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COOTBETCTBYET ZKCNEPTHOMY OTUETY

1O MEJUITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITPEITAPATA

Bbo3enran-IaBancy
PerncrpanuoHHblii HOMep:
Toprosoe HanMeHoBaHue: bo3eHTaH-DABaHCT
MexayHapoaHoe HeATEeHTOBAHHOE WM IPYNIUPOBOYHOE HAUMEHOBaHHe: 003eHTaH
JlexapcTBeHHas opma: TaOIETKU, TOKPBITHIE INIEHOYHON 000I0UKOM

Cocras:

Oelicmeyowee eewecmso. 0Oo3eHTaHa MoHoruapatr 64,54 wmr/ 129,08 mr (3KBUBaJICHTHO
603enTany 62,5 mr/ 125 mr);

scnomozamenvhvle Geujecmea (s0po): Kpaxmall KyKypy3Hbld 23,46 wmr/ 46,92 wmr, kpaxman
NpeXeNaTHHU3UPOBAHHBIN 2,5 Mr/ 5 Mr, kKapOoKcUMeTHIKpaxman Hatpus 5 mr/ 10 mr, moBuI0H
K-30 2 mr/ 4 mr, rmunepuna 6erenat 1,5 mr/ 3 mr, maraus creapar 1 mr/ 2 mr;
scnomozamenvHule 8eujecmsa (00010uKka): TOTOBOE MOKphITHE enToro nsera Wincoat WT-
4014 3 mr/ 6 mr (runpomeruiosda 58,4 %, makporoin 3350 11,7 %, tutana quokcun 15,7 %, Tanbk

8 %, KpacuTeb aTFOMHUHHUEBBIH JTaK MM XHHOJIWHOBBIH KenThid 6,2 %).

Onucanue
Ho3uposka 62,5 me: Kpyriible TBOSIKOBBIMYKIIbIE TA0IETKH, MOKPHITHIE MNIEHOYHON 000JI0UKOM OT
JKEJITOTO 10 KOPHUHEBATO-)KENTOTo I1BeTa. Ha monepeunom paspese saapo ot 6enoro 10 6emoro ¢

KCJITOBAThIM OTTCHKOM IIBE€TA.

Hosuposka 125 me: KpyTible IBOSKOBBINYKIIbIE Ta0JIE€TKH, TOKPBITHIE MJIEHOUHOW 000I0YKOM OT
KEJNITOTO JI0 KOPUIHEBATO-KENTOro I[BeTa. Ha momepednom paspese siipo ot 6enoro 1o 6ernoro ¢

KCJITOBAThIM OTTCHKOM IIBE€TA.

(I)apMaKOTepaneBaneCKaﬂ rpynmna: aHTUTHIICPTCH3MBHBIC CPEACTBA;, aHTHUTUIICPTCH3UBHBIC

CpezcTBa JJisl JICUECHHUS JIETOUHON apTepUabHOM THIEPTEH3UU.
Koax ATX: C02KX01

dapMaKoJIOrHYeCKue CBOMCTBA

Dapmaxoounamuka

Bo3eHTaH sABISETCS HECENEKTUBHBIM aHTarOHMUCTOM JHJOTEIMHOBBIX penentopos tuna ETa u
ETg. bo3eHTan cHMXaeT Kak JIETOYHOE, TaK U CUCTEMHOE COCYAMCTOE CONPOTHUBIIEHUE, TPUBOJIS
K TIOBBIIICHUIO CEPJICYHOTO BBIOpOca 6€3 yBeIu4eHHs 4acToThl cepaeunHbix cokparieHuit (HCC).
Heiiporopmon sunorenun-1 (ET-1) sBnsercs oHUM U3 caMbIX MOIIHBIX CPEIH HM3BECTHBIX B

HACTOSIIMNA MOMEHT BAa30KOHCTPHUKTOPOB, KOTOpBIfI TAaKXC O6JI8.I[E[CT CIIOCOOHOCTBIO
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CTUMYJIMPOBATH ¢bubpos, KJIETOYHYIO nponuEPanare.[] [ ErTNeppedHIa L () oepaua,

PEMOJICIUPOBAHKE, U TAKXKE MPOSBISET MPOTHUBOBOCHANIUTEIBHYIO aKTUBHOCTh. OJTH 3(PQEKThI
uHayuupyrorcs npu cesseiBanuu ET-1 ¢ peuentopamu ETa u ETs, pacnonokeHHbIMH B
SHOTEJIMM U TJIAJKOMBIIIEUHBIX KieTKax cocynoB. Konnentpanuu ET-1 B TkaHsAx U miazme
KPOBH TMOBBIIIAIOTCA IPH HEKOTOPBIX CEPICYHO-COCYAMUCTHIX 3a00JIeBaHUAX M OO0JIe3HIX
COCIMHUTEIIPHOW TKAaHW, B TOM YHCIIC TPH JICTOYHOM aptepuanbHoil rumneprensuu (JIAI),
CKJIEPOJEPMUH, OCTPOMl M XPOHMUYECKOH CepIeYyHOW HENOCTAaTOYHOCTH, MUIEMHM MHOKapJa,
CHUCTEMHOM TUIIEPTEH3UU U aTepOCKiIepo3e, uTo npeanonaraer yuactue ET-1 B matorenese aTux
3aboneBanuid. [Ipu JIAI' m cepaedyHON HEAOCTATOYHOCTH, MPU OTCYTCTBUHM AHTAaroHW3Ma K
SHJOTEJIMHOBBIM pELENTOpaM, NOBBIIEHHbIE KOHUeHTpauuun ET-1 crporo koppemupyror c
TSDKECTBIO M IPOTHO30M yKa3aHHBIX 3a00JIeBaHUH.

bozenrtan konkypupyet ¢ ET-1 u apyrumu ET nentunamu 3a cBsizbiBanue ¢ perenropamu ETa u
ETg, ¢ He3HaunTEILHO OOJIee BICOKUM cpoAcTBOM K penenitopam ETa (Ki = 4,1-43 amonsb), mo
cpaBHenuto ¢ perenropamu ETg (Ki = 38-730 amoub).

bosentran cneunduyeckn Onoxupyer ET peunenTopsl M He CBS3BIBACTCS C  JIPYTUMHU
peuenTopamu.

DddexTUBHOCTE

[Tpu uzydenun JIAI' Ha MozensX >KMBOTHBIX IOKa3aHO, YTO JUIMTENILHOE BBEJCHHME OO3EHTaHa
BHYTPb CHIDKaeT jeroyHoe cocyaucroe comnportusieHue (JICC) u cnocobecrByer oOpatHOMY
Pa3BUTHIO THIIEPTPO(UN COCYIOB JIETKUX U MPABOTO *Kenmyaouka. [lokazaHo, 4TO MpH JIETOYHOM
¢ubpo3e 603eHTaH YMEHbIIIAeT HAKOIJIEHHE KOJUTareHa B JIETKUX.

Dhpexmusnocmo npu npumenenuy y 83pocavix nayuenmos ¢ JIAI

JnutensHoe (B TeueHue 12 u 16 Henenb) JiedeHue B3pociblx nanueHToB ¢ JIAIT (mepBuuHOil 1
BTOPUYHOMH, MIPEUMYILECTBEHHO aCCOLMMPOBAHHOU co CKJIEpO/IepMHueEii) H-1v
¢yakuuonansHoro  kiacca (®PK) mo  kmaccudpukanumum  BcecemupHO#  opraHuzanuun
3npaBooxpanenust (BO3) 603eHTaHOM B KOMOMHAIIMM C aHTHUKOArYJISIHTaMH, Ba30AWIaTaTOpaMu
(OmoxaTopaMM KaJIbLIUEBBIX KaHAJIOB), JIUYPETUKAMHU, KHCIOPOJAOM U JMTOKCHMHOM, HO He
AMOMPOCTEHOJIOM, COMPOBOXIAIOCH YMEHBIIEHUEM BBIpaKEHHOCTH cumnTomMoB JIADL wu
3HAUUTENIBbHBIM YBEJIIMYEHUEM TOJEPAHTHOCTH K (pU3MUECKUM Harpyskam (1o pe3yibTaTaM TecTa
¢ 6-MHHYTHOM X01600i1). DT 3 PeKTh 0OTMEUANHCh Yepe3 4 HeleNd, OTYETIIMBO MPOSBISIINCH
qyepe3 8 HeJleNb U COXPaHsUINCh A0 28 HEEIb B OATPYIIIE NAllUEHTOB aKTUBHOI'O JICUEHUS.

B unccnenoanun namuentoB ¢ JIAI' || @K nokazaHo 3HaYUTENbHOE YBETMYEHHE BPEMEHU J10
Hayaja KJIMHUYECKOro yXyAlleHus (KOMOMHHMpOBAaHHAas KOHEYHas TOYKa, BKIIOYaroUlas
IpOTpecCupoBaHUE CHMITOMOB 3a0oiieBaHus, rocnuTanu3anuio Beaenactsue JIAI m ciydam

CMEpTH).
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VY manuentos ¢ JIAI' Il ®K n nopokamu cepfiua B CQARTAHNHE [¢ HARYEEHMI TIOKA3aTeICH

TEMOJIMHAMHKH T10 TUITY CHHJIpOMa DW3EHMEHTEpa, YBEIIMUYCHUE CPEIHETO 3HAUCHHS HACBIIIICHUS
KpoBHU KuciopogoM Ha 1,0 % B rpynme mauueHToB, MOIY4aBIINX 003€HTaH, CBHIETEILCTBOBAIO
0 TOM, 9TO 003€HTaH He ycyryoussier runokcemuro. CpeqHee 3Ha4€HUE JISTOYHOTO COCYAMCTOTO
COTIPOTUBIICHUST 3HAYUTEIBHO CHIKAJIOCh, @ TOJEPAHTHOCTh K (DU3MYECKUM Harpyskam
MOBBINIANIACH (CPEIHSS TUCTAHIIUS 0 pe3yiIbTaTaM TecTa ¢ 6-MHHYTHON XOJb00M YBEIHMYMUIIACH
Ha 53 MeTpa) B TpyIiIe MauueHToB, MOIy4aBIINX 003CHTaH.

[Ipu us3yuyenum Oozenrtana y mnamuentoB ¢ JIAI Il ®K B coueranum ¢ BUY-undexnueit
MOKa3aHO IOBBIIICHUE TOJCPAHTHOCTH K (DU3WYECKUM HArpy3KaM B CPAaBHEHHH C HMCXOJHBIMU
JTAHHBIMH.

B nByx OCHOBHBIX MIa1e00-KOHTPOIUPYEMBIX HCCIIEIOBAHUSAX U MX OTKPBITBIX MPOJICHUSIX Y
BCEX MMAIMEHTOB, MOJy4YalOIINX 003€HTaH, B TEUYCHUE JUTUTEIILHOTO BPEMEHHU MPOBOJIUIIN OIEHKY
JKU3HEHHO Ba)KHBIX TMOKazatesied. CpelHssl MpoaoJKUTEILHOCTh MprueMa 003eHTaHa COCTaBHIIA
1,9£0,7 ner (ot 0,1 mo 3,3 J5er), KIMHUYECKOE COCTOSHHE NAIMCHTOB KOHTPOJIMPOBAIU B
cpenaeM B teueHue 2,0+0,6 ner. Y Oosblielt 9acTW MAMEHTOB OBLI TIOATBEP)KICH JHATHO3
nepBuuHoil JIAI' (72 %) u onpenenen Il ®K (84 %) nmo xnaccudpukamuu BO3. Tlokazarens
BBDKMBAEMOCTH B TPYIIIE B IEJIOM (COTjacHO olieHke mo Metony Kamman-Maitepa) uepes 1 ron
nedeHus: 0o3eHTaHoOM coctaBuil 93 %, a uvepe3 2 roma — 84 %. YV manueHTOB ¢ CHUCTEMHOM
CKJIEpoiepMuUe MoKa3aTeNu BbKMBaeMOCTH 110 Metoay Karnan-Maiiepa Obutn HUXeE.
Hccneoosanus, nposedennvie y oemetl ¢ JIAI

UccnenoBanue mapameTpoB (papMakOKMHETUKH OO3€HTaHa MPOBOIWIM Yy JeTel B TeueHue 12
HEJeNb Tepaluyd IMpenaparoM. AHaIuM3 T'eMOJAMHAMHYECKUX [apaMeTpOB YyKa3blBA€T Ha
yBenuuenune cepaedsoro mHaexca (CH) ma 0,5 1/MHH/M?, a Takke HAa CHIDKEHHE CPEIHETO
napneHns B nerousnoii aprepun (JIJIA) 1o 8 mm pr.ct. n JICC — 110 389 amH * cek * cM™.
Cucmemnas cxiepooepmusi ¢ s136eHHbIM NOPAXCeHUeM KOHeuHocmell

Pesynbratel nByx knuHHMuYeckux uccinenoBanuii (KIM) y B3pocnbpIx MalMeHTOB C CHUCTEMHOMU
CKJIEpOoIepMUEH U SI3BEHHBIM MOpPaKEHHEM KOHEYHOCTeH (B CTaguu 00OCTPEHHUS WU B CIIydasXx,
KOT/Ia SI3BEHHOE MOpPaKEHHWE OTMEYaIM B TEUEHHUE TMOCJIETHEr0 Tojla) MOKa3ald, YTO B TCUCHUE
BCETO Tepro/aa MpUMEHEeHHsI 003€HTaHa HAOIIOAAIOCH JIOCTOBEPHOE YMEHBIIIEHNE YK ClIa HOBBIX
SI3BEHHBIX TIOPAKEHUH KOHEUHOCTEH M0 CPAaBHEHUIO C MIIareoo.

VY marueHToB, MOJy4aBIIMX OO3EHTaH WK Ianedo B TedeHune 16 Henenb, B CpeHEM, OTMEYCHO
1,4 u 2,7 HOBBIX S3BEHHBIX MOpa)keHU#, coorBercTBeHHO (p=0,0042). B wuccnenoBanuu
MPOAOJDKATEIIBHOCTBIO 24 HENENIW 4YHCIO HOBBIX $A3BEHHBIX MMOPAXKEHUN KOHEYHOCTEH Yy
MaueHTa COCTaBIsIo, B cpeaHem, 1,9 u 2,7, coorBerctBeHHO (p=0,0351). Bnusnue 603eHTana

Ha CKOPOCTH 3aKUBJICHUS SI3BCHHBIX HOpa)KCHHf/'I HC YCTAaHOBJICHO.
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Dapmakokunemuka MOCNEODBATENEHOCTE 00017

®apMakOKMHETHKa 003eHTaHa U3y4yeHa B OCHOBHOM Y 3JJ0OPOBBIX 100poBOJIbLIeB. OrpaHUYEHHbIE
JTAHHbIE CBHJIETELCTBYIOT O TOM, YTO SKCIIO3UIMS 003€HTaHA y B3pOCIBIX ManueHToB ¢ JIAT
OPUMEPHO B 2 pa3a BHIIIE, UM Y 37I0POBBIX JT0OPOBOIIBLIEB.

DapMaKOKMHETUYECKUE TapaMeTphl y 3J0POBBIX TOOPOBOJIBIEB 3aBUCAT OT JI03bI U BPEMEHU
npuema Oo3eHTtaHa. KimpeHc U 00beM pacnpefesieHUs: CHIDKAIOTCA MpH  YBEJIUYEHUU
BHYTPUBEHHOH 1103bl U C TeueHHeM BpeMeHu. Ilocne mpuema BHYTpPh CHCTEMHas SKCIO3ULIUS
0o03eHTaHa MpornopuuoHaibHa B Mo03ax 10 S00 mr. Ilpu mpueme BHYTphH 00jee BBICOKHX JI03
003eHTaHa MaKCHUMallbHasi KOHLEHTpauus B IiazMe KpoBH (Cmax) M IUIOMIA[b TOJ KPUBOU
«koHueHTpanus — Bpems» (AUC) yBeM4nBarOTCsS MEHEE MPOIIOPLIUOHAIBHO JI03€.

Bcacvisanue

AOcomoTHas OMOIOCTYIHOCTh 003€HTaHa y 3J0POBBIX JOOPOBOIIBLIEB MOCIE MpUEMa BHYTPb
cocraBisier okosio 50 % wm He 3aBUCHT OT BpeMeHH npuema Nmuiu. Cmax B IIa3Me KpPOBH
JocTuraercs yepes 3-5 4 rnocie npuema rnpemnapara BHyTpb.

Pacnpeoenenue

boszentan B BbICOKOH creneHu (Oonmee 98 %) cBsa3biBaeTcs ¢ OelkaMu IUIa3Mbl KPOBH, B
OCHOBHOM, C allbOyMHHOM. Bo3eHTaH He NpOHUKaeT B ApUTPOUHTHL. [locie oxHOKpaTHOTO
BHYTPUBEHHOT'O BBeZICHUs B J103€ 250 M 00beM pacnpe/iesieHus: COCTaBseT 0koJio 18 1.
Memabonusm u 8vigedeHue

[Tocne OIHOKpPAaTHOTO BHYTPHMBEHHOTO BBeleHUs Oo3eHTaHa B g03e 250 Mr KIUpEHC ero
cocraisiet 8,2 n/4, nepuoy nonysbiBeneHus (T12) — 5,4 4. [Ipu MHOTOKpaTHOM NMPUMEHEHUH
KOHIIEHTpalus 0O3€HTaHa B IUIa3ME€ KPOBH CHIDKaeTcs mocteneHHo 10 50-65 % ot 3HaueHuid
KOHIIGHTPAallMM TpU OJHOKPATHOM MNpuUMeHeHUuH. CHMIKEHHE, BepoATHO, OOYCIOBIECHO
AaBTOMHAYKIMEH MeTaboNM3upYIOUIMX Me4YeHOYHBIX (epMeHTOB. CocCTosHHE YCTOWYMBOIO
pPaBHOBECHSI IOCTUTAETCS B TEUCHHUE 3-5 THEM.

bo3eHnTan Merabonu3upyeTcsl B IEUEHU NMPH y4acTUU M30(EepMEHTOB cUcTeMbI TuToxpoma P450
CYP2C9 u CYP3A4. bo3zeHTaH BBIBOJUTCS Y€pe3 KUIIEUHUK C JKEI4bl0, MeHee 3 % MpUHATON
BHYTPb JI03bI BBIBOJUTCS MMOYKAMHU.

Bbozentan o6pasyer 3 wmertabonuTta, OAWH M3 KOTOPHIX o00namaer (apMaKkoJIOTHUYECKOU
AKTUBHOCTBIO. PapMaKOJIOTMUYEeCKH AaKTHUBHBIM METa0OJUT BBIBOJUTCS IPEUMYILIECTBEHHO B
HEU3MEHHOM BHJI€ C JKEM4bl0. Y B3pOCIBIX MALIUEHTOB CUCTEMHOE BO3ACHCTBHE aKTHBHOI'O
MeTa0oJIMTa BBINIE, YEM Y 3JJ0POBBIX JOOPOBOJIBLEB. Y MAlMEHTOB C MPU3HAKAMHU XOJECTa3a
CUCTEMHOE BO3/EHCTBHE 3TOTO0 METaO0IUTa MOXKET BO3PACTATh.

bozenrtan sBnsierca unaykropom uzodepmentoB CYP2C9 u CYP3A4, a Takxke, BOZMOXKHO,
uzodpepmerra CYP2C19 u P-riukonporenna. In vitro 6o3eHTaH MOAaBIsSET aKTUBHOCTH MTOMITBI

BBIBEJICHUS cotieil sxemuubIx kuciaoT (BSEP) B kyiabType renaTouTos.
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B mccnenoBanmsx in Vitro mokasaHo, uTo 603eHTaH He (RA3BIBACT SHAYAMOO-HHIAONDYOIero

spdexra Ha psax mzodepmentoB (CYPLA2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4).
CrnenoBarenbHO, 0O3€HTAaH HE TOBBIIIAET B KPOBU KOHLEHTPAIMIO JICKAPCTBEHHBIX CPEACTB,
MeTa00JIM3M KOTOPBIX OMOCPEI0BAH JAHHBIMU U30()epMEHTaMH.

dapMaKOKMHETHKA Y 0COO0BIX T'pYIII HAannMCHTOB

Pe3ynbrathl uccienoBaHuil MpeanonaratoT, 4To Ha (papMaKOKMHETUKY OO3€HTaHa y B3POCIBIX
NAIMEHTOB HE OKAa3bIBAIOT CYIIECTBEHHOTO BIMSHHS Takue (DaKTOpbl, KaK IOJ, Macca Tela,
pacoBasi IPUHAJICKHOCTH UM BO3PACT.

Jlemu

Pesynbratel nccienoBaHusi papMakOKMHETUKH OJHOKPATHONM M MHOTOKPATHBIX 103 OO3eHTaHa
npu npueme BHYTpb y 19 nereit ¢ JIAD B Bozpacte ot 3 10 15 net (mpuem B 103€ 2 MI/KI Macchl
tena 2 pasza B jgeHb, AC-052-356 [BREATHE-3]), cBHICTENBCTBYIOT O TOM, YTO CHCTEMHOE
BO3JICiCTBME OO3€HTaHAa CHIKAeTCsl CO BPEMEHEM B  IOJHOM  COOTBETCTBUU C
ABTOMHIYKIIMOHHBIMH cBolicTBaMu mnpernapara. Cpeanue 3Hauenuss AUC (CV %) Go3enrtana y
JeTeH, mosrydaromux 0o3eHnTtan B 1o3ax 31,25 mr, 62,5 mr win 125 mr 2 pasa B AeHb, COCTaBIISIIN
3,496 (49), 5,428 (79) u 6,124 (27) Hr*u/mi1, COOTBETCTBEHHO, U OBLIU HIDKE CPETHETO 3HAYCHUS
storo mokazatens (8,149 (47) ur*u/mm) y B3pocibix namueHtoB ¢ JIAI, mpuHHMaBIIuIX
0o3eHTaH B f03¢ 125 mr 2 pa3a B JeHb. B paBHOBECHOM COCTOSIHMM CHCTEMHOE BO3JCHCTBHE Y
nereii ¢ maccoi tema 10-20 kr, 20-40 xr u 6oiiee 40 Kr COCTaBUIO0, COOTBETCTBEHHO, 43 %, 67 %
1 75 %, OT COOTBETCTBYIOIIUX ITOKA3aTEJICH Y B3POCIIBIX.

Hapywenue ¢pynkyuu neuenu

VY manueHToB ¢ MeYeHOYHON HEeIOCTaTOYHOCTHIO JIETKOW cTeneHu (Kiacc A 1o Kiaccu(puKaiuu
Yaitna-I1pt0) CcymiecTBEHHBIX M3MEHEHUH Moka3aTenell (apMakOKMHETUKH IIpernapara He
orMmeueHo. Y 3tux mnamnueHToB paBHoBecHas AUC Oosenrtana Obuta Ha 9 % BeINIE, a €ro
akTuBHOTO MeTaboymra, RO 48-5033, - Ha 33 % BBIIIE TO CPaBHCHHWIO C AHAJOTUIHBIM
MOKa3aTeseM 3I0pPOBbIX JOOPOBOJIBIIEB.

BnusHue mne4eHOYHON HEZOCTATOYHOCTH YMEpPEHHOW cTemeHu Tshkect (kimacce B mo
knaccupukanun Yaitnga-Ilbro) Ha (QapMakoKMHETHYECKHE TMapamMeTpbl OO3€HTaHa M €ro
OCHOBHOTO Meraboiuta, RO 48-5033, myuaym y 5 mammentoB ¢ JIAI, oOycrmoBieHHOMN
MOPTANTBHON TUNEPTEH3UEH, U TIEUEHOYHOW HEAOCTATOYHOCTHIO YMEPEHHON CTENEHU TSIKECTH, a
takxe y 3 nanueHToB ¢ JIAI', o0yciIoBIeHHON APYruMH MPUUYMHAMH, 1 HOPMAIbHOU (QYyHKIUEH
neyeHu. Y TAlMEeHTOB C MEUYEHOYHOW HEJ0CTaTOYHOCThIO Kiacca B cpennee 3nauenue (95 %
noBeputebHblii  muaTepBan (/IM)) paBHoBecHoit AUC O6osenrtana cocraBmio 360 (212-
613) ur*u/mi, To ecth [1.e.] ObuTO B 4,7 pa3a Bhime, a cpeanee 3HaueHue (95% W) AUC
akTuBHOTO Metabonuta RO 48-5033 cocraBuno 106 (58,4-192) ur*u/mm, 1.e. B 12,4 pasa BbIe,

4YeM y TIAIMeHTOB ¢ HOpMaIbHOH (pyHKIMel meuenu (0o3enTan: cpennee [95 % JIW] AUC: 76,1
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[9,07-638] mr*w/mm; Ro 48-5033: cpemnee [D95 % AWDAUCI 857 HLR85T:2) anty/Mmn).

Hecmotps Ha HeOObIIOE YMCIIO MAIUEHTOB U BBICOKYIO BapHaOeIbHOCTh MOTYYEHHBIX JaHHBIX,
3TH Pe3yNbTaThl YKa3bIBAIOT HA 3HAUUTEIFHOE YBEIMUEHHE CUCTEMHOM SKCIO3UIIMN O03eHTaHa U
ero ocHoBHOro merabomuta RO 48-5033 y mamueHToB ¢ TNEYCHOYHOH HEIOCTATOYHOCTHIO
yMEpEHHOU cTeneHu TsbkecTH (kiace B mo knaccudukanun Yaitna-I1610).

®apMaKOKMHETHKa 0O3€HTaHa y MAllMEHTOB C TSHKENOM MEeYeHOYHON HEOCTaTOUYHOCThIO (KJIAcc
C no knaccupukanuu Yaitng-I11et0) He nzydena. Ilpumenenne 6o3eHTaHa MPOTHUBOIOKA3aHO Y
NAIMEHTOB C YMEPEHHOW M TSXKEJION NEUYEHOYHOM HenocTaTodHocThio (kinacc B wim C mo
knaccudukanuu Yaitna-I1eto, cm. paznen «l[IpoTuBonmokazaHus»).

Hapywenue ¢pynkyuu novex

VY nmanueHToB ¢ 0YE€YHON HEJOCTaTOUYHOCTBIO TSKEION CTENEHH TSKECTH (KIMPEHC KpeaTUHHUHA
(KK) 15-30 mi/mMuH), KOHLIEHTpanus 003eHTaHa B IJIa3Me KPOBU CHUKaeTcs npumepHo Ha 10 %.
Konnentpanus metabonutoB 003eHTaHa B IJIa3ME€ KPOBHU BO3pAcTaeT MPUMEPHO B 2 pas3a Mo
CPaBHEHMIO C TMAalMEHTAaMH C HOPMaidbHOM (yHKIMEH MModYek. Y NAlUMEeHTOB C MMOYEYHOU
HEIOCTaTOYHOCThIO He TpedyeTcs Koppekuuu no3bl. llpumenenune Oo3eHTana Ha (oHe
reMoJuain3a He u3ydaiau. YUuThiBas (PU3MKO-XMMHUYECKHE CBOMCTBA 003EHTaHA U €r0 BBICOKYIO
CTETEeHb CBS3bIBAHUS C O€lKaMH TIa3Mbl KPOBH, 3HAYUTEIHLHOTO BBIBEICHUS OO3€HTaHA W3

COCYAUCTOI'O pycCiia BO BpEMsI IEMOJHAIN3a HC OKUIACTCA.

IToxka3zaHusi K IPUMEHEHU IO
Jledyenue serouHoii aprepuanbHoi runepreHsuu (JIAD) ¢ nenbro yaydiieHus! TOJIEpaHTHOCTH K
bu3nyecKkuM Harpy3kaM M KIMHUYECKHMX CHMITOMOB y mnanueHToB |I-IV ¢yHkunonanpHoro

kiacca (PK) no knaccudukanuu BO3, B3pocnbix U aeTelt crapiie 3-X JIeT, BKIoYast:
° HEePBUYHYIO (MANONIATHYECKYIO U HacleCTBeHHY0) JIAT,

° Bropuunyto JIAI' Ha QoHe ckuepogepMuuM OpU  OTCYTCTBUM  3HAYUMOTO

HHTCPCTUIHAIIBHOTO MMOPAKCHUSA JICTKHUX,

° HAF, ACCOLIMUPOBAHHYKO C BpPOXIACHHBIMU TIIOpOKaAMMU cCepJAla H, B YaCTHOCTHU, C
HApyIICHUAMUA MoKa3aTesei TeMOJUHAMUKH T10 TUITY CUHAPOMA 31713eHMeHrepa.
CHIKEHHE 4YHCIIa HOBBIX JUTUTAJIBHBIX 3B Y B3pPOCIBIX IIpHU CHCTEMHO CKIICPOACPMUN U

IIPOrPECCUPYIOLIEM SI3BEHHOM IMOPaKEHUU KOHEYHOCTEH.

IIporuBonokasanus
° [ToBbIIeHHast YyBCTBUTENBHOCT K O03€HTaHy WM JTI000MY M3 KOMIIOHEHTOB Ipernapara,
o [TeueHouHast HEJOCTATOYHOCTh YMEPEHHOW M TsKENO# crenenu TsokecTr (kimaccel B u C

no knaccupukanuu Yauna-Ilero, cMm. pasmen «DapMakoJOTHUECKHE CBOWCTBa» TMOAPA3ICI

«DapMaKOKHHETUKAY);
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° Hcxomuoe MIOBBIIIICHHUE aktupHocTy [0 éddhoatibixh EH U (rparéabiinas:

acmmapraramuHoTpancdepasbl (ACT) w/unu ananuaamuHorpanchepassl (AJIT) Gonee yem B 3

pa3a oT BepxHel rpanuiisl Hopmel (BI'H);

° Tspkenas aprepuanbHas TMIIOTEH3Us (CHCTONMYECKOE apTepuanbHoe naBieHue (AJl)
MeHee 85 MM pT.cT. y B3pociblX; cucroaudeckoe AJ[ < 80% HMXHEN TrpaHUIBl HOPMBI,

COOTBETCTBYIOIICH BO3PACTY U MOy peOeHKa);

° OnHoBpeMeHHBIN mpueM HuKiIocnopuHa A (cM. pasnen «BzaumoneicTBue ¢ APYrUMH

JIEKAPCTBEHHBIM CPEICTBAMUY);

° bepemennocts (cM. paznensl «lIpumeHenue mpu OEpeMEHHOCTH U B MEPHUOJ TPYIAHOTO

BCKapMIIMBaHUs», «OcoOble yKa3zaHUs»);

° HpI/IMeHeHI/Ie Y KCHIOUH C COXPAHCHHBIM PCIPOAYKTHBHBIM IIOTCHIMAJIIOM, HC

MOJIB3YIOIUXCA HAAC)KHBIMH METOJaMH KOHTPALCIIIHH,

° [lepuon rpyaHoro BcKapMmilMBaHUS (OTCYTCTBYIOT KJIMHHUYECKUE JIaHHBIE) (CM. pasjen

«I[Ipumenenue npu 6epeMEHHOCTH U B IEPUO]] TPYIHOTO BCKAPMIUBAHUSY);

° HpI/IMeHCHI/Ie y ,Z[eTeﬁ a0 18 ner AJI1 YMCHBUICHUS YHCJIa HOBBIX JUIMTAJIBHBIX 3B (B

CBs3U C OTCYTCTBUCM KIIMHUYCCKUX IlaHHI)IX);

° Jlerckwuii Bo3pact 10 3-X JeT (i TaOJICTOK, MOKPBITHIX IICHOYHOH 000JI04KO¥).

C 0CTOPOKHOCTHIO

ApTepI/IaJ'IBHaSI THUIIOTCH3UA.

I[IpumeHeHnune npu 6epeMEHHOCTH U B MEPUO/I TPYITHOT0 BCKAPMJIMBAHUS

bepemennocmo

B MOKITMHWYECKWX WCCIIeOBAaHUSAX YCTAHOBIEHA PEMPOJYKTHBHAS TOKCHYHOCTH OO3CHTaHA
(TepaToreHHOEe W SMOpHOTOKCHYECKOoe JeiicTBue). [laHHBIX O NpUMEHEHUH OO3eHTaHa Y
OepeMEeHHBIX JKEHIIMH HeT. BO3MOXHBIM pUCK AN uenoBeka Hew3BecTeH. lIpumeHeHue
npenapara 003eHTaHa BO BpeMs OEpEMEHHOCTH MPOTHBOMOKA3aHO (CM.  pazjen
«IIpoTHUBOIIOKa3aHUS).

Ilpumenenue y sceHuWuH ¢ COXPaHEHHbIM PenpoOYKMUBHLIM HOMEHYUANOM

[lepen Hayanom JedeHus MpenaparoM 003EHTaHA y JKEHIUH C COXPAaHEHHBIM PENPOIYKTHUBHBIM
MOTCHIIMAJIOM CJIEYeT TMOJATBEPIUTh OTCYTCTBHE OCPEMEHHOCTH, OOCYINUTh HAJCKHBIC METOBI
M0  TPEIyNpPeKICHUI0 OEpeMEHHOCTM W  HadaTh NPUMEHEHHWE KOHTpPAICNIHUUA  I10
COOTBETCTBYIOIIEH coriiacoBaHHOW cxeme. [lalmeHTsl ¥ Bpaud JOJDKHBI YYUTHIBATH TOT (akT,
910 0O3€HTaH MOXET CHMXaTh A(P(HEKTUBHOCTH TOPMOHAJIBHBIX KOHTPALICTITUBHBIX CPEACTB
BCHeACTBHE (apMaKOKMHETHYECKOTO B3amMojencTBus (cM. pasaen «B3aummopeiictBue ¢

OPYTMMH  JIEKQpCTBEHHBIMH  cpelcTBaMu»). llosToMy  JKeHIIMHaM €  COXpaHEHHBIM
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PENPOJYKTHBHBIM IOTEHIMAIOM HE PEKOMEHAyeTCd | [HCHONEI0BHE, T MENOH (TOPMOHATIBHOMI

KOHTpaIEenuy (BKJIF0Yast JISKAPCTBEHHBIC MPEapaThl, MPUMEHIEMbIC BHYTPb, B BUJIC HHBEKIIHA,
TPaHCACPMAJIbHBIX TEPANEBTUUECKUX CHUCTEM WM HMMIUIAHTATOB) B KAa4yeCTBE E€AMHCTBEHHOI'O
METO/1a; UM HEOOXO0IMMO MPUMEHSTh TOTIOJHUTEIbHBIA WU ATbTCPHATHBHBIA HAJICKHBIA METO]T
KOHTparneniuu. [Ipy COMHEHHUIX B HAJIG)KHOCTH BBIOPAHHOTO METOAa KOHTPAIEIIIUN MAIlUEHTKE
ciaemyeT oOpaTUTbCs K  BPadyy-THHEKOJIOTY Ui  HMHIMBHAyaJIbHOTO Toa0Opa MeToja
KOHTpALICTIIIUU. YYHUTHIBAS BO3MOXHYIO HEIP(PEKTUBHOCTH TOPMOHAJIBHOW KOHTPAUECHINH U
BBICOKMI PHCK HETaTWBHOTO BIHMsIHHMA OepemMeHHOocTH Ha TeueHue JIAI, Bo Bpems Tepamuu
npenaparoM 0OO3€HTaHA PEKOMEHIYETCSl €KEMECSYHO IMPOBOJIUTH TECT Ha OEPEeMEHHOCTh, YTO
MO3BOJIUT JIMATHOCTUPOBATh OEPEMEHHOCTh HAa PAHHUX CPOKaX.

I'pyonoe scxapmausanue

He ycraHoBieHO, mpoHUKaeT i 003€HTaH B TPyIHOE MOJIOKO. Eciii HeoOXoIumMo mpoBeIeHUe
Tepanuu npenaparoM 003eHTaHa B MEPUOJ JAKTAIMH, TPYIHOE BCKAPMIIMBAHHE PEKOMEHIyeTCs
npekpaTuTh (cM. pazaen «[IpoTuBomokazaHus»).

DepmunbHocms

B 1oxnuMHMYECKMX HWCCIENOBAHUSX BBISBICHO BIUSHUE Ha CEMEHHHUKH. Pe3ynbTaTsl
KJIMHUYECKOr'0 MCCIIEI0BAHMS MTOKa3alIH, 4TO Y 8 U3 24 nauueHtoB-Myx4uH ¢ JIAI" uepes 3 nmu
6 MecsleB JiedeHHs] 003eHTAaHOM OTMEYaloCh YMEHBIICHHE KOHIIEHTpaluu crepMel Ha 42 % u
0osee OT UCXOAHBIX 3HaUYeHni. Ha ocHOBaHMM KIMHMYECKHX U JOKIMHUYECKUX HAHHBIX HEJIb3s
WCKIIIOUUTh PHUCK HEraTMBHOTO BJIMSIHUS OO3€HTaHA Ha CIIEpMAToreHe3 y MyKuuH. Henb3s
WCKIIIOUUTh HEOJIAronmpUsITHOE BIMSHUE JUTUTEIBHOTO JIeYeHUs 003€HTaHOM Ha CIIEPMATOTeHE3 Y

naluCHTOB-MaJIbYHUKOB.

Cnocod npuMeHeHus U 103bl

TabneTku clieyeT MPUHAMAThL BHYTPh YTPOM M BEUYEPOM HE3aBUCHMO OT BPEMEHHU IpHeMa
MTUTIIH, HE Pa3’KeBhIBas U 3aITUBast BOJIOK.

Jlecounaa apmepuanvnas cunepmen3us

Jledyenue u HaOMIOACHKUE JOHKEH MTPOBOJAUTH TOJIBKO Bpay, UMEIOIIHNKA onbIT eueHus JIATL .
IIpumenenue y 63pocivix

VY B3pocibIX HayallbHas Jj03a MIpemnapara 0o3eHTaHa cocTaBisgeT 62,5 mr 2 pasa/neHs (yTpoM u
BeYepoM) B TedeHHe 4 Helelb, 3aTeM 03y MOXXHO YBEITHYHUTH 0 MOAICPKUBAIONIEH O3BI,
KOTOpas cocTaBisieT 125 mr 2 pasa/neHs.

OTUM pEeKOMEHJANUSAM HY)KHO CIIEZIOBaTh W TP BO3OOHOBJICHWH IMpHEMa Iperapara 003eHTaHa
MoCJIe TepephiBa B JieueHUH (cM. pazaen «OcoObie yKazaHUs»).

Ipumenenue y oemetl 3 nem u cmapuie
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Pekomennyemas TepameBTHdecKas 103a Oo3eHTaHa Y| [AENCH ECOCTAB/BRT -2 MI/KE YIpOM Hn

BeuepoM. B wuccrmemoBannn AC-052-356 [BREATHE-3] npuMeHSIH CICAYIOIIYIO CXEMY

JIO3MPOBAHUS:
Macca teja (Kr) HavaabHas 103a (4 negean) | Iloanep:xuBaromas no03a
Ot 10 o <20 31,25 mr 1 pa3 B neHb 31,25 mr 2 pa3a B 1eHb
(1/2 Tabnetku 62,5 mr) (1/2 Tabnetku 62,5 mr)
Ot 20 o <40 31,25 mr 2 pasa B ieHb 62,5 Mr 2 pasa B JicHb
(1/2 Tabnetku 62,5 mr) 62,5 mr
> 40 62,5 mr 2 pa3a B JIcHb 125 mr 2 pa3a B JIcHb
62,5 Mr 125 mr

Tepanus 6 cayuae kiunuyecko2o yxyouwenus JIAI

CrnenyeT paccMOTpETh BO3MOKHOCTh IPUMEHEHUS aJIbTEPHATUBHBIX METO/OB JICUEHUSI B Cllydae
KJIMHUYECKOr0 YXYALIEeHUs (HampuMep, MNPy YMEHbBIIEHUU TUCTAHIIMU IO pe3ybTaTaMm TecTa C
6-MuHyTHOI X01b00M He MeHee ueM Ha 10 % MO CpaBHEHHIO C MCXOJHBIMU IOKA3aTEISIMHU),
HECMOTpsl Ha NMpHMEHEHHe Npenapata O003eHTaHa B TeueHHEe HEe MeHee 8 Hexenb (M3 HUX B
peKoMeHayeMoH 03¢ - He MeHee 4 Heenb). OHAKO Y YacTH MaMeHToB MPH HeI((HEKTUBHOCTH
npernapata Oo3eHTaHa Tmoclie 8§ HeAenb MNPUMEHEHHUS, TMOJOKHUTENbHBI 3(pQexT Moxer
HaOII0IaTHCS TIOCTIE TOTIOIHUTENbHBIX 4-8 HelleNb JICUEeHHUS.

[Tpu HAaCTYIJIEHNU KIIMHUYECKOIO YXYALLEHUS CIIyCTs HECKOJIbKO MECSIIEB JIEUEHUS IIpernapaToM
003eHTaHa, 1eNeco00pa3sHOCTh €ro JaJbHEWIIEro NPHUMEHEHUs CIEIyeT OLEHUTbh 3aHOBO.
YBenuueHue 10361 npenapaTta 6o3eHTana 10 250 Mr 2 pa3a/neHb Y HEKOTOPBIX MAlUEHTOB, pU
HEJAOCTaTOYHOU H(PGPEKTUBHOCTH €ro 103bl 125 Mr 2 pasa/meHb, MOXET crocoOCTBOBATh
HEKOTOPOMY TIOBBIIICHUIO TOJEPAaHTHOCTH K (u3nyeckor Harpyske. Crenyer TmiateiabHO
B3BECUTh COOTHOIICHHME <«I10JIb3a — PHUCK» A TNPUHATHUS pElIeHHs 00 YBEJIWYEHHUU J103bl
npernapara, NpUHUMas BO BHUMaHHE 3aBUCHUMOCTh Ie€laTOTOKCHYECKOro JIEHCTBUS Ipernapara
003€eHTaHa OT €ro J03bl.

Ilpexpawenue mepanuu

Mmeercss orpaHWYeHHBIM OMBIT BHE3AIMHOTO MPEKpallleHUs Tepamnuu IpernaparoM Oo3eHTaHa
nanueHToB ¢ JIAT, npu 3ToM naHHBIX 0 pe3koM yxyameHuu JIAI' He nomydeHo. Tem He mMeHee,
B LEISIX MPEeIOTBPALEHUS YXYIIIEHUs] COCTOSIHMS IallMe€HTa HM3-3a BO3MOXKHOT'O DPa3BUTHUS
CHHJIpOMa «OTMEHBI», PEKOMEHAYETCS TOCTENIEHHOE CHIYKEHHE JI03bI (HAIlOJIOBUHY B TeUEHHE 3-
7 nHEN) W ONHOBPEMEHHOE HAuyalo aJbTEPHATUBHOW Tepanuu. PekoMeHayeTcs peryispHbII
KOHTPOJIb KIIMHUYECKOTO COCTOSIHUS MalleHTa B IEPHO]] OTMEHBI JICUEHUS.

Ecniu npunaro pemenue o0 oTMeHe mnpenapara Oo3eHTaHa, €ro J03y CJIeAyeT CHUXKaTh
IIOCTENIEHHO, OJIHOBPEMEHHO HauMHAas aIbTEPHATUBHYIO TEPAIIUIO.

Chudicenue uucna HO8bIX OUSUMATLHBIX A36 Y 63POCIIbIX C CUCHEMHOIU CKlepodepmueli
Haznauenue neueHus u HaOIIOJEHUE 32 HUM JOJKEH OCYIIECTBISTH TOJBKO Bpad, MMEIOIINN

ONBIT JICUEHUSI CHCTEMHOM CKIIEPOJAECPMUU.
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V B3pOCHBIX MAalMEHTOB HAYaJlbHas 103a Npenapara 003¢HTAHA €OCTaRIAE 62,5 V1T 2, pagajicHb

B TeueHHe 4 HeNemb, 3aTeM J03a YBEIMYHMBACTCS 10 MOJJAEpKUBAOIIeH - 125 Mr 2 pa3a/neHs.
OTUM peKOMEHAALUAM HY>KHO CIIEZ0BAaTh U IPU BO3OOHOBJICHUH IpHEMa Ipernapara 603eHTaHa
nocJjie nepepbiBa B ieueHuu (cM. paszen «OcoOble yKa3aHus»).

Knunuueckuil ompIT NpuUMEHEHUs Mpenapara MO JaHHOMY I[IOKa3aHHUIO HE TpeBbIIaeT 6
MECSIIEB.

HeoGxomumo perynsipHo oueHuBaTh 3(PPEKTHUBHOCTH Tepamuud M HEOOXOJUMOCTH €€
npoaonkerus. Cienyer IpOoBOJUTh HAISKAIINNA aHATU3 COOTHOIICHUS TOJIb3bI OT Tepanuu U
MOTEHLIMAJIBHOTO PUCKAa MOOOYHBIX PEAKIMI C y4eTOM TIelnaTOTOKCUYHOCTH Oo03eHTaHa (CM.
paznen «OcoObie yKa3zaHUsI»).

Ilpumenenue y oemet

Jannbie 00 3 ekTHBHOCTH U 0€301MaCHOCTH MPUMEHEHHUs Iperapara 003eHTaHa M0 JaHHOMY
MOKAa3aHUI0 y TMalueHToB wiaame 18 ner ortcyrcrBytor. (dapmMakOKMHETHKY IMpemapaTa
003eHTaHa y JeTel ¢ JaHHBIM 3a00JIEBAHUEM HE U3YyYallu.

Ilpumenenue y ocobvix cpynn nayuenmos

Hapywenue ¢ynxyuu nevenu

He tpeGyercst KoppeKIUU A03bl y TAIUEHTOB C TIEYEHOYHOM HEIOCTATOYHOCTbIO JIETKOM CTeleHU
Tsokectn (kimacc A mo knaccudukanuu  Yaitng-Ilero, cM. pasmen «®dapmakonoruueckue
cBOMCTBa» mojpasaen «DapMaKOKMHETHKa»). bBO3eHTaH MPOTHBOIMOKA3aH MaIlMEeHTaM C
MEYECHOUYHON HEIOCTATOYHOCTHIO YMEPEHHOU W TspKeIou creneHu TshkecT (kiaccel B u C mo
knaccudukanun Yaina-ITeto, M. pazaenst «lIpotuBonokazanus» U «OcoOble yKazaHU).
Hapywenue ¢ynkyuu novex

Jljs manueHToB ¢ HapymeHUsAMU (QYHKIMM TTOYEK U MAIUeHTOB, HAXOAIIMXCS Ha FeMOoJualu3e,
He TpeOyercs KOppeKIHH 03kl mpemapara (cMm. pazzuen «DapMakoJIOTHUYECKHUe CBOHCTBA»
nozpaszien «PapMaKOKUHETHKA).

Ilpumenenue y noscunvix nayueHmos

VY nauueHToB crapiue 65 jget He TpeOyeTcss KOppeKIMH 103kl Ipernapara.

ITob6ouHoe nelicTBue

B 20 mnnanebo-xontponupyemeix KU, mpoBeneHHBIX IO pa3iMyHBIM TOKa3aHUsM, 2486
MAIMEHTOB Moy4anu 0o3eHTan B j03ax oT 100 mr go 2000 mr, a 1838 mamnueHToB Mmoyydaiu
wiane6o. [TpoaomKuTenbHOCTh JIeUeHHsl cocTaBuiIa B cpefHeM 45 Henenb. HexenarenbHbIMU
nekapcTBeHHbIMU peakuusmu (HJIP) cuntanu coOwitus, koTopsie Habmoganuck y 1 % u Oonee
MalMeHTOB, TMOJTYy4YaBIIUX OO3€HTaH, C YaCTOTOHM, Mo KpaiHed mepe, Ha 0,5 % Bwime, 4em y
NalMeHTOoB, MmojyyaBIux mianedo. Haubonee yacto otmeuanu rojgosuyto 60ib (11,5 %), orexku
WK 3371epKKy xKuakoctu (13,2 %), naMeHeHune nokaszareneid GyHKIIHMOHATIBHBIX «I€UEHOYHBIX)
tecToB (10,9 %) u anemuro/cHmxeHre remornoduHa (9,9 %).
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IIpumeHeHne 0G03€HTaHa acCOLMUPOBATIOCH € J10303ABACHUMEIM () HOBEHITGHUEN TaKIMBHOCTH

«IEYCHOYHBIX» TPAaHCAMHUHA3 U CHUYKEHHUEM TeMorioOnHa (cM. pazaen «OcoOblie yKazaHus»).
Vkazannble Huxke HIIP 3apeructpupoBanbl B KM M B HOCTpEerucTpaniMOHHOM IIEpUOIE U
IIPEJICTaBJIEHbl COIJIACHO TEPMUHOJIOTMM MEIMLIMHCKOIO cloBaps A HOPMaTHBHO-IIPaBOBOM
nestensHoctTt MEDDRA. B 3aBucumocty oT yactoTrhl Bo3HMKHOBeHUs HJIP crpymmupoBanbl
ciexyomuM obpa3zoM: odeHb dacto (>1/10), wacto (>1/100, o <1/10), Heuacto (>1/1000, HO
<1/100), peaxo (=1/10000, vHo <1/1000), ouennr penko (<1/10000), wacToTa Heu3BecTHa (Ha
OCHOBaHUU UMEIOIINXCS JAHHBIX OIICHUTHh HEBO3MOXKHO).

B kaxpnoit wacrotHou rpynmne HJIP mnpeacrtaBieHbl B MOPSAKE YMEHBIICHUS CTEIECHU
cepbe3HocTd. He oTMeueHO KIMHMYECKH 3HAuMMBbIX pasiauuuii mexay HJIP B obOmeit Gasze
JTAHHBIX M OTAEIHHO IO 3aPErUCTPUPOBAHHBIM ITOKA3AHHSIM.

Hapywenus co cmopoHbl Kposu u tumpamuieckoii cucmembl:

4acTO: aHeMHUsl, CHUKEHHE FeMOTJIO0NHA;
HEYaCTO: TPOMOOLUTONEHHUS ', HEHTPONEHNs, TeHKONeHU

YaCTOTa HEM3BECTHA: AHEMHUS HIIH CHIDKEHHE reMOryIo0HHa, Tpebyromee reMorpanchysuu’.
Hapywenus co cmoponsl uMMYHHOU cucmembl .

YacTO: peaKIMH MOBBIIIEHHON JyBCTBUTEIBHOCTH (BKJIIOYAs EPMATHT, KOKHBIH 3/ M CHIIb);
penko: aHapUIAKTUYECKHE PEaKIMK U/1IM aHTHOHEBPOTHUECKuii oTek’.
Hapywenus co cmopoHvl HepaHOU cucmemul.

OYeHb YaCTO: TOJIOBHAS 0OJIBS;
gacto: oomopokt?.

Hapywenus co cmoponul cepoya:
4acTo: oulymeHue cepaneduenus .

Hapywenus co cmoponwsl cocyoos:

YaCTO: «IPUIMBBIY KPOBH K KOXKe NMHIA, cHuskernue AJM,

Hapywenus co cmoponwl OvixamenbHOU cucmemsl, Op2aHos8 epyOHOLL KIeMKU U CPeOOCEeHUsL:
YacTo: OTEK CIM3UCTON 000NOYKH HOca',

Kenyoouno-kuuieunvie napyuieHus:

4acTo: ractpod3odareanbHas pedrokcHast 00JI€3Hb, AUApPEs.

Hapywenus co cmopoHvl neueHu u scenuegblgo0auux nymet.

OUEHb YaCTO: M3MEHEHHE MoKa3arenel PyHKIUY NEUYCHU;

HEYACTO: TOBBINICHUE AKTUBHOCTH «IeueHOYHBIX» TpancamuHaz (ACT, AJIT) BcimeacrtBue
renaTuTa (BKIIOYAs BOSMOKHOE 0OOCTPEHHE CYIIECTBYIOMIETO TeNaTHTa) H/HTH KeATyXHU
PEKO: IUPPO3 TIeYeHH , IeYeHOUHas HE0CTaTOYHOCTh .,

Hapywenus co cmopoHul Kodtcu u NOOKOIHCHbIX MKAHEU

JacTo: 3puUTeMa.
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Obwue HapyweHus u peakyuu 8 mecme 68e0eHUs.. MOCNEODBATENEHOCTE 00017

OYCHDBb YaCTO: OTCKH, 3aICPrKKa )KI/II[KOCTI/IS.

! JlanHbIe MOTyYeHBI U3 HOCTPErUCTPAMOHHBIX HAOIIOICHNH, YaCTOTA ONpe/IeeHa C MOMOIIHIO
CTAaTHCTUYECKOTO MOJICIIMPOBAHUS JAHHBIX IUIAe00-KoHTpompyeMbix K.

2 Peakiu¥ TOBBINIEHHONW YyBCTBUTEIBHOCTH OBUIM OTMedeHHI y 9,9 % IalMeHTOB, KOTOPHIE
nosryyanu 6o3eHtan u'y 9,1 % - mnane6o.

3 TonoBHylo 6onp oTmeuamu 11,5 % HauMeHTOB, KOTOphlE MOTydaau Go3eHTaH, u 9,8 % -
m1anedo.

4 JlanHbIe peaKIum TaKkKe MOTYT OBITH 00YCIOBIECHBI OCHOBHBIM 3a00/IEBaHHEM.

% TMosiBNIEHNE OTEKOB U 3a[ePKKY JKMAKOCTH oTMeuany 13,2 % NarueHToB, KOTOphIE TONydalu

6o3euran, u 10,9 % - miane6o.

B mocrpeructpaiiOHHOM IMEpUOJIe OTMEUCHBI PEIKHE CIydau IUPpo3a MEYCHH HEM3BECTHOM
ATHOJOTMM Ha (OHE JUIMTENBHOW Tepanmuu OO3CHTAHOM Yy TIAIIMEHTOB C  TSDKEIIBIMU
COITYTCTBYIOIIUMH 3a00JICBaHUSMHU, OJHOBPEMEHHO NPUMCHSIONINE JAPYIHe JICKapCTBEHHbBIC
npemapatel.  Takke  3aperuCTPUPOBAaHBI  pPEIKWE  CIy4ah  Pa3BUTUA  MEYCHOYHOU
HEJOCTAaTOYHOCTH. OTHU  HAOINIOJNEHUS TOITBEPKIAIOT HEOOXOTUMOCTh  00SI3aTEIIEHOTO
€KEMECSIYHOTO KOHTPOJISI (PYHKIIMU TEYCHU B TEUYCHUE BCETO IEpUOJA JICYCHHS IperapaTom
6o3enTtana (cM. pazaen «Ocobble yKa3zaHHUs ).

Ilpumenenue y oemeii

Hexkourpomupyvemsle KU v neret

[Tpoduns GezonacuocTn O603eHTana y neret (BREATHE-3: n=19, 6o3enTan 2 Mr/kr 2 pasza B
JIeHb B TedyeHue 12 Hejenb) HE OTIMYAICS OT COOTBETCTBYIOLIETO Mpoduist 0€30MacHOCTH Y
B3pocibix nanueHToB ¢ JIAIT B 6a3ucHbIX MccaenoBanusax. Haubosee yacto y aereit otmeuanu
«mpunuBbl»y KpoBH (21 %), TOoNOBHYIO 00JIb U W3MEHEHHE MoKa3areiell (yHKIIMOHATBHBIX
«1eyeHOoYHBIX» TecToB (16 % g kaxxnoi HIIP).

OO0O0OLIeHHBI aHAMU3 pe3yJabTaTOB HEKOHTPOJIMPYEMBIX MEAMATPUUYECKHX HCCIEeTOBAHUM
003eHTaHa B JIeKapCTBEHHOH (hopMe rucneprupyemsie TabaeTku 1o 32 mr Bkiaovai faHHsie 100
nereit ¢ JIAI'. bo3eHTan Ha3zHavyanu B J03€ 2 MI/KI Macchl Tena 2 pasza/neHb (N=33), 2 mr/kr
Mmaccel Tena 3 pasza/aenb (N=31) umu 4 mr/kr Maccel Tena 2 pasa/neHb (N=36). B momeHT
BKJIIOYEHHUSI B MCCIEJOBAHHE BO3pacT 6 MalMEHTOB COCTaBsU1 OT 3 MmecsaueB g0 1 roma, 15
MaueHToB — oT 1 roga mo 2 et m 79 mamueHTOB — OT 2 JeT o 12 ner. Menuana
MIPOJIOJDKUTEIILHOCTH JieueHus coctaBuia 71,8 menens (ot 0,4 1o 258 Henens).

[Tpoduns Ge3omacHOCTH y AETEH MO JaHHBIM OOBEIMHEHHOTO aHajdu3a OBLT TaKUM XKe, KaK B
OCHOBHBIX HCCJEOBAHUAX Yy B3pOCHbIX manueHToB ¢ JIAI, kpome 4acTOThl MH(EKIMOHHBIX
OCJIOXKHEHHUH, KOTOpble ObUIM OoJiee YacThIMU y JIeTeH, 4yeM y B3pocibiX (69 % B cpaBHEHHH C

41,3 %). DT0 OTIIMYNE YACTUIHO MOXKET OBITh OOBSICHEHO 0OJIee TUTEILHBIM JICYCHHEM Y JIeTeH
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 26.05.2025 N= 13241
(Menuana 71,8 Henenb) B cpaBHEHUH €O B3pocisiMu (Meipiana 2.4 Benenk), Hagtomee WaatsiMu

HEKeNaTeIbHBIMU SIBJICHUSIMHU ObUTH MHQEKIIMHA BEPXHUX IbIXaTeNbHBIX myTei (25 %), nerounas
(aprepuanbHas) runeprensus (20 %), Hazopapunrut (17 %), nupekcus (15 %), psora (13 %),
oponxur (10 %), 6onp B xuBote (10 %) u nuapes (10 %). Yacrora HexenaTeNbHbIX SIBICHUN
CYILIECTBEHHO HE pa3jiuyajiach y MalMeHTOB MJaJLIe WM cTapiie 2 JIeT, OAHAKO ATOT BBIBOJ
OCHOBaH Ha JIaHHBIX TOJBKO 21 mamueHTa B Bo3pacte 10 2 JeT U 6 MalueHTOB B BO3pacTe OT 3
mecsueB 10 | roma. Hapymenus ¢yHKIMM T€YEHH W aHEMHS/CHU)KEHHE T'eMOTJIO0HHA
HaOmonanucb y 9 % u 5 % nanueHToB, COOTBETCTBEHHO.

B panpomu3upoBaHHOM  M1ale00-KOHTPOJIUPYEMOM  HCCIEIOBAaHMM Yy  MAalUEHTOB C
MEPCUCTUPYIOMICH JICTOYHOW apTepuayibHOW THunepreH3uerd HoBopoxkaeHHbIXx ([IJIATH,
FUTURE-4) 13 HOBOpOXAEHHBIX MOJy4alld IHCIEPrUpyeMble TabneTKu Oo3eHTaHa B 103e 2
MT/KT Macchl Tena 2 pas3a//ieHp, 8 ManneHToB MoTyJain ianedo. Meanana mpoonKATENbHOCTH
nedeHuss O03eHTAaHOM U TMpuema Ianedo CocTaBWIIU, cOOTBeTCTBeHHO, 4,5 nus (ot 0,5 mo 10
nueit) u 4,0 qas (ot 2,5 1o 6,5 nueit). CaMbIMU YaCTHIMU HEXKENATEbHBIMU SIBICHUSMH Y JI€TEH,
MOJTy4aBIIMX OO3CHTaH © IUIane0o, OBUIM, COOTBETCTBCHHO, AaHEMHUS WJIH CHIDKCHHUE
remorio0ouHa (7 ¥ 2 manueHToB), renepain3oBanHbie oTeku (3 u 0 mammenToB) u pBota (2 u 0
MAIUCHTOB).

H3menenue nabopamophvix nokazameinei

Hzmenenue nokazamerneii (hyHKYUOHANbHBIX «NEYEHOUHBIXY MECHO8

B kimHMueckoil mpakTHKe TNpuUMEHEHHEe Oo03eHTaHa CONPOBOXKJIAIOCH J0303aBUCUMBIM
MOBBILICHUEM aKTUBHOCTHU «I1€YEHOYHBIX» TPAaHCAMHMHA3 B T€UEHUE 26 Hellelb JICUEHHsI, KOTOpOe
Pa3BUBAIOCH MOCTENEHHO U, KaK MpaBMiIO, OECCUMIITOMHO. B mocTperucTpalluoOHHOM MepHoe
OTMEUEHBl PEAKUE CiIydaW LHUppo3a IEYEHW U IEYEHOYHOW HEJOCTaTOYHOCTH. MexaHW3M
pasButus 3tux HJIP HesceH. IloBblllIeHHAs aKTUBHOCThH «II€YEHOYHBIX» TPaHCAMHHA3 MOXET
CIIOHTaHHO HOpMAaJIM30BaThcs Ha (POHE MPHUMEHEHUs Npenapara 003eHTaHa B MOAJEPKUBAIOLIEH
J103€ WIM TOCJE €€ CHIKEHUsA. TeM He MeHee, IPEKpallcHUE JICYEHHUs] WIIM KPaTKOBPEMEHHBIN
HepephIB B TEPAMIUU BCE Ke MOXKET MoTpedoBaThes (M. paznen «Ocolble yKazaHUs»).

B 20 npoBeneHHbIX IUI1a1€00-KOHTPOIUPYEMBIX HCCIIEIOBAHUSIX TOBBIIIEHHE AKTUBHOCTU
«IEYCHOYHBIX» TpaHcamMuHa3 B 3 pa3a u Oonee BI'H ormeweno y 11,2 % mnanueHTos,
nonydaBmmx Oo3eHTaH, U 2,4 % - mmane6o. Iloseimenne B 8 u Oonee pa3 Beime BI'H
3aperucTpupoBaHo y 3,6 % manueHToB, mnonydaromux Oo3zeHtaH, u y 0,4 % - mane6o.
OtmedeHo, yto Ha (oHe JseyeHUs] OO3EHTAHOM TIOBBIIIEHWE AKTUBHOCTH «IIE€YEHOYHBIX)
TpaHCAMHHA3 COYETAJIOCh C MOBBIIMIEHHEM KOHLIEHTpalMu OuianpyOuHa B mja3Me KpoBu (B 2 U
Oonee pas Boiie BI'H) mpu oTcyTcTBUM y MAIMEHTOB OOCTPYKIIUU KEITUEBHIBOISAIINX MYTEH B
0,2 % cmyyaeB (5 mamueHToB), a Ha ¢oHe mpumeHeHus mianed6o — B 0,3 % ciyyaeB (6

MAIUECHTOB).
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COOTBETCTBYET 2KC __ EPTHOMY OTUETY

ot 26.05.2025 N° 1324

IIpn 0600mIEHHOM aHanM3€e JaHHBIX, NMOMydeHHBIX y 00 Teteil] c)BIAIE [(EekOHTPoIHpYEMbIC

nenuatpudyeckue uccrnenosanuss FUTURE 1/2 mw FUTURE 3/Extension), moBeimicHHE
AKTUBHOCTH <«IICYCHOYHBIX» TpaHcaMuHa3 B 3 pa3a u Oonee BI'H nHaGmomamoce y 2 %
MAIUEHTOB.

VY 13 noBopoxnaennsix ¢ [IJIAI'H (FUTURE-4), kotopsie mosydanu 003eHTaH B 7103€ 2 MI/KT
Macchl Tena 2 pasa/menp Menee 10 nmueir (ot 0,5 mo 10 gHel), He HaOMIOMATU MOBBIICHUS
AKTUBHOCTH «II€YCHOYHBIX» TpaHCaMHHa3 B 3 pasa u Oozee Boimie BI'H, HO uepe3 3 mus mocne
OTMEHBI 003€HTaHa Y OJTHOTO MalMeHTa ObLT JUArHOCTUPOBAH I'eATHT.

T'emoenobun

B mnane0o-KOHTPOIUPYEMBbIX HCCIICOBAHUSX CHIDKCHHE TeMOrJIoOMHA B CpPaBHCHHH C
UCXOAHBIM 10 ypoBHS Hmke 100 1/m Obuio ormeueHo y 8,0 % B3pOCHBIX TMAIMEHTOB,
nosyJaronmx ©0o3zeHtan, Uy 3,9 % - mmanebo (cm. pasmen «OcoOble ykazanusi»). llpu
00001eHHOM aHanu3e JaHHbBIX, mnoiaydeHHblx y 100 gmereir ¢ JIAIT (HekoHTponHupyembie
neauatpudyeckue ucciaeposanns FUTURE 1/2 and FUTURE 3/Extension), cHibkeHue
reMOrJIOOMHa B CPaBHCHHHM C HCXOMHBIM 10 ypoBHs Hrpke 100 r/m HaOmonmanocek y 10 %
nanueHToB. CHIKeHne reMorioonaa Huke 80 1/1 oTMedeHOo He ObLIO.

Y 6 u3 13 noBopoxnenusix ¢ IIJIAI'H (uccnegoBanue FUTURE-4) oTmeuanu cHibkeHue
reMOTJIO0MHA OT MCXOHOTO HOPMAJIBHOTO /10 YPOBHS HW)KE HIDKHEH TpaHMIIBI HOPMBI Ha (OHE

JIeueHus 003€HTaHOM.

Ilepeno3upoBka

boszenTtan npuMeHsin B ofHOKpaTtHOU 103 2400 Mr y 370pOBBIX JOOPOBOJIBIIEB M B J103€ 0
2000 Mr/meHp B TeyeHHE 2 MeECSIEB y MAIMEHTOB ¢ Apyrumu, kpome JIAL, 3aboneBaHUSAMHU.
HaubGonee uacto BcTpeuaromieiics HJIP Opima romoBHast 00ib OT JIETKOM 1O yMEpeHHOMH
WHTEHCUBHOCTH.

Tspkenast mepeno3upoBKa MOKET IMPUBECTH K BBIPAXKEHHOMY CHUKeHUio AJl, TpeOyromemy
AKTHBHOM CEpJIeYHO-COCYIUCTON Tepanuu. B mocTperucrpaiinuoHHOM NEPUOJE 3apETUCTPUPOBAH
CIIy4aii mepeo3upoBKY OO3eHTaHa y MallbuiKa-moipocTka mnocie npuema 10 000 mr 603eHTaHa,
KOTOPBIN TMPOSBIISICS TOUTHOTOM, PBOTOM, CHIDKeHHEM AJl, TOJIOBOKPYKEHHEM, MOBBIIIICHHBIM
MOTOOTACIICHHEM U HapyIIEHWEM YETKOCTH 3PHUTENIbHOr0 BOCHpUsATHA. COCTOSHHUE MOTHOCTHIO
HOPMAJTM30BalIOCh B TeueHHe 24 4acoB Ha (hOHE MOACPKUBAIOIICH TMIEPTEH3UBHON TEPAIUU.

bozenTan He YAAIACTCA IPpHU TEMOANAIIN3C.

B3aumopneiicTBHe ¢ APYTrMMH JIeKAPCTBEHHBIMHU CpeACTBAMH
bo3enTan sBnseTcss WMHAYKTOpoM uH30(pepMeHTOB cucrteMbl muroxpoma P450 CYP2C9 u
CYP3A4, u mo naHHBIM ucchenoBaHuii In Vitro, Bosmoxuo, CYP2CI19. Ilostomy, npu

OIHOBPCMCHHOM IHNPUMCHCHHUU NpCliapara 0o3eHTaHa U JICKApCTBCHHBIX CpPCICTB, MeTa00IN3M
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 26.05.2025 N2 13241
KOTOPBIX ONOCPEN0BAaH STHUMH M30(EepPMEHTAMU, NX KOHLIGHTDAEA BOIABNIG- KPOBH SHUKACTCS.

CnenyeT y4MTBIBaTh BO3MOXHOCTh CHIDKEHHS J((EKTUBHOCTH JIEKAPCTBEHHBIX CpPEICTB,
METa0O0JIM3M KOTOPBIX OCYIIECTBIISICTCSI C YYacTHEM YKa3aHHBIX BBIIIE H30()EepMEHTOB.
Bo3MoskHO, mociie Hayana npueMa mnpernapara 003eHTaHa, U3MEHEHHS €ro J103bl MU OTMEHBI,
noTpedyeTcsi U3MEHEHHE J103bl OJHOBPEMEHHO TPUMEHSAEMBIX JIEKapPCTBEHHBIX CPEJICTB.
boszenTan monBepraercss merabonusmy npu ydactuu uzopepmentoB CYP2C9 u CYP3A4.
WurunOvupoBanne  yKa3aHHBIX  H30()EPMEHTOB  MOXET  COMPOBOXKIATHCS  MOBBIIICHUEM
KOHIIGHTpaluu OO3eHTaHa B IUIa3Me€ KpOBU (CM. KETOKOHa30i). BnusHue HHrubuTopos
n3opepmenra CYP2C9 Ha koHueHTpanuio Oo3eHTaHa B IuTa3Me KpoBUM He uiydanu. [lpum
OJIHOBPEMEHHOM MPUMEHEHUH C HUMU CJIEIyeT COOIMI0AaTh OCTOPOKHOCTb.

@nykonazon u opyeue uneubumopwst uzogepmenmos CYP2C9 u CYP3A4: oIHOBpPEeMEHHOE
npuMeHeHne O03eHTaHa C @huyKOHA30/10M, KOTOPBIA HHTHOMpPYET, B OCHOBHOM, M30(EepMEHT
CYP2C9 wu, numb He3HauuTenbHo, u3zohepmeHT CYP3A4, MoxkeT coOmpoBOXKIATHCS
BBIPQXCHHBIM TMOBBIIICHUEM KOHIEHTpAaluu OoO3eHTaHa B KpoBU. JlaHHas komOuHanus He
pexomenayercs. [lo 3Toil ke mnpuUYMHE HE PEKOMEHIYeTCS OJHOBPEMEHHOE IPUMEHEHHUE
npermapara 0oO3¢HTaHa W MOIIHBIX WHTHOMTOpOoB u3odepmenta CYP3A4 (kerokoHaszoia,
UTpPaKOHA30J1a UK pUTOHaBHpa) U uHrHOUTOpa M3odpepmenta CYP2CY (BopukoHazona).
Luxnocnopun A: OZHOBpEMEHHOE MPUMEHEHHE Tpernapara Oo3eHTaHAa U Yuxkiocnopuuma A
(MuHrUOUTOpa KaNbLIMHEBPUHA) mpomusonokazano (cMm. pasnen «lIporuBomokazanus»). [lpu
OJIHOBPEMEHHOM IIpUEME TUX IpernapaToB MUHUMaJIbHAsl HayalbHasi KOHLEHTpauus 003eHTaHa
B KpoBU MoBsIaetcs B 30 pa3 1o cpaBHEHUIO C IPUMEHEHUEM OJIHOTO Oo3eHTaHa. PaBHOBecHas
KOHIIEHTpalusi 003eHTaHa B KPOBH YBEIMYUBAETCS B 3-4 pa3a Mo CpaBHEHHUIO C KOHIIEHTpaluen
003eHTaHa TpPU MOHOTEpanuu. MeXaHM3MOM JaHHOTO B3aMMOJICHCTBUS, BEPOSITHO, SIBISETCS
MHTHOMPOBaHKE IUKIIOCIIOPUHOM TPAHCIIOPTHOTO Oelika, OTBETCTBEHHOI'O 3a IIEPEHOC O03eHTaHa
B renatonuThl. KoHnentpanus nukiocnopuHa A (cyoctpar uzodpepmenta CYP3A4) B kpoBu
cHIKaeTcs npubnusurenbHo Ha 50 %. JlanHoe m3MeHeHue, Hanboliee BEepOSITHO, 00YCIOBICHO
unaykuen nzopepmenta CYP3 A4 Go3eHTaHOM.

Taxkponumyc, cupoaumyc: OAHOBPEMEHHOE INMpHUMEHEHHE ¢ mpemnapaToM Oo3eHTaHa B KU He
U3y4aJoch, OJHAKO TPEANoJaraercsi, 4Yro KOHLEHTpauus Oo3eHTaHa B KpPOBU MOXKET
YBEJIUYUBATHCA IO AHAJOTUHU C OJHOBPEMEHHBIM MpPUMEHEHHEM C IukiocnopuHoM A. [lpu
COBMECTHOM NPUMEHEHUH C TpernaparoM 003eHTaHa KOHIEHTPAIMs TAKPOIUMYCa U CUPOIMMYCa
B KPOBU MOJKET CHIKATbCA. B cBsI3u ¢ 3THM, 003€HTaH He c1edyem NPUMEHSTh OJHOBPEMEHHO C
TaKpoOJIMMyCOM U cuposumycoM. [Ipu HEoOXOIMMOCTH OAHOBPEMEHHOI'O NPUMEHEHHS ITHX
mpemapaToB 00s3aTeNIbHO HAOMIOJeHHEe 3a BO3MOXHBIM paszButueM HIIP u  KOHTponb

KOHICHTPAUX TaKpOJINUMYyCa U CUPOJIMMYCa B KPOBH.
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 26.05.2025 N2 13241
I'nubenxnamud: OTHOBPEMEHHOE NIPUMEHEHHKE I[penapaTnd |003¢HT aHa B/T03¢] i 25 i 2, pasalicHb

B TEYEHHE 5 JHEHW CONMpPOBOXKIAIOCH CHI)KEHHEM KOHLIEHTpaluu MnbeHkiIamuaa (cyocTtpar
uzopepmertra CYP3A4) B kpoBu Ha 40 % ¥ BO3MOXKHBIM 3HAYUTEIHHBIM YMCHbBIIICHUEM
THIOTIIMKeMIUecKoro addexra mnpemapara. KonueHTpanus O003€HTaHa B KpPOBH TaKXkKe
cHmkanace Ha 29 %. Kpome Toro, y manueHTOB, MOJIy4aBIIMX KOMOMHUPOBAHHYIO TEpaIuio,
BO3pacTajia 4acToTa MOBBIIIEHUS aKTUBHOCTH «II€YEHOYHBIX» TpaHcaMuHa3. U riubeHknamMun, u
003€HTAaH OKa3bIBaIOT MHIMOMPYIOILEE BO3JEHCTBUE HA SKCIOPTHYIO IOMIIY COJIEH JKEIYHBIX
kucinoT (BSEP), 4To MokeT 0OBSICHUTH MOBBIIICHUE aKTHBHOCTH «I1€YEHOYHBIX)» TPAaHCAMUHA3.
Jannass komMOuHanMsi He pekoMeHayeTcs. HeT maHHBIX O JIeKapCTBEHHOM B3aWMOJEHUCTBUU
003eHTaHa C IPYTUMH MPOU3BOJAHBIMU CYJIb(OHUIMOYEBUHBI.

Pugpamnuyun: npum OTHOBPEMEHHOM MPUMEHEHHH Nperapara 0o3eHTaHa B no3e 125 mr 2
pasza/neHp u pudaMIuIrHA, KOTOPBIA SBISETCS MOIIHBIM HHIYKTOpoM u3odepmento CYP2C9
u CYP3A4, y 9 310poBbIX JOOPOBOJIBLIEB B Te€UEHUE 7 JHEH KOHIEHTpalus 003eHTaHa B KPOBH
cHmXkanach Ha 58 %, a y oTaenbHbIX nanueHToB — Ha 90 %. Kak pe3ynbrar, MOXKHO OKHUIATh
3HAYUTEIbHOE CHIDKEHHE 2(PPEKTHBHOCTH Tpenapara 003eHTaHa MPU COBMECTHOM NPUMEHEHUH
¢ pudamnunuaoM. OIHOBpEMEHHOE NMPUMEHEHHE pH(AMIUIMHA U Tpernapara O003eHTaHa He
pexomendyemca. JlaHHBIX O COUETAHHOM NpUMEHEHUH O03eHTaHa C JIPYTrUMH HHIYKTOPaMH
uzopepmenta CYP3A4, takumu kak kapbamaszenuH, ¢eHoOapOuTan, ¢heHUTouH u 3BepoOoit
MPOJBIPSBICHHBIN, HEIOCTATOYHO. TeM He MeHee, IPU UX OJHOBPEMEHHOM IMPUMEHEHUU MOKHO
O’KUJAaTh CHI)KEHUS CUCTEMHOTr0 BO3/JeicTBUS Oo3eHTaHa. Henb3sa UCKIIOUNTh U 3HAUUTEIBHOTIO
CHIKEHUSI () (PEKTUBHOCTH JICUEHUSI.

Jlonunasup/pumonasup (u Opyeue uHeuOUMOpPLL npomeas, Oeucmeue KOMoOpvblX YCUIUBAEm
pumonasup): TpU OJHOBPEMEHHOM IPUMEHEHHM Mpernapara Oo3eHTaHa B Jo3e 125 mr 2
pasa/nens u koMOuHanuu jonuHasup+puronasup 400+100 mr 2 paza/neHp B TeueHue 9,5 nHei
y 370POBBIX J100pOBOJIBIIEB MUHUMAaJIbHAsI HaYaJlbHAs KOHLIEHTpalus 003eHTaHa B KPOBM Oblia
IpUMEPHO B 48 pa3 BbILIE [0 CPaBHEHUIO C KOHIEHTpAalMEW IpHU NPUMEHEHUM OJIHOTO
6o3entana. Ha 9 neHp xoHueHTpainus 003eHTaHa B KPOBM OKasajach B 5 pa3 BbIlIe, YeM IpU
npueMe ToJIbKOo Oo3eHTaHa. MHrubupoBanue puroHaBupoM usodpepmenta CYP3A4 u Geinka,
OTBEUAIOLIET0 3a TPAHCHOPT OO3€HTaHa B TEMAaTOLMTHI, MPUBOJUT K CHHXKEHUIO KIIHMpEHca
003eHTaHa U, BEPOSATHO, JIGKUT B OCHOBE JIaHHOIO B3aUMOJIEHCTBUA. Y MAIMEHTOB,
OJIHOBPEMEHHO MPUHUMAIONINX OO3€HTaH W JOMUHABUP+PUTOHABUP WM JIPYTHE MHTUOUTOPHI
poTeas, JEHCTBUE KOTOPBIX YCHJIMBAET PUTOHABHP, HEOOXOIUM KOHTPOJIb MEPEHOCUMOCTHU
npenapaTa 003eHTaHa.

[Tpu onHOBpEMEHHOM NPUMEHEHUH C IpernaparoM 0o3eHTaHa B TeueHue 9,5 qHel oTMedanoch
KJIMHUYECKH HE3HAYMMOE CHUKEHHE KOHIIEHTpPAIUH JIONMHABUPA U PUTOHABUPA (IPUMEPHO Ha

14 % u 17 %, coorBercTBeHHO). Tem He MeHee, MoHas UHAYKIUS 003eHTaHOM MOTJia ObITh HE
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 26.05.2025 N2 13241
JIOCTUTHYTa, MO3TOMY BO3MOXKHOCTH JaJIbHEHINETO CHFREHNE [KORNGHT PMHIHA —AH AGATOPOB

MpOTEA3 UCKIIOUNTh HENb3d. PEKOMEHyeTCsl COOTBETCTBYIOIIMK KOHTPOib 3a BUY-tepanuei.
[TogoGHbIe 3(h(HEeKTHI MOTYT OXHIATHCS M NMPH MPUMEHEHHM APYIMX HHTHOMTOPOB MpOTEas,
JIeicTBUE KOTOPBIX YCHIIMBACT PUTOHABHD (CM. pa3aen «OcoOble yKazaHus).

lpyeue anmupemposupycnvie npenapamvl: B CBS3H C OTCYTCTBHEM JAaHHBIX CHELH(HUECKUE
PEKOMEHJIallMi B OTHOLICHUHM JAPYTrUX AaHTUPETPOBUPYCHBIX IIPENapaToB HE MOTYT ObITh
IIPEJICTaBICHbl. YUUTHIBasi BBIPAXEHHOE TOKCUYECKOE JIEHCTBUE HEBUpAlMHA Ha II€YEHb,
KOTOPO€ MOXKET YCHJIMTh TeMaTOTOKCHYHOCTh OO3EHTaHa, COYETaHHOE MPHUMEHEHHE JSTHX
[IPETapaToB He PeKOMEHOYemcs.

T'opmonanvHvle Kommpayenmugwvl: TPU OJHOBPEMEHHOM IPUMEHEHMHM B Te4YeHHe 7 JHEl
npenaparta 603eHTaHa B 03¢ 125 mr 2 pasa/neHp U 0JHON 71036l EPOPATBHOTO KOHTPALICIITHBA,
coziepkaniero 1 Mr HOpITUCTEpOHA B 35 MKI 3THHUJIICTPAANONIA, OTMedalioch cHmkenne AUC
006oux komnoHeHTOB (Ha 14 % u 31 %, COOTBETCTBEHHO). Y OTIEIbHBIX MAIlMEHTOK CHIKECHUE
9KCIIO3UILIMU HOPITUCTEPOHA W ITUHWIACTpaauona nocturano 56 % u 66 %, COOTBETCTBEHHO.
Takum 00pa3oM, TOJBKO TOPMOHAJIbHAS KOHTPALEHIMS, HE3aBUCHMMO OT IIyTH BBEACHUS
npenapara (BHYTpb, MHBEKIIMOHHO, TPAHCIACPMAIIbHO, WJIM B BHUJIC HMMILUIAHTOB), HE MOXET
CUMTATHCS HA/ICKHBIM KOHTPAIIEITUBHBIM CPEACTBOM.

Bapgapun: ogHoBpeMeHHOE mpuUMeHeHHe Ipenapara 603eHTana B go3e 500 mr 2 pasa/neHb B
TeyeHue 6 IHel MPUBOJUT K CHIDKCHHMIO KOHIICHTpPAIlMU B KPOBU Kak S-BapdapuHa (cyOcTpar
uzopepmenra CYP2C9), tak u R-Bapdapuna (cyocrpar mzodepmenta CYP3A4) wva 29 % u
38 %, cooTtBercTBeHHO. OMBIT OJHOBPEMEHHOTO TMpPHMEHEHHsS mpenapata O03eHTaHa W
BapapuHa y mamueHtoB ¢ JIAI' He BBUIBHI KIMHMYECKH 3HAYMMble HM3MEHEHUS
MEXyHapOoaAHOro HopManuzoBaHHoro otHomeHus (MHO) wnm no3bl BapdapuHa (HayaabHON
0361 B CpPaBHEHUM C TMOJIepXKUBaroIIen mo3oi). Kpome Toro, dacrora u3MEHEHHH 03B
Bap(dapuHa B X0Jie ucciaeaoBanuil B cBsi3u ¢ kosnedanusmu MHO wim B cBsi3u ¢ pazsutuem HJIP
HE OTJIMYaJach y MalMEHTOB, NOJIy4YaBIIMX Oo3eHTaH wiu mianebo. He Tpebyercs n3meHneHus
7036l Bap(apuHa WM JPYTUX AaHAJOTMYHBIX AHTUKOATryJISHTOB I NpUeMa BHYTpPb HpHU
J0OABJICHUH K TEparuu mpernapaToM 0o3eHTaHa. Tem He MeHee, peKOMEHayeTcs: 0oJiee YacThIi
koHTposib MHO, oco0eHHO B Hauasie mMpuMeHEeHus IpenapaTa 003eHTaHa U MPHU YBEIUUYEHUU €ro
JIO3BI.

Cumeacmamun: TIpU OJHOBPEMEHHOM IPHUMEHEHHH mpernapara Oo3eHTaHa B jgo3e 125 mr 2
pa3a/lieHb B TeUeHHe S5 THel, KOHIeHTpalus cuMBacTtaTiuHa (cyocrpata uzopepmenta CYP3A4)
U ero akTUBHOro MeTaboyinTa OeTa-TMIPOKCUKHUCIOTHI CHHMKaeTcsi B KpoBU Ha 34 % u 46 %,
COOTBETCTBEHHO. OJHOBpPEMEHHOE NPHUMEHEHHE CHMBACTaTHHA HE BJIMAET HAa KOHIICHTPALHUIO
0o3eHTaHa B KpOBU. PekoMeHayeTcs KOHTPOJb KOHIEHTpAallMHd XOJIECTEpUHA B KPOBU U

COOTBETCTBYIOIIAaA KOPPECKIHA 1036l CUMBAaCTaTHHA.
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 26.05.2025 N= 13241
Kemoxonason: o1HOBpeMEHHOE NIPUMEHEHHE NpenapaTd [QOseATaHa) B 1036 (2,0 MIT2, pagaiacHb

B TeueHWe 6 JHEH MW KETOKOHAa30Jla, MoOIIHOro wuHruourtopa wu3odpepmenta CYP3A4,
COIMPOBOXKAACTCS JIBYKPATHBIM IOBBIIICHUEM KOHIICHTpaIMK 003eHTaHa B KpoBU. M3MeHeHue
JI03bI Tipenapara 0o3eHTaHa He TpeOyeTcs. HecMOTpsi Ha OTCYTCTBHE JaHHBIX MCCICIOBAaHHUMN IN
Vitro, mpenmnosaraercsi, 4To aHAJOIMYHOC IOBBINICHUE KOHICHTpAIMd OO3CHTaHa B KPOBH
OKUJACTCSl PU OJHOBPEMEHHOM MPUMEHEHHM APYTrUX MOIIHBIX MHTHOUTOPOB H30(epMeHTa
CYP3A4, nanpumep, uTpakoHa3zona M puUTOHaBUpa. Tem HE MeHee, NMPU OJHOBPEMEHHOM
npuMeHeHun 0o3eHTaHa W uHruOuTOpa m3odpepmenta CYP3A4, y manueHTOB cO CHUKEHHOU
aktTuBHOCTBIO m30depmeHTa CYP2CY9 cymectByer puck 0oJiee BBIPaKEHHOTO TTOBBIIICHUS
KOHIIEHTpaluu OO3€HTaHa, YTO MOXKET CIIOCOOCTBOBATh MOSBICHHUIO MOTEHIIMAIBHO OIMACHBIX
HJIP.

Ononpocmenon: orpaHuveHHbIe pe3ynbraThl uccienoBanus (AC-052-356 [BREATHE-3]), B
xoJie kotoporo 10 neteit moixy4anu 603eHTaH OAHOBPEMEHHO C ATIONPOCTEHOJIOM, YKa3bIBalOT Ha
TO, YTO TOCJE OJHOKPATHOIO M MHOrOKpaTtHoro npuMmeHeHus Cmax U AUC Oo3eHTaHa ObLIH
MPUMEPHO OJUHAKOBBIMH Yy TMAIMEHTOB, TOJYYaBIIMX W HE TMOJYYaBIIUX HWHPY3UU
AMONPOCTEHOJIA (oM. pazzmen «DapMaKoIOTHIECKUE CBOMCTBa» MoJIpa3 e
«DapMaKkoAMHAMHKAY).

Cunoenaghun: mpu OIHOBPEMEHHOM IPUMEHEHHH Ipenapara Oo3eHTaHa B no3e 125 mr 2
pasa/neHp (paBHOBECHOE COCTOsiHHME) M cuieHadwia B mo3e 80 Mr 3 pasza/neHp B TedeHUe 6
THEH y 3I0pOBBIX J0OpOBOJBIEB oTMedasioch cHmwkeHne AUC cunpenaduna vHa 63 % u
noseimeHne  AUC Gozentana — Ha 50 %. Cremyer coOmojatb OCTOPOXHOCTH MPH
OJIHOBPEMEHHOM MPUMEHEHUH.

Jueoxcun: ogHOBpEeMEHHOE NpUMEHEHUe mpernapara 6o3eHTaHa B go3e 500 mr 2 pasa/neHp B
TeueHne 7 mHed compoBoxaaercs cHwkeHHeM AUC, Cmax 1 MHHUMATbHOW KOHIICHTpPAIUU B
iasme KpoBu (Cmin) aurokcuna Ha 12 %, 9 % u 23 %, COOTBETCTBEHHO. BO3MOXKHO, B OCHOBE
MEeXaHHM3Ma JTOr0 B3aUMOJACWUCTBUSA JIGKUT WHAYKIMS ThoukonporemHa P. Kinnunyeckas
3HAYUMOCTh JJAHHOTO B3aMMOJICHCTBUS MalOBEPOSITHA.

Y oemeu

WccnenoBanus I€KapCTBEHHOTO B3aUMOICUCTBHS OBLITN MIPOBEIEHBI TOJIBKO Y B3POCIBIX.

Oco0ble ykazanus
Y mnanuentoB ¢ Tsxkenoit JIADT sddexTuBHOCT, TpUMEHEHHS TMpermapara OO3€HTaHa He
ycTaHoBJeHa. [Ipyu yXyAmIeHWH KIMHUYECKOTO COCTOSHHUS —IallMeHTa I1eJIeco00pa3Ho
paccMOTpeTh HA3HAYCHHWE JPYTHX CPEACTB, PEKOMCHJIOBAHHBIX TMPH TSOKEIOW CTaJHH
3a0o0sieBaHus (HapUMep, SMOMPOCcTeHona) (M. pazaen «Crnocod MpUMEHEHHSI U JTO3BI»).
He ycTaHOBIE€HO COOTHOIIIEHUE TOJIB3BI M PUCKA MPUMEHEHHs 003eHTaHa y manueHToB ¢ JIAL |
®K mo knaccudukanuu BO3.
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COOTEETCTEYET 2KI(
o1 26.05.20
bo3enTan MOXHO Ha3HAYaTh TONLKO B CIIydae, eCau CUCTOIMASTROp AJ], BEIME 85 MM PTL.eM.] |

He ycranoBnena cnocoOHOCTh Oo03€HTaHa BIMATh Ha 3aKUBJICHHE YXKE CYILIECTBYIOIIMX
JUTUTAJIbHBIX SI3B.

QDyHKYUsa nevyenu

[ToBbimienne aktuBHOCTH ACT w/mmm AJIT Ha dhoHe mpuMeHeHus npenapara 003eHTaHa HOCHUT
JI0303aBUCUMBINA XapakTep. l3MeHeHHne aKTUBHOCTH «II€UYEHOUYHBIX» TpaHCAMHMHA3 OOBIYHO
IPOMCXOIUT B TEUCHUE MEPBHIX 26 HEJeNb Tepanuy, HO MOXKET BO3HUKATh M B OoJiee MO3qHUE
cpoku (cMm. paszmen «llobounoe peiicTBue»). YKa3zaHHOE TMOBBIIICHHE MOXET YaCTHYHO
OOBSACHATHCA KOHKYPEHTHBIM HWHTHOMPOBAHUEM BBIBEACHUS COJIEH JKETYHBIX KHCIOT U3
renaToluTOB, HO, BO3MOXHO, CYHIECTBYIOT M APYIHE, HE BIIOJIHE H3YyYECHHbIC, MEXaHU3MBI,
NOPUBOAAIINE K HapyIICHUIO (YHKIUHU redeHd. Henb3s MCKIOYNTh HakoIjieHHe 003eHTaHa B
renarouuTax, MPOBOJAIIEE K LUTOJIU3Y U MOTEHUUAIbHO TSHKEJIOMY IOBPEXKJIECHUIO NEYEHHU, a
TaKk)Ke MMMYHOJIOTHYECKHE MEXaHM3Mbl. PHUCK HapyiieHus (YHKIUU T[EYEHH MOMKET TakKke
BO3pacTarth MpU OJHOBPEMEHHOM NpPHUMEHEHUWU O03eHTaHa C JICKAPCTBEHHBIMU CPEACTBAMU,
uHruoutopamu BSEP, Takumu kak pupamMnunus, ruOeHKIaMUA U LUUKIOCIIOPUH A, XOTS 3TU
JaHHble orpaHuYeHbl (cM. paszgen «B3aumonelcTBue ¢ JPYTMMU  JIEKAPCTBEHHBIMU
CpEICTBaMu»).

Heo0xoauM KOHTPOJIb AKTHBHOCTH «Ie4eHOYHbIX» TpaHcammuHa3 (AJIT, ACT) nepen
HA4YaJIOM Tepanuu npenaparom 0o3eHTaHa, a 3aTeM 1 pa3 B Mecsill B NEPHOJ JCYCHUS.
Kpome 3T0ro, akTMBHOCTH «IEYEHOYHBIX» TPAHCAMMHA3 cCJleyeT ONpele]asiTh 4Yepe3 2
HeJ/leJIU MocJie KaX/I10ro NoBbIIIEeHUs 103bl penapara.

Pexkomenoayuu no Konmponio u nevenuio 6 ciyuae nogviuienus akmuenocmu AJIT/ACT
Axmusnocmo AJIT/ACT > 3 u <5 pa3z eviuwe BI'H

PesynbTar nosmkeH ObITH MOATBEPKJIEH MPH MOBTOpHOM omnpezaeneHuu aktuBHocTH ACT/AJIT.
[Tpu noaTBepxaeHnu nosbiieHus akTuBHOCTU ACT n AJIT peleHue o npoaoKeHUH JeUeHus
npenapaToM 0O3eHTaHa, BO3MOXHO, B CHI)KEHHOW J03€, MM €ro MpeKpalleHUH, I0JKHO
NPUHUMATBCA B KaXJIOM KOHKPETHOM ciydae (cM. pazzen «Crnoco® MpUMEHEHUs U JI03bD»).
KoHTponb aKTHBHOCTH IEYEHOYHBIX TpaHCAMHHA3 CJIEAYyeT MPOBOJAUTH, MO KpailHei Mepe,
KaXable 2 Helenu. Eciu akTUBHOCTD «I1I€YE€HOUYHBIX» TpaHCAaMHHA3 BO3BPAILAETCS K UCXOIHBIM
NoKa3aTessiM, HYXHO OLEHHUTh BO3MOXKHOCTh IPOJODKEHUS MM BO300HOBIEHHS IpHEMa
003eHTaHa B peXHMe, YKa3aHHOM HUXKE.

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

PesynpTaT momkeH ObITH MOATBEPKIEH MpHU MOBTOpHOM ompeneneHn aktusHoctn ACT/AJIT.
[Tpu nmonrBepxaenun nosbimeHus aktTuBHOcTH ACT u AJIT crnegyer oTMeHUTH OO3€HTaH, a
KOHTPOJIb aKTUBHOCTH «II€YEHOYHBIX» TpaHCAMHMHA3 MPOBOJUTH, IO KpallHEW Mepe, KaxKaple 2

HEACIN. Ecnn akTUBHOCTE «TI€UCHOYHBIX) TpaHCaMHWHAa3 BCPHYJIACh K MCXOJHBIM ITOKA3aTCIIAM,
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COOTBETCTBY

oT £t

HY’)KHO OLECHUTH BO3MOXXHOCTb BO30OHOBJICHHWsA NpUONH ) TIPEHEApazd, Too3eHTaHaT B (pERume,

yKa3aHHOM HMIKE.

Axmusnocmo AJIT/ACT > 8 pa3 eviue BI'H

Tepanurio cienyer nmpeKpaTuTh, BO3OOHOBIIEHHUE ITpHeMa Mpernapara 003eHTaHa UCKITI0YaeTCsl.
IIpn comyTCTBYWOIIMX KJIMHMYECKHX CHMIITOMAX NOPAKeHUsl NMeYeHH, T.C. NPU HaIUUUH:
TOLIHOTBI, PBOTHI, JIMXOPaAKH, O0Jell B JKUBOTE, JKEITYXH, IMOBBIIIEHHOW COHJIMBOCTH MU
c1ab0CTH, TPUIIIONOAOOHOTO CHHIpOMa (apTpalrud, MHAJITUH, JHUXOPaJIKe), Tepanuio
npenaparoM 003eHTaHa cJjelyeT INpPeKpaTHTh, a BO300HOBJIeHHE IpHeMa Mpenapara
003eHTaHA HCKJIIOYACTCS.

Bozobnoenenue mepanuu

Bo0300HOBHUTH Tepanuio npenapatoM 003€HTaHA MOXKHO JIMIIb B TOM CIIy4ae, €CIId OXKUIAAeMBbIN
TepaneBTHUECKU ()(EeKT mpeBbImaeT MOTEHIMATbHBIA PUCK, @ AKTHBHOCTH «IIC€YCHOYHBIX)
TpaHCaMMHA3 BEpHYJach K HMCXOJHBIM (10 Hayaja Jie4eHus) IokaszareisiM. Pekomenayercs
KOHCYJIbTallMsl Bpaya-renaTonora. Tepanuio ciefyeT BO30OHOBIATh COIVIACHO PEKOMEHIALMSIM,
U3JI0KEHHBIM B pazzene «Crocod MpUMEHEHHS U J03bI» HACTOSAIIEH HHCTPYKIIHH.

AKTHBHOCTb «I€4Ye€HOYHBIX» TPAHCAMUHA3 HE00X0IUMO NMPOKOHTPOJIMPOBATH Yepe3 3 qHSA
nocjie BO300OHOBJICHWSI TepalMy IpenapaToM 003eHTaHa, 3aTeM INOBTOPUTb KOHTPOJIb
yepe3 2 HejlesIN, M10C/Ie Yero BhINOJIHATDH H3/105KeHHbIE BbIIe PpeKOMeH/Ialu.

T'emozcnobun

Ha ¢one neyenust npenapatoM 003eHTaHAa OTMEYEHO J0303aBUCMMOE CHM)KEHUE IeMOIJIO0MHA
(cM. paznen «IlobouHoe neiicTBue»). B 1miane6o-KOHTPOIUPYEMBIX UCCIIETOBAHUIX CHUKEHUE
reMOrjao01Ha, CBA3aHHOE C MPUMEHEHHEM 003eHTaHa, He ObUIO MPOrPEeCCUPYIOIIUM, TOKa3aTeNN
reMorjao0MHa CTaOMIM3MPOBATKMCH Ioche MepBbIX 4-12 Hexens Tepanuu. Pexomenmyercs
ONpeeNaTh FeMOIJIOONH Mepes HadajioM Tepanuu npenaparomM Oo3eHTaHa, | pa3 B Mecsl B
Te4YeHHE MEPBBIX 4 MecsleB Tepanuu U B nocieaytouiem — 1 pa3 B 3 mecsna. Eciu nHaOnrogaercs
KJIMHUYECKH 3HAUMMO€ CHHKEHHE reMOIJIO0MHA, ciIeyeT MPOBECTH AajbHellee o0cae10BaHue
nalnyveHTa Uil YCTAaHOBJIEHUS MPUYMHBI aHEMHM M pELIeHHs BOIpoca O HEoOXOAUMOCTH
IIPOBE/ICHUS] COOTBETCTBYIOIIEH Tepanmuu. B TOCTPErucTpalmoOHHOM MEpHoJie COOOIAIoch O
Cllydasix aHEeMHH, TIOTPEOOBaBIIMX TIEPEIMBAaHUS OJPHUTPOLUTAPHONH MacChl (CM. pasnen
«IToGouHOE nercTBHEY).

Tepanus y dicenuyur ¢ COXPAHHbIM PeNnPOOYKMUGHbIM NOMEHYUATIOM

[Tockonbky Ha ¢oHe mpuema Oo3eHTaHa 3(PPEKTUBHOCTH TOPMOHAIBHBIX KOHTPALENITUBHBIX
CPEICTB MOXKET CHHXAaThCsl, a OEpeMEHHOCTh CHOcOoOCTByeT yxynmenuto TeueHus JIAIL, wu,

MNpuHUMasaA BO BHUMAHUC NAHHBIC O TCPATOICHHOM ,I[eI\/'ICTBI/II/I, BBISIBJICHHOM Y JKUBOTHBIX!
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 26.05.2025 N2 13241
e boseHTaH MOXeT OBITh Ha3HAauYeH >KeHIIMHAM |(CC GOXpaHeHBALIM L PENpPomyRIABHbIM

norenimaioM TOJIBKO Ha ¢one nmpuMeHeHHs] HaJSKHBIX METOAOB KOHTPALCTIUU U B
Clly4yae OTPUIATENILHOTO pe3yibTaTa TeCTa Ha OepeMEHHOCTh 10 Hayalla JIeUYeHUs.
e MeToa TOPMOHATBHONW KOHTPAILCTIIMKA HE CIIEeIyeT MPUMEHSITh KaK €IMHCTBEHHBIA B
nepuo/ JICUeHUs MpernapaToM OO3eHTaHa.
e Tect Ha GepeMEHHOCTh PEKOMEHIYETCsS MPOBOAUTH 1 pa3 B Mecsll JUisl YCTaHOBJICHUS

OepeMEeHHOCTH Ha paHHUX CPOKaXx.
[TonpoOuyro umHpOpMaMIO cM. B pa3aenax «B3aumonelcTBUE ¢ OPYTHMMH JIEKaPCTBCHHBIMU
cpenctBamMu» U «lIpuMeHeHue mpu 6EPEMEHHOCTH U B TIEPUOJI TPYIHOTO BCKAPMIIMBAHUS.
Benookkntozuonnas bonesns neckux
Cnyyan pa3BUTHSL OTEKa JIETKMX OTMEUYEHBbl Yy IMAllMEHTOB C BEHOOKKJIIO3MOHHOW OO0JIe3HBIO
JeTKuX Ha (hoHEe MPUMEHEHHS COCYIOPACIIUPSIONINX CPEICTB (B OCHOBHOM, MPOCTAIIUKIINHA).
Takum o00OpazoMm, eciii BO BpeMs JICUCHHsI TpernaparoM Oo3eHTaHa y manueHTtoB ¢ JIAT
MOSIBJISIFOTCSL  MIPU3HAKW OTeKa JIETKUX, CIeAyeT YUYUThIBaTh BO3MOXKHOCTH  HAJIMYUS
COITYTCTBYIOILIETO BEHOOKKIIO3UOHHOTO 3a0ojeBaHus. B mocTperucTpallioHHOM TMepuoje
COO0INAIOCh O PEAKUX CIydasx pa3BUTHS OTEKa JIETKMX Ha (OoHE mpuema Oo3eHTaHa Yy
MAlMEHTOB C MOJ03PEHUEM Ha BEHOOKKJIIO3UOHHYIO 00JI€3Hb JIETKUX.
THayuenmoi ¢ JIAI u conymcmeyroueti 1e6024ceny004Ko80U Hed0CmMamoyHOCMbIO
CreunanbpHbIX HcclefoBaHui y manueHToB ¢ JIAD u comyTcTByromell JUCHYHKIHEH J1€BOTO
Kenyodka He npoBoawin. Tem He meHee, 1611 nanuentoB (u3 HuXx 804 — nonyvanu 603eHTaH,
a 807 — mmanebo) ¢ TSHKENIOW XpOHWYECKOW cepaeuHoit HepoctarouHocThio (XCH) neunnu B
cpenHeM B TeueHue 1,5 et B mianedo-KOHTPOTUPYEMOM UCCIe0BaHNU. B 3TOM nccnenoBanuu
OTMEUEHO YBEIMUYEHHUE KoiuyecTBa rocnutanuzanuii B cBs3u ¢ XCH B Tedyenue nepBbix 4-8
HeleNnb JiedeHWs] OO3€HTaHOM, MPUYMHON KOTOPBIX MOTJIO OBITh YBEIHUEHHUE 3aJEPKKU
JKUJIKOCTH B OpraHu3Me. 3aiepKa >KUJIKOCTH TMPOSBISIACH OBICTPHIM YBEIMYEHHEM MAacChl
Tea, CHIKEHHWEM TeMOTJIOOMHA M YCHIICHHEM OTEKOB HIDKHHMX KOHewHocTed. [lo 3aBepiieHuun
UCCIIEIOBaHMs HE OBLJIO OTMEUEHO Pa3iNuvii B YHCIE TOCMHUTAIU3AlUN B CBSI3U C CepIeUHOU
HEJOCTAaTOYHOCTHIO U YaCTOTE CMEPTEIbHBIX MCXOJOB Yy MAIIMEHTOB, MPUHUMABIINX OO3€HTaH
nin 1oianie6o. CrepoBarenbHO, OOCIEAOBaHHE TMAI[UEHTOB JOHKHO OBITH HAMpaBIIEHO Ha
BBISIBJICHUE 3aJIEPKKU JKUJIKOCTH (HAIpHMep, YBEIMYEHUS MAacCChl Teja), OCOOEHHO B Ciydae
COITYTCTBYIOIIEH TSKENOH cucTonnueckoit nuchyHkuuu. [lpu mosBIeHHH CUMIITOMOB 3a€PKKU
KUJKOCTU TALMEHTY CIeAyeT Ha3HAYUTh JUYPETUKU WIU YBEIUYUTHh UX J03y. Y MalMEHTOB C
3aJIEPKKON JKUJKOCTH CIIeyeT MPUHUMATh pelieHHE O NMPUMEHEHHWH IUYPETHKOB JIO Hadaja
JICYCHUS TIpermapaToM OO3eHTaHa.

JIAT u BUY-ungpexyus
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 26.05.2025 N2 13241

OnelTr npuMeHeHMsa npenapata OoseHTaHa |y nauy@HT0B|EC]JEAIT EAL B mdermmen,

MOJIyYaBUIMX  AHTHUPETPOBUPYCHYIO  Tepamuio, OrpaHuMYeH.  Pe3ynpTaThl  H3yueHUs
B3aMMOJICHCTBHSI 0O3e€HTaHA W KOMOWHAIIMH JIONIMHABUP+PUTOHABUP TMPU HUX COBMECTHOM
NPUMEHEHUN Y 3J0POBBIX JOOPOBOJIBIICB TOKA3aIM YBEIWYCHHE KOHIICHTpAIlMM OO3€HTaHa,
KOTOpasi JOCTUraeT MaKCUMAJIbHBIX 3HAU€HUUW B TeueHue mepBbix 4 aHed (cM. paszgen
«B3anMopelicTBue C JPYrMMHU JIEKApPCTBEHHBIMH CpelncTBaMu»). llpu HazHayenuun Oo3eHTaHa
MarUeHTaM, MPUHUMAIOIINM UHTHOUTOPBI MPOTea3, JACUCTBUE KOTOPHIX YCHUIIMBACT PUTOHABUD,
CIIeIyeT yIeNsITh 0c000e BHUMAHHUE MEPEHOCUMOCTH Mpernapara 003eHTaHa, 0COOCHHO B HaJale
JIeYeHUsl, MPUHUMAsi BO BHHMaHUE PUCK Pa3BUTHUS apTEPUAIbHOW THIIOTEH3UHM M W3MEHEHHE
(GYHKIIMOHATIBHBIX «II€YCHOYHBIX)» TECTOB.

[Tpr OMHOBPEMEHHOM NMPUMEHEHHUH IpernapaTa 003eHTaHA U aHTHPETPOBUPYCHBIX MpPENapaToB
HEJIb3sI UCKIIIOUUTh OTCPOUYCHHOE HETaTUBHOE BIUSHUE Ha neueHb u pazsutre HJIP co croponsl
KpoBH. BBHIY BO3MOXHOTO B3aMMOJCHCTBHS, CBS3aHHOTO C WHAYKIHEH OO3EHTaHOM
n30(epMEHTOB cUCTeMbl UToXpoma P450, akTUBHOCTH aHTHPETPOBUPYCHOM TEparuu MOXKET
CHW)XKAThCS, TIOOTOMY Y TaKHX IMAaNUEHTOB 3(()EKTHBHOCTh TEpaIMK BHpPyca MMMYHOae]HImTa
yenoBeka (BUY) He0OX0 MO TIIATEILHO KOHTPOJIUPOBATb.

JIAT, obycnosnennas msaoicenon XxpoHuyeckou oocmpykmusHotl 6one3uvio neekux (XObJI)
OddexTuBHOCT U 6€30MacHOCTh O03eHTaHA H3ydadud B 12-HeNENbHOM HEKOHTPOIHPYEMOM
uccienoBanuu ¢ ydactuem 11 mamuentoB ¢ BropuuHoil JIAI' B pesynbrare XOBJI Tsxenoro
TeueHusi. Pe3ynbTarhl McCaeI0BaHUS CBHUIECTEIBCTBYIOT 00 YBEJIMYEHHMH MHUHYTHOTO OOBeMa
BEHTWIALIMM JIETKUX M CHIDKEHMHM HachIleHUs kuciopojoMm; u3 HIJIP wambonee wuacrto
OTMEUAIIUCh OJIBIIIKA, TPEKpAaIlaBIIascs MOciae OTMEHBI O03eHTaHa.

OonospemenHoe npumenerue ¢ OpyeUMuU 1eKapcmeeHHbIMU NPenapamamu

OnHoBpeMEHHOE TpUMEHEHHEe OO03€HTaHa W LUKJIOCTIOpHHA A TMPOTHUBONOKA3aHO (CM. pasjaen
«IIpotuBomnokazanus»). OIHOBPEMEHHOE TpPUMEHEHHE Oo03eHTaHa ¢ TJIMOCHKIAMHUIIOM,
dykoHa3ooM U prudaMIUIMHOM He pekomeHayeTcs. bonee moapoOHas nHpopMaius ykasaHa
B pazgene «B3auMmonelicTBHE C APYTUMU JIGKAPCTBEHHBIMH cpeacTBaMuy». KoMOMHMpOBaHHOMN
Tepanun Oo3eHTaHoM W wuHrHOWTOpamu u3zodepmentoB CYP3A4 u CYP2C9 nHeobOxommmo

n30erars.

Biansinme Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CpeacTBAMH M padorath ¢
MeXaHUu3MaMH

Bnusinue 0o3eHTaHa Ha COCOOHOCThH YIPABIATH TPAHCIIOPTHBIMHU CPEACTBAMM HE H3ydaiocCh.
Tem He MeHee, 003€HTaH MOXKET BbI3bIBaTh BBIPAXKEHHOE CHIKEHUE apTepHAlIbHOTO JaBJICHUS,
COIPOBOYKAAIOIIEECS MOJOBOKPY)KEHUEM WM MOTEPEN CO3HAHUSA, U, KaK CJIEICTBUE, OKa3bIBaTh

OTpULATCIIbHOC BJIIMAHUC HA CIIOCOOHOCTH YIIpaBJIATH TPAHCIIOPTOM U pa60TaTB C MCXaHU3MaMH.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 26.05.2025 N° 1324

L S

®opma BbINyCKA (NOCNEOCBATENEHOCTE 0001)

TabneTku, MOKPHITHIE TIJICHOYHOU 000J109KOH, 62,5 Mr, 125 Mmr.

[To 14 Tabnerok B Gnuctep u3 mwieHkH [I1BX u amoMuHneBOl Goibry.

[To 4 GnucTepoB BMECTe C MHCTPYKLHMEH MO0 MEIULIUHCKOMY MPUMEHEHHUIO B MAauKy U3 KapTOHa
JUISI TOTPEOUTENILCKOM Taphl TUIIA XPOMOBBIHM MM XpOM-3p3ail.

ITo 56 nam 70 TabneTok B IUIACTMKOBYIO OaHKy M3 MOJHATUIICHTEpedTaiara, YKYIMOpEeHHYIO
IJJACTUKOBOW KPBIIIKOW U3 MOJUATUIIEHA BBICOKON IJIOTHOCTH HU3KOIO JIABJIIEHUS C KOHTPOJIEM
MEepPBOro BCKPBITHSA. Ha OaHKY HAKJIEHMBAIOT ATUKETKY M3 OyMaru mucuYeH, WId STUKETOYHOM, HITN
CaMOKJIEALIYIOCS 3TUKETKY.

1 GaHKy BMecTe€ C MHCTPYKLHMEH [0 MEIUIMHCKOMY MPHUMEHEHHUIO B MAuKy M3 KapTOHa s

NOTPEOUTENBCKOM Tapbl TUIIA XPOMOBBIN WM XPOM-3p3all.

Cpok roguocTu

2 roga. He ncnons3oBaTh mociae UCTEUYCHUS CpOKa roJHOCTH.

YciaoBust XxpaHeHUs

XpaHuTh npu Temrneparype He Boiiie 25 °C. XpaHuTh B HEAOCTYITHOM JUIS IETEH MECTe.

YciaoBus ormycka

OTIycKaroT 1o penenry.

IIpousBoauTeab

00O «32nBancn Papmay, Poccust

benropoackas 0611., benropoackuit paiion, nrt. CeBepHsiid, yi. bepe3osas, 31 .5.

KonrtakThsriii Tenedon: +7 (4722) 20 23 19

Buaajesenr perucTpalMoHHOro yaocroBepeHusi/Opranusanusi, NPMHUMAOIIAS NPeTeH3UH
OT moTpeduTeJiei

00O «32nBancn Papmay, Poccust

308010, benropockast 06J1., MyHUITMTIATIBHBIN paiioH benropoackuii, r.m. mocenok CeBepHBIH,
nrt. CeBepHblid, yi. bepe3osas, 31. 5.

O paszsumuu HedcelamenbHblX peakyull, C653aHHbIX C NPUEMOM npenapamad, cooouams.

00O «32nBancn Papmay, Poccust

308010, benropoackast 0611., benroponckuii paiton, nrr. CeBepHsii, yi. bepe3osas, 31. 5.

Ten.: +7 (4722) 2023 19

e-mail: factory@atcl.ru
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