COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 15.02.2023 N2 2939

(MOCH EJ.;ZI BATENEHOCTE 0002)

UHCTPYKIHUA
1O MEJJUITUHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOTI'O IIPEITAPATA
Bozenexc®
PerucrpaimoHHbIii HOMep:
Toproeoe HaumeHoBaHue: bozeHekc®
MexayHapoaHoe HellaTeHTOBAHHOe HauMeHoBaHUe: bozeHTaH
JlekapcrBeHHasi popma: TaOJISTKH, TOKPBITHIE TUICHOUYHOH 000I0UKOH
CoctaB
1 TaGeTKa, TOKpPHITAs INICHOUYHOW 000I0YKOH, COTePIKUT:
Ho3upoera 62,5 me. Jleticmeyoujee eenyecmso: 6o3eHTaHa MoHOTHIpAT 64,541 Mr (B mepecueTe
Ha GoszenTaH 62,500 Mr).
Benomocamenvrvie 6ewyecmea: Kpaxmal KYKYPY3HbIH, HATpHSl KpPaXMaJIDJIMKOJAT THN A
(kapOoKCUMETHIIKpaxMall HATpHsl), KpaxMall MpeKeJaTHHU3UPOBAHHBIN, TJIMIEpU AUOereHar,
nopuaoH K90, marnus creapar.
Cocmag obonouxu:
Omanpaii 21K220000 (runpomesvioza, turaHa auokcuy (E 171), Tanpk, STHILEIUIIOI03a,
[JIULEPUI TpHAIETaT (TPHALIETHH ), KpACUTEJb JKesie3a oKeH 1 skeThii (E 172), kpacuTens jxene3a

okcua kpacHbii (E 172)).

Ho3zupoera 125 me. Jleiicmsyrouee eenyecmso: 6o3eHTana MoHoruapar 129,082 mr (B mepecueTe
Ha Gozenrtan 125,000 wmr).

Benomocamenvrvie 6ewgecmea: Kpaxmal KYKYPY3HbIM, HATpHsl KpPaXMaJJIMKOJT THN A
(kapOoKCHMETHIIKpaxMall HATpHsl), KpaxMall MpeKeJaTHHU3UPOBAHHBIN, TJIMIEpUI AUOEreHar,
nopuaoH K90, marnus creapar.

Cocmag obonouxu:

Omnanapait 21K220000 (runpomesnioza, tutaHa awokcua (E 171), Tanbk, STHILEIUIION03A,
[JIULEPUI TpHAIeTaT (TPHALETHH ), KpacHTe b JKesle3a oKcH 1 skeThid (E 172), kpacuTens jkene3a
okcuj kpacHbll (E 172)).

Onucanue

Kpyribie qBOSKOBBIMYKJIbIe TaOJSTKH, MOKPHIThIE IUIEHOYHOU 000JI04KOM po3oBoro ipeta. Ha
MOTIEPEIHOM paspese sapo OeI0To WK MOYTH OeJIOTo IBETa, JOMYCKASTCsI JKeJITOBAThIM OTTEHOK.
dapmakoTepaneBTHHeCKAS TPYIIIIA: Ba30JUIATUPYIONIEE CPEICTBO

Kox ATX: C02KXO01

CI)apMaKO.ﬂormecxne cBolicTBa
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Dapmarkodunamuxa

COOTBETCTBYET SKCNEPTHOMY OTYETY

BosenTan siBisieTcsi HECEJICKTUBHBIM AHTATOHUCTOM SHAOTEIWHOBBIX perentopoB Tuna ETs u
ETs. Bo3eHTan CHMKAET Kak JISTOUHOE, TaK U CUCTEMHOE COCYUCTOE COMPOTUBIICHUE, TIPUBOS
K MOBBIIICHUIO CEPICTHOTO BhIOpoca 6e3 yBeITHUeHHsI YacTOThI cep/IeuHbIX cokpamenuit (HCC).
Heiiporopmon sugorenun-1 (ET-1) sBiasgercss oITHUM W3 caMbIX MOIIHBIX CPeU W3BECTHHIX B
HACTOSIITAH MOMEHT Ba30KOHCTPHKTOPOB, KOTOpBIM Takke o0OMagaeT CHOCOOHOCTHIO
CTUMYJIHUpOBaTh (GUOPO3, KICTOUHYIO Tpoindepaluio, rHIepTpodUuio U peMoJIeIUpOBaHue, U
TAKKe TPOSIBJISIET NPOTUBOBOCHATIUTEBHYIO AKTUBHOCTh. DTHU 3P eKThl UHAYIUPYIOTCS NpHU
cBsi3pIBaHUM HHAo0TeNnHA-1 (ET-1) ¢ penenropamu ETa u E'Tg, pacnionoxkeHHBIMY B SHIOTEJINH U
KJIeTKaxX TIaJKkod MycKynarypbl cocyqioB. Konmentpanmum ET-1 B TKaHSIX W IUIa3Me KpOBH
MOBBIMIAIOTCS MPU HEKOTOPBIX CePACTHO-COCYTUCTHIX 3a00IeBaHUSIX U OOJIC3HU COSTUHUTEILHON
TKaHH, B TOM YUCJIe TIPH JISTOYHOU apTepuaiibHOU runieptrensuu (JIAL), ckiepoiepMun, ocTpoi U
XpPOHUUYESCKON CepJIeUHON HEJOCTATOUHOCTH, MIIEMHUHM MHUOKapJa, CUCTEMHOM TUINEPTEH3UHM U
aTepockiiepose, uTo mpeanonaraet yqactue ET-1 B matorenese »tux 3abonepanwnii. [lpu JIAL u
Cep/IeYHON HEeOCTaTOYHOCTH, B OTCYTCTBHH aHTaroHuszMa peunentopo Kk ET, mopeimeHHbIE
koHIeHTpanuu ET-1 cTporo KoppeaupyioT ¢ TSDKECTHIO U IPOTHO30M YKa3aHHBIX 3a00JIeBaHUH.
bozentan koukypupyeT ¢ ET-1 u gpyrumu ET menmumamu 3a cBszeiBanue ¢ ETA u ETg, ¢
HE3HAUUTEIFHO Oosiee BBICOKHM cpojictBoM K pernentopam ETa (Ki=4,1 —43 amoss) mo
cpaBHenutio ¢ perenropamu ETg (Ki =38 — 730 Hmob).

Bozenran cnienuduuecku 6okupyeT ET perienTopsbl ¥ He CBSA3BIBASTCS C APYTHUMH PEIlelITOPAMH.
IIpu mzyuenun JIAI' Ha MoJessIX )KMBOTHBIX MOKA3aHO, YTO JUIMTESIbHOE BBeJAcHHE OO3eHTaHA
BHYTpb CHHIKAET JIETOUHOE COCYIUCTOE CONMPOTHBIICHHUE U CIOCOOCTBYET 0OpAaTHOMY Pa3BUTHIO
rUnepTpouu COCYAOB JISTKUX H MpaBoro jkeayqouka. [lokazaHo, uto mpu jerounom pudpose
0o3eHTaH YMEHbIIAeT HaKOIJICHHE KOJUIATeHA B JISTKUX. Pe3yibTaThl HHBA3UBHBIX HCCIICTOBAHUN
TreMOJIUHAMHKH MOKA3aJIH, 9TO JIeUeHHE OO3¢HTAHOM MNPHUBOJUT K 3HAYUTESIHHOMY TOBBIMICHHUIO
CEp/ICUHOTO HWHJACKCA, a TaKkKe CYIN[SCTBEHHOMY CHHIKCHHUIO JAaBJICHUS B JISTOUHOH apTepuw,
JISTOYHOTO COCYAUCTOTO COIPOTHBIICHHSI M CpPEJHEro JIaBJIeHHUs B IIPaBOM MPEICEp/IHH.
JlnutenbHoe (B TeueHue 12 u 16 Henenb) JedeHUE B3pocCibIX nanueHToB ¢ JIAD' (meppudyHO# U
BTOPHUYHOMH, IPEUMYIIIECTBEHHO aCCOIMUPOBaHHOE co ckiiepoaepmucii) I11-1V pyHknnoHaIbHOTO
kiacca (OK) nmo knaccudukanun BeemupHoit opranmsanun 3apasooxpaneaus (BO3) GozenTanoM
B KOMOMHAIIUU ¢ aHTHKOATYJISIHTAMH, BazoJujaTaTopaMu (0JI0KaTOpaMU KaJIbIIUEBHIX KAaHAIOB),
JUYpeTHKAMH, KHCIOPOJAOM H JIHUIOKCHHOM, HO He 5IONPOCTEHOJIOM, COIIPOBOKIAIOCH
YMEHBIIIEHUEM BhIPAXKCHHOCTH CUMITOMOB JIAI" ¥ 3HaYUTENBHBIM YBEIUUCHUEM TOJIEPAHTHOCTH

K (pHU3HUYSCKUM Harpyskam (1o pesyibTaTaM TecTa ¢ 6-MHHYTHOH Xoap0oi#). DT dddekThl
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HEJISJIb B OATPYIINE MAIIUEHTOB aKTUBHOTO JICUCHHUS.
B uccnenopanun nmauuentoB ¢ JIAI II @K nokazaHo 3HauMTENIbHOE YBEJIMUSCHHE BPEMEHHU JIO
HaYajia KIIMHAYECKOTo YXyAmeHus1 (KoMOUHUPOBAaHHAsA TOUKA, BKJIFOUAOIAS IPOTPECCUPOBAHUE
CHMIITOMOB 3a00JieBaHUs1, TOCIUTAIN3a1IUI0 BesieicTere JIAL U ciyuau cMepTH).

Y namuentos ¢ JIAT' III @K u mopokamu cepina B COYSTAHUHU ¢ HApYIISHUSIMH IOKazaTesleH
TeMOJIMHAMHKH 110 TUIY CUH/IpoMa DHU3eHMEHTepa, YBEJIMUSHUE CPETHETO 3HAUCHUS HACHIIICHUS
KpPOBH KHCIIOPOJAOM CBUACTEILCTBOBAJIO O TOM, UTO OO3¢HTAaH HE YCYTYOIseT THIIOKCEMHUIO, U UTO
Cpe/lHee 3HAYCHHUE JIETOYHOTO COCYAUCTOrO CONMPOTHRIICHUS 3HAUUTEILHO CHUIKACTCS B TPYIIIES
Go3eHTaHa.

[Ipu uzyuennn 6o3entana y nanueHToB ¢ JIAT III @K B couetanuu ¢ BUU-undekiueii mokasaso
MOBBINICHHE TOJICPAHTHOCTH K (PU3UUYESCKUM HArpy3KaM B CPABHEHUH ¢ UCXOHBIMH JIAHHBIMH.

B IBYX OCHOBHBIX IUIaNeGO-KOHTPOITHPYEMBIX HCCISTOBAHUIX U MX OTKPHITBHIX MPOJJICHHUSIX Y
BCeX MAI[HCHTOB, MONYYAOIUX 003eHTaH, B TSUSHHE UTUTEIILHOTO BpEMEHH TPOBO/UIH OIIEHKY
JKU3HEHHO Ba)KHBIX Mokazatesed. CpeqHss MpoAoKUTEIBHOCTE IIpHeMa O03eHTaHa COCTaBHIIA
1,9+ 0,7 net (o1 0,1 10 3,3 51eT), KIMHAYECKOE COCTOSIHUE MAIlUEHTOB KOHTPOJIUPOBAIIN B CPETHEM
B Teuenue 0,2 + 0,6 jet. YV Gojpliel 9acTH MAlIUEHTOB ObLI MOATBEPIK/ICH JUATHO3 TePBUYHON
JIAT (72 %) u onpenesnien 111 OK (84 %) mo kiraccudukammu BO3. [TokazaTeas BBLKHBAGMOCTH B
TpYIIIIE B I1eJI0M (COTJIacHO olleHKe o MeToay Karnan-Matiepa) uepes 1 roj1 teueHus 603eHTaHOM
coctaBmi 93 %, a uepes 2 roga — 84 %. Y nmauMeHTOB ¢ CUCTEMHOM CKJICPOJASPMHUEH MOKazaTeI N
BBIKHUBAaeMOCTH 1o MeTo Ty Karman-Matiepa Obutn HIKE.

Hsyuenue sgppexmusnocmu y oemeii ¢ JIAI. HccrnemoBanue mapamMeTpoB GpapMaKOKHHETHKH
6o3enTana npopoawin y neteit ¢ JIAT II-1I1 @K B Bozpacte ot 3 A0 15 et B Teuenue 12 Helemb
Tepalluu IpenapaToM. AHalIW3 TeMOJUHAMHUYSCKHX IOKazaTeled YKa3blBaeT Ha YBEJIMYCHUE
cepreunoro mHaekca (CH) ma 0,5 n/MuH/M?, a TakKe Ha yMepeHHOE CHIDKSHHE CPEHETO
JlaBjieHus B jJerounoi aptepuu (JIJIA) 1o 8 MM pT. CT. H JIETOYHOTO COCYAUCTOTO CONIPOTUBIICHUS
(JICC) — o 389 nEE*C\eM’,

CucmemHnas CKiepooepMus C SA36€HHLIM NOPAdCeHUeM KOHedHocmen. PesyiapTaThl JBYX
KJIMHUYECKUX UCCIICIOBAHUN Y B3POCIIBIX MAIUSHTOB ¢ CUCTEMHOMN CKJISPOICpPMUEH U S3BEHHBIM
MOpaKeHHUEM KOHEUHOCTeH (B CTaJ MK 0OOCTPEHHUS WIH B CIyYasiX, KOT/Ja S3BEHHOS TOpajKeHHe
OTMEYaJId B TeUeHHE IMOCIIEAHETO ro/ia) MoKa3aiy, YTo B TeYSHHE BCEro MepHoJa IpUMEHEHUs
Oo3eHTaHa HAOIIOAACTCSl JIOCTOBEPHOE YMCHBIICHHE YHCIA HOBBIX SI3BEHHBIX TOpAKEHUH
KOHEYHOCTEH 10 CpaBHEHHIO ¢ TUTaleso.

VY manueHTOB, MONTYYaBMUX OO3eHTAH WM IU1ale6o B TeueHHe 16 Hellelb, B CpeJHeM, OTMEUSHO

1,4 m 2,7 HOBBIX SI3BEeHHBIX NopakeHUM, coorBeTcTBeHHO (p =0,0042). B wHccnenoBanuu
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coctapisuio, B cpeaueM, 1,9 u 2,7, coorBerctBenHo (p =0,0351). Bausinue OozeHTaHa Ha
CKOPOCTh 3aXKUBJICHUS SI3BEHHBIX MOPAXKCHUH HE YCTAHOBJICHO.

D apmaxoxkunemuxa

®apMakOKHHETHKY O03¢HTaHa MOAPOOHO HM3YYalHd B HMCCICTOBAHUSIX C YYaCTHEM 30POBBIX
noGporosbIies. J[aHHbIE IO H3YUeHHIO GapMAKOKMHETHKH Y OTPAHHYSHHOTO YHCTIA TAI[HSHTOB ¢
JIAT cBHIIETENBCTBYIOT O TOM, YTO CHCTeMHOE BO3JeHCTBHe GO3¢HTaHA y MAIMeHTOB B 2 pasa
BBIIIE, UM Y 3JJOPOBBIX JTOOPOBOJIBIICE.

OapMakOKHHETUUSCKHE TapaMeTphl V 3/I0POBBIX JOOPOBOJIBIICE 3aBUCAT OT JO3bl U BpEMEHH
npueMa npenapara. [lociie BHyTpuBEeHHOTO (B/B) BBEeHUSI 003¢HTaHA 00BEM €0 pactpe/IeIeHUs
(V4) ¥ KIIMpEHC CHUIKAIOTCS ¢ YBEJIMUSHHUEM JI03bI U MOBBIMAOTCA co BpeMeHeM. [lociie mpuema
BHYTPHh CHUCTEMHAsI SKCIIO3HITUS O03¢HTaHa MPONOpIHOHATIbHA B JTo3axX A0 500 mr. Ilpu npueme
BHYTpb GoJiee BBICOKOH J03bI OO3CHTAHA YBEJIMUCHHUE KOHIICHTpAIMH B TUiazMe KpoBH (Cmax) U
AUC (mmomajap 1oJl KpUBOM «KOHIICHTPAIUA-BpPEMs») II0 OTHOLICHHUIO K IPHUHATOM 03¢
HETPOIOPIUOHAIILHO U JOCTUTACTCS ¢ MEHBIIEH CKOPOCTHIO.

Beacvisanue. AbGcomoTHas OHOAOCTYIHOCTh OO36HTaHA, Y 3JO0POBBIX JTOOPOBOJIBIEB IOCIE
MpHUeMa BHYTpPb, COCTaBIIAeT 0KoJI0 50 %, mpHeM MHINHU HE BIHUSICT Ha OHOMOCTYMHOCTh. Cmax B
IJ1a3Me KpOBH JOCTUTaeTCs uepes 3-3 4 mocje mprueMa npenapara BHyTPb.

Pacnpeoenenue. bozentan B Bricokoi cteneHu (Oosee 98 %) cpsi3biBaeTcs ¢ OelIKaMU TJIA3MBbI
KpPOBH, B OCHOBHOM C aJIbLOYMHHOM. BO3¢HTaH He IPOHUKAST B SPUTPOIUTHI.

[Tocie ogHOKpaTHOTO BBEASHUS B/B B q03¢ 250 Mr V4 cocTapisieT 18 .

Memabonusm u evisedenue. llociae ONHOKpaTHOTO BBeJAeHUS B/B B Jo3e 250 wmr
kimperc — 8,2 /4. Ilepuon momyesieesienus (T12) — 5,4 4. Ilpu MHOTOKpaTHOM HpHUMEHEHUU
KOHI[eHTpalusi 603eHTaHa B TUIa3Me KPOBH CHIDKACTCS] MOCTENEHHO U cocTapisteT 50-65 % ot
KOHIICHTPAIIUU IIPH OJHOKPATHOM IPUMEHEHUU. BeposSITHO, CHUKCHUE KOHIICHTpallui 003¢HTaHA
0oOyCJIOBJICHO ayTOMHAYKIHEeH (epMEHTOB IeueHU. PaBHOBECHOE COCTOSHHE JOCTHTAeTCsS B
TeueHue 3—5 nHel. Bo3eHTaH BBHIBOJMTCS dYepe3 KUIICUHHK C JKEJIUbIO TOCJe 3aBepIleHUs
MeTaboJIM3Ma B TICUCHHU TPH y9acTHH H3odepMeHToB 1uToxpoma P450 CYP2C9 u CYP3A4.
Memnee 3 % npuHSTOH 10361 BHYTPH BRIBOJUTCS MoUKaMu. B mporiecce Metabosn3ma Go3eHTaHA
obpa3zyroTcs 3 MeTaboJIUuTa, HO TOJIbKO OJTMH W3 HUX 00nagaeT papMaKkoIorHuecKoi aKTHBHOCTBIO.
DapMaKoJIOTHUSCKH aKTHBHBIH METaOOJUT TMPESUMYIIESCTBEHHO BBIBOJUTCA C JKEITUBIO. Y
B3pOCIBIX TAIUCHTOB KOHIICHTPAIMS aKTHBHOTO MeTal0OoJIMTa B IUIa3Me KPOBH BBINIE, YeM Y
370POBBIX JOOPOBOJILIICB. Y MAIIMSHTOB C PHU3HAKAMH X0JecTa3a CHCTEMHOE BO3JICHCTBHE HTOTO
MeTabOJIMTa MOMKET BO3pacTarh. bBozeHTaH sABIsSIeTCsl MHAYKTOpoM H3zodepmentoB CYP2C9 u

CYP3A4, a TaKKe, BO3MO3KHO, uzodepmenTa CYP2C19 "
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BBIBSJICHHSI COJICH JKETYHBIX KHCJIOT) B KYJbTYypax TelaTOIUTOB. B HCCIeNOBaHHSX in Vitro
MOKA3aHO, UTO GO3eHTaH HEe OKA3bIBACT 3HATHMbIH HHTHOUPYIOMTUH 5 eKT Ha psiJ H30PepMESHTOB
CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). CnenoBaresibHO, OO3¢HTaH HE MOBBINIAET
KOHIICHTpAIIMIO B IUTa3Me KpPOBH JICKAPCTBEHHBIX TIpermaparoB, MeTabOJIHU3M  KOTOPBIX
OTIOCPE/IOBAH JIAHHBIMH H30(epMEHTAMH.

DapMaKOKHHETHKA B 0COOBIX IpVIIIAaX MAIHEHTOB

Ha ocHOBaHMM HCCIIeIOBAHMM BceX IMapaMeTpOB MOXKHO IIPEAIOJIOXKHTh, YTO Ha
(apMakoKUHETUKY Oo3¢HTaHa Y B3pPOCIBIX HE OKAa3bIBAIOT CYMISCTBEHHOS BJIMSIHHE TaKHe
(akTOphI, KaK I0JI, Macca Tejla, pacoBasi MPUHA/ICIKHOCTh WU BO3PACT MAIlHeHTA.

Hemu cmapuie 2-x nem. QapMaKOKUHETUUSCKHUE MTapaMeTphl IIPU OJTHOKPATHOM M MHOTOKPAaTHOM
npuMeHeHnH G03eHTaHa B JISKApCTBEHHOU (opMe TabNIeTKU, MOKPHIThIE TUICHOUHOW 000I0UKOH,
u3ydanu y geteit ¢ JIAL, no3y npemapaTa moaGHpaiid Ha OCHOBAHHH MAcChl Tefia manueHTos (AC-
052-356 [BREATHE-3]). BoznelicTBre 603¢HTaHAa CHIIKAJIOCH CO BpEMEHEM IO XapaKTepHOU JIist
Oo3eHTaHa KpUBOH, OOYCIIOBICHHON CHOCOOHOCTBIO OO3eHTaHAa K ayTOMHAYKIUH. Cpennue
sHaueHuss AUC (CV%) y netei, moiyuaronux 003eHTaH 2 pas3a B CYTKH B J1o3ax 31,25 mr, 62,5 Mr
u 125 mr, coctapmsum 3,496 ur*u/mi (49 %), 5,428 ar*u/mia (79 %) u 6,124 (27 %) Hr*a/mu
COOTBETCTBEHHO, W ObLIH HHUXKe, UyeM 3HaueHUs 8,149 ur*u/mi (47 %) y B3pOCIBIX MAIIHCHTOB C
JIAT, xotopsie monydanu 125 mMr Go3eHTaHa. B paBHOBECHOM COCTOSHUM CHCTEMHAsI KCTIO3UITUS
y geteit ¢ Maccoi tena 10-20 kxr, 2040 kr u Gonee 40 kr coctapuia 43 %, 67 % u 75 % ot
COOTBETCTBYIOIIUX IMOKa3aTeJIeH y B3pPOCIbIX.

Hapywienue pynxyuu neyeny. Y MallMSHTOR ¢ JITKUMH HapYIISHUSIMU (QYHKIIMH NeUeHH (KJacc
A mo wiaccupukanuu Yaina-Ilbr0) He OTMEUYeHO CYIISCTBEHHBIX HM3MECHEHHMH MOKasaTeseH
(dapMakokuHeTUKH Oo3eHTaHa. [lo CpaRHEHHIO CO 3/IOPOBBIMH JOOPOBOJIBIIAMH y TAIMEHTOB C
JICTKUMH HapyImeHUs MU GyHKIUY neueHu 3HaueHua AUC Go3eHTaHa B pAaBHOBECHOM COCTOSIHUH
Bhimie Ha 9 %, a aktuBHOro Merabonuta Ro 48-5033 — Ha 33 %. V maiueHToB ¢ yMEpESHHBIMU
HapymeHUsIMH (QyHKIHH TedeHd (kracc B mo kiaccudukaruu Yaina-Ileo) u JIAT,
ACCOITUUPOBAHHOM ¢ MopTayibHOM runeprersuci, AUC GozeHTaHa B paBHOBECHOM COCTOSIHHH
oKazaJioch B 4,7 pasa BbIllle, a akTUBHOTO MeTabonuTa Ro 48-5033 — B 12,4 pasa Bpimie, 4eM y
narueHToR JIAD ¢ coxpaHHo# pyHKIIHEH TOUYCK.

(dapmakoknHeTHKA 003¢HTaHA Y MAIUSHTOB ¢ TSIKEILIMHU HapyIMICHUSMHE (DYHKITUH MTeYeHH (KJIace
C mno xnaccudukarnuu Yainga-Ilsro) He u3yueHa. Pexomenayercs wuzberarb NpUMEHEHHS
npenapata bozeHekc® y MallMeHTOB ¢ YMEPEHHBIMHE U TSDKEJIBIMH Hap YIICHUSAMHU (QYHKITHH TICUSHU

(xnmacce B u C mo kinaccudukanuu Yaiina-11s10).
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kpeatuauda (KK) 15-30 Mi/MHH) KOHIIGHTpaIlusi B IUIa3Me KpOBH OO03€HTaHA CHHIKASTCA
npumepHo Ha 10 %. Konnentpaiusi MeTa0oJuTOB OO3¢HTaHA B ILIa3Me KPOBH BO3pacTaeT
IPUMEPHO B 2 pa3a [0 CPABHEHHUIO ¢ NAIIMEHTAMH ¢ COXpaHHOU (QyHKIMEH oveK. Y MalUeHTOB ¢
HapyImeHUsIMH (QyHKIMM Houek He TpeOyercst Koppekuus Ao3bl. Ilpumenenue GozeHTaHa Yy
HAITHeHTOB, KOTOPHIM IPOBOJMUTCSA T'eMOJUAIN3, HE M3YUCHO. YUMTHIBAsl (PU3HKO-XMMHUYESCKHE
cBoiicTBa Go03¢HTaHA U €ro BBICOKYIO CTCIeHb CBS3BIBAHHS ¢ O€JIKaMH IUTa3Mbl KpOBH,
3HAYUTEIBHOIO BBIBEACHHUs OO3eHTaHA M3 COCYJUCTOTO pycjla BO BpeMsl IeMojMajM3a He

OKHJacTCA.

IHoka3zaHua K MpUMeHeHUIo

Bozenekc® nokasaH K IPUMEHSHUIO Y B3pOCIIBIX U JIeTeH B BO3pacTe OT 3 JIeT:

Jleuenue sierounoil aprepuanbHoi runepTeH3uu (JIAIY) ¢ menpio yaydieHUs: TOJSPAHTHOCTH K
(¢U3HYECKUM HArpy3kaM M KJIMHHYECKHUX CHUMNTOMOB y mamueHToB II-IV (QyHKIMOHAIBEHOTO
kiacca (OK) no kimaccudukaruu BO3, srnouast:

e [IEpBHYHYIO (MOHONATHYECKYIO H HACJEACTBEHHYIO) JIETOYHYKO apTEepPHAJIBHYIO
THIIEPTEH3HIO,

e BTOPUYHYIO JIETOUHYIO apTepUAIbHYI0 THICPTEH3MI0O Ha (oHE CKICpOJASPMHUHU IIpU
OTCYTCTBHH 3HAYMMOI'O HHTEPCTUIHAJIBHOTO MMOPAKEHHU JIETKHUX,

e JIETOYHYIO apTEPHAJIBHYIO TUIIEPTEH3HIO, ACCOIUUPOBAHHYIO ¢ BPOKACHHBIMYU IIOPOKAMHU
cep/lia U B YaCTHOCTH, ¢ HAPYLISHUSIMHU IIOKa3zaTeJIed reMOJUHAMUKH 10 THITY CHHApOMAa
OU3eHMeHrepa.

bozeHekc® nokazaH K IPUMEHSHHUIO Y B3pOCIIBIX B Bo3pacTe oT 18 JjieT:
CHuKeHHUe Ynciia HOBBIX JIUTUTAJIBHBIX S13B IIPH CHCTEMHOM CKJIEPOJIEPMHUH U IIPOTPECCHPYIOLIEM

SI3BBCHHOM ITOPAKCHHH KOHEUHOCTEH.

IIpoTuBONIOKA3aAHMSA

e [IOBBLINICHHAS YYBCTBUTEIBHOCTh K OO3¢HTAHY WJIH JIFOOOMY U3 KOMIIOHSHTOB IIpenaparta;

e HapymieHHe (QYHKIHH TICUSHH YMEPSHHOM M TsmKesol cremeHH TspkecTd (kiace B u C mo
kinaccudukanuu Yaina-11s10);

® HCXOJHOE IIOBBINICHUE aKTUBHOCTH «TIeYEHOYHBIX» TpaHCAMHHA3:
acnapraTamuHoTpaHchepaza (ACT) wumu ananunamuHorpanchepasza (AJIT) Gonee uem B 3
paza oT BepxXHel rpanuipl HopMbl (BI'H);

¢ OJHOBPEMCHHOC IIPUMCHCHHUE C IUKJIOCIIOPUHOM A',
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IquCKOénapTe?)}ﬁ%TLE(%‘eTZ[éBEIH ‘Ht/reT( 0 ”N;[éHee

85 MM pT. cT. y B3pocibix Wiu cucTonmueckoe AJ[ < 80 % HWKHEW TpaHUILI HOPMBI,

COOTBETCTBYIONICH BO3PACTy U MOy peOeHKa),

OepeMeHHOCTS;

HaACKHBIMHA MCTOAAMH KOHTPALCIIITHH,

Mepuoa rpyaHoro BCKapMJINBaHU A,
OTCYTCTBUCM KIIMHHYCCKHUX IIaHHbIX);
HE

PEKOMCHAYETCA  OJHOBPEMCHHOC

IIPUMCHCHHUC

IMPUMCHCHHUC Y JKCHIMUH ¢ COXPAHCHHBIM PCIIPOAYKTHBHBIM ITOTCHIIUAJIOM, HE IMOJIB3YIOIIUXCA

IIPUMCHCHHUC Y Jetel mo 18 met s YMCHBIICHUS YHCJIa HOBBIX TUTHUTAJILHBIX 3B (B CBJI3H C

JETCKHUM BO3pacT 710 3-X JIeT (TBepaas JiekapcTBeHHasi popMa);

Imperapara ¢ FHHGGHKH&MHZ{OM,

(daykoHa30I0M, pUPAMITUIMHOM, MOINIHBIMH HHTHOMTOpamMu wu3odepmeHToB CYP3A4 wu

CYP2C9 (em. pazmenmst «Bzaumojieiictue
«Ocobble yKazaHU).

C OCTOPOXKHOCTBIO

C JAPYIrUMH JICKAapCTBCHHBIMH CpCACTBaAMHU» H

ApTepHalibHasl THIMOTEH3US, XpOHHUYEeCKasd oOCTpyKTHBHasi GojesHb Jerkux (XOBJI);, merkue

HapymeHus (QyHkiuu nedueHu (kiacce A mo wiaccupukanuu Yana-Ileo);, mpu JIAD 1 OK

(He,[[OCTaTO‘IHO KIMHHYCCKHX JaHHBIX IIO 3(1)(1)6KTI/IBHOCTI/I u 0e30IacHOCTH HpI/IMeHeHI/ISI);

COMYTCTBYIOII A JICBOKEIIY TOUKOBasA HEJOCTATOYHOCTD.

IIpumeHeHIe IPH GepeMEeHHOCTH M B TIePHOJ

I'PYJHOT' 0 BCKapMJ/IMBaAaHU A

Bepemeﬁyocmb. B DoKIMHHYECKUX HUCCISTOBAHUIX YCTAHOBJICHA PCIIPOAYKTHBHASA TOKCHIHOCTDH

Oo3eHTaHa (TepaToTeHHOE M (eTOTOKCHUecKoe aehcTBHe). KIMHHUECKUX HCCISTOBAaHUU 110

IPUMEHEHHIO TIperapara y JKEHIIMH MpU OepeMEHHOCTH He MPOBOJWIM. BO3MOMKHBIA pHCK

npuMeHeHHs G03eHTaHa BO BpeMsi OepeMeHHOCTH He u3yueH. [Ipumenenne npenaparta bosenekc®

npu 6epeMeHHOCTI/I IMPOTHUBOIIOKA3aHO.

Ipumenenue y oJiceHiyun ¢ COXPAHEHHLIM penpooyKmushuim nomenyuanom. llepen Havansom

JeueHus npenapatoM boseHekc® y JKEHIIUH ¢

COXpPAaHCHHBIM PEIMPOAYKTUBHBIM IMOTCHIHAIOM

CICAYCT NMOATBECPIAUTL OTCYTCTBHUC GCpCMeHHOCTI’I, Bpaiu 00s13aHbI daTb PCKOMCHIAITUH 110

npeaAynpexKacHuIo 6epeMeHHOCTH, a IIaouCHTaM CJICAYECT HadaTb IIPHMCHCHHUC HAIACKHBIX

MCTOAOB KOHTpAICIIIHH. ITarmeHTHI B Bpa4H, KOTOPbIC HA3HAYAIOT JICUCHUC, TOJIZKHBI YUUTLIBATD,

qTO BCJICACTBHUC q)apMaKOKPIHeTI/I‘IeCKOFO B3aUMOJICUCTBHS mnpenapar Bosenexc® MoOKeT CHHKATD

B(b(l)eKTIfIBHOCTB TOPMOHAJIBHBIX KOHTPALCIITHBHBIX CPEIACTB. IIo »ToM IIPHYHUHE KCHIMWHaAM ¢

COXpPAaHCHHBIM PCIIPOAYKTHBHBIM ITOTCHIHAJIOM HE PEKOMCHIAYCTCA HCIIOJIB30BaTh MCETOM

TOPMOHAJIBHOM KOHTpalleNIlIUK (JIEKapCTBEHHBIE IIperaparsl,

IIPpUMCHSICMBIC BHYTPL, B BHJIC

WHBEKIIUM, TpaHcAepMalbHbIX TepaneBTuueckux cucteM (TTC) wium uMMIUIaHTaTOB), Kak

z
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eIMHCTBCHHBIN; UM HEOOXOJUMO TPUMEHSTH [[OHOJIHI/&J;E:]TBH_IJ;RI‘]I’I.F “lﬁﬁéﬁ{a‘mgﬁbfﬂ 'MéTO,[[

HAJCIKHOM KOHTpaleNIuu. ECTH MMEIOTCS COMHEHHS B OTHOIICHHH HCIOJIL3YeMOTO MeToja
KOHTpAICIIHH, JIUIT HHIABHIYAJIHHOTO TOI00pa HAJSKHOTO METOJa KOHTPAIISTIIIHN TAITHCHTKE
cieayeT oOpaTUThCS K Bpady-THHEKOJIOTY. Y UUThIBasi CHIDKEHUE 3P PEeKTUBHOCTH TOPMOHATILHON
KOHTpALISTIIIUK U BO3MOJKHOE HEraTHMBHOE BIUsIHHE OepeMeHHOCTH Ha TedyeHHe JIAL, Bo Bpems
TepanuH npenapatom bozeHekc® peKoMeHIYSTCS eKEMECSIIHO IPOBOTUTH TECT Ha GepEeMEHHOCTD,
YTO MO3BOJIUT JIMATHOCTHPOBATHL OEpEeMEHHOCTh HAa pAHHUX CPOKaX.

I'pyonoe scxapmnusanue. He ycTaHOBIEHO, BBIJEISIETCS JIM OO3€HTAH B IpyJHOEe MOJOKo. B
MepHO/ JIeUeHHs penapaToM boseHekc® rpyHOe BCKapMITHBAHHE CIISTYeT OTMSHHUTD.
Qepmunvrocmy. B JTOKIUHUYECKUX WCCJICOBAHUAX BBHISBIICHO BJIMSHUE HAa CEMEHHUKH.
PesynbTaThl KIMHUUECKOTO UCCIICTOBAHUS MOKA3aIH, UTO ¥ 8 U3 24 manueHToB-MyxuuH ¢ JIAT
gyepes 3 WK 6 MecsIeB JeueHUs 003€HTAHOM OTMEUATIOCh YMEHBIICHHE KOHIICHTPAIIUH CTIEPMBI
Ha 42 % u GoJjiee OT UCXOTHBIX 3HAUCHHH. Ha ocCHOBaHMM KJIMHUYSCKUX U JOKITHHUISCKHUX JAHHBIX
HeJIb35 UCKITIOUUTH PUCK HETATHBHOTO BIUSHUS O03¢HTaHA Ha cTiepMaToreHes y My KunH. Hembas
UCKJIIOUUTH HeOIArONpPUITHOS BIMSHHUE JUTUTEJILHOTO JIeUeHHs] G036HTAHOM Ha CIIepMaTOreHe3 Y
AU HTOB-MaTbUHUKOB.

Crniocod npyuMeHeHU U 10351

TabneTku, MOKPHIThIE TUICHOUHON 00O0JIOUKOM, ClieNyeT MPUHUMATh BHYTPh YTPOM U BEUSPOM,
HE3aBUCHMO OT BPEeMEHH MpHUEeMa MU, He pa3)KeBbIBas U 3alUBas BOJIOM.

Heuenue AL ¢ yenvio YIVHULEHUS MOACPAHMHOCIY K (DUBUYECKUM HAZDYIKAM U KIUHUYECKUX

cumnmomos v nayuermos -1V O K no knaccuuxayuu BO3

Ilpumenenue y e3pocivix

HaganpHas qo3a npemapaTta boszeneke® coctapisieT 62,5 Mr 2 pas3a B CYTKH B TeueHHUe 4 He/Ielb,
3aTeM J03a YBEJIMUMBAETCA JI0 Mojiep)kuBatomedt 125 mr 2 paza B CyTKH.

Tepanus 6 cnyuae xnunudeckozo yxyouwenus JIAI. Craenyer paccMOTpeTh BO3MOJKHOCTH
[IPUMEHEHUsI aJIbTEPHATHBHBIX METOJOB JICUSHHUS B ClIydae KIMHHUYESCKOTO YXYAIISHUS
(HampuMep, NPH YMEHBIICHHWH JIUCTAHIIMU IO pe3yJibTaTaM TecTa ¢ 6-MHUHYTHOM Xoap00H He
MeHee 4eM Ha 10 % 1o cpaBHEHHIO ¢ MCXOJHBIMH IIOKAa3aTeJIsIMHM), HECMOTPs Ha NIPUMEHEHHUE

®

IperapaTta Bozenekc” B TeueHne He MeHee 8 Heae/b (H3 HHX B peKOMeHHyeMOﬁ J03€ — HC MCHCC

4 wenenny). OfHAKO y YacTH MAIUEHTOB TpH Hen(deKTHBHOCTH mpenapata bozenekc® mocie
8 He/le/Ib IPUMEHEHUS, MOJIOKUTEIBHBIN 3P deKT MoKeT HaOIIOAAThCS MOCIIe JOMOJIHUTEIBHbIX
4 — 8 Hepentb neueHUs. 1Ipy HACTYIUICHUH KJIMHUYECKOTO YXYAMISHUS CIIYCTsI HECKOJIBKO MeCsIIeB
JNeyeHus: npenaparoM bozeHekc®, menecoo6pazsHOCTh €To0 JabHEHIIETO NPUMEHEHHS CIIELyeT

OIICHHTh 3aHOBO. YBeIHMUeHHe JI03bI Mpemapata boseHekce® g0 250 Mr 2 pasa/[ieHb Y HEKOTOPBIX

MAUeHTOB, TpPH HEJOCTATOUHOH 5>(PdeKTUBHOCTH ero J1o3bl 125 Mr 2 pasa/neHb, MOMKET
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CIOCOOCTBORBATh HEKOTOPOMY TMOBBIMICHUIO TOJ[epaHTHJiE]lL;lI:- —]H“)-I;s-ﬂ"?‘ tkott E}fé‘irlf)ys:rlcé IC'J‘ht)f[ye’r

TIIATSIHHO B3BECUTH COOTHOIICHHE TTOJI3A/PUCK JUIS MIPHHSITUS PSIICHHUS 00 YBEJIUUCHUH JT03bI
npernaparta, TPUHUMas BO BHUMAaHHME 3aBHCHMOCTBH TeNATOTOKCHUYSCKOTO JSHCTBHS IpermapaTa
Bosenekc® oT ero J103bl.

Ipexpawenue mepanuu. MMeeTcss oTpaHUYEHHBIH ONBIT HAOMIOJCHUHM 3a MAallUEHTAMH I10CJIE
BHERAITHOTO TPeKpalleHus Tepalui npemnaparoM bozenekc®. CpeeHHH 0 KIMHUISCKH 3HAUUMOM
yxyameHud TeueHusi JIAL B pesynbTaTe pe3kol oTMEHBI IpenapaTa HeT. Tem He MeHee, YTOObI
CHU3UTh PUCK KIMHUYECKOTO YXYAIICHHs COCTOSHHUS MAlUCHTOB U INPEJOTBPATUTh CHHAPOM
OTMEHHI, 703y IpernapaTa PeKOMEH/IYeTCS CHHUKATH MOCTENEHHO (YMEHBIIAs ¢¢ HAMOJIOBHUHY B

TeueHue 3—7 JHEH), OJHOBPEMEHHO HAUWHAS MPOBE/ICHHUE ajlbTepHATUBHOW TepaIUH.

Crusicenie YUcaa HO8bX OUSUMATL HBIX 136 NPU CUCMEMHOU CKIEPOOePMULL I NPOSPECCUPVIOULEM

A36EHHOM NOPANCEHUN KOHEUHOCEH

Haznadenne jeueHUs H HaGJ'II-OI[eHI/Ie 3a HUM JOJDKCH OCYIICCTBILITHL TOJIBKO Bpad, HMeEIoNTHH
OTIBLIT JICUCHHS CUCTEMHOM CKIICpOACPMHUH. ) B3pOCJIbIX MMAIIUCHTOB HadYaJIbHaA JOo3a IIpeliapaTa

®

Bosenekc™ coctapisier 62,5 Mr 2 pasza/fieHb B TeueHHUE 4 HENlelb, 3aTEM /1032 YBEJIMUUBACTCS 10

nojiep;kuBatome — 125 Mr 2 pasza/aeHb. DTUM PEKOMEHJALUSIM HYKHO CIIeOBaTh M TPH

BO300OHOBJICHHH IIpueMa Iiperaparta B036H6K0®

110CJIe TepepbIiBa B JieUeHUH. KIIMHUYeCKHH ONbIT
IpPUMEHEHMsI IIpenapaToB Oo3¢HTaHA IO JAaHHOMY IIOKAa3aHHUIO HE IPEBBIMAST 6 MECSIEB.
HeoGxogumo peryisipHo oleHHBaTh dS(PPEKTUBHOCTH Tepanmud M HEoOXOJUMOCThH ee
npojopkeHust. CiiefyeT IpOBOAUTh HAJUIeXKAIMN aHAJIW3 COOTHOUICHUS MOJIb3bl OT Tepalluu U
HNOTEHITHAJILHOTO PUCKA IIOOOYHBIX PeaKIUi ¢ yUeTOM IrelIaTOTOKCHYHOCTH OO3eHTaHAa.
Ipumenenue y oemeri. Jlanuple 006 >QdeKTUBHOCTH U 0€30IaCHOCTH IIPUMEHEHHUS NIPeNaparoB
GozeHTaHa 10 JAHHOMY IMOKA3aHUIO Y TAIIMEHTOB MiIajie 18 JeT OTCyTCTBYIOT.

Ilpumerienuie 6 ocobvix spynnax nayueHmos

Hapywienue pynxyuu neyeny. Y MallMSHTOR ¢ JISTKUMH HapyIIEHUSIMU (PyHKIIMH NeUeHH (KJacc
A mo xiaccudukanuu Yakma-11p10) He TpeGyeTcs: KOppeKIUH J03bl mpemnapata. [Ipumenenus
npenapata boseHekc® y HAalMEHTOB ¢ MEYEHOUHOM HEJTOCTATOUYHOCTh YMEPEHHOHW U TSDKEIOH
CTEIICHHU TSBKECTH cieayeT uzberats (kiace B u C mo kiaccudukanuu Yaina-11s10).

Hapywenue ¢@ynxyuu nodex. Y TAIUSHTOB ¢ HApYHNICHHSIMH (DYHKITMH ModYek, He TpeOyercs
KOpPeKIUsl JI03bl IpemnapaTa. Y TMAI[MeHTOB, HAXO/AIIUXCA Ha TeMojaMaimse, He Tpelyercs
KOPPEKIIHH 103l IIpernapara.

Ipumenenue y nodcunvlx nayueHmos. Y MallMSHTOB cTapiie 65 JieT He TpeOyeTest KOPPEKITUSI 1031
Ipenapara.

Ilpumenenue y demeit cmapuie 3 jiem u y RAyUEHMOo8 ¢ HU3KOU Maccoll meia

Jlezounas apmepuanbHas cunepmeHr3nus
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Bozenekc® NMPpUMCHACTCA B JO3aX, HCXOIA U3 pacueTa MaccChl TeJla peGeHKa/HauHeHTa.

Hauamuaga noza

Macca Tes1a IHomnep:xusBalomas n1o3a
(4 Hegesn)
s itisis 90 @ 1 pa3 B menb 31,25 Mr 2 pa3a B JieHb 31,25 Mr
(1/2 TabneTku mo 62,5 Mr) (1/2 Tabnerku mo 62,5 Mr)

2 paza B ieHb 31,25 Mr

20 no 40
O ST A0 ST (1/2 TabneTku 1o 62,5 Mr)

2 paza B JileHb 62,5 Mr

oouee 40 xr " 2 paza B AeHb 62,5 MT 2 paza B JieHb 125 mr

JlaHHBIE O MpPUMEHEHMH IIpernapaTa y HAlUEeHTOB ¢ Maccod Tena o 40 Kr orpaHudeHsl. [[is
110,100pa J103bI TAKUM OOJILHBIM, TIOKATYHCTA, HCTIONB3YHTE HHPOPMAITHIO, YKA3aHHYIO B TAOIHUIE
nmoadopa o3 y netei ¢ JIAT .

Ilodounoe neiicTBHE

B 20 mnane6o-KOHTPOJIUPYSMbIX HCCIICOBAHUSX, MPOBEACHHBIX MO Pa3IUYHBIM IMOKA3AHUSM,
2486 manueHTOB Mmoayvain 6o3eHTaH B qo3ax oT 100 Mr 1o 2000 mr u 1838 manueHTOB MOIyYaIn
mianeto. [Ipoo/nKUTeIbHOCTD JICUSHUS COCTABUIIA B cpe/IHEM 45 Hesleb.

HauGonee gwacto (y 1 % u Oosee momydaromux OozeHTaH U y 0,5 % momydaronux mianedo),
OTMEYaJIH TOJI0BHYIO 60116 (11,5 % npotus 9,8 %), 0OTeKH HHIKHUX KOHSUHOCTSH H/WITH 3a/1ePKKY
skugkocTH (13,2 % npotue 10,9 %), moBbINIeHHEe AKTUBHOCTH «II€YSHOYHBIX» TpaHncamuHaz ACT
w/mwm AJIT (10,9 % npotus 4,6 %) 1 aHeMuIo/CHIKEeHHE TeMoryiobuHa (9,9 % npotus 4,9 %).
[Ipumenenne ©OoO3eHTaHA AacCOIUUPYETCS C [I0303aBUCHMBIM MOBBIMICHHEM aKTHUBHOCTH
«TEeUYSHOYHBIX» TPAHCAMHHA3 M CHHXKCHUEM TeMOTJI00HHA.

[ToGounsie peakiun B 20 11aneG0-KOHTPOIUPYEMbIX HCCIIeTOBAHUAX O03eHTAHA B 3aBHCUMOCTH
OT YacTOThl BOBHUKHOBEHHS ObLITH CTPYIIIUPOBAHBI CISAYIONIAM 00pa3oM: oueHb YacTo (= 1/10);
gacto (= 1/100, < 1/10); vewacto (= 1/1000, < 1/100); peaxo (= 1/10000, < 1/1000); oueHsb peako
(< 1/10000); vacToTa HeU3BeCTHA (HE MOKET OBITh OICHEHA IO HMESIONTUMCS JAHHBIM).
Kareropuu 4acToThl He YUHTHIBAIOT Takue (PaKTOphl, KaK MPOJODKUTEIHHOCTH NMPUMEHEHUS
Oo3eHTaHa, JJaHHbIC aHAMHE3a, UCXOJHbIe KIMHHYECKUE JAaHHbIe. B kaxaol rpymmne noOouHbIe
PeaKIuU yKa3aHbl B MOPSIKE YMEHBIICHUS cepbe3HOCTH. KIIMHUYSCKH 3HAUMMBIX pa3jiduil 1o
MOGOYHBIM PEaKIUsIM, YKa3aHHBIM B oOmIel 6a3e JaHHBIX U OTJEIBHO MO 3aperUCTPUPOBAHHBIM

IIOKa3aHHIM, HC OTMCUYCHO.

CucTeMHO-OpraHHbII
YacrtoTa HexenaTembHble peakiium
KJ1ace
Hapymenus co qacTo AHEMHMSI, CHIDKCHHE TeMOTJIOONHA
w - £ e "
CTOPOHBI KPOBH U HEYACTO TPOMOOIIUTONICHHSI , HEUTPOTICHHUSI , JICHKOTICHHUS

10



COOTBETCTBYET 3KCNEPTHOMY OTUETY
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3 oC W= ETTEHLS SO007
nuMpaTHIecKO (MOCTNEQOBATENBHOCTE 0002)
JqacToTa AHCMIT HJTH CHHZKCHHUC TCMOTJTOOMHA, KOTOd
CHCTEMBI -
HEH3BECTHA HEOOXOAUMO MPOBE/ICHUE TeMOTpaHC Y3
peaKLUH MOBBIMEHHON YYBCTBUTEIIBHOCTH
4acTo (BKJIIOUAsSI ISpMATHUT, KOJKHBIN 3Y/1, KOJKHAsI
Hapymenus co 1
o CBIIIb )
CTOPOHBI UMMYHHOM
CUCTEMBI PETHG aHa(UIAKTHYSCKUE PeaKIUu W/ HIH

“ ok
AHTHOHCBPOTHUCCKHUHU OTCK , OTCK Kpunke

Hapymenus co
CTOPOHBI HEPBHOM

OYCHb 9acCTO

roJIOBHAS 6OJIB>

9acTo o6Mopok®
CHUCTEMBI
Hapymenus co 3%
9acTo OIYIICHHE CepALeOneHUs
CTOPOHBI cepala
Hapymenus co 3
9acTo «TIPUWIMBBI»Y KPOBHU K KOXKe JIUIA, CHIKeHHe AJ[
CTOPOHBI COCY/IOB
Hapymenus co 9acTo OTEK CJIM3UCTON 000JI0UKH HOCA
CTOPOHBI JIBIXaTeJIBHOH | peJiKo OJIbIIIKA, KaIlleJIh
CHCTEMBI, OPTaHOB
I'PYHOH KJIETKH H
CpeOCTeHuUs
ractpossoareaibHo peduirokcHast GoIe3Hb
JKenynoduHo-KHIIEYHBIE | Y9ACTO P P ped ’
auapes
HapyIIeHUs
PeKO pBOTa
OUYEeHb YaCTO | U3MEHEHHUE NoKazaTeseH PYHKINYU TeUeHU
Hapymenue co HEYacTo MIOBBINMICHUE AKTUBHOCTHU «II€YSHOYHBIX)
CTOPOHBI IICYSHU U tpancamunasz (ACT, AJIT) BcaencTBue remarura
JKEJTYEBBIBO/IININX (BKJIIOYASl BO3MOXKHOE 000CTpeHHE
nyTeH CYIIECTBYIOWETO TeTaTHTA) /WJTH JKeITYXH
peAKO IPPO3 MeUeHH , IeUeHOYHAs HeJOCTATOUYHOCTD
Hapymenus co 9acTo spUTEMA

CTOPOHBI KOKH U
MMOAKOYKHBIX TKaHSH

OO1ue HapyIIeHUSA U
peaKIiK B MECTe
BBSICHUS

OYCHBb 9aCTO

HepH(l)epH‘ICCKI/IC OTCKH, 3a/ICPiKKa }KHHKOCTI’I4

! PeaxIiryis MOBEIIIE HHOM TyBCTBUTENLHOCTH GBUTH OTMEUEHEL ¥ 9,9 % TAIlMeHTOB, KOTOPHIE MONYYany 603eHTaH, 1 Y
9,1 % — mmmane6o.

2 TonopHyto 6omb oTMedany 11,5 % MaleHToB, KOTOPEIE ONyJYany 603eHTal 1 9,8 % —
3 JlaHHEIE pPeaKIMi MOTYT GBITh 00YCIOBIEHEl OCHOBHEIM 3a60IeBaHIEM.

4 Tosrenne TeprdepuecKuxX OTEKOB ¥ 3aMePiKKY KUIKOCTH oTMevany 13,2 % MalMeHToB, KOTOPHIE TONyYaiy
©ozenran u 10,9 % — mmmane6o.

“Tlo60uHbIe PeaKIH, COOOIMEHNS O KOTOPBIX MOJNYYeHbl HA MOCTPETUCTPAIIMORHOM 3Talle TPUMEHEHNS TIPerapaTa,
BKIIIOYEHHI ¢ 9acTOTOH BCTpedaeMOCTH, yKa3aHHOM B Xoze 20 mare6o-KOHTPOIHpPYeMbIX HCCIeA0BaHIMI.

mmane6o.

B HOCTMapKeTPIHFOBbIﬁ nepuoa HMCIOTCH COOGIJ_ICHI/IH 0 pPCAKux Clydyasdx HOuppo3a IICUYCHH
HESICHOHM DTHOJIOTHH Opu JJIUTCJIBHOM NPHUMCHCHHHU OozeHTaHa Y HNaUCHTOB ¢ TKEJIBIMHA

COMYTCTBYIOIIMUMHA 3a60ﬂeBaHH$IMPI, OJHOBPECMCHHO IMPHUMCHSIOITUX MHOT'OYHUCJICHHBIC

JICKApCTBCHHLIC IIpCIiapaThl. Taxke oTMeueHbBI PEAKHC ClIydan pasBUTHA HCSJOCTATOYHOCTH
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COOTBETCTBYET 3K I": EF‘T}:i 'T 1Y OTYETY

ot 15.02.2023 N= 2339

(YHKITUN TeYeHH. DTH CIIyYad TOBBIMAIOT 3H: qHMOCTﬂrE;Jﬁo}lSrg'é%églgEelhﬁfr e;&eivréchlqﬁoro

KOHTPOJIs1 PYHKIMU [IeYeHH B TeUSHHE BCETro IIepHo/Ia JeUeHus npenapatoM bozeHekc®.
Hexonmponupyemsie uccneoosanus y oemeit ¢ JIAI (AC-052-356[BREATH-3]).

[Ipoduns GezonmacHocTH NpuMeHeHU Oo3eHTaHa y ietel (BREATH-3: n = 19, GozenTan 2 Mr/Kr
2 paza B CyTKH B TedeHHe 12 Hejdenb) He OTIMYAICS OT COOTBETCTBYIOWETO Npoduisi
0e30MacHOCTH Y B3pociblx HanueHToB ¢ JIAI' B omopHbIX uccieoBaHusix. Haubonee gacto y
JeTel OTMeUalld «IPWJIHBBI» KpoBH K Kkoxe juna (21 %), rojgopHyio Ooib U IOBHINICHHUE
AKTUBHOCTH «II€YSHOYHBIX» TpaHcaMuHa3 (16 % 1715 Kak1oH MoG0UYHOH peaKIum).

Hs3menenue nabopamopnuix noxasameneit

H3menenue axmusHOCMU  «NEYEHOUHBIX» mMpaHcamuuas. B KIMHHUYeCKOH Iporpamme
JI0303aBUCHMOE IOBBIIMICHUE aKTUBHOCTH «II€U€HOYHBIX» TpaHCAMHMHA3 HAOJII0JAJIOCh B TSUCHHE
26 Hesledb JIEUEHHWs, Ppa3BHBAJIOCh IOCTENICHHO, Kak IpaBuio, OeccumnromHo. B
OCTMAPKETHHTOBBIA TepHo/ ObLTH MOJYICHBI COOOMIEHHS O PEIKHUX CIIydasx pa3BUTHA Y
GOJIBHBIX ITHPpPO3a MEYSHHU M HEJTOCTATOYHOCTH (PYHKIMM NeueHH. MexaHW3M BO3HHUKHOBEHUS
YKa3aHHBIX BbIIIE IIOOOYHBIX peaKIUH HesiceH. AKTUBHOCTD «II€9eHOUHBIX» TPAaHCAMHMHA3 MOJKET
CIIOHTAHHO CHUXKATHCS IIPH IPOJOJDKEHUH JIedeHHs 63 U3MeHEeHHsI JJo3bl npenapata bozenekc®
WM 1I0CJIE €€ CHUDKECHHSL, TeM He MeHee, IIpeKpall[eHue JISUeHHs WM KpaTKOBPEMEHHBIH I1epephIB
B TepaIllH BCe JKe MOXKET HOTpeOOBaThCS.

B 20 npoBeAeHHBIX HCCICJOBAHUSX OTMEUSHO IIOBBINICHHE AKTUBHOCTH «II€YSHOUHBIX)
TpaHcamMuHa3 B 3 pasa u Oomee y 11,2% mamueHToB, NOMyYaBMIMX OO3¢HTAH, U Y
2,4 % — mane6o. IloBpimenne B 8 m Oojiee pas Bbie BepxHed rpanuikl Hopmbl (BI'H)
OTMEUeHO Vv 3,6 % MaIUeHTOB, MOJyUaromux 6o3eHTtaH, U y 0,4 % — miamne6o. OTMeUeHO, UTO
IIOBBINIEHHE AKTHBHOCTH «II€UYSHOUYHBIX» TpaHCAMHMHA3 AacCOIMHUPOBAHO ¢ IIOBBINICHUEM
KOHI[eHTpallui OwMpyOuHa B MiazMe KpoBH (B 2 u Oosiee pa3 poime BI'H) y manueHToR npu
OTCYTCTBHH OOCTPYKITUHU JKETUSBBIBOISIUX MTyTeH B 0,2 % ciryuaes (5 MalMeHTOR ), TOTYYAIOIHUX
GozenTan, u B 0,3 % ciayuaes (6 manueHTOR) — 1uianedo.

I'emocnobun. CHmKeHHE TeMOTJoOMHAa HWXKE | I/ OT UCXOJMHBIX 3HAYCHUH oTMeueHO y 8 %
MAIUESHTOB, MOJIyYaronux 6o3eHTan, Uy 3,9 % — miarebo.

Ilepeno3upoBka

Bozenrtan npumMeHsuIics B oJITHOKpaTHOH q03¢ 2400 Mr y 310poBbIX JoOpoBoibiied u 2000 Mr/cyTKH
B TeUCHHE 2 MeCsILeB Y MAIUEHTOB ¢ IpYTUMH 3a00JIeBaHUAMH, IOMHMO JISTOYHOH apTepUaIbHOH
runepreHzuy. HaunbGosee 9acTo BCTpEHAIOMUMCS CHUMITOMOM IE€pPEIO3UPOBKU Oblia TOJIOBHAS
60J1b JIETKOM WM YMEPEHHOH CTETIEHH HHTCHCHBHOCTH.

ITepenozupoBka MOKeT NPUBECTH K BBIPAXKCHHOMY CHIDKEeHHIO A/Jl, 4To MoxeT moTpeGoBaTh

MCIHKAMCHTO3HOTO JICUCHHS. 3apeFI/ICT‘pI/Ip0BaH C.Hy‘{aﬁ MEpEaAO3UPOBKHA OoseHTaHa Y MaJIbYHAKa-
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COOTBETCTBYET SKCNEPTHOMY OTYETY

N N7 s 0

ot 15.02.2023 N2 293

nogpocTka mnociie npuema 10 000 mr, B pesylibTaTe ﬂ%ﬁo}lg%‘}ﬁﬁ%%ﬁ%ﬁﬁ.ﬁ&%ﬂOT&

BhIpaKeHHOE CHMKeHUEe AJl, TOJOBOKpY)KCHHE, MOBBINMICHHOE MOTOOT/C/ICHHES, HapYIICHUES
YETKOCTH 3PUTEJIHLHOTO BOCTIpUsITHS. COCTOSHUE TIOJIHOCTHIO HOPMAJIU30BAJIOCH B TeUeHUe 24 4,
IIPU BTOM IPOBOJIWIACH KOPPEKLMA BhIpakeHHOTO cHIDKeHHsT AJl. boseHTaH He ynaisiercs npu
reMo/IHaJInu3e.

BzaumoneiicTBre ¢ APYTUMH JleKaPCTBeHHBIMH CpeAcTBAMHU

Bozentan mojsepraeTcsi MeTaboau3My MpH ydacTuu 1uroxpoma CYP u ero usodepMeHTOB
CYP2C9 u CYP3A4. Uurubuposanue uzopepmenra CYP3A4 mopbimaeT KOHICHTPAITUIO B
mia3Me KpoBu OozeHTaHa (CM. KeToKoHa301). Biusaue unrubuporanus uzopepmenta CYP2C9
Ha KOHIIEHTpalluio G03eHTaHa B TUTa3Me KpOBH He u3ydaiid. [Ipu koMOHHHpOBAaHHOM MIPUMEHEHUH
ciaeayeT cobIaTh OCTOPOIKHOCTE. OTHOBpEMEHHOE IPUMEHEHHE ¢ (PITYKOHA30JI0M, KOTOPBIH B
OCHOBHOM OKasbIBaeT WHTHOUpYyIoliee Bo3AchcTBHe Ha wu3zodepmeHt CYP2CY9 u sjwmmb
He3HauuTe/IbHOe — Ha  m3odepMeHT CYP3A4, MOXKET CONPOBOXKIATHCS — TMOBBIMICHUEM
KOHI[eHTpaluy 6o3eHTaHa B TUIa3Me KpoBH. J[aHHas koMOUHAIUS He pekoMmeHayercs. 1o aToit xe
[IpUYMHE HE PEKOMEHYeTCsl OJHOBpEMEHHOE IpUMeHeHHe 003eHTaHA U MOIIHBIX UHTHOUTOPOB
uzopepmenta CYP3A4 (Hampumep, KETOKOHA30JI, HTPAKOHA30JI WM PUTOHABHUP) U UHTHOUTOpA
nzopepmerta CYP2CY9 (manpumep, BOPUKOHA30M).

Boszentan sBasercs wuHAyKTOpoM u3opepmeHntoB CYP2C9 um CYP3A4. Ilo paHHBIM
UCCIICIOBAHUSAM in Vifro TIpeAmoJiaraeTcsl Tak ke poJib uHAykTopa u3odepmenta CYP2CI19.
[TosToMy TmpH OJHOBpEMEHHOM TPUMCHEHHH TMipemapaTa bo3eHekc® W JIeKapCTBEHHBIX
[pemnapaToR, MeTaboIU3M KOTOPBIX OMOCPETOBAaH ATUMH H30(pepMEeHTAMHU, KOHIICHTPAIMS UX B
I1azMe KpoBH CHmKaeTcs. ClieqyeT YUYMTHIBATH BO3MOXMKHOCTH CHHIKCHHSI 3((EeKTUBHOCTH
JICKApCTBEHHBIX IMPEMmapaToB, MeTaOoJM3M KOTOPBIX OCYIISCTBISICTCS € YYacTHEeM OHTHX JKe
uzopepMeHTOB. Bo3MoxkHO, moTpeOyeTcs KOPpeKIUs JI03bl OJHOBPEMEHHO TPHMEHSIEMbIX
JICKapCTBEHHBIX CPEJICTB MOCIIe Havyasla mprueMa npemnapaTta bozeHekc®, H3AMEHEHUS €ro JTO3bl WIH
OTMEHBI.

Huxnocnopun: OJHOBpEeMEHHOe TpUMEHEHHe IMpemapaTa boszeHekc® U IHKJIOCIIOpHUHA
(uHrubuTopa KaJIBIMHEBpHUHA) TPOTHBOMOKa3aHo. lIpu TakoM CouUeTaHMM TpENapaToB
MHUHHUMAaJIbHAsI HadaJlbHAs KOHI[CHTpallusg Go3eHTaHa B IIa3Me KpoBH moBbimaetcs B 30 pa3 mo
CpPaBHCHHIO C NpHUMEHEeHHeM Oo3¢HTaHa B MOHOTepamuu. PaBHoBecHass koHIeHTpamusi (Css)
Oo3eHTaHa B IUIa3Me KPOBHM YBeJMuHMBaeTcsl B 3-4 pa3za IO CPaBHEHHIO ¢ KOHIEHTpalueH
Oo3eHTaHa B MOHOTEpaNMH. BO3MOKHBIM MEXaHU3M JTAHHOTO B3aUMOJISHCTBHUS 3aKJIIOYAETCs B
WHTUOUPOBAHUU IUKJIOCTIOPHHOM TPAHCIOPTHOTO Oejika, OTBETCTBEHHOTO 3a MOCTYILICHHE
OoszeHTaHa B remaToluThl. KoHI[eHTpalus MUKJIOCTIOPUHA B IUIa3Me KPOBHU MPHU ATOM CHHIKASTCS

nout Ha 50 %.
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Taxponumye, cuponumyc: OJTHOBpeMEeHHO® pHMeHéM:z‘gE'@&%&%Tg%&li"i—ig:iizglfﬂgﬁq;éKHX

HCCIICTOBAHUSIX HE U3YUaJIOCh, OJHAKO MPENOIaraeTcs, 4To KOHICHTpalusi O003eHTaHa B TUIa3Me
KPOBH MOJXKET YBEJIMUHMBATHCSA MO AHAJIOTHHU ¢ MHUKJIocnopuHoM. KoHIleHTpaIus B 1iazMe KpoBU
TAaKpOJIUMYyCa U CHPOJIUMYCAa MOYKET CHUKATHCS TIPU COBMECTHOM IIPUMEHEHUH ¢ Go3eHTaHOM. B
CBSI3M € DTUM, Nipenapat bozeHekc® He cieyeT MPUMEHSTH OJHOBPEMEHHO ¢ TAKPOIUMYCOM HJIH
cupoiuMycoM. B ciydae HeoOXOQUMOCTH TpUMEHEHHS JAaHHOM KOMOWHAIMHM oOs3aTelicH
KOHTPOJIb COCTOSIHUS NAIUEHTA U KOHIEHTPAI[MU TAKPOJIUMYCa U CUPOJIUMYCa B ILIa3Me KPOBH.
Inubenxnamud: Ipu OTHOBPEMEHHOM TIpUMEHEHUH Oo3eHTaHa B J1o3e 125 Mr 2 pasa B CYTKH B
TeueHHUe 5 IHeHW CHUIKASTCA KOHIIGHTpanus rimbeHkiamMuia (cyderpat uzopepmenta CYP3A4) B
mia3Me KkpoBu Ha 40 %, YTO MOXKET CONPOBOXKIATHCS 3HAUMTEJIBHBIM CHUXKSCHHUEM
runoriukeMuueckoro s¢dekra rmudenknamuga. KonneHTpaiusa OGozeHTaHAa B IUIA3Me KpPOBH
TaoKke cHUKaeTest Ha 29 %. KpoMe Toro, y naniMeHTOB, MOJIYYAIOMUX COIYTCTRBYIOIIEE JICUSHHUE,
BO3pAcTaeT PHUCK TIOBBIMICHHUS AKTHBHOCTH <«IICUCHOUHBIX» TpaHcamuHa3. O0a aKTUBHBIX
BelecTBa, TAUOCHKIAMU] U OO3eHTaH, OKA3hIBAIOT HMHTHUOUPYIONEe BO3JSHCTBHE HA HACOC
TPAHCTIOPTA COJICH JKETUHBIX KHUCIIOT, 34 CUST YeTO MOXKHO OOBSCHUTH MOBBINICHUES aKTHBHOCTH
«TIeUSHOUHBIX» TpaHCaMUHA3. B CBs3u ¢ BhlmieykasaHHBIM, bozeHekc® He ciieyeT NpUMEHSATH
OJIHOBPEMEHHO ¢ ITHOeHKIIaMHToM. HeT JaHHBIX 0 BO3MOKHOM JIEKAPCTBEHHOM B3aUMOIeHCTBUU
¢ IPYTUMU TIPOU3BOAHBIMHU CYJIH(OHUIMOUSBUHBI.

l'opmonanvHvie KoHmpayenmuevi: TPU OJHOBPEMEHHOM IPUMEHEHMH B TeueHuUe 7 JHeH
OoszeHTaHa B o3¢ 125 Mr 2 paza B CYTKH U MEpOPAIbHOTO KOHTpAILCNITUBA JJISI OJTHOKPATHOTO
npueMa — KOMOMHHpPOBAHHOIO IMpemapara, cojepiKamero 1 Mr HOpaTHCTepoHa U 35 MKT
ASTUHWIACTPaANoIa, — oTMedanoch cHwkeHue AUC g ero komnoHeHToB Ha 14 % u 31 %
COOTBETCTBEHHO. Y OT/JEJbHBIX MAIUEHTOK CHUXKEHHE SKCHO3UIMU HOPATUCTEpPOHA U
STUHWIBCTPAINoA JocTurano 56 % u 66 % cooTBeTcTBeHHO. TakuM oOpa3oM, ropMOHAIbHAs
KOHTpAISTIIIHS HE MOMKET CUUTATHCS JTOCTATOUHO d(PPEKTUBHOMN, HE3ABUCUMO OT IYTH BBEJICHUS
npenapata (BHyTpb, HHBESKITHOHHO, TPAHCASPMAJILHO WIIH B BU/IC UMILIAHTATOB) BO BpeMsi IpUeMa
npenapaTa Bozerexc®.

Bapgapun: ipu oTHOBpeMEHHOM IPUMEHEHUH Y 3JOPOBBIX JOOPOBOJIBIIEE ¢ OO3€HTAHOM B J103¢
500 Mr 2 pa3a B CYTKH B TeUeHHe 6 JTHEH CHMIKaeTCsl KOHIeHTpamus S-Bapdapuna (cydcTpat
mzodpepmerta CYP2C9) u R-papdapuna (cyberpat uzodepmenta CYP3A4) B ruiazme KpoBH Ha
29 % u 38 % cooTBeTcTBeHHO. OTBIT OJHOBPEMEHHOTO NMPUMEHEHHsT 003¢HTaHA U BapdapuHa y
6ompHbIX ¢ JIAI' He conpoBOXKIAICSA 3HAUUMBIMH KJIUHUUSCKH U3MEHEHUSAMH MexTyHapoTHOTO
Hopmamuzopannoro Otnomenuss (MHO) u  mo3el BapdapuHa (Ha MOMEHT OKOHYAHHS
UCCIIeTOBAHUS 110 CPABHEHHUIO ¢ UCXO/THBIMU 3HaAYeHHUSIME ). Kpome Toro, 4acToTa KOppeKIMH 103bI

Bap(bapmla BO BpEMs HCCIICAOBAHUA B CBA3SH ¢ U3MCHCHHUSIMH MHO wuiau B CBSI3H ¢ MOOOYHELIM
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COOTBETCTBYET 3KCINEPTH

ot 15.02.2023 N2 2939

JEUCTBUEM HE OTJIMYAJIUCH Y TAI[USHTOB, IOJTY qapIux. %g'gé};llgaé';l’:ﬂﬁ“%g]ﬁ 0. ':ﬁé’lfb%'%;léTCﬂ

CNEPTHOMY OTYETY

KOppeKIHs 036l BapdapHHa WM JAPYTUX NEepopajbHBIX aHTUKOATYSIHTOB B Hadajle TepalHH
npenapatoM bosenekc®. OnHako pexomMenayercs: obsizateabHbii koHTpoib MHO, ocobGenno B
Havajle IpUMeHEeHMsI Ipenapata bozeHeke® U Ha dTanax yBeJIHUSHHUsI JJO3bI.

Cumeacmamun: IpH OTHOBPEMEHHOM NMPUMEHSHHUHU B TeUeHHE 5 JIHEH Go3eHTaHa B 1o3e 125 mr 2
pasa B CYTKH CHU)KAaeTCs KOHISHTpaIlua cuMBacTaTHHa (cyderpat u3odepmenta CYP3A4) u ero
aKTUBHON (OpMBI B-THIPOKCHKUCIOTH B IutazMe KpoBHU Ha 34 % u 46 % COOTBETCTBEHHO.
OpHoBpeMeHHOE IPUMEHEHHE CUMBACTATUHA HE BJIMSIET HAa KOHI[CHTpALUIO 003¢HTaHA B IUIa3Me
KpoBH. lIpu coBMecTHOM NpUMEHEHHH CHUMBAcTaTHHA U Npenapara bozeHekc® pekoMeHayeTCs
KOHTPOJIb KOHIIEHTpAllUU XOJISCTEPHHA B IUIa3Me KPOBH € IIOCJIEAYIOMEH KOppeKLIHEH 03Bl
CHMBAcCTaTHHA.

Kemoxonazon: oTHOBpEMEHHOE IPUMEHEHHE B TeUeHHUe 6 JTHeH GozeHTaHa B 03¢ 62,5 Mr 2 paza
B CYTKH M KeTOKOHa30Jla, MONIHOTO HWHTHOHTOpa u3zodepmenta CYP3A4, compoBoxmaeTcs
JBYKpATHBIM TIOBBINICHUEM KOHI[GHTpallud Oo3eHTaHa B IUIazMe kpoeH. Koppekuusi 10361
npenaparta bozeHekc® He IPOBOIUTCS.

IToBbimenne KOHLEHTpallMM OO3¢HTaHA B IUIA3Me KpPOBU IPEANOJaraeTesl Takke IIpH
O/IHOBPEMEHHOM IIPUMEHEHHHM WTIPAKOHA30Ja M PHUTOHABHpPA, HECMOTpPsSA HA OTCYTCTBHE
HOJTBEPIK/ICHUST B HCCISJOBAHUAX in vivo. TeM He MeHee, IpU KoMOMHaIMM Oo3eHTaHa ¢
unrubutopom CYP3A4 y manueHTOB €O CHM)KCHHBIM MeTabosm3aMoM uzopepmenta CYP2C9
CYIIECTBYeT PHCK 3HAYUTEJILHOTO IOBBIMICHUS] KOHIGHTpAlMM OO3eHTaHa, YTO MOJXKET
VBEJIMYMBATDH YaCTOTY U BBIPAKEHHOCTh T0OOUYHBIX 3(eKTOB Mpenapara.

Pugpamnuyun: IpU OJHOBPEMEHHOM IIPUMEHEHHH Y 310POBBIX 10OPOBOJIbIEB B TeUeHUE 7 JIHEH
GozeHTaHa B Jioze 125 Mr 2 pasa B CYTKH U pUAMIHUIIAHA, KOTOPBIH SIBISCTCS HHIYKTOPOM
uzopepmerToB CYP2C9 u CYP3A4, xonnenrpanusi 6o3¢eHTaHa B IUIa3Me KpOBH CHHIKAJIACh Ha
58 %, a y oT/ienbHBIX anueHTOB — Ha 90 %. BeneacTBre 5TOro, BO3MOKHO 3HAUMMOE CHIDKEHUS
a¢ppexta npenapara bozenekc® Mmpu COBMECTHOM IPUMEHEHHH ¢ puaMnunuHoMm. J[aHHBIX O
COBMECTHOM IIPUMEHEHHH ¢ JAPYIHMH HHAyKTopamu uzodpepmeHta CYP3A4, TakuMu Kak
kapOamazenuH, ¢peHoOapOuTAN, (DSHUTOMH, a TaK)Ke IMperapaTaMH, B COCTaB KOTOPHIX BXOJUT
3BepoOOH MPOABIPSIBICHHBIN, HEJOCTATOUHO, TEM HE MeHee, ¢ O0JIBIION JT0JIeH BepOSITHOCTH TIPH
UX COBMECTHOM TNPUMCHEHUHU HEJb3s MCKIIOUUTH 3HAYUTEIHHOTO CHIKCHHS >(P(PeKTUBHOCTH
JeueHus npenapaToM bozenekc®.

Ononpocmenon: oTpaHUUSHHBIE pe3ybTaThl ucciegoBanus (AC-052-356 [BREATH-3]), B xoze
KoToporo 10 gerelt mosyuanu 6o3eHTaH B COUSTAHUH € SIIONPOCTEHOJIOM, YKa3bIBAIOT Ha TO, UTO

MMOCJIC OJHOKPATHOI'0O W MHOTOKPATHOT'O IIpHEMa JTHUX IIPCIIapaToB Cmax 603eHTaHA B IIIa3Me
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kpoBd u AUC ObUIM TPUMEPHO OAHMHAKOBBIMH Y nauﬂ&@&ﬁ,—] %Jﬁ}%ﬁh@ltﬁ s BB%&BMHX

HHDY3HIO PIIOTIPOCTEHOJIA.

Cunoenagpun: npu OJHOBPEMEHHOM MpUMEHeHHHM Oo3eHTaHa B jJo3e 125 Mr 2 pasa B CyTKH
(paBHOBeCHOE cOoCTOsIHHE) M CHIeHadmIa B go3e 80 Mr 3 pasa B CyTKH B TeUeHHE 6 JHEH Y
370pOBBIX JOOpOBOJIBIICE oTMeuasioch cHmkeHne AUC cuimaeHaduia Ha 63 % W MOBBINICHHUE
AUC OGozentana — Ha 50 %. HM3MeHeHHS KOHIIGHTpAaIlMH BeI[eCTB B IUIa3Me HE HMEIOT
KJIMHAYECKOHW 3HAUUMOCTH, KOPPEKIIUS 03 MPeTapaToB He TpeOyeTcsL.

Juzoxcun, Humoounun, nozapman. OTHOBpEeMEHHOE IpUMeHeHHe Go3eHTaHa B o3¢ 500 mr 2 pasa
B CYTKH B TeUeHHE 7 JIHEH COMPOBOXKIASTCA CHH)KCHUESM KOHI[CHTPAIIMH JUTOKCHHA B IIJIa3Me
kpoBu AUC, Cpax ¥ MUHUMaNBbHOW HadaIbHOW KOHIEHTpaIuu (Cmin) Ha 12 %, 9% u 23 %
COOTBETCTBEHHO. MeXaHHM3M »5TOTO B3aUMOJEHUCTBHS, BO3MOXKHO, CBSI3aH C BJIMSIHHEM Ha
rmkonpoTerH P. KilmHu4eckas 3HAYMMOCTh JAHHOTO B3aUMO/IeUCTBUSI HE3HAUUTEIIbHA.
OHOBpeMEHHOE TPUMEHEHHE HUMOJMIKMHA WM Jio3apTaHa HE OKa3blBaeT BIIMSHHE Ha
HKCTIO3UIIHIO GO3¢HTAHA.

Jonunasup/pumonasup (1 opyeue npomeasHvie UHSUOUMOPLL NOSLIUEHHOU aKMUSHOCMU): TIPU
O/IHOBPEMEHHOM IpUMEHEHUM Oo3eHTaHa B jJo3e 125 Mr 2 pasa B CyTKM U KOMOWHAITUM
smonvHasup + puroHaBup 400 + 100 mr 2 pasza B cyTku B TeueHHe 9,5 JHEH VY 3/10pOBBIX
no6poroibiieB Cmin 603¢HTaHa B IJIa3Me KpoBH ObLIa IpUMEpHO B 48 pas BhIIIE IO CPABHEHUIO C
KOHIICHTpaIlUeH MpU MPUMEHEHUH TOJILKO ofHOoTo Go3eHTaHa. Css O03¢HTaHa B IJIa3Me KPOBHU Ha
9-if JeHb OKazajach B 5 pa3 BhINIe, YeM TPH IpHEMe TOJIbko Oo3eHTaHa. MHruGupoBaHue
putoHasupoMm uzodepmenta CYP3A4 u TpancmopTHoro Oefika, OTBEUYAIOMIETO 3a TPAHCIIOPT
0o3eHTaHa B TeMaTOIMTHI, TEM CaAMbIM CHHIKACT KJIMPEeHC O03¢HTaHa, U BEPOSITHO, TAKUM 00pa3oM
MOJKHO OOBSICHUTh MEXaHHU3M [JaHHOTO B3aMMOJCHCTBHS. Y TMAI[UCHTOB, OJIHOBPEMEHHO
norydaronux bozeHekc® U npenapatel, cojepKaiine KOMOMHAIIUIO JIOMMHHABUD + PUTOHABUD WK
Jpyrue TMpoTea3Hble HWHTUOUTOPHI MOBBIMICHHOW AKTHBHOCTH, HEOOXOJUM  KOHTPOJIb
MIePEHOCUMOCTH TipenapaTa bosenekc®. Ilpu coBMeCcTHOM MPUMEHEHHH ¢ OO3SHTAHOM B TCUSHHE
9,5 nHe#, KOHLIEHTPAIUHU JIOIIMHABHPA U PUTOHABUpPA CHUIKAIOTCS JI0 KIMHUYECKU HE3HAUYMMOTO
ypoBHs (mpuMmepHO Ha 14 % u 17 % cooTBeTcTBeHHO). HeoOxoaum KOHTpOIb »pdekTHBHOCTH
npopoaumoiri Tepanmuu BUUY. Ilpenmonmaraercd, uTo Jpyrue MpoTeasHble HHTHOHTOPSI
MOBBIMICHHOW aKTUBHOCTH B KOMOWHAITUHU ¢ PUTOHABUPOM MOTYT OKa3bIBATh TaKoH ke dPdeKT.
Hpyaue npomeaszHvie uH2UOUMOPLL NOSHIUEHHON AKMUEHOCI: B CBSI3U C OTCYTCTBUEM JIAHHBIX,
HE MOTYT OBITh JIaHBI CTICITU(pUUSCKHUE PEKOMEHIAITUH 110 IPUMEHEHHUI0 Oo3eHTaHa ¢ Apyrumu JIC
JAHHOU Tpynibl. B ¢BsI3M ¢ BbIpaXKeHHBIM TOKCHUYECKHM BJIMSHHUEM Ha II€YeHb HEBHUpAIHMHA,
KOTOpBIM TakKe MOXKET YCHWIHTh HeOJarompusTHoe Bo3jelcTBue Oo3eHTaHAa Ha IICUSHb,

COBMCCTHOC IIPUMCHCHHUC JaHHOU KOM6I/IH3HI/II/I HE PECKOMCHAYCTCA.

16



]
N9 AN97 A= 20720

ot 15.02.2023 N2 2939

ATENEHOCTEL 0002)

Oco0ble yKazaHus (MOCNEOOE

COOTBETCTBYET SKCNEPTHOMY OTYETY

Y mnamuentoB ¢ Tsokenod JIADT sddexTuBHOCT, NpUMEHEHHs MpenapaToB Oo3eHTaHa He
ycTaHoBIeHa. lIpM yXyAmIeHWH KIMHHUYECKOTO COCTOSIHUS —MallUeHTa  I[eJ1ecoo0pa3Ho
paccMOTpeTh Ha3HAUYeHWE JpPYTHX CpPEeACTB, PEKOMEHJOBAHHBIX IIPH TSDKEJIOH CTaJuu
3aboJieBaHms (HApHUMeEp, STONpocTeHoa) (cM. pazaen «Crmocod mpuMeHeHHS W J03bD»). He
YCTaHOBJICHO COOTHOIICHHE MOJIB3bI U pUCKa MpUMeHeHHs Go3eHTaHa y nmarueHToR ¢ JIAI [ OK
no kinaccuduxamuun BO3. Ilpemapar BozeHexc®™ MokKHO Ha3HAuaTh TOJIBKO B CIydae, €CIH
cuctonudeckoe AJl He Boime 85 MM pT. ¢T. He yeTaHoBIeHA clIOCOOHOCTH IpenapaToB 603eHTaHa
BJIUSATH HA 3a)KUBJICHUE YIKE CYIIECTBYIOMMX JUTUTAIBHBIX SI3B.

Oyuxyus neuenu. Ilospimenue aktuBHOCTH ACT, AJIT B cBsI3M ¢ mpueMoM 0O3¢HTaHA HOCHT
JI0303aBUCHUMBIH XapakTep. H3MeHEHHS aKTUBHOCTH «II€UCHOYHBIX» TpaHCAMHHA3 OOBIYHO
IPOUCXO/AT B TeUEHHUE MEpBBIX 26 He/lelIb TepallMy, HO MOTYT BO3HUKATh U B Oosiee Mo3aHME
Cpokd. Puck HapymeHHs (QYHKIIUH I[CUSHH MOMKET TaKKe BO3pacTaTh IPH OJHOBPEMEHHOM
npueMe ¢ 603eHTaHOM JICKApCTBEHHBIX Cpe/ICTR, noaaBisitomux BSEP, Takux kak pudaMnuims,
TJIMOSHKJIAMH/] M IUKJIOCIIOPHH, XOTs JaHHBIE, CBU/IETEJILCTBYIOMHE 00 3TOM, OTPAHUYCHBL
Heo0xomM KOHTPOIb AKTUBHOCTH <dledeHOUHBIX» TpaHcamuHaz (ACT u AJIT) mepen
Ha4aJIoM Tepanuu npenaparoMm bozeHekc®, a 3aTeM 1 pa3 B Mecsill B IIepHO/I JIeUeHH.

PexoMeHnalyu B ciryuae nopbnueHHd akTUBHOCTH AJIT/ACT

Ipu axmusnocmu ACT/AJNT 6 3-5 paz eviue BI'H: TpoBECTH NOBTOPHOE OIpESICHUE

aktuBHOocTH ACT/AJIT, npu moaTeepxaeHun nopeimenus: aktupHoctd ACT u AJIT caenyer
CHHU3UTh CYTOUHYHKO [I03y WIM OTMEHHUTH TmpemapaT bo3eHekc®, KOHTPOJIb aKTUBHOCTH
«IIEYSHOYHBIX» TpPaHCAMHUHA3 MPOBOAUTH Kax/ple 2 HeAeau. ECIU aKTUBHOCTH «II€4eHOYHBIX»
TpaHCaMHHA3 BepHYJach K IoKa3aTesisiM, HaOIIOMABIIUMCS O Hadala MpPOBEJCHHS Tepalluu,
OIICHUBACTCS BO3MOIKHOCTH MPOIODKEHUS WM BO30GHOBIICHUS MpHeMa MpenapaTta bozeHekc® B
peKUME, YKa3aHHOM HIIKE.

Ilpu axmuenocmu ACT/AJT & 5-8 paz ewviuie BI'H: TpOBECTH MOBTOPHOE OIpeesieHHS
aktuBHOCTH ACT/AJIT, npu moareep:kaenun nopeimenus: aktupaoctd ACT u AJIT caenyer
OTMEHHUTH TpemnapaT bozeHekc®;, KOHTPOJIb aKTUBHOCTH «IICUYSHOUHBIX» TpAaHCAMHUHA3 TIPOBOIUTH
Kak/pie 2 Henelu. Ecii aKTUBHOCTh «II€UYSHOUHBIX» TPAHCAMHHA3 BEpHYJIACh K MOKA3aTeIisIM,
HaGIIO/TaBITAMCS [0 Hadasia MPOBECHHS TePAITHH, OIICHUBACTCS BO3MOKHOCTh BO30OOHOBIICHUS
npueMa rnpenapara bozeHekc® B peskuMe, YKa3aHHOM HIKE.

Ilpu axmusnocmu ACT/AJIT ¢ 8 u bonee pas eviuie BI'H: Tepamuio cielyeT MPEeKpaTUTh,
BO300OHOBJICHHE TIpHeMa TIpenapaTa bozeHeke® HCKITFOTaeTCsl.

IIpu accolMMpoBAHHBIX KJIMHMYECKHX CUMIITOMAX IOpaskeHHMsl TedYeHU, T.¢. B cliydae

MOABJICHUA TOMIHOTHI, PBOTHIL, MMOBBIIIICHHO M TEMIICpaTyphbl TEJIa, OoJieii B KHUBOTE, KCIITYXH,
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JIUXOpa/IKa) TeparuMio npenaparoM bozeHekc® ciiexyeT NMpeKpaTUTh, BO300OHOBJIeHMe IpHeMa
npenapara bozeHexc® He pekoMeHyeTCs.

Bozobnoenenue mepanuu

Bo300HOBUTH Tepanuio npenapatoM bozeHekc® MOXKHO JIMIIbL B TOM CJIydae, €CJIU OXKUIaeMbIH
TepaneBTHUSCKUN »PQPeKT OT Tepaluud MpeBbINIAeT IOTCHIHAIbHBIM PHCK Pa3sBUTHA
HeXKeJIATeJIBHBIX SIBJICHUH U aKTUBHOCTH «II€U€HOYHBIX» TPAaHCAMHUHA3 He NPEBbINIACT 3HAUCHHUH,
3aUKCHpOBAHHBIX 10 Hadajga JieueHHs IpemapatoM  boseHekc® — PexoMeHpayeTcs
IPOKOHCYJIBTUPOBATECS € BPAuOM-TACTPOIHTEPOJIOTOM, CHEIHAIMRUPYIOIMUMC B  00JIacTH
3a00JIeBaHUH NIeUSHHU M KETUeBBIBOAAMUX IyTel. Tepanuto ciieyeT Bo3oOHOBIATE, coOII0asl
PEKOMEH/IalluH, U3JI0XKEHHBIC B MHCTPYKIMM IO NPUMEHEHMIO Ipenapata, B pazjeie «Crnocod
IOPUMEHEHUsT U JIO3bI». AKTHBHOCTH <«JI€YeHOYHBIX» TpPaHCAMHMHA3 HeoO0XO0IUMO
IIPOKOHTPOIMPOBATH Yepe3 3 THs Iocjie BO30OHOBIeHU TeparuM npenaparoM bozeHexc®,
3aTeM IIOBTOPHTH KOHTPOJIb, CJIeAY S PeKoMeHIALMAM Bpaya, IocjIe Yero BepHYThCHA K cXeMe
PeryJIsipHOT 0 KOHTPOJIA.

I'emoznobun. Tepanusi ¢ IpUMeHeHUEM OO3eHTaHA ACCOLIMUPYETCS € J10303aBHCUMBIM CHU)KEHHUEM
remMorjiobuHa. B 1miane6o-KOHTPOJHPYEMBIX HCCIESTOBAHMSX CBSI3aHHOE € IIPUMEHEHHEM
OozeHTaHa CHIDKCHHE TIeMOIJIOOMHA He SBJIETCS NPOrPecCUpYIONUM, TIeMOTIOOMH
cTabuwimsupyeTcsl mocie mepBbix 4-12 Hedenb Tepanuu. PekoMeHIyeTcsi KOHTPOJb JIAHHOTO
moKazaTesisl epe]] HauajioM Tepanuu npenaparoMm bozenekc®, yepes 1 u 3 mecsna Tepanuu U B
nocueayoomem — 1 paz B 3 Mecsana. Eciau HaOmogaeTcsl KIMHUYECKH 3HAUMMOE CHMIKEHME
reMOTJI00MHA, CiIeAyeT IPOBECTH JajibHelIee 00ciIeloBaHiEe ¢ IIEJIbI0 YCTaHOBJICHHS IIPUUHH U
HEOOXO/TUMOCTH TPOBE/ICHUS COOTBETCTBYIONICH Teparnuu.

Tepanua y JICeHWUH C COXPAHEHHLIM penpooykmuenvim nomenyuarom. Ilockonbky Ha one
npueMa TpenapaTa bBozeHekc® >(QeKTHBHOCTH TOPMOHAJIBHBIX KOHTPAIENTUBHBIX CPEICTB
MOJKeT CHHIKAThCS, a OepeMeHHOCTh crlocoOCTBYeT yXyAmeHuto Teuenust JIAI', u npunumas Bo
BHHUMAaHHE JJAHHBIE O TepATOT€HHOM JICHCTBHH, BBISIBJICHHOM Y KUBOTHBIX:

e npenapaT BozeHexc®

MOKeT ObITh Ha3HAUCH JKCHIMUHAM C COXPAHSHHBIM PEMPOTYKTHBHBIM
norennraioM TOJIBKO Ha ¢oHe npuMeHEeHHUS HA/IS)KHBIX METO/TOB KOHTPAIICTIIIHH U B CIydae
OTPHUIATEILHOTO pe3yJibTaTa TecTa Ha OSpeMEeHHOCT JI0 Hauasa JICUSHHUS,

e METO/I TOPMOHAJILHOM KOHTpAICIIIUUA HE CJIeyeT NMPUMEHATh KaK ¢IUHCTBEHHBIM B MEPUO]
JICUCHHS TiperapaToM boseHekc®,

® TCCT Ha 6epeMeHHOCTb PEKOMCHAYCTCA IIPOBOJIUTH 1 pa3d B MeCAll IJE1 YCTAaHOBJICHHA

OepeMEeHHOCTH Ha paHHHUX CPOKaXx.
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BJIMSIHHE Ha cliepMaToreHes Oo3eHTaHa MpHU MpueMe B J1o3e 62,5 Mr 2 pasza B CYTKH B TeueHuUe 4
HeOeNb, a 3aTeM — 125 Mr B JIeHb B TeueHHe 5 MecaneB. B nccienopanne ObUIH BKTIOYEHEI 25
B3pocibix My4uH ¢ JIAIL III u IV OK npu ucxoaHo HeM3MeHEHHOU CIIepMOTpaMMe; TIPOBOTHIIN
aHAJIU3 JaHHBIX, MOJYUYSHHBIX y 23 MalMeHTOB, JIBOC MAIUEHTOB ObLIH MCKIIOYCHBI B CBS3H C
moGOYHBIMH dPPeKTaMu, HE HMCEIONUMH OTHOIISHHS K H3MCHEHHIO clepMaToreHesa. Y
OONBIIMHCTBA MAlUEHTOB (n =22) cmycTd 6 MecsIeB JeueHHsl olliee KOJIUYSCTBO CISPMBI
HaOJII0AIOCh B TIpe/iesiaX HOPMAJIbHBIX 3HAUCHHUHM, HE YCTAHOBJICHO HU3MEHEHUH MOpP(OJIOTHH,
MOJABMIKHOCTH CIIEPMATO30HIOB, H3MEHEHHH TOpPMOHAJIBHOTO cTaryca. TOJBKO Y OJHOTO
MalieHTa B CIepMOrpaMMe OTMEUYESHBI TPHU3HAKH OJIMTOCIIEPMHHU UYepe3 3 Mecdia JeUeHUs
0o3eHTaHOM, O0Iee KOJIUYESCTBO CIIEPMBI OCTABAIOCH CHHIKCHHBIM TIPH JIBYX IOCIICTYIOIUX
aHaJIU3ax B TCUCHHE TOCISAVIOMHMX 6 HeMeab. Yepes 2 MecsIa mociie OTMEHBI O03eHTaHa o01ee
KOJIMYECTBO CIIEPMBI Y 3TOTO MAIUEHTA BEPHYJIOCH K UCXO/IHBIM ITOKA3aTeJIsIM /IO UCCIISTOBAHMUSL.
3HaUUMOCTh ONHMCAHHOTO HAOMIO/ICHUS He oOlpeJeieHa, OCOOSHHO VUHUTHIBAS BBICOKYIO
MEKHUHUBUIYATBHYIO BapHaOSIbHOCTh OOIMIETO KOJHUYSCTBA CHEPMBbI Yy TMAIMEHTOB. TeM He
MeHee, MOJYUYeHHBIC JAaHHbIE HE MO3BOJSIFOT UCKIIOUUTH BOZMOYKHOCTh BJIMSIHUSI AHTAarOHUCTOB
SHOTEJIMHOBBIX PELENITOPOB, K KOTOPHIM OTHOCHUTCS Mpernapat boseHekc®, Ha criepMaTOreHes y
MYKYHH, a OTCYTCTBHE CHCTeMaTHUYeCKoTo nsddekTa HpH UTHTSIBHOM TPUMCHESHHH He
MIPOTUBOPEUHUT Pe3yJbTaTaM TOKCHUKOJIOTHUSCKUX HCCIIeToBaHUM Oo3eHTaHa.

Benooxxmosuonnas 6oneznv neckux. CleayeT YUUTHIBATE BO3MOJKHOCTH COIMYTCTBYIOMIETO
BEHOOKKJIFOBMOHHOTO 3a00JieBaHMsI, eciin Ha (oHe npuema npemnapata bozenekc® y OoNbHBIX ¢
JIAT nosABISIIOTCSI IPU3HAKU OTEKA JIETKUX.

Hayuenmur ¢ JIAI u conymemeyioujeti ne6ooxeny0ouxosoli neoocmamounocmuio. CrieluaabHbIX
uccieqoBanuil y mamueHtoB ¢ JIAI u comyTcTByromed AucyHKIMEH JEBOTO KEIyJIouKka He
npoBoauin. Tem He MeHee, 1611 namuenToB (M3 HUX 804 — mosryuanu 6o3eHTaH, a 807 — miarebo)
C TSDKEJION XpOHUYECKOH cepieuHol HeqocTarouHoCcThIo (XCH) Habmionaliu B cpeiHeM B TSUCHHE
1,5 ner B mianeGo-KOHTPOJIMPYEMOM HMCCISTOBAHUHA. B HTOM HCCISIOBAaHHH OTMEUCHO
YBEJIMUCHHUE KOJTUYECTBA ToCIUTANu3aIuu B CBsa3u ¢ XCH B Teuenue neppbix 4-8 HeAe b JICUSHUS
003eHTaHOM, TIPUUHHONW KOTOPHIX MOTJIO OBITh YBEJIMUCHHUE 3a/ICPIKKH KHUJIKOCTH B OpTaHU3ME.
BeicTpoe yBenmueHHe MacChl Tejla, CHW)KCHHE TeMOIJIOOMHA W YCHJICHHE OTCKOB HIDKHHX
KOHEUHOCTSH MOTYT OBITh CHMIITOMAMH 33JICP3KKHU KUIAKOCTH B opranmsme. Ilo 3aBepmenuun
HCCIIeIOBaHUSI He OBLJIO OTMEUYCHO PA3JIMUUN B YHCIE TOCTIMTAIIM3AIMNA B CBSI3U C CeplcUHOU
HETOCTATOYHOCTBIO M IOKa3aTeJie CMEPTHOCTH Y IMAllMeHTOB, NPHHHUMABIIHX OO3¢HTAaH WJIH
miane6o. CrieoBaTesibHO, 00CTISJOBAHUE MAITASHTOB JTOJDKHO OBITh HAIPABJICHO HA BBISIBICHHE

3a/IepIKKH JKUAKOCTH (HApUMEp, YBEITHUEHHE MACCHI TeJIa), 0COOSHHO B CIIydae COIMYTCTBYIOMEH

19



TSDKEJIOH cucTonmuecko auchynkiuu. Ilpu

COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 15.02.2023 N= 2333

nosme i “e it rontoh =5 aRE Dtk dikocTn

MaUCHTY CJCAYET Ha3HAYUTHL AUYPCTHKH WJIH YBCJIMUHUTHL HX J03Y. Pemenue o IIPUMCHCHHUHN

AUYPCTHUKOB B CBJI3H C 3az[ep>KK0171 Y HaueHTAa XUAKOCTH CIICAYCT IIPUHHAMATL A0 HavYajla JICUCHU A

npemnapatom bozenekc®.

Saodepoicka ocuokocmu U yxyouienue meuenus JIAI. llepudepudeckue OTEKH — OJUH U3

KIIMHUYCCKHUX CHMIITOMOB .HAF, B TO K€ BpEM:I IIpH IPUMCHCHUHN aHTArOHUCTOB SHAOTCIIHHOBBIX

perienitopo  yxyamenue JIAI' nabmomaetcs dacto. B

20 mane60-KOHTPOIHPYEMbIX

HCCJICJOBAHUAX, IIPOBOJUMBIX 110 ITOKa3aHUAM JIAT" u nUTHTAJIBHBIX 3B, HepH(I)epI/IlIeCKPIe OTCKH

H 3aJepiKKa JKHJIKOCTH B OpraHHU3MCE ObLLJIH OTMEYEHBI y 13,2 % MAanUCeHTOB, IIOJYyYaroluXx

Oozentan, U y 10,9 % — mrane6o. Kpome TOro, B MOCTMAapKETHHTOBBIH TEPHO[ TOTYUCHBI

MHOT'OYHCJICHHBIC COO6I[I€HH$I 0 3aJCPIKKEC XHUIAKOCTH B OpPraHU3MC Y IIAIIUCHTOB B TCUCHHC

MEPBBIX HEACIIb IIPHMCHCHU OozenTaHa. B cBssu ¢ OTHM, IMalUCHTAM Ha3Ha4YaloT IIPpUCM

AUYPETHUKOB, IPOBOIST KOHTPOJIb l'IOTpeGJ'IGHI/ISI JKUJKOCTH U JUYpeE3a, MPpH YXYAUICHAN TCUCHUA

CepZ[eqHOfI HEAOCTATOYHOCTH HGOGXO,ZII/IMa rocuuTanuzanusa. Eciu oTMedaeTcsl KIHHUYSCKH

BBIpaKCHHAs 3aJCpiKKa KHUJAKOCTH B OpPraHHU3ME, HE3aBHCHMO OT TOTO, COIIPOBOKIACTCA OHA

YBCJIMUYCHUECM MAaCChI TCJIa WJIM HET, CIICAYET IIPOBECTH OGCHGHOBaHHe A1 YTOUYHCHUA IIPHYHUHBI

3aJIEPKKH  KUJIKOCTH B oOpraHuszMe (NpUMeHeHHe TipenapaTta boseHekc® wiM cepjaeuHast

He,Z[OCTaTOIIHOCTL), a TAaKXKE OICHHTH H606XOI[I/IMOCTB IMMPOAOJDKCHHA JICUCHHUS IIpCIlapaToM

Bozenekc® wnm ero OTMEHBL.

JIAT, accoyuuposannvie ¢ BUY-ungpexyuer. Jlanaple 0 IpuMeHeHUH O03¢HTaHA y TAITUCHTOB C

BUY-undekiued, MOMyYarONHX AaHTHPSTPOBHPYCHYIO TEpalHIo, OTpaHHUUYCHBL Pe3yiabTaThl

HU3YUCHHUS BBaHMOHeﬁCTBHﬂ Ipyu COBMECTHOM IIPUMCHCHHUH OozeHTaHa H KOM6HHaHHH JIOITHHABHP

+ PpHUTOHABHP YV 3JOPOBBIX JIOOPOBOJIBIIEB IOKA3ajH,

YTO KOHICHTpalu:A OozeHTaHa

YBCIIHIHUBACTCA, TOCTHI'asl MAKCHMAJIbHBIX 3HauYeHHHU B TeueHHue 4 qHel.

HeoOxoquM KOHTPOJb IEPEHOCHMOCTH TepalHuM ImpemnapatoM bozeHekc® y DaIMeHTOB,

[IOJIYUAIONIUX PUTOHABUP B KOMOMHALIMM C MPOTea3HHIMH HHIMOUTOpPAaMH IIOBBIIIEHHOM

AKTHBHOCTH, 0COOSHHO B Hawaje JICUCHHA, ITOCKOJIBKY BO3MOXHO CHHIKCHHC AI[, a TakoKe

H3MCHCHHC AKTHUBHOCTH TpaHCaAMHWHA3 IICUCHH. HpH JUIATCJIBHOM COBMCCTHOM IIPUMCHCHHUH

npenapata boseHekc® WM aHTUPETPOBUPYCHBIX IIPENapaTOB BO3MOXKHO YBEJIMUCHHE pHUCKA

HCTAaTUBHOT'O BJIMSHHS Ha (I)yHKI.[PII—O TMEUYCHHU U ITOKa3aTCJIU KIIMHHYCCKOTO aHaJIu3a KpOBH. BBI/IJ_'[y

BO3MOXKHOT'O BBaHMOHeﬁCTBHﬂ, CBA3aHHOTO C I/IHHYKI_II/ICI\;I 003eHTaHOM HBOQ)CPMGHTOB IMUTOXpOMaA

P450 (CYP), akTUBHOCTb aHTUPETPOBUPYCHON Tepaluu MOYKET CHMIKATHCS, YV TaKUX OOJIBHBIX

HE0OX0IUMO THIATEILHO KOHTPOJIHUPOBATh 3 deKTUBHOCTh Tepamuu BUY.

JIAT 6 pezynomame XOBJI. DddeKTHBHOCTL U 0€30TIaCHOCTH IPUMEHEHHS O03¢HTaHA H3YYaIH B

MMOUCKOBOM 12-HeJelIbHOM HCCieOBaHUM ¢ ydacTHeM 11 mamuentoB ¢ BropuuHoil JIAI' B
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pesyabTate Tspkesiod XOBJI (ctaaus 3 1o Mex HaPOAﬁA—ﬁ{mé&MaEﬁﬁ@bEB (r.]'[t)ﬁ'a.ﬁf;Haﬂ

uHunuatupa o XOBJI). PesynbTaThl HCCIeIOBaHUS CBUACTEILCTBYIOT 00 YBEIIMUCHUH CKOPOCTH
MUHYTHOW BEHTWIIIUU JISTKMX W CHW)KCHHUHU CaTypalldd KUCIIopoja; U3 MoGouHBIX 3 dekTon
HauboJiee YacTO OTMEUEHa OJIbINIKA, BHIPAKEHHOCTh KOTOPOW YMEHbHIANACh TIPU OTMEHE
Oo3eHTaHa.

Oodnospemerroe npumenene ¢ OpyzuMu J1eKAPCMEEHHBIMU HPERApamamu

Inubenxnamuo: He PEeKOMEHJIYeTCS OJIHOBpEMEHHOS NpHMEHeHHe Mpemapata boseHekc® u
rIUOSHKIIAMH/Ia B CBSI3M ¢ PUCKOM IOBBINICHHS] aKTUBHOCTH «IICUSHOYHBIX» TpaHcaMuHa3. s
JICYCHUSI caxapHOro jauadeTa y MAIlUSHTOB, NMPUMEHSIOMUX TpemnapaT boszenekc®, ciemgyer
MPUMEHSITH APYTUe TUIIOTJIMKEMUYSCKUE CPe/ICTBA JUIsl IpUeMa BHYTPb WM UHBEKI[UU UHCYIIMHA.
DnykoHazon: OJHOBpEeMEHHOE TpUMeHeHHe ¢UIykoHa3ojla u Tpemapara bosenekc® He
pexkomenayercs. KoMmOWHHpoBaHHOE JieUeHHMe HE H3YyYalioch, HO TIpU OJHOBPEMEHHOM
MPUMEHEHHH BO3MOIKHO 3HAUUTEILHOE MOBBINICHHE KOHIIEHTPAIIHMK OO3eHTaHA B TUIa3Me KPOBH.
Pugamnuyun: onHOBpeMeHHOe TpUMEHeHHe mpemnapata boseHekc® u pHpaMIHIAHA HE
PEKOMEH/IyeTCsl.

[Ipumenenust coueranusi npemnapata bozeHekc® u uHrubutopor modepmentor CYP3A4 u

CYP2C9 HeoOxoaumMo u30erars.

BmismHue Ha cnocoOHOCTD YIIpaBJATH TPAHCIIOPTHBIMH CpeACTBAMM, MeXaHU3MaMH

Bausmne mperapara Boszenexc® Ha cmocoOHOCTH YHOPaBJEATH aBTOMOOMJIEM H 3aHHMATHCS
APYIUMH ITIOTCHIHUAJILHO OIIACHBIMH BHIaMH ACATCIIbHOCTH, Tpe6YIOIJ_[HMI’I MOBBLINICHHOHN
KOHIOCHTpAIlHXl BHUMAaHHUA U 6bICTp0TbI IMICUXOMOTOPHBIX peaKuHﬁ, HE U3YYAJIOCh, HO, YUHUTLIBAI,
qTo Ipenapart Bosenekc® MOKET BBI3LIBATD TOJIOBOKPYIKCHHEL, CIICAYCT CO6J'IIO,[IaTB OCTOPOIKHOCTD

IIPH BBIITOJIHECHHUHU TaKUX BUAOB JCATCIILBHOCTH.

dopma BhIIyCKaA

TabeTKH, MOKPHITHIC TUICHOYHOMW 000JI0UKOH, 62,5 Mr 1 125 M.

I[To 10 wim 14 TabieTok B KOHTYpHOH SAYCHKOBOMW YHAKOBKE M3 IUICHKH MHOTOCIOWHOH
(MOMUBUHIWIXJIOPHT/ TIOTUATWICH/ TIOIMBUHUIIHICHXIOpHT)  Oesoro  mBeta W (OJIBIH
AJTFOMUHHAEBOM.

Ilo 4 KOHTypHBIE STYEHKOBBIE YIIAKOBKH BMECTE ¢ HMHCTPYKLHMEH IO NPHUMEHEHUIO B ITayKe U3

KapToOHa.

YceaoBus XpaHE€eHUH

XPpaHUTh B CYXOM 3aIlUINCHHOM OT CBEeTa MeCTe IPHU TeMIepaTrype He Boime 25 °C.
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ot 15.02.2023 N2 2939

e et T i
XPpaHHUTH B HEAOCTYITHOM IS IeTeH MecTe. (MOCNEAOBATENBHOCTE 0002)

Cpoxk rogHocT

2 rojaa. He MIPpUMCHATE 110 HCTCUYCHHHN CPOKa o JHOCTH, YKa3aHHOTO Ha YIIAKOBKC.

YciroBus OTILYyCRa

OTIyCKaIoT IO perenTy.

IIpomzBouTesH
AO «Padapmay, Poccus
Jlunenkasi o6n., TepOyHckuii MyHHIMNAIBHBIA paloH, cejbckoe IMoceleHHe TepOyHCKui

CeJILCOBET, C. TepOynbl, yi. JlopoxHas, 1. 6A

Buanestel; perucrpaiioHHoro yaoctoBepeHusty OpraHuzaiiisi, TPHHHUMAONIAA TIpeTeH3UH
moTpedouTesIei

AO «Padapmar, Poccus

399540, JIuneukas o6., TepOyHckuii paiion, ¢. TepOyHsl, yi1. JlopoxHas, 1. 6A

Ten.: +7 (47474) 2-16-72
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