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NHCTPYKLUA
MO MEJUIMHCKOMY INPUMEHEHUIO JIEKAPCTBEHHOTI'O ITPETIAPATA
Bo3zenexc®
PerncrpanuoHHblii HOMep:
Toprosoe naumenoBanue: bozenexc®
MexayHapoaHoe HeMATEHTOBAHHOE HAUMEeHOBaHue: bo3eHTan
JlexapcTBeHHas opma: TaOIETKU, TOKPBITHIE TNIEHOYHOH 000I0UKOI
Cocras
1 TabGaeTKa, MOKPHITAs INICHOYHOM 000JIOUKOM, COACPIKHUT:
Jlo3upoeka 62,5 me. Jleticmeyrouee eeugecmeo. 603eHTaHa MOHOTHApAT 64,541 Mr (B mepecueTe
Ha 6o3eHTaH 62,500 wmr).
Bcnomozamenvhvle 6eujecmea’. Kpaxman KyKypy3HbIH, HaTpusl KpaxMalTJMKOJAT Tl A
(kapOOKCUMETHIIKpaxMall HaTpUs), Kpaxmall MpeKeNaTHHU3UPOBAaHHBIN, TIUIepusl AuOereHar,
noBu10H K90, marnus creapar.
Cocmas 0bonouku.
Omnagpait 21K220000 (rumpomeruiosa, tutana auokcun (E 171), Tanbk, STHILENTIONO03a,
[JIMLIEPIIT TpUaleTaT (TpUalleTHH), KpacuTelb jxene3a okcu xentoiid (E 172), kpacutens sxene3a

okcua kpacHslii (E 172)).

Ho3zupoeka 125 me. /leticmeyrowee eeujecmeo:. 603eHTana MmoHoruapar 129,082 mr (B nepecuete
Ha 6o3eHTan 125,000 mr).

Bcnomozamenvuvle 6ewjecmea. Kpaxman KyKypy3HbIH, HaTpusl KpaxMalIJIMKOJAT Tl A
(kapOOKCUMETHIIKpaXMall HAaTpus), KpaxMaa NpeKeTaTHHU3UPOBAHHBIN, TJIMIICPUI JUOETeHar,
nosunoH K90, maruus creapar.

Cocmas o0bonouku:

Omagpait 21K220000 (runpomeruioza, tutana guokcun (E 171), Tampk, STUIIEIUIION03a,
[JIMLIEPWIT TpUaLeTaT (TpUaLleTHH ), KpacuTelb sxene3a okcua xkentoii (E 172), kpacutens xene3a
okcua kpacHslii (E 172)).

Onucanue

Kpyrible 1BOSKOBBIMYKIIbIE TaOJETKH, MOKPBITHIE MIIEHOUYHON 000s104K0i po3oBoro nsera. Ha
MOTIEPEYHOM paspese AApo OeI0ro WK MoYTH OENoro 1BETa, A0MYCKaeTCs KeITOBAThI OTTEHOK.
dapmakoTepaneBTHYECKas IPYININA: Ba30JWIATHPYIOLIEE CPEACTBO

Kon ATX: C02KX01

dapMaKoJIOrHYecKue CBOMCTBA



COOTBETCTBYET 3K

Dapmaxoounamura (MOCNEOOBATENBEHOC

Bo3eHTaH sBISETCS HECENEKTUBHBIM aHTAarOHUCTOM 3HJIOTEIMHOBBIX perentopos tuna ETa u
ETs. bo3eHTaH CHUXAET KaK JIETOYHOE, TaK U CUCTEMHOE COCYJIUCTOE COIIPOTUBIIEHUE, IPUBOAS
K MOBBILLIEHUIO CEPJICYHOr0 BbIOpOoca 6€3 yBeInUeHUs YacTOThI cepiedHbix cokpaienuit (HCC).
Hetiporopmon supotenuu-1 (ET-1) sBisieTcs 0OMHUM W3 CaMbIX MOIIHBIX CPEIU W3BECTHBIX B
HACTOSIIIMHA MOMEHT Ba30KOHCTPHKTOPOB, KOTOPBI Takke 00JiagaeT CrnocoOHOCTHIO
CTUMYIHpPOBaTh (puOPO3, KIETOUHYIO Mpoiudepanuio, TUIepTpoduo U peMoAeTupoBaHue, U
TaK)Ke TMPOSIBIISIET MPOTHUBOBOCHAIUTEIbHYIO aKTUBHOCTh. DTH 3(P(GEKThl MHAYLHUPYIOTCS MpU
cesi3piBaHuM SHA0TeMHA-1 (ET-1) ¢ peuenropamu ETa u ETg, pacnosnoxeHHbBIMU B S9HIOTESITUH 1
KJIETKaxX TiaaKkod Myckynatypel cocynoB. Kouuentpanuum ET-1 B TkaHsX W mia3me KpoOBU
MOBBIIIAIOTCS MTPU HEKOTOPBIX CEPJCUHO-COCYIUCTHIX 3a00JI€BaHUAX U OOJIE3HU COCAMHUTEIBHON
TKaHH, B TOM YHUCIIE IIPH JIETOUHO apTepuanbHoi runieprensun (JIAI), cknepoaepmun, ocTpoii u
XPOHUUYECKOW CEpAEYHON HENOCTaTOYHOCTH, MIIEMHM MHOKap/a, CUCTEMHOM THUIEPTEH3UU U
aTepockiepose, uro npeamnonaraet yuyactue ET-1 B marorenese stux 3adboneBanuii. [Ipu JIAI u
CepJIeYHOM HENOCTaTOYHOCTH, B OTCYTCTBUM aHTaroHusma peuentopoB kK ET, moseieHHbIE
koHIeHTpauu ET-1 cTporo KoppenupyroT ¢ TSKECThIO U MPOTHO30M YKa3aHHBIX 3a00JIeBaHUM.

boszentan koukypupyer ¢ ET-1 u npyrumu ET nentupamum 3a cBsizeiBanue ¢ ETa u ETg, ¢
HE3HAUMTENbHO OoJiee BBICOKMM cpoactBoMm kK penentopam ETa (Ki=4,1-43 amons) 1o
cpasaenuro ¢ perenropamu ETg (Ki = 38 — 730 Hmoub).

bozenran cnienunduuecku 6mokupyet ET perentops! 1 He CBA3BIBAETCS ¢ APYTUMHU PELETITOPAMHU.
[Tpu uzyuyenun JIAI' Ha MoJensx >KMBOTHBIX MOKa3aHO, YTO JUIMTENbHOE BBeIEeHHE 0O03E€HTaHa
BHYTPb CHU)KAET JIETOYHOE COCYIUCTOE CONMPOTHUBIIEHUE U CIIOCOOCTBYET OOpAaTHOMY pPa3BUTHIO
runepTpoduu cocyZioB JIETKUX M MPaBoro xkenynoudka. [lokasaHo, uro npu jgeroyHom ¢puodpose
003eHTaH yMEHbIIIaeT HAaKOIUIEHHE KoJIJIareHa B JIerkuX. Pe3ynbTaThl HHBa3UBHBIX UCCIIEIOBaHUN
reMOIMHAMUKH TO0Ka3ajM, 4TO JieueHHe 003€HTaHOM MPUBOAUT K 3HAUYUTEILHOMY IMOBBIIICHUIO
CEepJICYHOr0 HMHJEKCA, a TAaK)K€ CYHIECTBEHHOMY CHIKEHHUIO JaBJIEHUS B JIETOYHON apTepuu,
JIETOYHOT'O COCYJUCTOIO COINPOTHUBIEHUS U CPEAHEr0 [JaBJ€HHUS B IPABOM IPEACEPAUU.
JnutensHoe (B TeueHue 12 u 16 Hexnenb) jeyeHne B3pocibix nanueHToB ¢ JIAD (mepBuyHON H
BTOPUYHOM, MPEUMYILIECTBEHHO acCOLMUpPOBaHHOE co ckiepoaepmueit) III-1V ¢pynkumnonansHOro
kiacca (PK) o knaccuduxanum BeemupHoii opranuzanuu 3npaBooxpanenus (BO3) 6o3erTranom
B KOMOMHAILIMU C aHTHKOAryJISTHTaMH, Ba3oAuaTaTopaMu (OJI0KaTOpaMu KalbIIMEBBIX KAHAJIOB),
JUYpPETUKAaMH, KHCIOPOJOM MU JIUTOKCMHOM, HO HE DBIOINPOCTEHOJOM, COINPOBOXKIAIOCh
YMEHBILIEHNEM BBIPAXKEHHOCTH CUMNTOMOB JIAI™ 1 3HAUNTENBHBIM YBEIMUYEHUEM TOJIEPAHTHOCTU

K (u3n4eckuM Harpy3kam (I0 pe3yibTataM TecTa ¢ 6-MHHYTHOW X01p00i1). OTH 3¢ deKThI
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HEJIeNb B OArPYIIE NAMEHTOB aKTUBHOTO JICUCHUS.
B uccnenoanuu namuentoB ¢ JIAT || @K noka3zaHo 3HaYMTENIbHOE yBEIMYEHHE BPEMEHHU J10
Hayvaja KIMHUYECKOro yXyAleHus (KOMOMHUPOBAaHHAS TOYKA, BKIIOYAOIAs IPOrPECCHPOBaHNE
CUMIOTOMOB 3a00JieBaHusl, rocnuTanu3anuio Beaeactsue JIAL u cnmyyau cMepTh).

V¥ nmauuentoB ¢ JIAD Il ®K u nopokamu cepiua B COYETAaHUM C HapyILIEHUSMM IOKa3aTesen
reMOJIMHAMUKH 110 TUITY CUHJIpOMa DU3eHMEHTepa, YBEJIMUYCHUE CPEIHEr0 3HAUCHUS HACBIILICHUS
KPOBH KHCIIOPOJOM CBUAETEILCTBOBAIIO O TOM, YTO 003€HTAH HE YCYTyOJsieT THIOKCEMHIO, U YTO
CpelHee 3HAYEHHE JIETOYHOI'O COCYAMCTOrO COMPOTUBICHUS 3HAUUTEIHLHO CHUXKAETCSA B TPYIIE
003eHTaHa.

[Tpu n3y4yenun 6o3enrana y nanuentos ¢ JIAL |1l @K B coueranun ¢ BUY-undexumeii mokazaHo
MOBBILICHUE TOJIEPAHTHOCTH K (PU3UYECKUM HArpy3KaM B CPAaBHEHUU C UCXOJHBIMH JaHHBIMHU.

B 1ByX OCHOBHBIX MIaneb0-KOHTPOJIUPYEMBIX HCCIEIOBAHUSAX U UX OTKPBITHIX MPOJJICHUAX Y
BCEX TAIMCHTOB, MOJyJaIOMUX 003¢HTaH, B TCYCHHUE UTUTCILHOTO BPEMECHH TPOBOIUIIH OLICHKY
JKU3HEHHO BaXKHBIX IMOKasaresneil. CpeqHsiss mpoaoKUTEIFHOCTh TpreMa 003eHTaHa COCTAaBHIIA
1,9+ 0,7 net (o1 0,1 10 3,3 1€T), KIMHUYIECKOE COCTOSIHHE MAIMEHTOB KOHTPOJIUPOBAIH B CPEITHEM
B TeueHue 0,2 = 0,6 yer. Y Ooubllield YacTH MalMEHTOB OBLI MOJATBEPKIACH TUAarHO3 MEPBUYHON
JIAT (72 %) u onpenenen |11 ®K (84 %) no knaccudukanun BO3. [Tokazarens BBDKHBAEMOCTH B
TpYIIIIE B 1IeJI0M (COTJIacHO oleHKe 1o meToy Karnman-Maiiepa) uepes 1 roj gedenust 603eHTaHOM
coctaBmi 93 %, a yepe3 2 roga — 84 %. Y nanueHTOB ¢ CUCTEMHOMN CKJIIEpOAEpPMUEH MOKa3aTeIn
BBDKHMBAEeMOCTH 1o MeToy Kannan-Maiiepa Oblin HUXKeE.

Hzyuenue sghghexmusenocmu y oemeui ¢ JIAI. WccnenoBanue napaMeTpoB (papMaKOKMHETHKH
603enTtana npooauiu y aereit ¢ JIAIL I1-111 ®K B Bo3pacte ot 3 no 15 net B Teuenue 12 Henenb
Tepanuu MpenaparoM. AHaIW3 TeMOJMHAMMYECKUX TMOKa3aTejed YKa3blBaeT Ha YBEIMYECHHE
cepaeunoro muzaekca (CH) ma 0,5 1/MuH/M?, a Takke Ha YMEPEHHOE CHIKEHHE CDEIHETO
naByieHus B Jierounoi aprepuu (J1JIA) 10 8 MM PT. CT. M JIESTOYHOTO COCYIUCTOTO COMPOTUBIICHHUS
(JICC) — 1o 389 mun*c\cm®.

Cucmemuas cxkiepooepmusi ¢ SA36eHHbIM NOpaxdceHuem KoweuyHocmetl. Pe3ynbTaThl JBYX
KJIMHUYECKUX MCCIIEJOBAHUN Y B3POCIbIX MNAIUEHTOB C CUCTEMHON CKJIEPOAEPMHEN U A3BEHHBIM
MOPAKEHUEM KOHEYHOCTEH (B CTaJuH OOOCTPEHHUS WU B CIy4asx, KOT/Ia S3BEHHOE MOPaKECHUE
OTMEYaJI B TEUCHHE TOCJIEAHETO T0J1a) MOKa3aJId, YTO B TEYCHHE BCEro Mepuoja MpPUMEHEHUS
0o3eHTaHa HAOMIOJACTCSI JOCTOBEPHOE YMEHBIIICHHE 4YHCIIa HOBBIX S3BEHHBIX TMOPAKEHUI
KOHEYHOCTEH 10 CpaBHEHUIO ¢ TuTaneoo.

VY manueHToB, ModydaBmIUX 003€HTaH WM TJ1anedo B TedeHue 16 Henenb, B CpeJHeEM, OTMEUYCHO

1,4 u 2,7 HOBBIX S3BEHHBIX MOpaxkeHHi, coorBercTBeHHO (p =0,0042). B wuccrenosanuu
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cocraBnsio, B cpemueMm, 1,9 m 2,7, coorBerctBeHHO (p = 0,0351). Brnusnue OGo3eHTaHa Ha
CKOPOCTh 3)KMBJICHHS I3BEHHBIX MIOPAXEHUN HE YCTAHOBIICHO.

DapmakoKkunemuka

dapMakOKMHETUKY OO3€HTaHa MOAPOOHO M3y4yalu B MCCIEJOBAHUAX C yYacTHUEM 3I0POBBIX
n00poBOJIbIEB. [laHHbIE 110 N3yYeHHIO (PAPMAKOKMHETHUKH y OTPAHMYCHHOTO YHCIIa MAIUEHTOB C
JIAT cBHIETENBCTBYIOT O TOM, YTO CHCTEMHOE BO3/eicTBHE 0O3€HTaHa y MAIMEHTOB B 2 pasa
BBILIE, YEM Y 3/I0POBBIX JOOPOBOJIBIIEB.

dapMakOKMHETUYECKHE TapaMeTpbl Y 3J0POBbIX JOOPOBOJIBLEB 3aBUCAT OT /J03bl U BPEMEHU
npuema npernapara. [locie BHyTpuBeHHOTO (B/B) BBelIeHHs 003CHTaHA 00BEM €ro paclpe/IieIeHHsI
(Vd) ¥ KIMpEeHC CHUXKAKOTCS C YBEJTMUSHHUEM JI03bI U MOBBIIIAIOTCS CO BpeMeHneM. [locne mpuema
BHYTPb CHUCTEMHAas SKCIIO3UIMsI 003eHTaHa MponopuuoHaibHa B go3ax A0 500 mr. Ilpu npueme
BHYTPb 00Jiee BBICOKOU J103bI 0O3EHTaHA yBEIMUYCHUE KOHLEHTpAMU B uiazmMe KpoBU (Cmax) u
AUC (mmomanp moJ KPUBOW «KOHIICHTPALMSA-BPEMS») IO OTHOUICHUIO K MPHHATOW 03¢
HETPOTIOPIIUOHAIBHO U JIOCTUTAETCS C MEHBIIIEH CKOPOCTHIO.

Bcacviganue. AOcomtoTHas OMOAOCTYHNHOCTb OO3€HTaHa, y 3A0POBBIX TOOPOBOJIBLEB IOCIE
npruemMa BHYTpb, cocTaBisieT okosio 50 %, mpueM NIy He BIUseT Ha OMoA0CTYHHOCTh. Cmax B
I1a3Me KpoBHU JocTuraercs yepes 3-5 4 nmociie npruemMa npernapara BHyTpb.

Pacnpeoenenue. bozentan B Bricokoi crerieHu (6onee 98 %) cBsA3bIBacTCS ¢ OCIKAMH TLIA3MbI
KPOBH, B OCHOBHOM C aJIbOyMHUHOM. bo3eHTaH He NPOHUKAET B 3PUTPOLIUTHI.

[Tocne onHokpaTHOTrO BBeAEHUs B/B B 103e 250 mr Vq cocrasmser 18 1.

Memabonruzm u evigedenue. llocme omHOKpaTHOro BBeneHHs B/B B jgo3e 250 wr
kiupenc — 8,2 /4. Iepuoa monyseiBenenust (T12) — 5,4 4. [Ipy MHOTOKpPAaTHOM NMPUMEHEHUH
KOHIIEHTpalusi 003eHTaHa B IUIa3Me KPOBHM CHMIKAeTCsl MOCTENEHHO U coctaiser 50—65 % ot
KOHIIEHTPALUH [TPU OJJHOKPATHOM IIPUMEHEHUU. BeposiTHO, CHI)KEeHHE KOHLIEHTpAIlui O03eHTaHa
00yCIIOBJIIEHO ayTOMHIYKIMEHl (epMEeHTOB meueHu. PaBHOBECHOE COCTOSIHUE JIOCTUTaeTcsl B
TedeHue 3—5 nHel. Bo3eHTaH BBIBOAUTCS 4Yepe3 KHUIIEUHUK C KEMYbI0 I0CJIE 3aBEpLICHUs
MeTaboaM3Ma B MEYEeHU NMpH ydacTuu uzopepMeHToB 1uroxpoma P450 CYP2C9 u CYP3A4.
Menee 3 % npuHATON 036l BHYTPb BBIBOAMTCS MOYKaMu. B mporecce merabonnsma 603eHTaHa
oOpa3yroTcs 3 MmeTaboauTa, HO TOJIBKO OJIMH U3 HUX 00J1aaeT (papMaKoIOorH4ecKoi akTHBHOCTBIO.
dapMaKoJIOTHUECKH AKTUBHBIA METa0OIUT TPEUMYIIECTBEHHO BBIBOJUTCS C JKETUbl0. Y
B3pOCJBIX MAllMEHTOB KOHIEHTpAlMs aKTUBHOTO METaboIMTa B IJIa3Me€ KPOBU BBIIIE, YEM Y
3JI0POBBIX JOOPOBOJIBLIEB. Y MAIIMEHTOB C MPU3HAKAMH X0JIeCTa3a CUCTEMHOE BO3/IeHCTBUE 3TOTO
MeTa0oJINTa MOKET Bo3pacTartb. bozeHTaH sBisieTcst mHIyKTOopoM m3odepmentoB CYP2CO u

CYP3A4, a TaKxe, BO3MOXKHO, nzopepmeHTa CYP2C19 u



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 15.02 2023 N= 2939

N A N

P-raukomnporenna. In vitro 6o3eHTan moaasiset aKTHBHOLNH BﬁEﬂ(B%ieEEH E%Fﬁﬁuﬁﬁﬁ;ﬁﬁcoc

BBIBE/ICHUS COJICH JKEIYHBIX KHUCIOT) B KyJIbTypax renarouuToB. B mccrnemoBanusx in Vitro
MIOKa3aHo, 4To 003EHTaH HEe OKA3bIBACT 3HAUUMBIN HHTHOUPYIOHIHiA 3¢ (HeKT Ha I U30QepMEHTOB
CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). CaenoBarenbHO, 003CHTaH HE IMOBBIIIAET
KOHLIEHTPALMIO B IUIa3M€ KPOBU JIGKAPCTBEHHBIX IPENapaToB, META00IU3M KOTOPBIX
OTIOCPEIOBaH JAaHHBIMH U30()EePMEHTAMHU.

(DaDMaKOKI/IHeTI/IKa B 0COOBIX rpynmnax mnanvucHTOB

Ha ocHoBaHnum wuccrneoBaHuil BcCeX MapaMeTpPOB MOXHO IMPEANOJIOKHTh, UYTO Ha
dbapMakOoKMHETHKY OO03€HTaHa y B3pOCIBIX HE OKAa3bIBAIOT CYLIECTBEHHOE BIIUSHUE TaKHe
(dakTophl, KaK MOJI, Macca Tella, pacoBas MPUHAJICKHOCTh WM BO3PACT MAlUEHTA.

Hemu cmapwe 2-x 1em. ®apMaKOKUHETUYECCKHUE MTAPAMETPBI IIPH OJJHOKPATHOM U MHOTOKPATHOM
NpUMEeHEeHUU 003eHTaHa B JIEKapCTBEHHON (popme TabIeTKH, MOKPHIThIE MIICHOYHOM 000I0UKOH,
usydanu y neteii ¢ JIAL, no3y npenapara nmoadupainu Ha OCHOBaHUHM MAacchl Teia manueHToB (AC-
052-356 [BREATHE-3]). Bo3neiicTBue 003¢eHTaHa CHUXKAJIOCH CO BPEMEHEM T10 XapaKTePHOH Jist
0o3eHTaHa KpHBOH, OOYCIOBIEHHOH CIIOCOOHOCTBIO OO3eHTaHa K ayTouHAyKuuu. CpenHue
snaueHuss AUC (CV%) y aereid, mony4daromux 003eHTaH 2 pa3a B CyTKH B 1o3ax 31,25 mr, 62,5 mr
u 125 mr, cocraBmsumu 3,496 ur*u/mn (49 %), 5,428 ur*u/mi (79 %) u 6,124 (27 %) ar*y/ma
COOTBETCTBEHHO, U ObLTH HUXKE, yeM 3HadeHus 8,149 ur*u/mn (47 %) y B3pOCIBIX MAUEHTOB C
JIAT', kotopsie mostydanu 125 mr 6o3eHTaHa. B paBHOBECHOM COCTOSIHUM CUCTEMHAsI SKCTIO3UIIUS
y nereit ¢ maccoii tena 10-20 xr, 2040 kr u 6onee 40 kr cocraBuna 43 %, 67 % u 75 % or
COOTBETCTBYIOIIUX MOKa3aTeNeil y B3pOCIBIX.

Hapywenue ¢ynkyuu nevenu. Y nanueHTOB C JETKUMU HAPYIICHUSIMU (DYHKITUU TEUEHU (KI1acc
A mno xinaccupukauuu Yaitng-IIbto) HE OTMEUEHO CYIIECTBEHHBIX M3MEHEHHMI Ioka3aTesein
dapmakoknHeTHKH O003eHTaHa. [1o cpaBHEHUIO CO 3OPOBBIMU TOOPOBOJIBIIAMH Y MAIIMEHTOB C
JeTKUMH HapylieHussMu QyHnkuuu nedenu 3HadyeHuss AUC 6o3eHTaHa B paBHOBECHOM COCTOSIHUU
BhIme Ha 9 %, a akruBHOTO MeTabomta Ro 48-5033 — na 33 %. Y manueHToB ¢ yMepeHHBIMU
HapymeHusMu  (GyHknuu nedeHu (kimacc B mo kmaccudukamuum  Yainn-Ileo) u JIAT,
ACCOLIMMPOBAHHOM C mopTaibHON runepreH3uel, AUC 6o3eHTaHa B PaBHOBECHOM COCTOSIHUU
OKazajoch B 4,7 pa3a BblllIe, a akTUBHOTO MeTabonuta Ro 48-5033 — B 12,4 pasa BbIie, 4yem y
nanuenToB JIAI' ¢ coxpanHoi QyHKIHEH moYek.

dapMaKkOKHHETHKA O03CHTAHA Y IMMAIIMEHTOB C TSHKEIBIMU HAPYIICHUSIMA (QYHKIIHH TIeYeHH (KIace
C mo xnaccudukamuu Yaing-Ileto) He wu3yueHa. PexomeHmyercs wu30eraTh MNpUMEHEHUS
npenapata bo3eHekc® y MalMeHToB ¢ YMEPSHHBIMH U TSDKEJIBIMUA HAPYIICHUSIMU (YHKIIUA TEYCHU

(xkmacc B u C no xnaccudukarnuu Yaiina-I1so).
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kpeatnanHa (KK) 15-30 mi/MHH) KOHIEHTpamnwsi B IJIa3M€ KPOBH OO3CHTaHA CHHXKAETCS
npumepHo Ha 10 %. Konuenrtpamuss meta®onuToB Oo03€HTaHAa B IUIa3ME KPOBH BO3pPACTAeT
PUMEPHO B 2 pa3a Mo CPaBHEHUIO C MAIIMEHTAMH C COXPAHHOU (yHKIIMEH 1MoYeK. Y MalMeHTOB C
HapymeHussMA (YHKIIMM TIOYeK He TpeOyercss Koppekuus 1o3bl. [IpumeHeHue Oo3eHTaHa Y
NAlMEHTOB, KOTOPBIM IPOBOJIUTCS T'€MOJHAIN3, HE W3YYCHO. YUUTHIBas (PU3NKO-XMMUYECKHUE
CBOMCTBa OO3CHTAHa W €ro BBICOKYIO CTCNCHb CBS3bIBaHUS C OCJIKaMH IUIa3Mbl KPOBH,
3HAYUTEIFHOTO BBIBEJICHUSI OO3E€HTaHa W3 COCYIHCTOTO pycia BO BpEeMs T'eMOJUaIN3a He

OXXHNAacTCA.

IMoxka3aHusi K NPpUMEHEHUIO
bo3enekc® mokasaH K IPIMEHEHHUIO Y B3POCIBIX U JIETEeH B BO3pacTe OT 3 JIeT:
Jleuenue neroyHoil aprepuanpHoi runeprensuu (JIAI') ¢ nenbto ymydiieHus TOJIEPAHTHOCTU K
¢u3nUecKUM Harpy3kaM M KIMHHYECKHMX CHMITOMOB y mamueHtoB |lI-1V ¢yHkunonamsHOTO
kiacca (OK) no knaccudukanun BO3, Brirovas:
® [EpBUYHYI (MAMONATUYECKYI0O M  HACJEICTBEHHYIO) JIETOYHYI apTepHalIbHYIO
THIIEPTEH3HIO;
® BTOPUYHYIO JIETOYHYIO apTEpUAbHYIO THIEPTEH3HI0O Ha (DOHE CKIepOJepMUH IIPH
OTCYTCTBUM 3HAYMMOI'O MHTEPCTULIMATILHOIO TIOPAYKEHUS JIETKUX;
® JICTOYHYIO apTepHalIbHYIO0 THIEPTEH3UI0, ACCOLIMUPOBAHHYIO C BPOKICHHBIMU ITOPOKaAMHU
cep/lla U B YaCTHOCTH, C HapyLICHUSIMH MTOKa3aTesiel TeMOIMHAMUKH 110 TUITY CUHAPOMa
Oli3eHMeHrepa.
bo3enekc® mokas3aH K MPUMEHEHHUIO Y B3pOCIIBIX B BO3pacTe ot 18 jer:
CHMKEeHne Yrciia HOBBIX JUTUTAIBHBIX 3B TIPU CUCTEMHOM CKIIEPOJIEPMUU U TIPOTPECCUPYIOIIEM

SA3BCHHOM ITOPAKCHUUN KOHEYHOCTEH.

IIpoTruBonokaszanus

® TIOBBIIIEHHAS] YyBCTBUTEIBLHOCTh K 003€HTaHY WX JTI0OOMY U3 KOMIIOHEHTOB IpenapaTta;

e HapyuieHue (YHKIUHU MEUYEeHU YMEPEHHOW M Tshkenoi crenmeHu Tsbkectu (kmace B m C mo
kiaccupukanuu Yaiina-I1s10);

® UCXOIHOE MOBBILICHHE AKTUBHOCTH «MIEYEHOYHBIX » TpaHCAaMHHA3:
acnapraramuHoTpancdepasa (ACT) w/mnu anannHamuHotpancdepasa (AJIT) Gosee yem B 3
pa3a ot BepxHel rpanuisl HopMel (BI'H);

¢ OJHOBPEMCHHOC IMPUMCHCHHUEC C HUKIIOCIIOPUHOM A,
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e TsDKeJas apTepualibHasi TUIIOTEH3USI (CHUCTO II/I‘IGCKOQ-lzllTI):Te-ll)%%JIT; i&eTE%@ﬁnﬂeT(ﬁffj"héHee

85 MM pT. cT. 'y B3pociabix uian cuctoaudeckoe AJ[ < 80 % HIKHEH rpaHHIIBI HOPMBI,
COOTBETCTBYIONIECH BO3pACTy U MOy peOCHKA);

e OEpeMEHHOCTb;

® TPUMEHEHHUE Y KCHIIUH C COXPAaHEHHBIM PENPOAYKTHUBHBIM TTOTCHIIUAIOM, HE MOJIb3YIOIIUXCS
HAJICKHBIMH METO/IaMU KOHTpaLCIIUY;

® TIEpUOJ IPYAHOTO BCKAPMIIMBAHHSI,

® TpHUMEHEHHUE y AeTel M0 18 nmeT ais yMEHBIICHUS Yrciia HOBBIX JUTUTATBHBIX SI3B (B CBS3H C
OTCYTCTBHEM KIIMHUYECKUX JAHHBIX);

® JIETCKHI BO3pacCT 210 3-X JeT (TBep/as JiekapcTBeHHas (hopMma);

® HE PEKOMEHJIyeTCsd OJHOBPEMEHHOE NPUMEHEHHE Ipernapata ¢ [NIHOSHKIAMHUAOM,
diykoHa3onoM, pUPaAMIUIMHOM, MOIIHBIMH uHTHOUTOpamu uszohepmentoB CYP3A4 u
CYP2C9 (cm. pasmensr «B3aumMoneicTBHE ¢ IPYTMMHU JICKAPCTBEHHBIMH CpEACTBAMHU» U
«Oco0ble yKa3zaHusi»).

C 0CTOPOKHOCTHIO

ApTepuanbHas TUNOTEH3Hs; XpoHWYeckas oOCTpykTuBHas Oose3Hb yerkux (XOBJI); nerkue

HapymieHus (QyHKIMU nedeHu (kmace A mo knaccudukanuu Yainn-Iero0); nmpu JIAI | ©K

(HEIOCTaTOYHO KIWHUYCCKHX JaHHBIX 1O J(PQPEKTUBHOCTH M OE30MACHOCTH MPUMEHEHUS);

COITYTCTBYIOILAs JIEBOXKEITYJOYKOBask HEOCTATOYHOCTb.

I[IpumeHeHnune npu 6epeMEHHOCTH M B MEPUO/I TPYIHOT0 BCKAPMJINBAHUS

bepemennocmsy. B NOKTMHUYECKUX MCCIEIOBAHUIX YCTAHOBJICHA PEMPOAYKTHBHAS TOKCHYHOCTD

O0o3eHTaHa (TepaToreHHOe U (HEeTOTOKCHYEeCKoe JeicTBHe). KIMHUYECKUX HCCIeOBaHUM 110

NPUMECHECHHIO TIpernapara y JKEHIIMH NMPU OCPEeMEHHOCTH HE MPOBOIWIH. BO3MOXKHBIA PHUCK

npUMEHEeHHs 003eHTaHa BO BpeMsi OEpeMEHHOCTH He u3ydeH. [Ipumenenue npemnapara bozeHnekc®

npu 6epeMEHHOCTH POTUBOIOKA3aHO.

Ilpumenenue y dtceHwun ¢ COXpaHeHHbIM pPenpoOVKmMusHuiM nomeHnyuarom. llepen Havamom

JedeHus mpenapatoM bo3eHekc® y JKEHIMWH ¢ COXPaHEHHBIM PEMpPOJAYKTHBHBIM MMOTEHIIHATIOM

CleyeT TOATBEPIUTh OTCYTCTBUE OEpEeMEHHOCTH, Bpayd 0O0s3aHbl J1aTh PEKOMEHJALUU IO

MpeIynpexaIeHuI0 OepeMEHHOCTH, a MalMeHTaM CleAyeT HavyaTh NPUMEHEHHE HaJIekKHBIX

METOJIOB KOHTpaIenmuu. [TarueHTs! 1 Bpauu, KOTOPhIe HA3HAYAIOT JICUCHHE, IOJDKHBI YIUTHIBATH,

4TO BCIIEACTBUE (DapMaKOKHHETHYECKOTO B3aUMOJICUCTBHS Tipernapar bo3eHekc® MOKeT CHUXKATh

3¢ (HEeKTUBHOCTh TOPMOHAIBHBIX KOHTPAIENITUBHBIX cpeacTB. [1o 3Tol mpuynHE >KEHIMHAM C

COXPAHEHHBIM PEMPOJYKTUBHBIM TOTEHIIMAIOM HE PEKOMEHAYETCS HCIOIb30BaTh METO

TOPMOHAJILHOW KOHTpAIlenIui (JICKapCTBEHHBIC Tperaparbl, MPUMEHIEMbIE BHYTPb, B BHJIC

UHBEKIUH, TpaHcaepMalbHbIX TepaneBTHueckux cucreM (TTC) unm uMIIaHTaToB), Kak
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HAJEKHOM KOHTpauenuuu. Eciau MMeroTcss COMHEHMsI B OTHOLIEHMH HCIOJIb3YEMOI'O METOJa
KOHTpAICTUH, 11 HHAUBUIYaJIbHOTO MoAOOpa HAJAEKHOTO METO/Ia KOHTPALEHIIMY MallueHTKe
cilelyeT 0OpaTUThCS K Bpauy-THHEKOJIOTY. Y UUThIBasl CHIKEHUE 3 (EKTUBHOCTH TOPMOHAIbHON
KOHTpAleNUU U BO3MOKHOE HEraTMBHOE BiIMsHUE OepeMeHHOCTH Ha TeueHue JIAI, Bo Bpems
Tepanuu npenaparom bozeHekc® peKOMEHIyeTcsl €XKEMECSIHO IIPOBOIUTH TECT Ha OEPEMEHHOCTb,
YTO MMO3BOJIUT TUATHOCTUPOBATh OEPEMEHHOCTh HAa PAHHHUX CPOKaX.

I'pyonoe eckapmaueanue. He ycraHoBII€HO, BbIAENSAETCA JIM OO3€HTaH B IPyAHOE MOJIOKO. B
HIepHOJI JIeYeHUs pernapaToM bozeHekc® rpyJHOe BCKapMIIMBAHUE CIIEAYET OTMEHUTb.
Depmunvnocmy. B NOKIMHUYECKMX MCCIEAOBAHUAX BBIBIECHO BIUSHUE HAa CEMEHHUKH.
Pe3ynbTaThl KIMHUYECKOTO UCCIIEI0BAHUS MT0Ka3aly, 4To Y 8 3 24 nmauueHToB-My4uH ¢ JIAT
yepe3 3 uiu 6 MecsLeB JeueHHsl 003€HTaHOM OTMEUYaJIOCh YMEHbIIIEHUE KOHLIEHTPALUH CIIEPMBbI
Ha 42 % u 6oJiee OT UCXOAHBIX 3HaYeHUH. Ha OCHOBaHMYM KIMHUYECKHUX U JOKIMHUYECKUX JaHHBIX
HeJb35 UCKJIIOUYUTh PUCK HEraTUBHOIO BIMSHUS 003€HTaHa Ha criepMaToreHe3 y My kuuH. Henb3s
UCKJIIOYUTHh HEOJAronpUsTHOE BIMSIHUE JUTUTEILHOTO JIEYEHUs] O03E6HTaHOM Ha CIIEpMaTOreHE3 Y
HalMEeHTOB-MaJIbYHKOB.

Cnoco0 npuMeHeHMsI U 103bI

TabneTku, MOKPHITHIE TNICHOYHOH 00OJIOYKOM, CIeNyeT MPUHUMATh BHYTPh YTPOM U BEYEPOM,
HE3aBHCHMO OT BPEMEHH IIpHeMa MUIIH, HE Pa3KEeBbIBas U 3allMBasi BOAOK.

Jlevenue JIAI ¢ ueavro Viay4ueHuAa moaepanmuaocmu K dm3uqe(37<wvz HAZPpVY3KAM U KIUHUYECKUX

cumnmomos y nauueumosg -1V @K no knaccuduxauuu BO3

Ilpumenenue y e3pocnvix

Hauanpnas mo3a npemnaparta bo3enekc® cocraBisier 62,5 Mr 2 pasa B CyTKH B TeUeHHE 4 HeIeb,
3aTeM J103a yBeJIMYMBAETCS 10 noajaepxuBaromeii 125 mr 2 pasa B CyTKH.

Tepanua 6 cnyuae knuHuueckoeo yxyouwenus JIAI. Cnenyer paccMOTpPeTb BO3MOKHOCTh
NPUMEHEHUs albTEPHATHBHBIX METOJOB JIEYEHUS B CIy4yae KIMHUYECKOTO YXYALIECHUs
(Hampumep, IpU YMEHBIIEHUH JUCTAHLMU MO pe3ysibTaTaM TecTa ¢ 6-MMHYTHOH XOJab00i He
meHee yeM Ha 10 % mo cpaBHEHHIO ¢ MCXOJHBIMH MOKa3aTeNlsIMU), HECMOTPSl Ha MPUMEHEHUE
npenapata bozenekc® B TeueHne He MeHee 8 Heslelb (M3 HUX B PEKOMEHIyeMOil 103e — He MeHee
4 nenens). OnHAKO y YacTH NALMEHTOB NpH Hed(QeKTHBHOCTH Hpenapata bosenexc® mocie
8 Henenb MpUMEHEHHs, TTOJIOKUTENFHBIN 3D ()eKT MOKeT HaOII0IaThCS TIOCHIE TOTIOTHUTENBHBIX
4 — 8 nenenb neueHud. [Ipu HACTyIIICHUH KIMHUYECKOTO YXY/IIIEHUS CITYCTS HECKOJIBKO MECSLIEB
nedeHus npenapatoM BoseHexc®, 1enecoo6pa3HOCTh €ro JadbHEHIIero NpUMEHEHHs CIeLyeT
OLIEHMTh 3aHOBO. YBeludeHue 103kl penaparta bosenekc® 10 250 Mr 2 pasa/leHb y HEKOTOPHIX

MalMeHTOB, TPH HEIOCTaTOYHON 3(PGEKTHBHOCTH €ro M03bl 125 mMr 2 pasa/aeHb, MOXKET
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TIIATEIbHO B3BECUTh COOTHOIICHUE IMOJIB3a/PUCK JJISl IPUHSTUS peIIeHUs] 00 YBEJIWYCHUHU J103bI
npenapara, NpUHMMas BO BHUMAaHHUE 3aBHCHUMOCTb I'€laTOTOKCHYECKOro ACMCTBHUA IIpernapara
Bosenekc® oT ero 103kl

Ilpexpawenue mepanuu. VIMeercs: orpaHUYEHHBIN ONBIT HAONIOJEHUN 3a MalMEHTaMu IOocie
BHE3AITHOTO MPEKPAILCHUs Tepanuu npenapatom bozenekc®. CBeeHU 0 KIIMHUYECKH 3HAYNMOM
yxynuienuu teuenust JIAI B pesynbraTte pe3koil OTMEHBI IpenapaTa HeT. TeM He MeHee, YTOObI
CHU3UTH PUCK KIMHMYECKOTO YXYALIECHUS COCTOSHMS IMALMEHTOB U IMPENOTBPATUTH CHHIPOM
OTMEHBI, 703y Ipernapara PeKOMEHIYeTCsl CHUXKATh MOCTENEHHO (YMEHbIIas €€ HallOJOBHUHY B

TedeHue 3—7 1Hel), OAHOBPEMEHHO HauMHas IPOBEJCHUE aJIbTEPHATUBHOMN TeparyH.

Cruoicenue yucia Ho8blX OUSUMANbHBIX 536 npu CUCTMEMHOU CK/Z@DO@@DMMM u npocpeccupyrouem

A36EHHOM nopas)iceruu KOHeyHocmel

Haznauenue jgedeHus u Ha6J'IIOI[eHI/IC 34 HUM JOJDKCH OCYHICCTBJIATH TOJIBKO Bpad, HMCIOIJ.[PIfI
OITBIT JICUCHUS CHCTEMHOM CKIICPOACPMUMU. vy B3POCJIBIX MAlMCHTOB HAa4YaJIbHAA 1034 IpIliapara

®

Bbozenekc” cocraBusier 62,5 Mr 2 pasa/neHp B TeUeHUE 4 He/lelb, 3aTEM /1032 YBEITUYHUBACTCS 10

noanepkuBaromein — 125 mr 2 pasza/geHb. DTUM peKOMEHIAIUSM HYXHO CJIeIOBaThb U TMpHU

BO300HOBJIEHHH Impuema Ipciiapara BOSGHCKC®

nocie nepepbiBa B iedeHUH. KIIMHUYEeCKui OIbIT
NpUMEHEHHs NpenapaTtoB OO3€HTaHa IO JAHHOMY IIOKAa3aHUIO HE IPEBHINACT 6 MECAIEB.
HeoOxomumo perymsipao oueHuBaTh 3()(PEKTUBHOCTH Tepamuu ©W HEOOXOIMMOCTH ee
npoaospkeHus. Cienyer NpOBOJUTh HAAJISKAIIUNA aHAIU3 COOTHOILIEHUS I0JIb3bl OT Tepanuu U
HNOTEHIMAJIBLHOTO PUCKA MOOOYHBIX PEAKLUI ¢ yYETOM renaToTOKCUYHOCTH OO3E€HTaHa.
Ilpumenenue y oemeii. Jlanupie 00 3¢HEKTUBHOCTH U 0€30MACHOCTH MPUMEHEHHS MPEnapaToB
003eHTaHa Mo JAHHOMY ITOKa3aHUIO y TAllMEeHTOB MIIamIe 18 JeT OTCyTCTBYIOT.

Ilpumenenue 6 ocodvix cpynnax nayuenmoe

Hapywenue ¢ynkyuu nevenu. Y NAIMEHTOB C JIETKUMH HapyHUIEHUAMHU (DYHKIIMM MEYEHU (KJ1ace
A 1o knaccudpukauun Yainna-Ileto) He TpeOyercs Koppekuuu 103bl npemnapara. [IpuMenenus
npemnapata bo3eHekc® y MalMEHTOB ¢ MEYEHOYHOW HEIOCTATOYHOCTh YMEPEHHOW W TSKEIOU
CTETeHH TsKecTu creayet nzberats (kinace B u C no knaccudukanun Yaitna-I1s10).

Hapywenue ¢yukyuu nouvex. Y TallMEHTOB C HapyLIEHUSMH (YHKLIHU TMOYEK, HE TpedyeTcs
KOPPEKIHs /036l Tpernapara. Y MaIlMeHTOB, HAaXOJMIIUXCS Ha TeMoaHanu3e, He TpeOyercs
KOPPEKIIMH J036I Mperapara.

Ilpumenenue y noxcunvix nayuenmos. Y alueHTOB cTapIie 65 et He TpeOyeTcst KOPPEKLUs J03bI
npernapara.

Ilpumenenue y oemeii cmapuie 3 1em u y nayueHmo8 ¢ HU3KOIll Maccoil mena

Jlecounasn apmepuanvbras cunepmensus
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

Bozenekc® npuMeHsieTcs B 103aX, HCXO/S U3 pacyeTa Macchl Tesia peOeHKa/malueHTa.

Havajannast 1o3a

Macca Teaa HomnepxxuBaromas 103a
(4 Henean)
1 pa3 B genp 31,25 mr 2 pa3a B aeHb 31,25 mr
ot 10 10 20 xr
(1/2 Tabnerku mo 62,5 mr) (1/2 Tabnerku mo 62,5 mr)

2 pa3a B aenb 31,25 mr

2 4
ot 20 1o 40 kr (1/2 Tabnerku 110 62,5 Mr)

2 pasa B JieHb 62,5 mr

ooiee 40 xr 2 pasa B fieHb 62,5 mr 2 pasa B JieHb 125 mr

JlanHble O MPUMEHEHUHU Tpenapara y HanueHToB ¢ maccoi tena A0 40 kr orpanuueHsl. s
o100pa 1036l TAKUM OOJTLHBIM, TTOYKAITYHCTa, UCTIONB3YHTe HH(POPMALINIO, YKa3aHHYIO B Ta0IHIe
nonbopa 103 y nereii ¢ JIAT.

ITo0ouyHOE nelicTBUE

B 20 mnnane60-KOHTPOJIUPYEMBIX UCCIEAOBAHUSAX, MPOBEICHHBIX MO Pa3IUYHBIM IMOKA3aHUSM,
2486 nanenToB noiy4anu 6o3eHTaH B 103ax oT 100 mr go 2000 mr u 1838 manueHToB mosyyanu
iane6o. [IpogomKuTenbHOCTh JIeYeHUs! COCTaBUIA B CpeHeM 45 Helelnb.

Haubonee wacto (y 1% u Oonee nmonmywaromux 6o3eHtan u 'y 0,5 % nomywaromux miane6o),
oTMedau rosioBHY 606 (11,5 % mpotus 9,8 %), OTEKH HUKHUX KOHEYHOCTEH W/WITH 33aAEPKKY
xunkocta (13,2 % nportus 10,9 %), MOBBIIIICHHE aKTUBHOCTH «TI€UeHOYHBIX» TpancamuHa3z ACT
w/um AJIT (10,9 % npotus 4,6 %) u anemuto/cHmkeHue remorioduna (9,9 % npotus 4,9 %).
[IpumeHenne Oo3eHTaHa aCCOLMHPYETCS C J0303aBHCUMBIM TOBBIIIEHHEM AKTUBHOCTH
«MI€YEHOUHBIX» TPAaHCAMHMHA3 U CHUYKEHHEM T'eMOTJI00MHa.

[To6ounsbie peakiuu B 20 maaned0-KOHTPOIMPYEMBIX UCCIEIOBAaHUAX OO3EHTaHA B 3aBUCUMOCTHU
OT YaCTOThI BOHUKHOBEHUS ObLIH CTPYIITUPOBAHBI CIICAYIOIMM 00pa3oM: o4eHb dacto (> 1/10);
vacto (> 1/100, < 1/10); neuacro (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); oyeHs peako
(< 1/10000); gactoTta Heu3BecTHA (HE MOXKET OBITH OIIEHEHA IO HMMEIOIIUMCS TaHHBIM).
Karteropuu 4acTtoTbl HE YYMTHIBAIOT Takue (PAKTOPBI, KaK MPOJOIKUTEIBHOCTh TMPUMEHEHUS
0o3eHTaHa, JaHHBIE aHAMHE3a, UCXO/HbIC KIIMHIUYECKUE NaHHbIE. B Kaxmoil rpymnmne mobodHbie
pEaKIMK yKa3aHbl B MOPSAAKE YMEHbUICHUs Cepbe3HOCTH. KIMHIUECKN 3HAYMMBIX Pa3Induid M0
NOOOYHBIM PEAKIMAM, YKa3aHHBIM B 00IIel 0a3e JaHHBIX U OTJENIBHO IO 3aperucTpUpPOBAHHBIM

IIOKa3aHusAIM, HEC OTMCUYCHO.

CucTeMHO-OpraHHbI’
Yacrora HexesatenbHble peakunu
KJ1ace
Hapymenus co 4acTo aHeMHs1, CHHKEHHE TeMOorIo0nHa
CTOPOHBI KPOBU U HEYacTo TPOMOOIIUTONEH S , HEHTPOIIEHHS , TeHKOMEH S
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THM(ATHIECKOM (MOCHEQDBATENEAOCTE 0002)
qacToTa AHCMIT MJIN CHIKCHUC TCMOTJIOOHA, KOTAd
CHUCTEMBI *
HCU3BCCTHA HEO0OXOIUMO IIPOBCIACHUC FeMOTpaHC(bySI/II/I
pC€aKIuu MOBBIIICHHOMN YyBCTBUTCIBHOCTHU
qacTo (BKJIIO‘{aSI ACpMaTHUT, KO>KHBIN 3yd, KOKHaA
Hapymenus co 1
. CBIIIb)
CTOpPOHBI HMMYHHOU
CUCTCMBL peKo aHa(bHHaKTquCKHe pC€aKkunu W/AIn

o *
AHT'MOHCBPOTHYECKHNHN OTEK , OTCK KBunke

Hapymenus co
CTOPOHBI HEPBHOU

OYCHBb 4acCTO

roJIoBHAst 60JIB2

CTOPOHBI KOXHU U
MOJKOKHBIX TKaHEH

4acTo 06MOpOK>
CHCTEMBI
Hapymenus co 3
9acTo OIIYIIICHUE cepaleOneHus
CTOpPOHBI cepaLa
Hapymenus co 3%
9acTo «IPUJIUBBDY KPOBH K KOXKE JIMIIA, CHIDKEHHE AJ]
CTOPOHBI COCYJIOB
Hapymenus co 9acTo OTEK CIM3MCTON 000JIOUKU HOCA
CTOPOHBI JBIXaTENbHOH | penKko OJIBIIIIKA, KAIICITh
CHCTEMBI, OPraHOB
IPYIHON KIETKH U
CpEeIOCTeHHUS
ractpod3odareaibHO pedIroKcHas 00JIC3Hb,
XKenynouHo-KUIIIEYHBIE | YaCTO wapes
HapYyIICHHSI P
peKo pBOTa
OYCHb YACTO | U3MEHEHHUE TMOKa3areyeld PYHKIUU MEYCHH
Hapymienue co HEYacTo MOBBIIICHUE AKTUBHOCTU «IIEYCHOUHBIX
CTOPOHBI TICUCHH U tpancamunas (ACT, AJIT) BcaencTBue remarura
JKEITICBBIBOIAIIINX (BKJIFOYAsi BO3MOKHOE 000CTpEHUE
nyTen CYUIECTBYIOIIETO renaTuTa) u/Uiam KelaTyxu
peKo IMPPO3 MEYeHH , HeYeHOUHAs] HeJOCTATOYHOCTD
Hapymenwust co 9acTo spuTeMa

OO61mue HapylIeHus 1
peakIuu B MecTe
BBEJICHUS

OYCHBb 4acCTO

nepudepruuecKkie OTEeKH, 3a1ePKKa KUTKOCTH "

! Peakiyst NIOBBIIEHHON YyBCTBUTENLHOCTH OBLIM OTMEUYEHBI Y 9,9 % MallMeHTOB, KOTOPHIE TIOJydYad 603€HTaH, U y

9,1 % — mane6o.

2 TonoBHyo 6016 oT™Meuanu 11,5 % naluueHTos, KOTOpble Honydany 603eHTad u 9,8 % —

miaanedo.

3 JlaHHbIE peakIuyu MOTYT OBITh 00YCIOBJIEHB OCHOBHBIM 3200/1€BAHHEM.

4 Mossnenne nepuepuueckuX OTEKOB M 3aAEPIKKY KUAKOCTH oTMeudanu 13,2 % HallUeHTOB, KOTOPbIE HOTydallH
6o03entan u 10,9 % — mnane6o.

“TIo60YHBIE PEAKIINH, COOOIIEHHS 0 KOTOPHIX MOIyYEeHbI Ha IOCTPETMCTPAIIMOHHOM dTaIle IIPUMEHEHHS peIapara,
BKITIOYEHBI C YaCTOTON BCTPEUAEMOCTH, YKa3aHHOH B Xoe 20 miane00-KOHTPOIHPYEMBIX UCCIICAOBAHIH.

B mocTMapKeTHHTOBBIA TIEPHOJT MMEIOTCS COOOIIEHUS O PEIKUX CiIydasX HUppo3a IeYeH!
HESICHOW ATHOJOTHHM TPH JUIUTEIHLHOM NpPUMEHEHUU OO03€HTaHa y MAalMEHTOB C TSHKEIBIMU

CONNYTCTBYIOIIIUMU 3a60JICBaHI/IHMI/I, OIHOBPEMCHHO MPUMCHAIOIUX MHOT'OYMCJICHHBIC

JICKApPCTBCHHELIC IIpCraparshl. Tax:xke OTMEUECHEI pEeaAKUEC Ciiydan pa3BUTUA HCEIOCTATOUYHOCTHU
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GYHKIMM T€YeHU. DTU CIy4yau MOBBIIIAIOT 3HS qI/IMOCTtrl::f[;o;lgl% -c%f?JI}gﬂeli{lﬁ;r' e>£e-Mét: etoro

KOHTpOJISL (PYHKIIMY TICYCHU B TEUEHHE BCETO MEePHOJIa JICUeHHUs pernapatoM bosenekc®.
Hexonmponupyemoie uccreoosanus y oemeii ¢ JIAI' (AC-052-356[BREATH-3]).

[Tpoduns 6e3omacHocTr npuMeHeHus 6o3eHTana y nereid (BREATH-3: n = 19, 6o3enTan 2 Mr/kr
2 pa3a B CyIKM B TedeHHE |2 Hezienb) HE OTIMYAICS OT COOTBETCTBYIOMIETO HPOQUIII
0e301macHOCTH Y B3pociblx nanueHToB ¢ JIAIT B omopHbIx uccrnenoBanusx. Haubonee gacto y
JIeTe OTMeYalld «IPUIUBBD KpoBU K Koxke ymna (21 %), ronoBHy OO0JIb W TOBBIIICHHE
AKTUBHOCTH «II€YEHOYHBIX» TpaHcaMuHa3 (16 % s kax 10l moO0YHOM peakiun).

H3menenue nabopamopusix noxazameneii

Uszmenenue axmusHOCmMuU  «NEYEHOUHbIX» MpaHcamMuHa3. B KIMHUYECKOH mporpamme
J10303aBUCUMOE TTOBBIIICHUE aKTUBHOCTH «II€YEHOYHBIX» TPaHCAMHHA3 HAOII0AIOCh B TEUCHHUE
26 Henmenb JICYCHUS, Pa3BUBAJIOCH IIOCTENEHHO, Kak TpaBuio, OeccuMnTomMHO. B
NOCTMapKETUHIOBBIA TEepUOoJ OBUIM TMOJYYEHBI COOOIIEHHS O PEIKUX CIIydasx pasBHTUS Yy
OOJIBHBIX IMPPO3a MEYCHU M HENOCTATOYHOCTH (DYHKIHMH TeUeHH. MeXaHW3M BO3HHUKHOBEHUS
yKa3aHHBIX BBIIIE MTOOOYHBIX PEaKIUil HesICeH. AKTUBHOCTD «II€YEHOYHBIX)» TPAHCAMUHA3 MOXKET
CIIOHT@HHO CHIDKATHCS NIPU MPOIOJDKEHHUH JieueHHs 0e3 M3MEeHEeHUs 103kl npenapaTta bosenexc®
WU TIOCTIE €€ CHIKEHUS, TEM He MEHee, IPEKpallieHHe JICYSHHs WIIM KPaTKOBPEMEHHBIHN MepephIB
B TEpAIHH BCE K€ MOXKET OTPeOOBATHCSI.

B 20 mnpoBeAeHHBIX HCCIEAOBAHUSAX OTMEUYEHO TIOBBINICHHE AKTHBHOCTH «II€YCHOYHBIX)
TpaHcamMuHa3 B 3 pa3a u Oonee y 11,2% mnamnueHToB, mnoidy4yaBHIMX OO3€HTaH, U Yy
2,4 % — nunane6o. IloBeienne B 8 u Oosee pa3 Bbimie BepxHeil rpanuipl Hopmbl (BI'H)
OTMEYeHO y 3,6 % manueHToB, nojgydarmux 0o3enrtad, u y 0,4 % — mirame6o. OTmMedeHo, 4To
MOBBIINIEHNE AKTUBHOCTH <«IICUYCHOYHBIX» TPAHCAMHUHA3 AacCOIMHUPOBAHO C TOBBIIICHUEM
KOHIIEHTpaluy OuiaupyOouHa B mia3me KpoBu (B 2 u Oozee pa3 Beimie BI'H) y manumentoB mpu
OTCYTCTBUM OOCTPYKIIMH KeTueBbIBOAAIIMX IyTel B 0,2 % ciydaes (5 nalMeHTOB), HOTyYaroluX
6o3entaH, u B 0,3 % ciay4aes (6 manueHToB) — I1a1e0o.

I'emocnobun. CHukeHue reMorioOnHa HuXke 1T1/1 OoT MCXOOHBIX 3HAaYeHHM oTMedeHo y 8 %
MAIUEHTOB, ONyJYarox 6o3eHTaH, u 'y 3,9 % — mnanebo.

Ilepeno3upoBka

Bo3entan npumeHsiiics B omqHokpaTHOH 103e 2400 mr y 3mopoBbix 1o6poBoibieB 1 2000 mr/cyTku
B TEUCHHE 2 MECSIIEB Y MAIICHTOB C IPYTUMH 3a00JI€BAaHUSIMU, TIOMIMO JISTOYHOW apTepHaIbHON
runepren3un. Hanbosee 4acTo BCTpedaroUIMMCsS CUMIITOMOM IE€pPel03UPOBKU Oblila TOJIOBHAs
00J1b JIETKOM WM YMEPEHHOM CTeNeHN HHTEHCUBHOCTH.

[Tepeno3npoBKka MOKET MPHUBECTH K BBIPAKEHHOMY CHWXEHHIO AJl, 4T0 MOXeT moTpedoBaTh

MEAMKAMEHTO3HOIO JIeUeHHUs. 3aperucTpupoBaH ciiyyail Iepejo3upoBKH 003EHTaHA Y MaJlbUMKa-
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COOTBETCTBYET 3K
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ot 15.02
noapocTtka mocie mpuema 10 000 mr, B pesylibTare ﬂ@ﬁéﬁ&%%ﬁﬁﬁ%&%%h‘ﬁaﬁ, ':E*HOTa,

o

BBIpaXXCHHOE CHIDKeHUE AJl, TOJOBOKpYXXEHHE, TOBBIIICHHOE IOTOOTACICHHUE, HApYyIICHUE
YETKOCTH 3PUTEIILHOTO BoCHpUsTHsl. COCTOSIHUE TTOJIHOCTHIO HOPMAJIM30BAJIOCH B TeueHue 24 d,
IIPU 3TOM MPOBOJWIACH KOPPEKLIUs BbIpakeHHOro cHuxkeHus AJl. bo3seHTan He ypansercs npu
reMoualiuse.

B3aumoseiicTBHE ¢ APYrUMH J1€KAPCTBEHHBIMH CPEeACTBAMH

Bosenran monsepraercs merabonusmy npu ydactuu muroxpoma CYP u ero m3zodepmeHTOB
CYP2C9 u CYP3A4. Murubupoanue mzopepmenta CYP3A4 moBplacT KOHIIEHTPAIMIO B
ma3Me KpoBu O003eHTaHa (CM. KeTOKOHa30:). Biausaue narnouposanus nzodepmenra CYP2C9
Ha KOHIICHTPALMIO 003eHTaHa B IIa3Me KPOBH He n3ydanu. [Ipy koMOMHUpPOBaHHOM IPUMEHEHUT
clieyeT cobIoaaTh 0CTOPOKHOCTE. OTHOBPEMEHHOE TPUMEHEHHE ¢ (IIYKOHA30JI0M, KOTOPHINA B
OCHOBHOM OKa3blBaeT HHruoupymoimee BozaeiictBue Ha wuzopepment CYP2CO u nums
He3HaunTenbHOe — Ha u3odepMeHT CYP3A4, MOXKET CONpPOBOXKIATHCS  IOBBIIICHUEM
KOHIICHTpaluu 003eHTaHa B I1a3Me KpoBu. [lanHas KoMOMHALUs He pekoMeHayeTcs. [1o aToi e
MPUYMHE HE PEKOMEHIyeTCsl OJJHOBPEMEHHOE TPUMEHEHHE 003eHTaHA W MOIIHBIX HHTUOUTOPOB
nzodepmenra CYP3A4 (manpumep, KETOKOHA30J1, UTPAKOHA30JI HJIM PUTOHABHP) M MHTUOUTOpA
nzodepmenra CYP2C9 (manmpumep, BOpUKOHA30I1).

bosenran sBisercs wuHayktopoM wm3opepmentoB CYP2C9 u CYP3A4. Ilo naHHBIM
uccieqoBaHusAM IN VItro mpenmnosaraercs Tak ke posib MHAyKTopa nzodepmenta CYP2C19.
[TosToMy mpu OJHOBPEMEHHOM MpHMEHEHHHM Tpenapata bo3eHekc® U JeKapCTBEHHBIX
MpenapaToB, MeTa0OIN3M KOTOPBIX OMOCPEIOBaH STUMH M30(PEpPMEHTaMH, KOHIICHTpAIUS UX B
miasMe KpoBU cHWkaercs. CleqyeT YYWTBIBATH BO3MOXHOCTh CHIDKEHHUS AS(()EKTHBHOCTH
JICKApCTBEHHBIX TIpenapaToB, METa0OJU3M KOTOPBIX OCYIIECTBIISETCS C YYacTHEM OJTHX XKe
n3opepMeHTOB. Bo3MOXXHO, moTpeOyercsi KOppeKLHs A03bl OJHOBPEMEHHO TNPUMEHSEMBIX
JICKApCTBEHHBIX CPEJCTB MOCIIE Havyalla pueMa npenapara bozeHekc®, n3aMeHeHHsI ero J03bl UK
OTMEHBI.

Luxnocnopun: OJHOBPEMEHHOE NpPUMEHEHHE Tmpenapara bo3eHekc® ©  IUKIOCTIOpUHA
(uHrMOWTOpPa KaJlbLIMHEBPHHA) MpOTHBOMOKa3zaHo. [Ipm TakoM coYeTaHWH MpernapaToB
MUHUMAaJbHAs HavyallbHas KOHIEHTpallus 0O3eHTaHa B IJla3Me KpoBH MoBkImaeTcs B 30 pa3 mo
CPaBHEHHUIO C MpHUMEHEHHWEM OO3eHTaHa B MoOHOTepamuu. PaBHoBecHas KoHieHTparms (Css)
0o3eHTaHa B IUIa3M€ KPOBU YBEIMYHMBAaeTCS B 3-4 pa3a 1O CPaBHEHUIO C KOHIIEHTpAIHen
003eHTaHa B MOHOTEpanuu. Bo3MOXKHBIM MeXaHW3M JaHHOTO B3aUMOJICUCTBHUS 3aKIIOYacTCS B
WHTHOMPOBAHUN IHUKJIOCTIOPUHOM TPAHCIOPTHOTO O€lKa, OTBETCTBEHHOTO 3a MOCTYILICHUE
0o3eHTaHa B TenaTouThl. KOHIIEHTpaIusl UKIOCTIOpHHA B IJIa3Me KPOBH MPH 3TOM CHUKAETCS

nouty Ha 50 %.
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Takponumyc, cuporumyc: OIHOBPEMEHHOE IpI/IMeHéIJH/I; -@Eé&%‘m—%gﬁ HB': "-IIJTHP{H téexnx

UCCIIEIOBAaHUSAX HE N3YyYaJloCh, OJTHAKO MPEIOIaraeTcs, 4YTo KOHIICHTpaLus 003eHTaHa B I1a3Me
KPOBH MOXKET YBEIMYHMBATHCS 110 aHAIOTUHU C IUKIOCTIOpUHOM. KOHIIEHTpaus B 1ia3mMe KpoBU
TaKpOJUMYCa U CHPOJINMYCa MOKET CHIDKAThCSl IIPH COBMECTHOM ITPUMEHEHUH ¢ 003eHTaHOM. B
CBSI3M C 9THM, npenapaT bo3eHekc® He cieayeT IPUMEHSATh OTHOBPEMEHHO C TAKPOJIMMYCOM WU
cuporumMycoM. B ciydyae HE0OXOOMMOCTH NPUMEHEHHUs JAHHOH KOMOMHAIMHM oO0s3aTesieH
KOHTPOJIb COCTOSIHHSI MAIIEHTA U KOHIIEHTPALUHU TAaKPOJIMMYCa U CHPOJIMMYCa B TIa3Me KPOBH.
T ubenknamuo: pu OTHOBPEMEHHOM NMpUMEHEHWH 003eHTaHa B J103¢ 125 Mr 2 pasza B CyTKH B
TeUeHHUE 5 THEeW CHMIKASTCS KOHILIeHTpalus rimbenkiamuaa (cyocrpat uzopepmenta CYP3A4) B
wiasme kpoBu Ha 40 %, dYro MOXKET CONPOBOXAATHCS 3HAYUTEIBHBIM CHIDKCHHEM
THIOTIIMKEeMHYecKoro 3ddexra rimdbenknamuna. KoHmentpanuss 0o3eHTaHa B IUIa3Me€ KPOBU
Taoke cHkaercs Ha 29 %. Kpome Toro, y nanueHToB, MOIyYaroiX COMyTCTBYIOIIEE JICUCHHE,
BO3pAcTaeT PHCK TMOBBILICHUS AKTHBHOCTH <«IICUYCHOYHBIX» TpaHcamuHa3z. (O0a aKTHBHBIX
BEIIECTBA, TIMOSHKIAMUI U OO3EHTaH, OKa3bIBAIOT MHTHOMPYIOIIEEe BO3JCHCTBHE Ha HACOC
TPAHCIOPTA COJIEH YKETYHBIX KHCIIOT, 32 CYET YEr0 MOKHO OOBSICHUTH MOBBIIICHNE aKTUBHOCTU
«TIEYEHOYHBIX» TpaHCaMuHa3. B cBs3u ¢ BblmeykazaHHBIM, bo3eHekc® He cienyeT NpUMEHSTH
OJTHOBPEMEHHO ¢ rInOeHKIaMu1oM. HeT TaHHBIX 0 BO3MOKHOM JIEKAPCTBEHHOM B3aMMO/ICHCTBUH
C IpYTHMH TIPOU3BOTHBIMH CYJIb()OHHIMOYECBHHEI.

T'opmonanvHble KOHmMpayenmugvl. TPH OJHOBPEMEHHOM NPHMEHEHHHM B TEYEeHUE 7 IHEH
0o3eHTaHa B 03¢ 125 Mr 2 pa3a B CYTKH M NEPOPAIbHOTO KOHTPAIENTHBA IS OJHOKPATHOTO
npueMa — KOMOMHUPOBAHHOTO IIpernapara, cojaepikaimiero 1 Mr HopaTHcTepoHa U 35 MKT
STUHWIACTPaNoia, — oTtMedanochk cHmkenue AUC mns ero kommonentoB Ha 14 % u 31 %
COOTBETCTBEHHO. Y OTACNBHBIX ITAIMEHTOK CHW)KEHUE OKCIO3UIMH HOPITUCTEPOHA U
TUHWIACTpaanona gocturaino 56 % u 66 % coorBercTBeHHO. TakuM 00pa3oM, ropMOHaJIbHAS
KOHTpAIETLUsI HE MOXKET CUUTAThCS TOCTATOYHO 3((PEKTUBHON, HE3aBUCUMO OT ITYTH BBEIECHUS
npenapara (BHYyTpb, UHbEKI[HOHHO, TPAHCACPMAIILHO WM B BHJIC HMIUIAHTATOB) BO BpeMsI IpHeMa
npenapara bozenexc®

Bapgapun: npu 0THOBPEMEHHOM ITPUMEHEHHUH Y 310pPOBBIX T0OPOBOJIBIIEB C O03EHTAHOM B J103€
500 Mr 2 pasa B CyTKM B TeueHHe 6 JHEH CHM)KaeTcsl KOHIEHTpauus S-BapdapuHa (cyocTpar
uzodpepmenra CYP2C9) u R-Bapdapuna (cyocrpar m3odepmenta CYP3A4) B mma3me KpoBH Ha
29 % u 38 % cootBercTBeHHO. OTIBIT OTHOBPEMEHHOTO TIPUMEHEHHUsI 003eHTaHa U Bap(apuHa y
60sbHBIX ¢ JIAD He conpoBOXKIANCS 3HAYMMBIMU KIMHUYECKH U3MEHEHUSIMU MeXayHapoIHOTO
HopmamuzoBannoro OtHomenns (MHO) u  no3el Bapdapuna (Ha MOMEHT OKOHYaHUS
UCCIIEIOBaHMS 110 CPAaBHEHHIO C ICXOTHBIMHU 3HAUYECHUSIMH ). KpoMe Toro, 4acToTa KOpPEeKIHH 10361

BapdapuHa BO BpeMs UCCIICIOBaHMS B CBs3HM ¢ m3MeHeHUsIMU MHO wim B CBsI3H ¢ MTOOOYHBIM
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JIEHCTBUEM HE OTJIMYAJIUCH Yy IMAIMEHTOB, TOJTY ‘IaBIHI/IX(%%é}?ﬁg‘%%ﬁi'%w&I"I'fez'%%‘;lléTCﬂ

KOPPeKIHs 71036l BaphapruHa WM JPYTUX MEPOPATbHBIX aHTUKOATYISHTOB B Hayajie TEparuu
npenaparoMm bozenekc®. OmHako pekoMeHayeTcs o0s3arenbHblii KoHTpoab MHO, ocobGeHHO B
Hayaje MpUMeHeHHs npenapara bozeHekc® U Ha ATanax yBeIUYeHHUs 10351

Cumeacmamun: IpA OTHOBPEMEHHOM IIPUMEHEHHUHU B Te4eHue 5 qHel 603eHTaHa B 103¢ 125 mr 2
pasa B CyTKH CHWXKAeTCsl KOHIIEHTpalusi cuMBactaTuHa (cyocrpar uzopepmenta CYP3A4) u ero
aKTUBHOU (OpMBI B-THIPOKCUKUCIOTH B Mja3mMe KpoBu Ha 34 % u 46 % COOTBETCTBEHHO.
OnHOBpeMEHHOE IPUMEHEHNE CUMBACTaTHHA HE BIMSET HAa KOHIIEHTPALUIO O03eHTaHa B IJIa3Me
KpoBH. [Ipy COBMECTHOM NPUMEHEHHH CHMBAcTaTHHA W npenapara bozeHekc® pekomeHmyeTcs
KOHTPOJIb KOHIIEHTPALMHK XOJIECTEpUHA B IJIa3Me€ KPOBU C IOCIEAYIOUICH KOPPEKLIHEH T03bI
CHUMBACTaTHHA.

Kemokonazon: omTHOBpEeMEHHOE ITPUMEHEHHE B TeueHue 6 JHel 0o3eHTaHa B 03¢ 62,5 mr 2 pasa
B CYTKM M KETOKOHa30ja, MoirHoro uHruobutopa uzopepmenta CYP3A4, compoBoxmaercs
JBYKPAaTHBIM TIOBBIIICHHEM KOHIICHTpPAaMU O03eHTaHa B Iula3Me KpoBH. Koppekius m03bl
npenapara bozeHekc® He POBOAUTCSL.

[ToBblIeHMEe KOHIEHTpauuu OoO3€HTaHa B IUIa3Me KpPOBU IpeNIojaraercs TakkKe IpU
OJTHOBPEMEHHOM IPUMEHEHUM UTpPaKOHa30ja U PUTOHABHpA, HECMOTPS Ha OTCYTCTBUE
HOATBEPXK/ACHHUST B HCCIEeIOBaHMsIX IN Vivo. Tem He MeHee, Npu KOMOMHAINUU OO3CHTaHA C
unrunouropom CYP3A4 y manmeHToB cO CHM)KEHHBIM Metaboim3moM m3odepmenta CYP2C9
CYLIECTBYET PHMCK 3HAYUTEIbHOI'O IIOBBIIEHUS KOHLEHTpalMu OO3eHTaHa, 4YTO MOXKET
YBEJIMYMBATh YACTOTY U BBIPAXKEHHOCTh MOOOUYHBIX 3()(hEeKTOB Mpernapara.

Pugamnuyun: ipu 0THOBPEMEHHOM MPUMEHEHUH Y 3I0POBBIX TOOPOBOJIBIIEB B TEUCHUE 7 JTHEH
0o3enTtana B no3e 125 mr 2 pa3za B CyTKM W pU(aMIUIUHA, KOTOPBIH SBISETCS WHIYKTOPOM
uzopepmentoB CYP2C9 u CYP3A4, koHueHTpanus 603eHTaHa B IJ1a3Me KPOBH CHIJKANACh Ha
58 %, a 'y otaenbHbIX nanneHToB — Ha 90 %. BeneacTue 3Toro, BO3MOXKHO 3HAUMMOE CHUKEHHE
addekra npenapata bozeHekc® mMpu COBMECTHOM NMPUMEHEHUH ¢ pupaMIUIMHOM. J[aHHBIX O
COBMECTHOM NpUMEHEHHH C JApyruMu uHAyKTopamu wnzopepmenta CYP3A4, takumu kak
kapOamaszenuH, ¢peHobapOuTas, (EeHUTONH, a TakKe IMpernaparaMu, B COCTaB KOTOPBIX BXOAMT
3Bepo0Oi MPOABIPSBICHHBIH, HEAOCTATOUHO, TEM HE MEHEe, ¢ OOJIBILION J0sIel BEPOSTHOCTH MPH
UX COBMECTHOM TNPUMEHEHUH HEINb3s WCKIIOYHATh 3HAYMTEIBHOTO CHIKEHUS A()(HEKTUBHOCTH
neueHus npernaparom boszenekc®.

Ononpocmeron: orpaHHYeHHBIE pe3yabTaThl uccnenoBanus (AC-052-356 [BREATH-3]), B xone
koToporo 10 nereif mosyyanu 603eHTaH B COYETAHUM C ATONPOCTEHOJIOM, YKa3bIBAIOT Ha TO, YTO

MOCJIe OJTHOKPATHOTO W MHOTOKPATHOTO TpHeMa 3THX mpernapaTtoB Cmax 0OO3€HTaHA B ILIa3Me
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kpoBu U1 AUC OblTM MPUMEPHO OAMHAKOBBIMH Y naud ";'(5:1&:' %&%&5}3@(&# 'He Ean‘&ﬂ{"cﬁéhmx

UH(Y3UIO STOMPOCTEHOIIA.

Cunoenaghun: mpu OTHOBPEMEHHOM MPUMEHEHHH Oo3eHTaHa B o3¢ 125 mr 2 pasa B CyTKH
(paBHOBecHOE cocTosiHMe) U cuiaeHaduina B n1o3e 80 mr 3 pasa B CyTKM B TedeHUE 6 JHEH y
3I0POBBIX J00POBOJBIEB oTMedasioch cHkeHne AUC cunnenaduna Ha 63 % W MOBBIIEHUE
AUC o06o3enrana — Ha 50 %. M3MeHeHUS KOHIIEHTpAlUil BEIIECTB B IUIa3Me HE HMEIOT
KJIMHUYECKON 3HAaUMMOCTH, KOPPEKIUS 103 MPEMapaToB HE TpeOyeTcs.

Jlueoxcun, HumoOunun, 103apman. OJHOBPEMEHHOE IpuMeHeHue 003eHTana B 103¢ 500 mr 2 paza
B CYTKU B T€UYEHHE 7 THEHl CONMpOBOXKIAECTCA CHIKEHHEM KOHIIEHTpAlMM JAUTOKCUHA B IJIa3Me
kpoBu AUC, Cmax U MHUHMMabHOH HauyanbHOW KOHIEHTpanuu (Cmin) Ha 12 %, 9% u 23 %
COOTBETCTBEHHO. MeXaHU3M 3TOTO B3aMMOJCHCTBHS, BO3MOXKHO, CBSI3aH C BIMSHUEM Ha
riukonporenH P. KimnHuyeckas 3Ha4MMOCTh JAHHOTO B3aUMOCHCTBUS HE3HAUUTEINbHA.
OpnHoBpeMEHHOE NPUMEHEHHWE HHUMOJIUINMHA WM Jl03apTaHa HE OKa3blBaeT BIIMAHHE Ha
AKCIIO3ULMI0 OO3EHTaHA.

Jlonunasup/pumonasup (u opyeue npomeasnvie UHSUOUMOPLL NOBLIULEHHOU AKMUBHOCMU): TIPU
OJIHOBPEMEHHOM MpUMEHEHHH OO03eHTaHa B Jo3¢ 125 Mr 2 pa3a B CyTKM W KOMOWHAIUU
nonuHaBup + puroHaBup 400 + 100 Mr 2 pasa B CyTKM B TeueHuUe 9,5 nHell y 310pOBBIX
n06poBosbIeB Cmin 003eHTaHa B TUIa3Me KPOBHU ObliIa MPUMEPHO B 48 pa3 BhIIIE 110 CPABHEHHIO C
KOHIICHTpaLUeH PH MPUMEHEHUH TOJIBKO oHOTO Oo3eHTaHa. Css 003eHTaHa B I1a3Me KPOBH Ha
O-if nmeHp okaszanmach B 5 pa3 BbIIe, YeM MpH MpueMe ToJbKo Oo3eHTaHa. MHrubupoBaHue
putoHasupoM u3opepmenta CYP3A4 u TpaHcropTHOro Oenka, OTBEYAIOLIETO 3a TPAaHCIOPT
003eHTaHa B TeNaTOIHMTHI, TEM CAaMBIM CHID)KAeT KIIMPEeHC 003€HTaHa, U BEPOSATHO, TAKMM 00pa3oM
MOXXHO OOBSICHATh MEXaHW3M JaHHOTO B3aMMOJEHCTBHs. Y TMAIMEHTOB, OJHOBPEMEHHO
noiyJaromux bo3eHekc® u mpenapatsl, coeprKaliie KOMOMHAITUIO JIOMWHABUP + PUTOHABHUP WITH
Ipyrue TpoTea3Hble HHTUOUTOPHI TOBBIIIEHHOW aKTUBHOCTH, HEOOXOIUM  KOHTPOIb
nepeHocuMocTH npemnapara bosenekc®. [Ipu COBMECTHOM NMPUMEHEHHH ¢ OO3EHTaHOM B TEUCHUE
9,5 nHel, KOHIIEHTPALMH JIONMHABHPA U PUTOHABHPA CHIDKAIOTCS JI0 KIMHUYECKHA HE3HAYMMOTO
ypoBHs (mpumepHo Ha 14 % u 17 % cootBercTBeHHO). HeoOxoaum KoHTpoIb 3(hPeKTHBHOCTH
npoBogumoit Tepanun BUY. Ilpenmonaraercs, d9ro JApyrue NpoTea3Hble HHTHOUTOPHI
MOBBINICHHONW aKTUBHOCTH B KOMOWHAITUH ¢ PUTOHABUPOM MOTYT OKa3bIBAaTh TaKOMH ke AP PeKT.
pyaue npomeasHvle uneUOUMOPLL NOBLIUEHHOU AKMUBHOCU: B CBS3H C OTCYTCTBHEM JIaHHBIX,
HE MOTYT OBITh JJaHbl crieliuruecKre peKOMEHIAINH M0 TPUMEHEeHUI0 0o3eHTana ¢ qpyrumu JIC
JaHHOW TPyNMbl. B CBsI3W ¢ BBIPRXKEHHBIM TOKCHYECKHUM BIUSHUEM Ha IMEYCHb HEBUpPAINHHA,
KOTOPBII TakKe MOXET YCHIUTh HEOJaronmpusTHOE BO3ACWCTBHE OO03€HTaHA Ha IICYCHB,

COBMCCTHOC ITPUMCHCHUE }IaHHOﬁ KOM6I/IH3HI/II/I HE PCKOMCHAOYCTCH.
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Oco0ble ykazaHus

VY mnamumentoB ¢ Tsokenol JIAIT addexkTHBHOCTh MpHUMEHEHHs IpenapaToB OO3eHTaHAa He
ycraHoBlieHa. Ilpu  yXy[amIeHMH KIMHUYECKOTO COCTOSHHUS —TalMeHTa  1eJIeco00pa3Ho
paccMOTpeTh Ha3HA4YeHHE JPYTHX CPEACTB, PEKOMEHJIOBAaHHBIX TIPU TSDKEIOW CTaluu
3a0oneBanus (HampuMep, SronpocreHona) (cMm. pazgen «Crnocod MpUMEHEHHS W J103b1»). He
YCTaHOBJIEHO COOTHOIIEHUE T0JIb3bl U pUCKa NpUMEHEHUs 0o3eHTaHa y nanueHTos ¢ JIAD | ®K
no knaccuduxaruu BO3. Ilpemapar Bosenekc® MOXHO Ha3HAyaThb TONBKO B CIIydae, €CIH
cucrosmmueckoe AJl He Boimie 85 MM pt. ¢T. He ycTaHOBIEHA CTOCOOHOCTH MperapaToB 003eHTaHa
BJIMSTH HA 3QKUBIICHUE YK€ CYIIECTBYIOIINX JUTUTATbHBIX S3B.

@ynxyus neuenu. Ilospimenue aktuBHocTH ACT, AJIT B cBsi3u ¢ mpueMoM 0OO3€HTaHAa HOCUT
JI0303aBUCUMBIN XapakTep. V3MEHEHUs aKTUBHOCTH «IIC€UYCHOYHBIX» TpPaHCAMHMHA3 OOBIYHO
MPOUCXOAT B TEUCHHE MEPBbIX 26 HEAeNnb Tepanuu, HO MOTYT BO3HHKATh U B Oojiee MO3IHUE
cpoku. Puck Hapymienuss QpyHKIMM TEYEHH MOXKET TaKkKe BO3pacTaTh MPU OJHOBPEMEHHOM
npueme ¢ 003€HTaHOM JICKAPCTBEHHBIX CPENCTB, moaapistomux BSEP, rakux xak pudammums,
TIIMOCHKIIAMHJT ¥ IUKIIOCTIOPHH, XOTsI JTaHHBIE, CBUIECTEIbCTBYIOIINE 00 STOM, OrpaHHYCHBI.
Heo0xoauM KOHTPOJIb AaKTHMBHOCTH «Ime4eHOYHbIX» TpaHcamuHa3 (ACT m AJIT) nepen
HA4aJIOM Tepanun npenapatom bo3enekc®, a 3aTem 1 pa3 B Mecsill B epHO/ JIeYEHHsI.

PexoMenganuu B cavuae noBbiiieHus akTusHoctu AJIT/ACT

Ilpu axmuenocmu ACTIAJIT 6 3-5 pas eviwe BI'H: mpoBecTH TMOBTOPHOE OINpPEACICHUE
aktuBHOocTH ACT/AJIT, npu noarsepxaexun nosbimenus aktuBHoctd ACT u AJIT cremyer
CHM3WUTh CYTOYHYIO JI03y WIM OTMEHHTh Impenapar bo3eHekc®; KOHTPOIb aKTHBHOCTH
«TIEYEHOYHBIX» TpPaHCAMUHA3 MPOBOIUTH Kaxable 2 Hedenu. Eciu akTUBHOCTh «II€YEHOYHBIX»
TpaHCaMHHAa3 BEpHYJach K IOKa3aTessiM, HaOJIOJaBIIMMCS O Hadajga IPOBEICHHUS TEparuu,
OLICHUBAETCS BO3MOXHOCTB ITPOIOJDKEHHS M BO30OHOBJICHUS TpueMa npenapara bozeHnekc® B
pEeKHUME, YKa3aHHOM HHKE.

Ipu axmusnocmu ACTIAJIT ¢ 5-8 pasz eviue BI'H: TpOBeCTH TMOBTOPHOE OIpPEICICHUE
aktuBHOCTH ACT/AJIT, npu noarsepxnexun nosbimenus aktuBHocTH ACT u AJIT cnemyer
OTMEHUTH npenapaT bozeHekc™; KOHTPOJIb aKTHBHOCTH «II€YCHOYHBIX» TPAaHCAMHHA3 TIPOBOIUTH
Kazple 2 Henenu. Ecu akTUBHOCTh «II€YEHOYHBIX» TpPaHCAMUHA3 BEPHYJACh K MOKa3aTelsM,
HaAOJII0IaBLIIMMCS 10 Hayasla MPOBEACHUS Tepaluy, OLIEHUBAETCS BO3MOKHOCTh BO3OOHOBIIECHUS
npuema npenapara bozeHekc® B pexuMe, yKa3aHHOM HUKE.

Ilpu axmusnocmu ACTIAJIT 6 8 u 6oree pas eviwe BI'H: Tepamuio cieayeT NpeKpaTUTh,
BO300HOBIICHHE TTpreMa npernapara bo3enekc® nckimoyaercs.

IIpu accouuMpoBaHHBIX KJIAMHHYECKHUX CHMIITOMAX MOPa’KeHWsl Me4YeHH, T.€. B cllydae

MOSIBJIEHUSI TOIITHOTHI, PBOTHI, MOBBIIICHHOW TeMIIepaTyphbl Teja, 0oJield B JKMBOTE, >KEITYXH,
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JIUX0pajKa) Tepanuo npenaparom bo3zenekc® cieqyer mpeKpaTuTh, BO300OHOBJIEHUE IPHEMA

npenapata Bo3eHekc® He pekoMeHTyeTCs.

Bo3oonoenenue mepanuu

B0300HOBUTE Tepanuio mpenapatoM bozeHekc®™ MOXKHO JIMIIb B TOM CIIy4ae, eCIi 0XKUIaeMbIi

TEpaneBTHUECKUI APPEKT OT Tepanuud NPEeBbIIAeT IOTCHUUAIbHBIH PUCK Pa3BUTHA

HE)KEJIaTEJIbHBIX SIBJICHUN U aKTUBHOCTh «II€YEHOUYHBIX» TPAHCAMHHA3 HE IIPEBBILIACT 3HAUECHUH,

3a)MKCUPOBAaHHBIX /IO Hadayja JiedeHHs mpernapatoM  boseHekc® — Pekomenmyercs

IPOKOHCYJIBTHPOBATHCA € BPAuOM-TaCTPOIHTEPOJIOrOM, CHELHAIM3UPYIOLMMCS B 001acTu

3a00JIeBaHU TICUEHH M HKETUEBBIBOIAIIMX MyTeil. Tepamuio cieayer BO3OOHOBIATH, COOMOIas

PEKOMEH/IalluH, M3JI0KEHHbIE B MHCTPYKIMH 10 MPUMEHEHHIO Tpernapara, B pazzaeine «Crnocod

IPUMEHEHH] U  J03bD». AKTHBHOCTH «IE€YECHOYHBIX» TpPaHCAaMHHa3 Heo0X0AMMO

NMPOKOHTPOJINPOBATH Yepe3 3 AHS Moc/ie BO300OHOBJIeHHs Tepanuu npenaparom bBo3enekc®,

3aTeM OBTOPUTH KOHTPOJIb, CJIe1ysl peKOMeHAallusIM Bpaya, 1ocJjie 4Yero BepHyThCs K cxeme

PeryJisipHOro KOHTPOJIs.

I'emoenobun. Tepanus c npuMeHeHnEM 003eHTaHa aCCOLIUUPYETCS € 10303aBUCUMBIM CHUKEHUEM

reMoriaoonHa. B 1uiane0o-KOHTPOJIMPYEeMbIX HCCIEAO0BAaHHUIX CBSI3aHHOE C INPHUMEHEHHEM

0O3eHTaHa CHMKCHHE TEMOIJIOOMHAa HE SBISETCA  IMPOTPECCHPYIOIUM, TeMOTrJIOOWH
crabmmsupyercst mocie nepBbix 4-12 Henmenb Tepanuu. PekomMeHIyeTcst KOHTPOJb JaHHOTO

HOKa3aTelsl Mepesl HayajaoM Tepanuu npenapatoMm bosenekc®, yepes 1 u 3 mecsina Tepanuu u B

nocienyomem — 1 pa3 B 3 Mmecsana. Eciu HaOmronaeTcs KIMHUYECKM 3HAYMMOE CHUYKEHHE

reMoryioonHa, ciaeayeT IPOBECTH JanbHeliee 00cae10BaHuE C LEIbI0 YCTAHOBICHUS IPUYUH U

HE0OXOIUMOCTH IPOBEJCHHS COOTBETCTBYIOLIEH Tepamnuu.

Tepanusa y otceHuun ¢ COXpaHeHHbIM PenpoOyKmueHviM nomenyuaiom. 11ockoabKy Ha QoHe

npuema Tpenapata boseHekc® 3(QEKTUBHOCTH TOPMOHAJBHBIX KOHTPALENTUBHBIX CPEICTB

MOJKET CHMKAThCsl, a OEpEMEHHOCTh CIIOCOOCTBYET yXyAuleHuto teuenus JIAL, u npuHumas Bo

BHHUMAaHUE JIaHHbIE O TEPATOr€HHOM J€HCTBHUH, BBISIBIEHHOM Yy KHUBOTHBIX:

e npenapar Boszenexc® MoxkeT ObITH Ha3HAYEH JKEHIIMHAM C COXPAHEHHBIM PENpPOTyKTUBHBIM
noteHimaioM TOJIBKO nHa poHe mpumMeHeHns HaJIe)KHBIX METOJIOB KOHTPALICTIIIMK U B CIIydae
OTPHIIATENILHOTO pe3yibTaTa TecTa Ha OepeMEeHHOCTh J10 Havaja JeueHHs;

® METOJ FOPMOHAJIbHOW KOHTpALENIUK HE CIEAYET MPUMEHSTh KaK €IMHCTBEHHBIA B IEPUOJ
nedyeHus npenapatom bozeHekc®;

e TecT Ha OEpeMEHHOCTb PEKOMEHAYeTCs MNpPOBOIUTH 1 pa3 B Mecsl JUIsl YCTaHOBIICHUS

6epeMCHHOCTI/I Ha paHHUX CpPOKax.
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COOTBETCTBYET 3K

5
1

BJIIMSIHAE Ha CIiepMaToreHe3 0O3eHTaHa MpH mpueme B 1o3e 62,5 Mr 2 pa3a B CyTKU B TeueHHe 4
HeeNnb, a 3aTeM — 125 Mr B IeHb B TeueHHe 5 MecsleB. B ncciaenosanme ObIIN BKIIOYEHE! 25
B3pocabix MyxxuuH ¢ JIAT Il u IV ®OK npu ncxomHo HEM3MEHEHHOU CIiepMOTpaMMe; MPOBOIHIIN
aHaJU3 JIaHHbIX, MOJYYEHHBIX Y 23 NallMEeHTOB, JIBOE€ MAllMEHTOB ObLIM MCKJIIOYEHBI B CBS3U C
no0oyHbIMU 3¢ (PeKkTaMu, HEe HMMEIOUMMH OTHOIIEHHS K M3MEHEHHUIO CIiepMaToreHesa. Y
OOJIBIIMHCTBA MalMeHToB (N =22) cmycTss 6 MecAleB JieUeHUsI OOIIee KOJIUYECTBO CIEPMBbI
Ha0JI01aJI0Ch B MpeAeaax HOPMAaJIbHBIX 3HAYEHUH, HE YCTAHOBJIEHO M3MEHEHHH Mop(oJoruu,
HNOJBM)KHOCTU CIIEPMATO30MI0B, W3MEHEHHUH TOpPMOHAJIBHOrO craTyca. TOJIBKO y OIHOrO
NanUeHTa B CIIEPMOrpPaMME OTMEYEHbI IIPU3HAKU OJIMIOCIEPMHUM uepe3 3 Mecsla JIeUeHUs
003eHTaHOM, O0IIee KOJIUYECTBO CIEPMBI OCTABAJIOCh CHM)KEHHBIM IPH ABYX MOCIEIYIOMIMX
aHajM3ax B TEYEHME nocienyoumx 6 Hexenb. Yepes 2 Mecsna rnocie oTMeHbl 0603eHTaHa ol1iee
KOJIMYECTBO CIIEPMBbI Y 3TOT'0O MallMEeHTa BEPHYJIOCh K UCXOIHBIM MOKA3aTEsIM JI0 UCCIIEOBAHUS.
3HaYMMOCTh OINMCAHHOTO HAONIONEHUSI HE OIpeesieHa, OCOOCHHO YUYUTHIBAs BBICOKYIO
MEKUHAUBHUIyaTbHYI0 BapuaOeIbHOCTh OOIIET0 KOJMYECTBA CHEPMBI y MAIMEHTOB. TeM He
MEHee, MOJy4YEeHHbIE JJaHHbIC HE MO3BOJIAIOT UCKIIOYUTh BO3MOXHOCTb BJIMSHUS aHTarOHUCTOB
SHJIOTEJIMHOBBIX PELENTOPOB, K KOTOPBIM OTHOCHTCS npenapar bozenekc®, Ha cnepmaTorenes y
MYX4YHWH, a OTCYTCTBHE CHCTEMAaTW4deckoro »s(Qexra npu UIMTEITbHOM NPUMEHEHHU HE
IIPOTUBOPEUYUT Pe3yJIbTaTaM TOKCUKOJIOTUYECKUX UCCIIEJOBAaHUN OO3€HTaHa.

Benookkniozuonnas 6onesnv neekux. CreayeT yduUThIBaTh BO3MOXKHOCTb COIYTCTBYIOLIETO
BEHOOKKIIIFO3MOHHOTO 3a00IeBaHus, eciii Ha oHe mpuema rnpemnapata bozeHekc® y OONBHBIX C
JIAT nosiBisItOTCS] MPU3HAKK OTEKA JIETKUX.

THayuenmut ¢ JIAI' u conymcmayroweti 1e8024ceny0ouko8oi edocmamounocmyio. CrielualbHBIX
uccnenoBanuii y nanueHtoB ¢ JIAI' u conmyrcTByromei aucyHKIue J1eBOro >keiyaouka He
npoBowid. Tem He MeHee, 1611 nanuenTos (13 HUX 804 — noxydanu 603eHTaH, a 807 — ruianedo)
C TSKEJIOM XpoHUUYeCcKOo cepieuHoil HenocTatouHocThio (XCH) Habnronamu B cpeiHeM B TEUEHUE
1,5 ner B maneb0-KOHTPOJIMPYEMOM HCCIEAOBAaHUU. B 3TOM ucCIenOBaHUM OTMEUYEHO
YBEJIMUEHHUE KOJIMYECTBA rocnuranu3anuu B cBsa3u ¢ XCH B TedyeHune nepBbix 4-8 HElEb JIEUEHUS
003eHTaHOM, MPUYUHON KOTOPHIX MOTJIO OBITH YBETHYEHHUE 3a/E€P’KKU KHUJIKOCTH B OpraHHU3Me.
bricTpoe yBennueHune Macchl Tena, CHI)KEHHE TeMOIJIOOMHAa W YCHUJICHHE OTEKOB HIKHHUX
KOHEYHOCTEH MOTyT OBITh CHUMIITOMaMH 3aJ€p>KKHU JKUIKOCTH B opranusme. Ilo 3aBepuienun
UCCIIEIOBaHHUs HE OBLJIO OTMEYEHO Pa3JInYMii B YMCIIEe TOCIMUTAIM3ALUNA B CBSI3U C CepAeUHOU
HE/I0CTaTOYHOCThIO M TIOKa3aTele CMEPTHOCTH Yy MAalMeHTOB, MPUHUMABIIMX OO3€HTaH WU
miane6o. CrnenoBaTenbHO, 00CIe0BaHUE MAITUEHTOB JIOJDKHO OBITH HANIPABJICHO HA BBHISBICHUE

3aJIepP’KKH KUAKOCTHU (HallpuMep, YBEIMUYEHNE MacChl Tella), 0COOEHHO B Cllydae COMyTCTBYIOLIEH
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NAIMEHTy CJIEAYeT Ha3HAYUTh AMYPETHKU WU YBEJIWYUTh UX J03y. PelieHune o mpuMeHeHHH
JUYPETUKOB B CBSA3M C 3a/I€P>KKOM y MallMeHTa )KUJKOCTH CJIelyeT IPUHUMATh J10 Hayaja JeueHus
npenapatom bosenekc®.

3aoepocka orcuoxocmu u yxyowenue mevenus JIAI'. Tlepudepudeckue OTEKW — OIUH U3
KIMHUYECKHX cuMITOMOB JIAT, B TO ke BpeMsi Ipy IPUMEHEHUU aHTarOHUCTOB YHIOTEITMHOBBIX
penentopoB yxymamenue JIAIT nHabmomaercs dacto. B 20 mmane6o-KOHTPOIHPYEMBIX
MCCJIEIOBAHMSIX, IPOBOIUMBIX 110 MOKa3aHusIM JIAT u AUruTanbHbIX 3B, epudepudecKkue OTeKu
U 3a/lepKKa KUJIKOCTH B OpraHusMe Obuid oTMeueHbl y 13,2 % manueHToB, MOTyYarolIuX
6ozentan, u y 10,9 % — mumane6o. Kpome TOro, B mocTMapKeTHHTOBBIA MEPHOJ] MOTyYESHBI
MHOTOYHCJICHHBIE COOOIICHUSI O 3aJepKKE KUJIKOCTH B OpPraHM3ME y MAIMEHTOB B TEUYECHUE
NEPBBIX HENENb NMPUMEHEHUs Oo3eHTaHa. B cBs3uM C 3THM, NAlMEHTaM Ha3HAYAOT IMPUEM
JTUYPETUKOB, IPOBOAST KOHTPOJb MOTPEOICHUS KUAKOCTH U IUYpe3a, PU YXYALICHUH TeUEeHUs
CepJIeYHON HENO0CTAaTOYHOCTH HEoOXOoAuMa rocnuTaiu3zauus. Ecium oTMmeuaeTcss KIMHUYECKU
BbIpaXCHHAs 3aJiep’KKa >KUJIKOCTH B OpPraHM3Me, HE3aBUCHUMO OT TOTO, COIPOBOXIAETCS OHA
YBEJIMYEHUEM MACChI Tella WU HET, CIeAyeT MPOBECTH 00CIe0BaHue ISl yTOUHEHUS PUYUHBI
3aJIep)KKU KHJIKOCTH B oOpraHusMe (IpuMeHeHue mpenapata bo3eHekc® wim cepaevHas
HEJ0CTAaTOYHOCTh), @ TaKXKE€ OLEHUTh HEOOXOAMMOCTh MPOAOJKEHHUS JIEYEHHUS MpernapaTrom
bo3enekc® uim ero OTMEHBI.

JIAT, accoyuuposannvie ¢ BUH-unghexyueri. Jlanapie 0 mpuMeHeHUN 003€HTaHa y MAIMEHTOB C
BUY-undexnueid, moiyyaromux aHTUPETPOBUPYCHYIO TEpaIMIO, OrpaHU4YeHbl. Pe3ynbTaTbl
M3YYEHHUs B3aMMOJCHCTBUS TP COBMECTHOM IPUMEHEHUHU 003eHTaHa U KOMOWHALIMY JIOMUHABUP
+ PpUTOHABUP y 3A0POBBIX JOOpOBOJIBIEB MOKA3aJd, YTO KOHIIEHTpanusi Oo3eHTaHa
YBEJIMYHUBACTCS, JOCTUrasi MAKCUMaJIbHbBIX 3HAUE€HUI B TeueHue 4 nHel.

HeoOxoauM KOHTPOJIb TEPEHOCHMOCTH Tepanmuy mpenaparoM boszeHekc® y mMaueHToB,
MOJYYalOIUX PHUTOHABUP B KOMOWHAIIMM C TPOTEa3HbIMH HMHTHOUTOPAMHU TIOBBIIICHHON
aKTUBHOCTH, OCOOEHHO B Hadyaljie JICUEHHUs, MOCKOJbKY BO3MOXXHO cHUkeHue AJl, a Takxke
U3MEHEHHE aKTUBHOCTU TpaHCaMMHA3 MedeHu. I[lpu InuTenbHOM COBMECTHOM NPUMEHEHUH
npenapara bo3zeHekc® W aHTHPETPOBUPYCHBIX MpPENapaToB BO3MOXHO YBEIHUCHHE pHUCKA
HEraTUBHOI'O BIMSHUS Ha QYHKIUIO IICYEHHU U MOKa3aTelld KIMHUYECKOro aHalin3a KpoBu. Beuay
BO3MO>KHOT'O B3aUMOJIEHCTBUS, CBA3aHHOIO C MHAYKIMEH 603€HTaHOM H30()epMEHTOB IIUTOXpOMaA
P450 (CYP), akTHBHOCTh aHTHPETPOBUPYCHOM Teparnuu MOXKET CHHIKATHCS, Y TaKHX OOJBHBIX
HE00XO0/IMMO TIIATEILHO KOHTPOJIUPOBATh 3PPEKTUBHOCTH Tepanuu BIY.

JIAI 6 pezynomame XOBJI. DdhekTUBHOCTh U 0€30NMaCHOCTh IPUMEHEHHST 003EHTaHA U3YJalli B

MMOMCKOBOM 12-HenenpHOM HCcieoBaHuU ¢ ydactueM 11 mamuentoB ¢ BropuuHou JIAIDT B
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pesynbrare Tsoxenoi XOBJI (ctaaus 3 mo Mex mapond&%ﬁ%%ﬁ{%dhb -EFU'I66 datmas

unumatuBa o XOBbJI). Pe3ynbpTaTsl ccneoBaHus CBUACTENBCTBYIOT 00 YBEIMYEHUH CKOPOCTH
MUHYTHON BEHTHUJISIIIUU JIETKUX W CHIDKEHUHU CATypallid KUCIOPOJa; W3 MOOOYHBIX 3PQeKTOB
Haubosee 4YacTo OTMEUEHA OBIIIKA, BBIPAXKEHHOCTh KOTOPOW YMEHbLIAlach IMpPU OTMEHE
003eHTaHa.

Oonoepemennoe npumenenue ¢ Opy2umu 1eKapCmeeHHbIMU npenapamamu

Imubenkiamud: HE PEKOMEHIYETCsl OJHOBPEMEHHOE IpUMEHEHue Tpenapara boseHekc® wu
MIUOEHKIaMH/Ia B CBS3H C PUCKOM MOBBINICHHS] aKTUBHOCTU «II€YEHOYHBIX» TpaHcaMmuHasz. Jlis
JICYCHHUST caxapHOro auvabera y TMAalMeHTOB, MPUMEHSIOMIMX mpernapar bosenekc®, ciemyer
MPUMEHSTH APYTUe TUIIOTIIMKEMUYECKIE CPEJICTBA JIJIS PUeMa BHYTPb WM HHBCKIIUU HHCYIIHHA.
@nykonason: ONHOBPEMEHHOE IpuMeHeHue (iykoHazona u mpenapara boseHekc® He
pexomennyercs. KoMOuHUpOBaHHOE JI€UEHHE HE HW3Y4aloch, HO TPU OAHOBPEMEHHOM
MPUMEHEHUH BO3MOKHO 3HAUUTEILHOE MOBBIIICHHE KOHLIEHTPAllUK O03€HTaHa B MJIa3Me KPOBHU.
Pugamnuyun: onHOBpEeMEHHOE IpHMEHeHHe npenapata boseHekc® u pudaMmmnuiuHa He
PEKOMEHYeTCS.

[TpumeneHus coderanus npenapara bosenexc® m uHrunouTopoB mu3odpepmentor CYP3A4 u

CYP2C9 HeoOxoauMo u3derars.

Biusinue Ha CIOCOOHOCTDH YNIPABJISITh TPAHCIIOPTHBIMHU CPeICTBAMM, MEXaHU3MAMH

Bnusinue mnpemapara boseHekc® Ha CIIOCOOHOCTh YHPAaBIISTh aBTOMOOWIIEM W 3aHUMAThCS
IPYTMMH TIOTEHIIMAIIBHO OMACHBIMH BHUJAMH JI€ATEIbHOCTH, TPEOYIOMIMMHU MOBBIIIEHHON
KOHIIEHTPAIlUM BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX PEAKIIHMM, HE U3Y4aloCh, HO, YUUTHIBAS,
410 npenapat bozeHekc® MOXKET BBI3bIBATh OJIOBOKPYKEHHUE, CISTYET COOII0AATh OCTOPOKHOCTh

IIPpU BBIITOJIHCHUHU TAaKUX BUIAOB ACATCIBHOCTH.

dopMa BbIIIYCKa

TabyeTku, MOKPHITHIEC TNIEHOYHOU 0007109KOM, 62,5 MT 1 125 M.

[To 10 mnu 14 TabneTok B KOHTYPHOM sUEHKOBOM yHakoBKE M3 IUIEHKH MHOTIOCIOHHOM
(MTOJIMBUHWIXJIOPU/I/TIONIUATUIICH/TIOIMBUHUIIMICHXJIOpHL)  Oemoro  1Beta M (OJbrU
AITFOMUHHUEBOM.

IIo 4 KOHTypHBIE SYEHKOBBIE YIIAKOBKM BMECTE C MHCTPYKLIHMEW 0 NPUMEHEHUIO B IMaYKe W3

KapTOHaA.

YcaoBust XxpaHeHust

XpaHUTh B CyXOM 3alIMIIEHHOM OT CBETa MECTE TIPH Temreparype He Boie 25 °C.
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XpaHUTh B HEAOCTYITHOM JUIS IETEH MecTe. (NOCNEOCBATENEHOCTEL 0002)

Cpok rognocTu

2 rojaa. He IIPUMCEHATH 11O UCTCUCHUN CPOKA 'OAHOCTH, YKa3aHHOT'O Ha YITAKOBKCE.

YcaoBus ornycka

OTIyCKalT MO peuenTy.

IIpousBoauTen
AO «Padapmay, Poccus
Jlumeukass o6n., TepOyHCKMI MyHHIMDAIBHBIA pailoH, celbckoe moceneHue TepOyHcKui

CENbCOBET, ¢. TepOyHsl, yi. JlopoxkHas, 1. 6A

Bianesneln; perucTpanMoHHOro yaocroBepenusi/ OpraHuszanus, NPUHUMAIOLIAsl TNpPeTeH3UH
norpeodureJiei

AO «Padapmay, Poccus

399540, JIuneukas o61., TepOyHckuit paiioH, c. TepOynsl, yin. JlopoxHas, 1. 6A

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