€HTaHa, KOTOpasl JOCTUraeT MaKCHMalbHBIX 3HAUYEHUH B
TeyeHue nepBbiX 4 nHel (cM. pasnen «B3aumoaeiicTBue ¢ IpyrumMu JIEKapCTBEHHBIMU CPEACTBAMM).
[Ipu HazHayeHnu npenapaTta BazeHekc nanueHTaM, MPUHAMAIOIIMM HHTUOUTOPHI IPOTEa3, ICHCTBHE
KOTOPBIX YCHUJIMBAE€T PUTOHABUD, CIEAYyeT YAEIATb 0c000€ BHUMAaHHE NMEPEHOCMMOCTH OO3EHTaHa,
0CcOOEHHO B Hayaje JICYeHUs, IPUHUMAsi BO BHUMAaHUE PUCK PAa3BUTUS apTepUaIbHOW TMIIOTEH3UU U
U3MEHEHHE (DYHKIIMOHATIbHBIX «IIEYEHOYHBIX)» TECTOB.

IIpn 0HOBpEMEHHOM IPUMEHEHUU IIpenapaTta BazeHeKC 1 aHTUPETPOBUPYCHBIX IIPENAPATOB HEJIb3s
HCKJIFOYUTh OTCPOYEHHOE HETaTUBHOE BIMsIHUE HA niedyeHb U pazsutue HJIP co cropons! kposu. Beuny
BO3MOXXHOTO B3aMMOJEHMCTBUS, CBA3aHHOTO C HHAYKIHMEH O003eHTaHOM H30(E€PMEHTOB CHCTEMBI
nutoxpoMa P450, akTUBHOCTh aHTUPETPOBUPYCHON TEpanMM MOKET CHUXKATHCA, MOATOMY y TaKHUX
nanueHToB 3¢ dexTruBHOCTH Tepanuu BUY HeoOxoquMo TIaTeIbHO KOHTPOIUPOBATh.

JIAT, obycnosenennas msaicenou Xponuueckou oocmpykmuenou bonesnwvio aeekux (XObJI)
O¢dextuBHOCTE M 0e€30MacHOCTh OO3eHTaHa U3ydald B 12-HEJENPHOM HEKOHTPOIUPYEMOM
uccienoBanum ¢ yuyactueM |1 mannenros ¢ Bropuunoii JIAI' B pesynbrate XOBJI TsKEnoro TeueHus.
Pe3ynbraThl McCCENOBaHUS CBUIETENbCTBYIOT 00 YBEIMYEHMH MHMHYTHOTO OOBbeMa BEHTUIISALMU
JIETKUX M CHIDKEHUM HachllleHus kucinoponom; u3 HJIP nambonee yacto oTmeuanach OJbIIIKa,
MpeKpalaBLIasics Mocjiae OTMEHbl O03EHTaHa.

QoHospemennoe npumernerue ¢ Opy2uMuy 1eKapCmeeHHbIMU NPenapamamu

OpHoBpeMeHHOE MpUMEHEHHE Mpenapara BaseHekc M LUKIOCHIOpPHHA A NPOTHBOINOKA3aHO (CM.

pasnen «IIpoTuBonokazaHus»),

OnHoBpeMeHHOE MpHMEHEHHe Tmpernapata BaseHekc ¢ rimOeHKIaMUIOM, (IIYKOHA30JI0M U
pudaMnuIMHOM He pekoMmeHayercs. bonee moapoOHas wuHdopManus Yyka3aHa B pasjene
«B3anMopnelicTBrE C IpYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMUY.

KomOunupoBanHoi tepanuu mnpenapata Bazenekc u unruOutopamu uzodepmentoB CYP3A4 u
CYP2C9 neobxonumo nzderarts.

Biusinne Ha c10COOHOCTH YNIPABJISITH TPAHCTIOPTHBIMH CPEeACTBAMM U MeXaHU3MaMHM

Bnusinue 603eHTaHa Ha CIIOCOOHOCTH YNPaBJIATh TPAHCIOPTHBIMU CPEICTBAMH HE M3Yy4alloch. TeM He
MeHee, OO03eHTaH MOXET BbI3bIBATH BBIPAXKEHHOE CHIDKEHHE apTepUalbHOrO  JIaBJICHMS,
COIIPOBOXKAAIOIIEECS TOJIOBOKPYKEHUEM WIM TOTEPEW CO3HAHMs, M, KaK CIEICTBUE, OKAa3bIBaTh
OTPULIATENIEHOE BIMSIHUE HAa CHOCOOHOCTh YIPABIATH TPAHCIOPTOM M pabOTaTh ¢ MEXaHU3MaMH.



dopma BhINIyCKA

TabneTku, MOKPHITHIE MIICHOYHOU 000109K0i 62,5 Mr, 125 M.

Ilepsuunas ynakoexa 1exapcmeenHo20 npenapama

ITo 14 TabieTok B KOHTYpHYIO SUEHKOBYIO YHNAKOBKY M3 IUICHKH NOJMBHHUIXJIOPUIHONW U (hosbru
AIFOMUHHUEBOM I1€YaTHOM JIAKUPOBAHHOU

ITo 56 nam 70 Tabierok B OaHKy MOJUMEPHYIO W3 TOJMATHIICHA C KPBIIIKOH HATATHBAEMON C
KOHTpPOJIEM IepBOro BCKpbITHSA. CBOOOAHOE MPOCTPAHCTBO 3AMONHSIOT BaToil MenuuuHCcKod. Ha
0OaHKHU HAKJICUBAIOT STUKETKU M3 OyMaru STUKETOUHOM WM NHCYeH, WU U3 MOJTUMEPHBIX MaTEPUAJIOB,
CaMOKJIESIIHECS.

Bmopuunas ynaxoska nexapcmeennozo npenapama

1o 4 KOHTYpHBIX STYEHKOBBIX YIAKOBKU BMECTE C MHCTPYKIMEH 110 IPUMEHEHHUIO IOMELIAIOT B UKy
U3 KapToHa Ui NOTPeOUTEIbCKON Taphl. [1auky MOMEIAloT B IPYNIOBYIO YIIAKOBKY

[Io 1 Ganke BMecTe C HHCTPYKIHMEW MO MPUMEHEHHIO MOMEIIAI0T B TAyKy M3 KapTOHA s
MOTPeOUTENHCKOM Taphl. [1auky moMenaT B rpynnoBy0 YIaKOBKY

YcioBusi XpaHeHust

XpaHHTh B 3aIIMIICHHOM OT CBETa MeCTe, IpU Temreparype He Boiie 25 °C.

XpaHHUTh B HEOCTYITHOM JJIsl AIETeH MeCTe.

Cpok rognoctu

3 roxa.

He npuMeHATh 110 HCTEYEHUH CPOKA FOTHOCTH.

YciaoBus oTIyCKa

OTnycKaroT Mo PeLenTy.

Binapnenen perucTpanMoHHOro yaocroBepenusi/OpraHu3anusi, NPUHUMAKIONIAS MPETEH3UH
noTpeouTE e :

AO «Dapmacuntes», Poccus,

664040, r. UpkyTck, yiu. P. JlrokcemOypr, 1. 184

Ten: 8-800-100-1550, www.pharmasyntez.com

IIpousBoauTenb

AO «®apmacunTesy», Poccus.

HOpunnueckuii anpec: 664007, r. Upkytck, ya. KpacHorsapneiickas, 1. 23, od. 3

Anpec npousBoacTBeHHOH miomaaku: r. Upkyrck, yiu. P. JlrokcemOypr, 1. 184
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