COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 15.02.2023 Ne 2939

N A N

OBIASI XAPAKTEPUCTHKA JIEKAPCTBEHAGFO TIPEAAPATA "002)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITIAPATA
Bosenekc, 62,5 mr, TabneTKH, MOKPBITHIC MJICHOYHONW 000JI0UKOMA
bozenexkc, 125 mr, TabneTKH, TOKPBITHIE TUICHOYHOW 000JI0YKOM

2. KAUECTBEHHBIN U KOJTUYECTBEHHbBIN COCTAB
[eticTByroliee BelecTBo: 003eHTaH

Bosenekc, 62.5 Mr, TabJeTKH, HOKPHITHIE IJIEHOYHOM 000J10YKON

Kaxnas tabnetka comepkut 64,541 mr Oo3eHTaHa MOHOTHApaTa B TmepecueTe Ha O03eHTaH
62,5 mr.

Bosenekc, 125 Mr, TablIeTKU, MOKPHITHIE ILICHOYHON 000J10YKON

Kaxnas Tabmerka comepxut 129,082 Mr Go3eHTaHa MOHOTMApaTa B TepecueTre Ha 0o3eHTaH
125 wmr.

[TonHbIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPHITHIE MIICHOYHOIH 000I0YKOM.

Kpyrible 1BOSKOBBINMYKJIbIE TaOJIETKH, NOKPHIThIE IJIEHOUYHOM 0005104K0i po3oBoro nsera. Ha
HOTIEPEYHOM pazpese sIpo 0e0ro Ui MOYTH OesIoro 1BeTa, JOMYCKAeTCsl KEeJITOBAThIA OTTEHOK.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

bozenekc mokaszaH kK MPUMEHEHHIO Y B3POCIBIX U JIETEH B BO3pacTe OT 3 JeT:

Jledyenue serouHoii aprepuanbHoi runepteHsuu (JIAD) ¢ nenbro yaydiieHus: TOJIEpaHTHOCTH K

buznyecKuM Harpy3kaM M KIMHUYECKUX CHUMITOMOB y mnanueHTtoB lI-1V ¢yHkunonansHoro

kiacca (OK) no knaccudukaruun BO3, Bkirouast:

® TICPBUYHYIO (MIUOMATHYCCKYIO M HACJICICTBEHHYIO) JIETOYHYIO apTepUaTbHYI0 THIICPTEH3HIO;

® BTOPUYHYIO JICTOYHYIO apTEPHAITHLHYIO TUTIEPTCH3HIO HA (DOHE CKIICPOJICPMUN TIPH OTCYTCTBHUH
3HAYMMOTO HHTEPCTUIIMATFHOTO MOPAKEHUS JIETKUX;

e JIETOYHYIO apTepuaibHYI0 THIEPTEH3UIO0, ACCOLUMUPOBAHHYIO C BPOXKICHHBIMU MOPOKAMH
ceplilla ¥ B YAaCTHOCTH, C HAPYIICHUSMHU TOKa3aTeled reMOJWHAMUKH IO THITY CHHApPOMA
Oli3eHMeHrepa.

bo3enekc mokazaH K MpUMEHEHHUIO Y B3POCIBIX B BO3pacTe oT 18 Jer:

CHIDKEHUE YUClia HOBBIX TUTUTATIBHBIX 3B MPU CUCTEMHOM CKIIEPOJEPMHUU U MPOTPECCUPYIOIIEM

SI3BEHHOM TMOPAKECHUH KOHCYHOCTEH.

4.2. Pe:kum 103UPOBaHNS U CIOCO0 MPUMeEHEHHUs

PexxuM 103upoBaHus

Jleuenue JIAI' ¢ yenvio yayuwenus moaepanmiocmu K QU3UYECKUM HASPY3KAM U KAUHUYECKUX
cumnmomos y nayuenmos -1V @K no knaccugpuxayuu BO3

IIpumenenue y 83pocivlx

Hauanbnas no3a npenapara bosenekc cocrasisier 62,5 Mr 2 pasza B CyTKH B TeueHHE 4 Henlelnb,
3aTeM J103a YBEIMIUBACTCS 10 ToAep kuBatomiei 125 mr 2 pasa B CyTKH.

Tepanua 6 cnyuae knunuueckoeo yxyouwtenus JIAI. Cnenyer paccMOTpPeTb BO3MOKHOCTh
NPUMEHEHHS aJTbTEPHATUBHBIX METOOB JICUSHHS B CITydae KIMHHYECKOTO YXYAIICHHS (HapuMep,
pYU yMEHBIIEHUH JUCTAHIMK MO pe3ylbTaTaM TecTa ¢ 6-MMHYTHOH X0/b00i1 He MeHee ueM Ha
10 % mO CpaBHEHHWIO C WCXOJHBIMH ITOKa3aTeJsIMH), HECMOTpS Ha TNPHMEHEHHE Iperapara
Bo3enekc B TeueHne HE MeHee 8 Hellenb (M3 HUX B PEKOMEHYEMOH 103€ — HE MEHEe 4 HENEenb).
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ONHAKO y Y4aCTH MALMEHTOB mpH Hed(dexkThBHOCTH '?fﬁénﬁﬁa%g Boseueke Hbcre 8 Hehens

NPUMEHEHHUS, TOJOXKUTENBHBIH JPQPEeKT MOKeT HaOMIOJaThCs TOCHe JTOTOTHUTEIbHBIX
4 — 8 nepenp nevyenus. [Ipy HaCTyMIIEHUU KIMHAYECKOTO YXYALICHUS CITYCTSI HECKOJIBKO MECSIIEB
JeyeHust mpenapatoM bo3eHekc, 11enecoo0pa3sHOCTh €ro JaIbHEHIIero MPUMEHEHUsS CIenyeT
OIICHUTH 3aHOBO. YBeIWYCHHUE J03bI npenapaTta bozenekc g0 250 Mr 2 pasza/aeHb y HEKOTOPBIX
MAIUEHTOB, TPU HEIOCTaTOYHOH 3(dexTuBHOCTH ero mo3bl 125 mMr 2 pasa/neHp, MOXKET
CIocoOCTBOBAaTh HEKOTOPOMY IOBBIIIEHUIO TOJEPAHTHOCTU K (u3uueckoil Harpyske. Ciuemyet
TIIATEIBHO B3BECUTh COOTHOIICHUE IMOJIB3a/PUCK JJISl IPUHSTUS pEIIeHUs] 00 YBEJIWYCHUHU J103BI
npernapara, NpUHUMasi BO BHUMaHHE 3aBUCHUMOCTh I€aTOTOKCHYECKOrO JIEHCTBUS Ipernapara
bosenekc ot ero n03sl.
Ilpexpawenue mepanuu. Vimeetrcst orpaHUYeHHBIH ONBIT HAOMIOACHUN 3a MAIUEHTAMM IOCIE
BHE3AIHOT'O IIpEKpallleHus Tepanuu rnpenapatoM bosenekc. CBeieHNI 0 KIMHUYECKH 3HAUUMOM
yxyamenuu teuenus JIAIT B pe3ynbTaTe pe3koi OTMEHBI MperapaTta HeT. TeM He MeHee, 4TOObI
CHU3HUTh PUCK KIMHUYECKOTO YXYAIICHHUS COCTOSHUS MAIMEHTOB M MPEJIOTBPATUTH CUHAPOM
OTMEHBI, J03Y Ipernapara PeKOMEHyeTCsl CHI)KATh MOCTENEHHO (yMEHbIlas €€ HaroJOBHHY B
TeyeHue 3—7 1Hel), OAHOBPEMEHHO HauMHasl IPOBEJCHUE aJIbTEPHATUBHOMN TeparyH.
CHudicenue yucia Ho8blX OULUMATILHBIX 5138 NPU CUCIEMHOU CKIepo0epMUL U Npopeccupyioujem
A36E6HHOM NOPAINCEHUU KOHEYHOCMell
Haznauenue neueHus u HaOJIIOJCHHE 32 HUM JOJDKEH OCYIIECTBISATH TOJIBKO Bpay, UMEIOLIUI
OTIBIT JICYEHUSI CUCTEMHON CKIIEpOAEpMHUU. Y B3POCIbIX MAlMEHTOB HavyallbHas J03a Mpernapara
bozenekc cocrapnsier 62,5 Mr 2 pasza/aeHp B TeueHHe 4 HEAENb, 3aTEM /1032 YBEIUYUBACTCS J10
nojyepkuBatonied — 125 mr 2 pasza/maeHb. DTUM pEeKOMEHAANHMSAM HY)XHO CII€JJOBaTh W TIPU
BO300HOBJICHHH TpHeMa mpenapaTta bo3eHekc mocne nepepsiBa B JiedeHUH. KITMHUYECKH OMBIT
IPUMEHEHHUs IpernapaToB OO3€HTaHa MO JaHHOMY IIOKa3aHHUIO HE IMPEBBIIAET O MECSIEB.
HeoOxomumo peryispHo oneHuBaTh 3(PGEKTUBHOCTh TEpalud U HEOOXOAUMOCTh €€
npogopkeHus. CrieyeT NpoBOAUTh HAJUIEKAIIUKA aHaIU3 COOTHOLUEHHS MOJb3bl OT TEPaluu U
MOTEHIIMAIBHOTO PUCKA MOOOYHBIX PEAKIIHiA C yYETOM I'elaTOTOKCHYHOCTH 003€HTaHa.
Oco0ble TpyNIbI NAIUEHTOB
Tayuenmoi nodcunozo eospacma
V nmanueHnToB crapiie 65 et He TpeOyeTcs: KOppeKIus 03kl Ipemnapara.
Tayuenmsi ¢ noueunoli HeAOCMAMOYHOCMbIO
VY nanueHToB ¢ HapylIeHUsMHU (PYHKLHU MOYEK, HE TpeOyeTcsl KOPPEeKIUs A03bl IpenapaTa. Y
MAIMEHTOB, HAXOSAIINXCS Ha TeMOIUaNIN3e, He TpeOyeTcss KOpPEKIUHU 036l Mpernapara.
Ilayuenmul ¢ neuenounol HeOOCMAMOYHOCMbIO
VY manueHToB ¢ JETKMMH HapylleHUusIMU (pyHKIMU neyeHu (kinace A no kinaccuduxanum Yaum-
I[Tet0) HE TpebyeTcst KoppeKLMHU 10361 IpenapaTa. [[pumenenus npenapara bozenekc y manneHToB
C MEYEHOYHOM HEeJIOCTATOUYHOCTh YMEPEHHOW U TSKENOW CTEeNEHU TSKECTU clledyeT u30erarb
(xmacc B u C no knaccudukanuu Yaitna-I1s10).
Tayuenmui ¢ Hu3KoU maccou mena
JlanHble O MPUMEHEHUHU TIpernapara y MalMeHToB ¢ Maccod Tena 1o 40 xr orpanuwyeHsl. st
no0opa 1036l TAKUM OOJBHBIM, TOXKAIYICTa, HCTIONB3YiTe HHPOPMAIIIIO, YKa3aHHYIO B TAOIUIE
noabopa o3 y nereii ¢ JIAT .

eTH
Jlecounas apmepuanvras 2unepmen3us
V nereii ¢ JIAT crapiue 3 net, a Takke marpieHTaM ¢ HU3Koi Maccoit Tena (meHee 40 Kr) mpemnapar
bo3eHekc mpumeHsieTcst B 103aX, HCXOsl U3 pacyeTa Macchl Tesa peOeHKa/malueHTa.

Macca resa HavajabHas no3a Monnep:xkuBaromas 103a
(4 nemenn)
ot 10 mo 20 kr 1 pa3 B nenb 31,25 mr 2 pa3a B aenb 31,25 mr
(1/2 Tabnetku mo 62,5 mr) (1/2 Tabnetku 1o 62,5 Mmr)
ot 20 1o 40 kr 2 pa3a B n1eHb 31,25 mr 2 pa3a B JIeHb 62,5 Mr
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(1/2 Tabnerku 1o 62,5|mr) (OCHEOOBATENEROCTE 00T

ooitee 40 xr 2 pa3a B JiIeHb 62,5 Mr 2 pa3a B JieHb 125 Mr
CHudicenue Yucaa HosblX OUSUMANbHBIX 5138 NPU CUCEMHOL CKIEPOOePMUU U NPOSPECCUPYIOUjeM
A36EHHOM NOPANCEHUU KOHEUHOCHell
Jannbie 00 3¢ dexkTuBHOCTH M 6€30MaCHOCTH MPUMEHEHUS MpenapaToB 003eHTaHa 10 JaHHOMY
NOKa3aHHIO y NalMeHTOB Miajme 18 1eT OTCyTCTBYIOT.

Crioco6 nmpuMeHeHus
TabneTku, MOKPHITHIE TICHOYHOH 00O0JIOYKOM, clelyeT MPUHUMATh BHYTPh YTPOM U BEUYEPOM,
HE3aBHCHMO OT BPEMEHH ITpHEMa IUIIH, HE Pa3KEeBbIBas U 3allUBast BOAOU.

4.3. [IpoTuBONOKA3aAHUS

e [ UnepuyBCTBUTEIBHOCTh K 003€HTaHy W/WJIM K JIIOOOMY M3 BCIIOMOTaTENbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zene 6.1.

e HapymeHHe QYHKIIUU NIEYCHU YMEPEHHOH U TsHKeNou crenenu TsokecTH (kmace B u C mo
knaccudukanuu Yaina-I1s10);

® LCXOJIHOE MOBBILICHHE aKTUBHOCTH «TIEYCHOYHBIX» TpaHCaMHUHA3:
acnapratamuHoTpancdepasa (ACT) w/wm anannaamuHoTpancdepasa (AJIT) Gonee yem
B 3 pasa oT BepxHe# rpanuiibl Hopmbl (BI'H);

® OJHOBpPEMEHHOE MPUMEHEHHUE C [IUKIOCIIOPUHOM A

e TspKeNas apTepualibHas TUIIOTEH3Us (CUCTOIMYECKOe apTepuasibHoe AaBiieHue (AJl) menee
85 MM prt. cT. y B3pocibix uian cucronndeckoe AJl < 80 % HuxKHEH rpaHuIbl HOPMBI,
COOTBETCTBYIOIICH BO3pACTy U MOy peOCHKA);

e OEpEeMEHHOCTD;

® TMPUMEHEHHE Yy JKCHIIUH C COXPAaHEHHBIM PEMPOAYKTHBHBIM IOTEHIIHAIOM, HE
MOJIB3YIOLIUXCS HAJIS)KHBIMU METOAaMU KOHTPALICTILINH;

® [EpUOJ TPYJHOTO BCKApMIIUBAHUS;

e MnpuMeHeHHe y aereit 10 18 neT 1is yMeHbIIeH!s YK cia HOBBIX IUTHTAIBHBIX SI3B (B CBS3H
C OTCYTCTBHEM KIIMHUYCCKUX JaHHBIX ),

e JIETCKHUU BO3pacT A0 3-X JeT (TBep/as JeKapcTBeHHas (popma);

® HE pEKOMEHIYeTCs OJHOBPEMEHHOE TPHUMEHEHHE IIpernapara C TIIHOCHKIAMHUIOM,

baykoHazosioM, prudaMIUIIMHOM, MOITHEIME UHTHOUTOpamu uzodepmentoB CYP3A4 u
CYP2C9 (cm. paznenst 4.4 u 4.5).

4.4. OcoOble yKka3aHusl M MepbI NPEeJ0CTOPOKHOCTH NIPH NPUMEHEHUH

C OCTOpPOKHOCTBIO:

ApTepuanbHas TUMOTEH3Hs; XpOHWYecKash OOCTpykTuBHas Oone3nb jerkux (XOBJI); nerkue
HapymieHus (QyHkiuu nedenn (kimacce A mo knaccudukanuu Yaing-Ile0); npu JIAT | ©K
(HeTOCTaTOUYHO KIMHUYECKHX JaHHBIX MO J(PQPEKTUBHOCTH M OE30MaCHOCTH MPUMEHEHUSs);
COITYTCTBYIOIIAS JIEBOXKEITYI0UYKOBAsI HEJOCTATOYHOCTD.

VYV mnammentoB ¢ Tskenod JIAIT addexkTuBHOCT, TpuUMEHEHUs mMpenapaTtoB Oo3eHTaHa HE
ycraHoBlieHa. [lpW  yXy[amIeHWH KIMHUYECKOTO COCTOSHHUS TAallMeHTa  IeJIeco00pa3Ho
paccMOTpeTh Ha3HA4YeHHWE JPYTUX CPEACTB, PEKOMEHIOBAHHBIX TMPHU THKEIOW CTaIuu
3a0oJieBaHus (HAIpUMeEp, 3MOonpocTeHona) (cM. pasmen 4.2). He ycTaHOBIEHO COOTHOIICHWE
MOJIB3Bl U pHcKa MpuMeHeHus: 6o3eHTaHa y nanueHToB ¢ JIAI | @K mo knaccupukanuu BO3.
[Ipenapar bo3eHekc MOKHO Ha3HA4aTh TOJIBKO B Ciiydae, €clii cucronudeckoe AJl He Bbliie
85 MM pt. cr. He ycraHoBIIeHA CITOCOOHOCTH TIperapaToB 003eHTaHA BIIMATH HA 3AKUBJICHHE YKE
CYIIECTBYIOIIUX JUTUTAIBHBIX 5I3B.

DvyHKIMS neYyeHn
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IToeimenue aktuBHOCTH ACT, AJIT B cBa3ml npmekﬂ);vr :61)@;{;;51{“&]_%@ ﬂos%daﬁﬂ'éﬂhbm

B

xapaktep. MI3MeHeHU aKTHBHOCTH «IIE€YCHOYHBIX)» TPAaHCAMUHA3 OOBIYHO MPOUCXOMAST B TEUCHUE
NEepBBIX 26 HEAeNb Tepanu, HO MOTYT BO3HUKATh U B 0oJiee Mo3aHuE Cpoku. Puck HapylieHus
(GYHKIIMM TICUEHH MOXKET TaKXKe BO3pacTaTh IMPU OJHOBPEMEHHOM TIpUeMe C OO03CHTaHOM
JIEKapCTBEHHBIX CpeAcTB, nomapisronux BSEP, Takux kak pudammnuuH, rimOeHKIaMHI H
[IUKIIOCTIOPHH, XOTS IaHHBIC, CBUICTEILCTBYIOIINE 00 TOM, OTPAaHUYECHBI.

Heo0xoaum KOHTPOJIb aKTUBHOCTH «I1eueHOYHBIX» TpaHcamuHas (ACT u AJIT) nepen Hauanom
Tepanuu npenaparoM bozeHekc, a 3arem 1 pa3 B Mecsll B Iepro/ JICUEHUSI.

Pexomenoayuu no xoumponio u neuenuro 6 ciyuae nosviuerusi akmuenocmu AJIT/ACT
Axmuenocmo AJIT/ACT >3 u <5 pa3 eviuwe BI'H

[TpoBectn moBTOpHOE ompenenenue akTuBHOCTH ACT/AJIT, mpu MOATBEPKICHUN TTOBBIIIICHUS
aktuBHOCTH ACT u AJIT cieayer CHU3UTH CYTOUYHYIO /103y WJIM OTMEHUTH npernapaT bo3eHekc;
KOHTPOJIb AKTUBHOCTHU «IE€YEHOYHBIX» TpPaHCAMHMHA3 MPOBOAMTH Kaxiaple 2 Henenu. Ecmu
AKTUBHOCTbH «II€YCHOYHBIX» TPAHCAMHHA3 BEPHYJIACh K MTOKa3aTelsM, HaOII0JaBIIMMCS 10 Havasa
MIPOBEJICHUS TEpalHH, OLIEHUBAETCS BO3MOXHOCTh MPOJOJDKEHUS WM BO30OHOBIICHHUS MpUeMa
npenapara bo3eHekc B pexume, yKa3aHHOM HUKE.

Axmusnocmo AJIT/ACT > 5 u <8 pa3z eviue BI'H

[TpoBectu moBTOopHOE ompenencaune akTuBHOCTH ACT/AJIT, ipu MOATBEP ACHUH TTOBBIIICHUS
aktuBHOocTH ACT m AJIT crnemyer oTtmMeHUTh mpenapar bo3eHEKC; KOHTpPOJIb aKTHUBHOCTH
«IEYCHOYHBIX» TpaHCAMUHA3 MPOBOJUTH Kaxible 2 Henenu. Eciam akTUBHOCTh «II€YCHOUYHBIX)
TpaHCaMHHA3 BEpHYJach K MOKa3aTellsM, HaOMIOJAaBIIMMCS 0 Hadalla MPOBEICHUs Tepamuw,
OIICHUBAETCA BO3MOKHOCTh BO30OHOBIICHHUS MpUeMa npernapata bo3eHeke B pexxume, ykazaHHOM
HUXKE.

Axmuenocmo AJIT/ACT > 8 pas sviue BIH

Tepamnuto cienyer MpeKpaTuThb, BO30OHOBJICHHE MIpHeMa MpenapaTa bo3eHekce ucKiroyaercs.
[Ipu accounnpoBaHHBIX KIMHUYECKUX CUMIITOMAX MOPAKEHHUS IT€YEHH, T. €. B CIydae MOSBICHUS
TOIIHOTHI, PBOTHI, MOBBIIICHHOW TeMIIEpaTyphl Tesa, 00Jeil B KUBOTE, KEITYXH, MOBBIIICHHON
YTOMJIIEMOCTHU M allaTuu, MPU TPUIIIIONOI00HBIX CUMITOMAX (apTpaJITusi, MHAJITHS, JINXOPAIKA)
Tepanuio mpenapatoM bo3eHekc cieqyeT NpeKpaThTh, BO30OHOBIEHUE MpHeMa Ipenapara
boseHekc He pekoMeHayeTCsl.

Bo3zobnosnenue mepanuu

Bo3o0OHoBuTh Tepanuio mpenapaToM bo3eHekc MOXKHO JIMIIL B TOM CIIy4ae, €ClIu OXKHIaeMbIi
TepaneBTHUeCKUid d(PQPeKT OT Tepamuu TMPeBbIIIAeT MOTEHIMAIBHBIM PHUCK pa3BUTHUS
HEXEJIaTeNIbHBIX SIBIICHUN U aKTUBHOCTh «MI€YCHOUYHBIX)» TpaHCAMHHA3 HE MPEBBINIACT 3HAYCHUH,
3aMKCHPOBAHHBIX JIO Hayala JiedeHUs  mpemnapatrom  boseHekc. Pexkomenayercs
MPOKOHCYJIBTUPOBATHCS C BPAvYOM-TACTPOIHTEPOJIOTOM, CIEIHUATU3UPYIOMIMMCS B 00J1acTH
3a00JIeBaHU TIEYEHH U KEMYEeBBIBOAAIIMX MyTed. Tepanuto cieayeT BO30OHOBIATH, COOM01as
PEKOMEH/IAlMH, W3JI0KEHHBIC B HMHCTPYKIIMH I0 TPUMEHEHHWIO Ipemaparta, B pazuene 4.2.
AKTHBHOCTB «II€UEHOYHBIX)» TPaHCAMUHA3 HEOOXOUMO MPOKOHTPOIMPOBATH uepe3 3 JHS Mocie
BO30OOHOBJICHUSI Tepamuu mpenapatoM bo3eHekc, 3aTeM TMOBTOPUTH KOHTPOJb, CIEAYs
PEKOMEHIalMAM Bpaya, OCJie Yero BEPHYTHCS K CXEME PETYIISIPHOTO KOHTPOJIA.

['emornoOux

Tepanmus ¢ npuMeHeHHEM OO3€HTaHa acCCOLMHUPYETCSs C JI0303aBHCHUMBIM CHIKEHHEM
remornobuHa. B miane0o-KOHTPOJMPYEMBIX HCCIEAOBAHUSAX CBSI3aHHOE C TPUMEHEHHUEM
0O3eHTaHAa CHIDKEHHE TeMOIVIOOMHA He SBISETCS MPOTPECCHPYIOMIMM, TeMOTIO0WH
ctabunusupyercsi mocie nepBbix 4-12 Henenb Tepanuu. PekomeHayeTcss KOHTPOJIb JaHHOTO
MoKasaTelsl Iepe]l HayajaoM Teparnuu npenapatoMm bosenekc, yepe3 1 u 3 mecsia Tepanvu U B
nocienytomeM — 1 pa3 B 3 mecsma. Eciau Habmiomaercs KIMHUYECKH 3HAYMMOE CHUIKEHUE
reMOrJIOONHA, CIeAyeT MPOBECTH JalbHellee 00ciIeI0BaHUE C 1ENbI0 YCTAHOBICHUS IPUYHH U
HEO0OXOIMMOCTH MPOBEJICHUS COOTBETCTBYIOIICH TepaIrum.

Tepanus y *EHIIMH C COXPaHEHHBIM PENPOAYKTUBHBIM IMOTEHIIUAIOM
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KOHTPAIICTITUBHBIX CPEJICTB MOXKET CHIKATHCSA, a OEPEMEHHOCTh CIOCOOCTBYET YXYIIICHHIO
teueHus JIAI, u npuHMMas BO BHUMAaHUE JIAHHBIE O TEPATOT€HHOM JICWCTBUH, BBIIBICHHOM Y
JKUBOTHBIX:

e mnpenapart bo3eHekc MOKeT ObITh HAa3HAYCH )KCHIIUHAM C COXPAaHEHHBIM PETIPOTyKTHBHBIM
norennuaioM TOJIBKO Ha ¢oHe mpruMeHEHUs HaJIS)KHBIX METOIOB KOHTPAICIIIHNHA U B
Clly4yae OTPULATEILHOTO pe3yiibTaTa TecTa Ha OepeMEeHHOCTh IO Havasla JICUeHHUS;

e METOJ TOPMOHAJIBHOW KOHTpAalENUUU HE CIeAyeT NPUMEHSATh KaK €JUHCTBEHHBIM B
Nepuoi JeUeHus npenapatom boszeHekc;

e TecT HAa OEPEMEHHOCTh PEKOMEHIyeTCS MPOBOIUTH | pa3 B Mecsll JUIsl YCTAHOBICHUS
OepeMEeHHOCTH Ha paHHUX CPOKaXx.

Bo3MmoxkHOE BIIMsAHKE HA CIEPMATOTE€HE3 Y B3POCIBIX

B uccnenoBanun AC-052-402 n3yyanu BIUsHAE Ha CIepMaToreHe3 003eHTaHa MpU MPUEME B J103€
62,5 Mr 2 pa3a B CyTKM B T€U€HUE 4 HE/ENb, a 3aTeM — 125 Mr B JIeHb B TeueHue 5 Mecsles. B
uccienaoBanre Obuth BKIIOYEHBI 25 B3pocibix mMyxuuH ¢ JIAD III u IV ®K npu ucxomno
HEM3MEHEHHOM CriepMOTrpaMMe; TPOBOIUIN aHAIU3 JAHHBIX, TIOJYUCHHBIX Y 23 MalMeHTOB, TBOE
MAIMEHTOB ObUIM MCKJIIOYEHBI B CBSI3U ¢ TOOOYHBIMH 3¢ (deKTaMu, He UMEIOIIMMH OTHOIICHUS K
M3MEHEHHUIO criepMaroreHesa. ¥ OOJIbIIMHCTBA MAalUEHTOB (n = 22) criycTs 6 MecsLeB JICUEHUs
oOI1ee KOJIMYECTBO CIIEPMBI HAOIIOAAIOCH B MpeieaX HOPMAIbHBIX 3HAUE€HUH, HE YCTaHOBJICHO
U3MEeHEeHUN MOP(OJIOTHH, TTOJIBHXKHOCTH CIIEPMATO30M 0B, U3BMEHEHH TOPMOHAJIBHOTO CTaTyca.
TonbkO y OZHOrO mamueHTa B CIIEPMOIpaMME OTMEYEHbl NMPU3HAKU OJUTOCIEpMUHU 4Yepe3 3
Mecslla JIeUeHUs: 003€HTaHOM, 00Illee KOJIMYECTBO CIEPMbl OCTABAIOCh CHIKEHHBIM MPU ABYX
MOCJIEIYIOLIMX aHaJu3ax B TeYeHUe nocieaywmux 6 Henenb. Uepes 2 Mecdla nociie OTMEHbI
0o03eHTaHa 00IIee KOJIMYECTBO CIIEPMBI Y 3TOTO MaIlMeHTa BEPHYJIOCh K UCXOJHBIM IMOKa3aTesIM
JI0 UCCIIeIOBaHMs. 3HAYMMOCTh OMUCAHHOTO HAOIIOJEHUS HE OmMpesesieHa, 0COOCHHO YUUThIBas
BBICOKYIO MEKHHJMBHAYAIbHYIO BapuaOEIIbHOCTh OOIIET0 KOJWYECTBA CIEPMbI Y TAIMEHTOB.
TemM He MeHee, NMOIYYEHHBbIE IaHHbIE HE IO3BOJISIOT HUCKIIOYUTH BO3MOYKHOCThH BIIMSHUS
AQHTAarOHMCTOB SHJIOTEJIMHOBBIX PEILENITOPOB, K KOTOPBHIM OTHOCHTCS mpenapaT boszeHekc, Ha
CIIEpMaTOreHe3 Yy MYKYMH, a OTCYTCTBHUE CHCTEeMaTHuecKoro 3¢dexkTa mnpu UIUTEIHLHOM
MIPUMEHEHUN HE TPOTUBOPEUYHT Pe3yIbTaTaM TOKCUKOJIOTUUECKHUX UCCIIE0BaH O03eHTaHAa.
BeHookkI10310HHas 60J1€3Hb JIETKUX

Crnenyet yduThIBaTh BO3MOXKHOCTb COITYTCTBYIOIIET0 BEHOOKKITIO3MOHHOTO 3a00JIeBaHMs, €CITH Ha
done mpuema npenapata bosenekc y 6ompHBIX ¢ JIAIT MOSBISIOTCS MpU3HAKK OTEKa JIETKHX.
[MarmenTs! ¢ JIAI" ¥ conyTCTBYIONIEH JIEBOKEITYI0YKOBOW HEAOCTATOUYHOCTHIO

CrneunanpHbIX HccnenaoBaHuid y manueHToB ¢ JIAIT u comytcTByromeit AuCQyHKIMEH JTEBOTO
Kenmynodka He npoBowiin. Tem He meHee, 1611 nanuentoB (u3 Hux 804 — nonyyanu 603eHTaH, a
807 — mnane60) ¢ TsHKENONH XPOHUUYECKOH cepaeuHoi HenoctaTouHocThio (XCH) Habmonanu B
cpenHeM B TeueHue 1,5 et B mianedo-KOHTPOIUPYEMOM UCCIe0BaHNU. B 3TOM nccnenoBanuu
OTMEUEHO YBEIMUYEHHUE KOJW4YecTBa rocnutanu3anuu B cBs3u ¢ XCH B Teuenue nepBbix 4-8
HeJIeNb JIeYeHHUST 003C€HTAHOM, TPUYUHON KOTOPBIX MOTJIO OBITh YBETUUCHHUE 3aACPIKKH KUTKOCTH
B opranusme. bricTpoe yBennueHue mMacchl Tela, CHIKEHUE TeMOTTIOOMHA U YCHIIEHHE OTEKOB
HIDKHUX KOHEYHOCTEH MOTYT OBITh CHUMITOMaMHU 3aJEp>KKH >KUIKOCTH B opranmsme. [lo
3aBEepUICHUH UCCIEAOBaHUS HE ObUIO OTMEUYEHO pa3iNyuuil B YMCJIe TOCIHUTAIU3AlUNA B CBS3U C
Cep/ICYHOI HEIOCTATOYHOCTHIO M ITOKa3aTeIe CMEPTHOCTH Y MAIlUEHTOB, TPUHUMABIINX 003€HTaH
win 1arne6o. CrenoBarenbHO, 00CIEIOBAHUE TMAlMEHTOB JIOJDKHO OBITH HAMpaBlIeHO Ha
BBISIBIICHUE 3aJIEPKKH JKUJIKOCTH (HAIpUMEp, YBEIMUYEHHUE MAaCChl Teja), OCOOEHHO B Cilydae
COITYTCTBYIOIIEH TSKeNo# cuctonnueckoit nucynkuuu. [Ipyu mosBIeHUN CUMIITOMOB 3aJ€PKKU
JKUJKOCTH TAIMEHTY CIeAyeT Ha3HAYUTh TUYPETUKU WU YBEIMYUTh WX J03y. Pemienue o
MPUMEHEHUU JUYPETUKOB B CBSI3M C 33/IEPKKOHM y MAlMEHTA KUIKOCTU CIENyeT MPUHUMATh J10
HavaJia JeueHus mpenaparom bozeHekc.

3ajiepKKa KUJIKOCTU U yxyauieHue teuenus JIAT
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MPUMEHEHUN aHTarOHUCTOB SHIOTEIHHOBLIX perentopoB yxyamenue JIAIT Habmrogaercs yacTo.
B 20 mnane6o-KOHTPONMMPYEMBIX HCCICIOBAaHUSX, IMPOBOAMMBIX IO TmokazaHusM JIADIT u
JTUTHTAIBHBIX 513B, Iepu(epuIecKue OTEKH U 3aJIePKKa KUIKOCTH B OPraHu3Me ObLTH OTMEUYCHBI
y 13,2 % mnanmedToB, moyiydarommx Oo3eHtaH, u y 10,9 % — mmane6o. Kpome Toro, B
MOCTMAPKETUHTOBBIN NIEPUO/I TIOTYyICHBI MHOTOUYHCIICHHBIC COOOIICHHSI O 3aICPKKE KUIKOCTHU B
OpraHu3Me y MalMeHTOB B T€YEHHE MEepPBbIX HeNelb NpUMEHeHus 0o3eHTaHa. B cBsizu ¢ aTuM,
MalUeHTaM Ha3HA4YaloT MPHEM TUYPETHKOB, MPOBOIAT KOHTPOJb IMOTPEOJICHUS KHUAKOCTH U
Iuypes3a, IpHU YXYIIICHUH TeYeHUsI CepAeUHON HeTOCTaTOYHOCTH HE0O0XOJMa TOCTIUTATIU3 AL
Ecnu oTMevaeTcsi KIMHUYECKH BBIPAKEHHAS 3a/IepKKa KUJIKOCTU B OpraHU3Me, HE3aBUCUMO OT
TOT0, COMIPOBOKIACTCS OHA YBEJIMYEHUEM MACChI TEJIa WM HET, CIIeIyeT IPOBECTH 00CIe0BaHNe
JUISL YTOUYHEHHUS TPUYMHBI 33J€P>KKH KUIKOCTH B opraHu3me (mpumeHeHue npemnapara bozenekc
WIM cepliedHasl HeJOCTaTOYHOCTh), a TaKXKe OICHUTh HEOOXOIUMOCTb MPOJOHKEHUS JICUECHUS
npernaparoM bo3eHeKe Wik €ero OTMEHBI.

JIAT u BUY undexims

Janaple o mnpuMeHeHMH Oo3eHTaHa Yy mnanueHToB ¢ BUY-uHdekiued, momydaronmx
AHTUPETPOBUPYCHYIO TEpaIlUi0, OrpaHUYeHbl. Pe3ynbTaTbl HM3ydeHHs] B3aUMOJICHCTBUSA IpHU
COBMECTHOM TPUMEHEHUH O0O03eHTaHa W KOMOWHAIIMU JIOTIMHABUDP + PUTOHABHD Y 370POBBIX
TOOpOBONBIIEB  MMOKAa3ajdd, YTO KOHIEHTpauus Oo03eHTaHa yBENWYHMBACTCS, JIOCTHras
MaKCHUMAaJIbHBIX 3HAUCHUN B TeueHue 4 THEMH.

HeoOxonuM KOHTpOJIb MEPEHOCMMOCTH Tepamuu mpenaparoM bo3eHekc Yy MalUeHTOB,
MOJIYJalOIIUX PUTOHABHP B KOMOMHAIMM C TMPOTEA3HBIMHU WHTHOUTOpPAMHU TOBBIIICHHON
AKTUBHOCTH, OCOOEGHHO B Hayaje JIEYEHUs, MOCKOJIbKY BO3MOXKHO CHIDKeHHe AJl, a Taxxke
W3MEHEHUE AKTUBHOCTH TpaHCaMHUHA3 MeudeHu. [lpu JIuTenbHOM COBMECTHOM MPUMEHEHUU
npenapara bo3eHekC M aHTUPETPOBUPYCHBIX IpPENapaToB BO3MOXXHO YBEIMYEHHE pHUCKA
HEraTUBHOTO BIUSHUS Ha (DYHKIIMIO IEYCHU M MOKa3aTeIN KJIMHUYECKOTO aHaln3a KpoBu. Beuay
BO3MO>KHOT'O B3aUMOJICHCTBUS, CBA3aHHOIO C MHAYKIHEH 003€HTaHOM U30()epMEHTOB IIUTOXPOMA
P450 (CYP), akTHBHOCTD aHTUPETPOBUPYCHOH TEpalMM MOXET CHUXKATHCS, Y TAKHX OOJIBHBIX
HEO0OXOUMO TIIATETFHO KOHTPOIUPOBaTh 3pPexTuBHOCTh Tepanuu BUY.

JIAT, o0GycnoBieHHas TSXKEJIOH XPOHUYECKOW OOCTPYKTHBHOW Oone3Hbio Jierkux (XOBJI)
OddexTuBHOCTD U 6€30MaCHOCTh MPUMEHEHUsI 003eHTaHa U3yUYalH B MMOMCKOBOM 12-HenenbHOM
uccienoBanuu ¢ ydactueM 11 maumentoB ¢ BropuuHod JIAD' B pesynbrare Tsxenoit XOBJI
(cramus 3 mo mexnyHapoaHoi knaccupukanuu GOLD (I'mo6anbnas maunmatua mo XOBJI).
Pe3ynbrathl nccnenoBaHusl CBUAECTEIBCTBYIOT 00 YBETMYEHUN CKOPOCTH MUHYTHON BEHTHJISIIMHI
JIETKUX U CHIDKEHHUH CaTypalliy KUCIOpoaa; 13 MoOo4HbIX 3 exToB Hanbosee yacTo OTMeueHa
OJIBITIIKA, BEIPAXKEHHOCTh KOTOPOU YMEHBIIANACh MPU OTMEHE OO3eHTaHa.

OIHOBpEMEHHOE MPUMEHEHUE C IPYTUMU JE€KapCTBEHHBIMU MIpenaparaMmu

Tubenknamud: HE PEKOMEHIYETCS OJHOBPEMEHHOE NpUMEHeHue Tmpenapara bo3eHekc u
MUOEHKIaMH/Ia B CBSA3H C PUCKOM TMOBBIIICHHUS aKTUBHOCTU «II€YCHOYHBIX» TpaHcaMuHa3z. Jlis
JICYCHHUS] caxapHOro aualdera y TaIlMeHTOB, MpPUMEHSIOmUX mnpemnapaT bosenekc, cuemyer
MPUMEHSATH APYTHe TUNOTIMKEMUYECKUE CPEJICTBA ISl IPUEMA BHYTPb WJIM UHBEKIIMH UHCYJIMHA.
@nykonaszon: OIHOBPEMEHHOE TMIpUMEHEHHE (QUIyKOHa3ojla U mpemnapata bo3eHekc He
pexomennyercs. KoMOMHUpOBaHHOE J€UeHHE HE UW3Yy4aloch, HO TIPU OAHOBPEMEHHOM
MIPUMEHEHNUN BO3MOKHO 3HAYUTEIHHOE MOBBIIIICHUE KOHIIEHTpAIlMU 003€HTaHa B TUIa3Me KPOBH.
Pugpamnuyun: opHOBpEeMEHHOE TNpUMEHeHUe Tmpemnapata bo3eHekc u pudammnuivHa HE
PEKOMEHTyeTCsl.

[Tpumenenus coderanusi npemnapara bozenekc u wHrHOHTOpOB H30depmentoB CYP3A4 u
CYP2C9 geobxoanmMo mn30erars.

4.5. B3aumMojgelcTBME C JAPYIrHMH JIEKAPCTBEHHBIMHM IIpenaparaMd W JApyrue BH/bI
B3aMMO/EHCTBHUA
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CYP2C9 u CYP3A4. Unrubuposanue mzopepmenta CYP3A4 moBblmaeT KOHIEHTPALUIO B
ma3Me KpoBu 003eHTaHa (CM. KeToKOHa30:). Binusane naruouposanus nzodepmenta CYP2C9
Ha KOHIIGHTPAIMIO 003eHTaHa B IUIa3Me KPOBH He n3ydanu. [Ipr koMOMHUPOBaHHOM IPUMEHEHUN
clenyeT cob0IaTh OCTOPOKHOCTh. OJIHOBPEMEHHOE MPUMEHEHHE C (PIIyKOHA30JI0M, KOTOPBI B
OCHOBHOM OKa3bIBaeT HHruOupymomee Bozneiicteue Ha wu3odpepment CYP2C9 u b
He3HaunTenbHOe — Ha  u3odepmMeHT CYP3A4, MOXKET CONpPOBOXKIATHCS — IMOBBIICHUEM
KOHIIEHTpaluu 003eHTaHa B ia3Me KpoBu. J[aHHas komOuHaIus He pekoMeHayercs. [1o aToif ke
PUYMHE HE PEKOMEHYeTCsl OJHOBpPEMEHHOE IpUMEHEeHHe 003eHTaHa U MOIIHBIX HHI'HOUTOPOB
uzodpepmentra CYP3A4 (manpumep, KEeTOKOHA30J1, HTPAKOHA30J WM PUTOHABHP) U HHTHOUTOPA
nzodepmenta CYP2C9 (manmpumep, BOPUKOHA30I1).

Bozentran sBnsercs wunayktropoM u3zodepmentoB CYP2C9 u CYP3A4. [lo naHHBIM
UCCIIeIoOBaHMsIM IN VItro mpezmonaraercsi Tak ke poib uHAyKTOopa uszodepmenra CYP2C19.
[TosTOMY pU OTHOBPEMEHHOM IIPUMEHEHUH IIpernapaTa bo3eHeKc 1 iekapcTBEHHBIX IIPEnapaTos,
MeTaboIM3M KOTOPBIX OMOCPEIOBaH ATUMH M30(epMEeHTaMu, KOHIICHTPAIUS UX B IJIa3Me KPOBU
cHmwkaerca. CreqyeT y4YuThIBaTH BO3MOXHOCTH CHIDKEHHUS 3(()EKTUBHOCTH JICKApCTBEHHBIX
mpemnapaToB, MeTaOO0JM3M KOTOPBIX OCYIIECTBISETCS C Y4YacTHUEM JTHX e H30(hepMEHTOB.
Bo3MoxHO, mOTpeOyeTcst KOppEeKIHs 1036l OJHOBPEMEHHO NPUMEHSEMBIX JIEKapCTBEHHBIX
CPEICTB IOcJe Havaa mprema npemnaparta boseHekc, H3MEHEHUs €ro 103bl UJTU OTMEHBI.
Luxnocnopun: 0THOBpEMEHHOE MPUMEHEHHE TIpernapara bo3eHeke n nukiIocnopuHa (HHruouTOpa
KaJbIMHEBPHHA) MPOTHUBONOKa3aHo. [Ipu TakoM coueTaHMM MpPErnapaToB MHHHUMAaIbHAs
HayvalbHas KOHIIGHTpanusi 0O3eHTaHa B IUIa3Me KPOBW HOBbImaeTcs B 30 pa3 1Mo CpaBHEHHIO C
npuMeHeHreM 0o3eHTaHa B MoHoTepanuu. PaBHoBecHas koHIeHTparus (Css) 003eHTaHa B 11a3Me
KpPOBH YBEJIMUYMBAETCs B 3-4 pas3a [0 CPaBHEHUIO C KOHLEHTpauuel 003eHTaHa B MOHOTEPAIIUH.
Bo3MOXHBIH ~ MeXaHM3M  JaHHOTO B3aUMOJICHCTBUSL  3aKJIIOYAeTCs B  HMHTUOMPOBAHUU
[UKJIOCTIOPHHOM TPAHCIIOPTHOTO OeNka, OTBETCTBEHHOTO 3a IIOCTyIUIeHHEe OO3eHTaHa B
renaronuThl. KOHIIEHTpalKs IUKIOCTIOPUHA B TIa3Me KPOBH MPHU STOM CHIKaeTcs mout Ha 50 %.
Takponumyc, cupoaumyc: OTHOBPEMEHHOE TIPUMEHEHHE C OO3€HTAaHOM B KIMHUYECKHX
MCCJIEIOBAHMSIX HE U3Yy4aoCh, OJHAKO MPEINoIaraeTcs, YTo KOHIEHTpalusa 003eHTaHa B I1a3Me
KPOBH MOXKET YBEJIMYHBATHCS 110 aHAIOTUH C IUKJIOCTIOpHHOM. KOHIIEHTpamus B Tuia3mMe KpoBU
TaKpOJIMMYCa U CUPOJIUMYCa MOXKET CHU)KAThCS IIPU COBMECTHOM NPUMEHEHUU ¢ 003eHTaHOM. B
CBSI3U C OTHUM, TIpernapar bo3eHekc He clenyeT MPUMEHSTh OJTHOBPEMEHHO C TAKPOJIMMYCOM HITH
cupoiuMycoM. B ciydyae HEOOXOOUMOCTM NpPUMEHEHHUs JaHHOM KOMOMHAIMHM oOs3aTesieH
KOHTPOJIb COCTOSTHHSI TTAI[IEHTa ¥ KOHIICHTPALMHU TaKPOJIMMYCa U CHPOJIMMYCa B IIa3Me KPOBH.
I'nubenxnamuo: pu OAHOBPEMEHHOM NpUMEHEHHU 003eHTaHa B ao3e 125 mr 2 pa3a B CyTKH B
TEUYeHUE 5 THEeH CHMKaeTcst KOHIeHTpanus riaundenkiamua (cyocrpar uzopepmenra CYP3A4) B
wiazMe kpoBu Ha 40 %, UYTO MOXKET CONPOBOXKAATHCS 3HAYMTEIBHBIM  CHIKEHHEM
TUIorIuKeMuueckoro 3gdekxra rnubenknamuga. KoHueHnTpamus Oo3eHTaHa B IIa3Me€ KPOBU
Takxe cHuxkaercs Ha 29 %. Kpome Toro, y nanueHToB, MOJy4alOIUX COMYTCTBYIOIIEE JeUeHHE,
BO3PACTaeT PHUCK TOBBIMICHHUS AaKTHBHOCTH «IIEUYEHOYHBIX» TpaHcamuHa3. (O0a aKTHBHBIX
BEIeCTBa, IIIMOEHKIaMu M OO03eHTaH, OKa3bIBaIOT MHTUOMpYIOIIee BO3JCHCTBHE Ha Hacoc
TPAHCIIOPTA COJIEH YKETUHBIX KHCIIOT, 32 CUYET YEr0 MOKHO OOBSICHUTH IOBBIIICHNE aKTUBHOCTH
«MIEYEHOYHBIX» TpaHCaMMHAa3. B cBs3u c Bbleyka3aHHBIM, bo3eHeKc He ciieyeT MPUMEHSTh
OJTHOBPEMEHHO C TIHOeHKIIaMu0M. HeT TaHHBIX 0 BO3MOYKHOM JIEKApCTBEHHOM B3aUMOICHCTBUH
C IpYTMMH IPOU3BOTHBIMH CYJIb(HOHUIMOYEBHHBI.

T'opmonanvnvle KoHmMpayenmugvl. TIPH OIHOBPEMEHHOM IIPHUMEHEHWHM B Te4YeHHWE 7 JHEH
6o3eHTaHa B 03¢ 125 Mr 2 pas3a B CYyTKH U MEpOpPaJIbHOr0 KOHTpAIENTUBA JJIS OJJHOKPATHOTO
npueMa — KOMOMHHPOBAaHHOTO Tpernapara, cojepiaiiero | Mr HOpITUCTEpOHa U 35 MKT
STHHWIACTpaanona, — otMmedanock cHmwkeHue AUC s ero xommnonentoB Ha 14 % u 31 %
COOTBETCTBEHHO. Y OTACTBHBIX IAIMEHTOK CHW)KEHHWE OKCIO3WIIMM HOPITUCTEPOHA U
TUHWIACTpaanona gocturaino 56 % u 66 % coorBercTBeHHO. Takum 00pa3oMm, TOpMOHAIbHAS
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npenapara (BHyTpb, MHBEKIIHOHHO, TPAHCAECPMAILHO UJIH B BUJIE MMIUIAHTATOB) BO BpEMs ITpHeMa
npenapata bozenexc.

Bapgapun: npu 0THOBPEMEHHOM NPUMEHEHUH Y 3J0POBBIX JT00POBOJIBLIEB ¢ 003EHTAaHOM B J103€
500 Mr 2 pa3za B CyTKM B T€UE€HHE 6 THEH CHI)KAeTCS KOHIICHTpamus S-BapdapuHa (cyocTpar
uzodpepmenra CYP2C9) u R-Bapdapuna (cyocrpar uzodepmenta CYP3A4) B mnazme KpoBU Ha
29 % u 38 % coorBeTrcTBeHHO. ONBIT OAHOBPEMEHHOT'O MMPUMEHEHHS O03eHTaHa U BapdapuHa y
60bHBIX ¢ JIAD HE CONPOBOXKIANICS 3HAYMMBIMHA KIMHUYECKH U3MEHEHUSMH MeXTyHapOoJHOTO
HopmamuzoBannoro OtHomenus (MHO) u no3br Bapdapuna (Ha MOMEHT OKOHYaHUS
UCCIIEIOBaHMS 110 CPAaBHEHUIO C ICXOTHBIMU 3HAaYEeHUsIMH ). KpoMe Toro, yacToTa KOppeKIUH 1035
BapdapuHa BO BpeMs uccieqoBaHus B cBs3H ¢ uaMeHeHUs MU MHO wiu B cBsi3u ¢ MOOOYHBIM
JeicTBUEM HE OTJIMYAIUCh y MAIMEeHTOB, MOIy4aBIIMX Oo3eHTaH wim ruiane6o. He tpeOyercs
KOppeKLHus 103bl BaphapuHa WIM JPYTUX MEepopaibHBbIX aHTHKOATYJISHTOB B Hayalle Teparuu
npenapatoM bozenekc. OgHako pekoMenayercs oOs3arenbHblii KoHTpoab MHO, ocobenno B
Hayvajie MpuMeHeHus npenapara bozeHekc u Ha sTanax yBeJIMUYEHUS 10361

Cumeacmamun: IpA OTHOBPEMEHHOM ITPUMEHEHHH B T€YCHUE 5 THEH Oo3eHTaHa B 03¢ 125 mr 2
pa3a B CYTKHM CHIKAeTCsl KOHIIEHTpalus cuMBactaTiHa (cyocrpar uzodepmenta CYP3A4) u ero
aKTUBHOU (OpPMBI B-THIPOKCUKUCIOTH B Iia3Me KpoBH Ha 34 % u 46 % COOTBETCTBEHHO.
OpnHoBpeMeHHOE MPUMEHEHHE CUMBACTaTHHA HE BIUSAET HA KOHIEHTpAILMIO 003€HTaHa B IIa3Me
KpoBu. [Ipu coBMECTHOM NMpPHUMEHEHMH CHMBACTaTHHA M Ipenapara bo3eHekc pekomeHmyercs
KOHTPOJIb KOHIICHTPAIlMM XOJIECTepHUHA B IUIa3ME€ KPOBHU C MOCIEAYIOUIEH KOpPpeKIMEeH JT03bI
CHMBACTaTHHA.

Kemokonazon: omTHOBpeMEHHOE ITPUMEHEHHE B TeueHue 6 JaHel 603eHTaHa B 103¢ 62,5 mr 2 pasa
B CYTKM M KETOKOHAa30ja, MomrHoro wHruOuTopa mizopepmernta CYP3A4, compoBoxmaercs
JIBYKPATHBIM TOBBIIICHHEM KOHIIGHTpallMu Oo3eHTaHa B Ij1a3Me KpoBH. Koppekius 103bl
npenapata bozeHekc He TPOBOIUTCS.

[ToBpillIeHHE KOHLIEHTpAallMM OO3€HTaHa B IUIa3Me€ KpPOBU IIpeAIojiaraeTcss Takxke Mpu
OJTHOBPEMEHHOM TPUMEHEHWH WTPAaKOHAa30ja W PHUTOHABHPA, HECMOTPS HA OTCYTCTBHUE
HOJTBEPXKACHHUS. B HCCICIOBaHHsIX IN ViVo. Tem He MeHee, NpH KOMOWHAIUK OO3CHTaHA C
uarnouropom CYP3A4 y manueHToB cO CHM)KEHHBIM Metaboim3mMoM m3odepmenta CYP2C9
CYIIECTBYET PHMCK 3HAYUTEIbHOIO TOBBIMIEHUS KOHIEHTpalMu OO3eHTaHa, 4YTO MOXKET
YBEITUYMBATH YaCTOTY M BBIPAKEHHOCTh TOOOYHBIX 2 (PEeKTOB mpemnapara.

Pugamnuyun: npu 0THOBPEMEHHOM NPUMEHEHUH Y 3/I0POBBIX I0OPOBOJIBIEB B T€UEHUE 7 HEH
0o3enTana B mo3e 125 mMr 2 pasa B cyTku W pupaMIHUIHMHA, KOTOPBIA SBISAETCS WHIYKTOPOM
uzopepmentoB CYP2C9 u CYP3A4, koHueHTpanus 603eHTaHa B IJIa3Me KPOBH CHIJKAIACh Ha
58 %, a y oTnenpHBIX manueHToB — Ha 90 %. BeiteacTBue 3T0oro, BO3MOYKHO 3HAYMMOE CHIDKEHUE
apdexTa npenapata bo3eHekc Mpu COBMECTHOM NPUMEHEHUH C pUPaMIUIMHOM. J[aHHBIX O
COBMECTHOM NpPUMEHEHHH C JApyruMu uHAyKTopamu wuzopepmenta CYP3A4, takumu kak
kapOamaszenuH, ¢peHobapOuTas, pEeHUTOUH, a TakkKe IMpernaparaMH, B COCTaB KOTOPHIX BXOAUT
3BepO00 MTPOIBIPSIBICHHBIN, HETOCTATOYHO, TEM HE MEHEee, C OOJIBIIION J0JIel BEPOSTHOCTH TIPH
UX COBMECTHOM INPUMEHEHUM HeNb3s HUCKIOYHUTh 3HAYUTEIBHOTO CHMXEHUs 3((HEeKTHUBHOCTH
Je4eHus npenaparoM bozeHekc.

Ononpocmenon: orpaHuYeHHbIe pe3yabTaThl uccienaoBanus (AC-052-356 [BREATH-3]), B xoae
koToporo 10 nereit mosyyanu 003eHTaH B COUETAHUU C SMONPOCTEHOJIOM, YKa3bIBalOT Ha TO, YTO
[0CJI€ OJHOKPATHOTO M MHOTOKPATHOTO NpHeMa 3TUX mpenapatoB Cmax 0O3eHTaHa B IIa3me
kpoBr 1 AUC ObUIH TPUMEPHO OAMHAKOBHIMU Y TAIMEHTOB, TMOJYYaBIINX W HE TOJYYaBIIAX
UH(Y3UIO STOMPOCTEHOIA.

Cunoenaghun: npu OTHOBPEMEHHOM INPUMEHEHHH OO03¢HTaHa B jo3e 125 mMr 2 pasa B CyTKH
(paBHOBecHOE cocTOsiHME) U cuineHaduiua B go3e 80 Mr 3 paza B CyTKM B Te€ueHHUE 6 JHEH y
3JIOPOBBIX JOOPOBOJIBIIEB oT™Meuaioch cHkeHne AUC cunnenadumna Ha 63 % W TOBBINICHHE
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AUC 06o3entana — Ha 50 %. H3meHeHus OHHeHTﬁ%ﬁj%EﬁT@lﬁﬁéghg 5000107

KJIMHUYECKON 3HAaUMMOCTH, KOPPEKIUS 103 MPENapaToB He TpeOyeTcs.
Jlueoxcun, HumoOunun, 103apman. OJTHOBPEMEHHOE IpuMeHeHue 003eHTana B 103e 500 mr 2 paza
B CYTKH B T€UEHHE 7 JTHEH CONMpPOBOXKAAETCS CHIDKEHHEM KOHIEHTPAIlMH JUTOKCHHA B IJIa3Me
kpoBu AUC, Cmax 1 MUHHMalbHOM HaudanbHOW KoHUeHTpauud (Cmin) Ha 12 %, 9% u 23 %
COOTBETCTBEHHO. MeEXaHU3M 3TOTO B3aMMOJCHUCTBHS, BO3MOXKHO, CBsI3aH C BJIMSHHEM Ha
riukornporenH P. KnnHuyeckas 3Ha4MMOCTh IaHHOTO B3aUMOICHCTBUS HE3HAYUTEIIbHA.
OpHOBpeMEHHOE MpHMEHEHHE HUMOAMIIMHA WM JI03apTaHa HE OKa3blBaeT BIMSHUE Ha
9KCIIO3ULIMIO0 O03EHTaHa.
Jlonunasup/pumonasup (u opyeue npomeaszHvie UHSUOUMOPLI NOBLIULEHHOU AKMUBHOCMU). TIPU
OJIHOBPEMEHHOM IpUMEHEHHH Oo3eHTaHa B 03¢ 125 mMr 2 pasa B CyTKM U KOMOHWHAIUU
nonuHaBup + putoHaBup 400 + 100 mr 2 pa3a B cyTku B TeueHue 9,5 OHEW y 310pOBBIX
no0poBosbieB Cmin 003eHTaHa B IJ1a3Me KpOBHU OblLIa MpUMEpHO B 48 pa3 BhIIIE [10 CPABHEHUIO C
KOHIICHTPaLUeH MpH MPUMEHEHUH TOJIBKO 0HOTo Oo3eHTaHa. Css 003eHTaHa B I1a3Me KPOBH Ha
O-if nmeHp okazasachk B 5 pa3 Bblllle, 4eM IpH MpueMe ToJbKo Oo3eHTaHa. MHrubuposaHue
puronasupom m3opepmenta CYP3A4 u TpaHcrmopTHOro Oenka, OTBEYAIOUIETO 3a TPAHCIOPT
003eHTaHa B TeMAaTOLMTHI, TEM CAMBIM CHIDKAET KIUPEHC 003€HTaHa, U BEPOSTHO, TAKUM 00pa3oM
MOXXHO OOBSICHUTh MEXaHW3M JaHHOTO B3aMMOJCHCTBHs. Y TMAlMEHTOB, OJHOBPEMEHHO
nonyyaroumx bo3eHekc u npenaparsl, coaepKalire KOMOUHAIMIO JOMWHABUD + PUTOHABUD UITU
JIpyrue TpoTea3Hble WHTHOMTOPHI  TMOBBIIIEHHOW AaKTUBHOCTH, HEOOXOAWM  KOHTPOJIb
nepeHocumoctu npenapara bosenekc. [Ipu coBMecTHOM nmpuMeHEHUH ¢ OO3EHTaHOM B TEUEHHUE
9,5 nHel, KOHIIEHTPALMH JIONUHABHPA U PUTOHABHPA CHIDKAIOTCS 710 KIMHUYECKA HE3HAYMMOTO
ypoBHs (mpumepHo Ha 14 % u 17 % cootBercTBeHHO). HeoOxoaum KoHTpoIb 3 PeKTHBHOCTH
npoBoaumort tepanuu BWY. Ilpennonaraercs, uTto aApyrue mnpoTeasHble HHTUOUTOPHI
MOBBIIICHHONW aKTUBHOCTH B KOMOMHAIIMH C PUTOHABUPOM MOTYT OKa3bIBaTh TaKOM ke 2P eKT.
pyaue npomeasnvle uH2UOUMOPLL NOBLIULEHHOU AKMUBHOCTU. B CBS3H C OTCYTCTBHEM JIaHHBIX,
HE MOT'YT OBITh JJaHbl crienupuuecKkre peKoMEeHAANK 0 TPUMEHEHUI0 0o3eHTana ¢ npyrumu JIC
JAHHOW TPYNIbl. B CBsSI3W ¢ BBIPAXKCHHBIM TOKCHUYECKHM BJIMSHHEM Ha TMEYCHb HEBUPAIMHA,
KOTOPBI Takke MOXKET YCWINTh HEOJarompusTHOE BO3JAelcTBUE OO3€HTaHA Ha IEYEHb,
COBMECTHOE MIPUMEHEHHUE TAaHHOH KOMOMHAIINN HE PEKOMEHTyeTCsl.

eTH
HccnenoBanust B3aMMO/ICHCTBHS POBEICHBI TOJIBKO Y B3POCIIBIX.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTAIUA

JKeHIMHBI C IETOPOAHBIM MOTEHINAIOM (KOHTPALENIHS Y MY>KUMH U SKEHIIIHH).

[lepen HavanoMm nedeHus npenapaToM bo3eHEKC y KEHIIMH ¢ COXPAHEHHBIM PENpOAYKTUBHBIM
NOTEHIMAJIOM cJelyeT TMOATBEPAUTh OTCYTCTBHE O€peMEeHHOCTH, BpadM oOO0sf3aHbl JaTh
PEKOMEHIALINHU IO MPEAYIPEXKACHUIO OEPEMEHHOCTH, a MAl[MEHTaM CJIelyeT HayaTh IPUMEHEHHE
HaJEKHBIX METOJOB KOHTpanenuuy. [laiuenTs! 1 Bpaun, KOTOpbIE Ha3HAYAIOT JIEUEHUE, JOJIKHBI
YUUTBIBaTh, YTO BCIEACTBHE (PapMaKOKMHETHYECKOTO B3aMMOJEWCTBUA MpenapaT bo3zeHekc
MOYET CHUXaTbh 3()(HEKTUBHOCTh TOPMOHAIIBHBIX KOHTPALENTUBHBIX cpelcTB. [1o 3Toil nmpuunHe
JKEHIIMHAM C COXPaHEHHBIM PENpPOJYKTUBHBIM MOTEHIIMAIOM HE PEKOMEHYETCSl UCII0JIb30BaTh
METO/1 TOPMOHAIBHOM KOHTpALENIMU (JIEKapCTBEHHBIE ITPenapaThl, IpUMEHsEMbIE BHYTpPb, B BUJIE
UHBEKIUH, TpaHcaepMalbHbIX TepaneBTHueckux cucreM (TTC) wim uMIIaHTaToB), Kak
€/IMHCTBEHHBII; UM HEOO0XOAWMO NPUMEHSTH JOMOJIHUTENbHBIA WU albTePHATUBHBIA METO[
HAJeKHOM KOHTpauenuuu. Ecaum MMeroTcss COMHEHMsI B OTHOIIEHMH HCHOJIb3YeMOIo MeToja
KOHTpAIENIUH, 11 HHIUBUIYaJIbHOTO MoA0Opa HAZEeKHOIO METO/1a KOHTPALENINH MallueHTKe
cienyet oOpaTUThCS K Bpady-THHEKOJIOTY. YUUThIBasi CHUKEHUE 3(PPEeKTUBHOCTU TOPMOHATIBHON
KOHTpAIeNIUN U BO3MOKHOE HEraTMBHOE BIIMsHUE OepeMeHHOCTH Ha TeueHue JIAI, Bo Bpems
Tepanuu npenapaToMm bozeHekc pekoMeHayeTCsl €KeMECTYHO IPOBOAUTH TECT Ha OEPEMEHHOCTb,
YTO MO3BOJIUT TUATHOCTUPOBATh OEPEMEHHOCTh HAa pAHHHUX CPOKaXx.
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bepemeHHOCTD

B MOKITMHWYECKHX HWCCIEeNOBAaHUSAX YCTAHOBIEHA PEMPOIYKTHUBHAS TOKCHYHOCTH OO3CHTaHA
(TeparorenHoe u ¢eTorokcudeckoe aerctBue). KnuHnueckux ucciaenoBaHui MO MPUMEHEHUIO
mpernapara y JKCHIIMH Tpu OEpEeMEHHOCTH HE MPOBOIMIA. BO3MOXHBIA PUCK TPUMEHEHUS
0o3eHTaHa BO Bpemsi OepeMeHHOCTH He u3yueH. llpumenenue mnpenapara boseHekc mpu
OepeMEeHHOCTH MPOTUBOMNOKa3aHo (cM. paszen 4.3).

Jlakranus

He ycranosneno, BoijensieTcst in 003€HTaH B TPyIHOE MOJIOKO. B mepuos neyeHus npemnapaTom
bozenekc rpyaHoe BCKapMIIMBaHHE CIE€IyeT OTMEHUTD.

DepTUIILHOCTD

B  JOKIMHWYECKMX UCCIEIOBAHMUSIX BBISBICHO BIUSHUE HAa CEMEHHHKU. Pe3ynbTarhl
KJIMHUYECKOTr0 UCCIIEA0BaHUs MTOKa3alId, 4To y 8 u3 24 nanuentoB-myx4uH ¢ JIAI yepe3 3 unu 6
MECSIEB JIeueHUs OO3EHTaHOM OTMEYaJoCh YMEHBIICHHE KOHIEHTpaluuu crepMbl Ha 42 % u
0oJiee OT UCXOHBIX 3HaYeHUU. Ha OCHOBaHMM KIMHUYECKUX U JOKIMHUYECKUX JAHHBIX HEJb3s
UCKJIIOYUTh PHUCK HEraTUBHOIO BIIMsAHUSA OO3€HTaHa Ha CIepMaroreHe3 y Myk4uuH. Henbss
UCKITIOYUTH HEOIAronpuUsTHOE BIHMSIHHUE UTUTEILHOTO JICUYCHHSI O03CHTaHOM Ha CIIepMAaTOreHe3 Y
MAIMEHTOB-MaJIbUHUKOB.

4.7. BausiHue HAa CNOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMU CPeACTBAMHM M PadoTaTh C
MeXaHu3MaMu

Brnusinue npenapara bo3eHekc Ha CHOCOOHOCTH YIIPABIATH aBTOMOOMIIEM M 3aHUMAThCS APYTUMU
INOTCHIUAJIBHO OITIaCHBIMHW BHJaMH JCATCIIbHOCTH, Tpe6YIOHII/IMI/I MOBEIIICHHON KOHOCHTpaluuunu
BHUMaHUS M OBICTPOTHI ICUXOMOTOPHBIX PEaKIuii, He U3y4anoch, HO, YUUTHIBas, UTO MpemnapaT
bo3zeHekc MOXET BbI3bIBaTh T'OJIOBOKPYXXEHHUE, CIIEAYeT COOJII0JaTh OCTOPOXKHOCTh IpU
BBIMIOJTHEHUH TAKUX BUIOB JCSITEIbHOCTH.

4.8. HexkennaTeibHbIE peakunu

Pesrome npoduiis 6e3onacHOCTH

B 20 nmnane0o-KOHTPOJUPYEMbIX HCCIEI0BAaHUIX, MPOBEACHHBIX IO PA3JIMYHBIM MOKa3aHUSIM,
2486 nanueHToB noxy4anu 0o3eHTaH B g03ax oT 100 mr 10 2000 mr u 1838 nanueHToB noixyvanu
rane6o. [IpogomKuTenbHOCTh JIEUEHUS COCTaBUIA B CpeHEM 45 Hellelb.

HaubGonee yvacto (y 1 % u Gonee momywaromux 6o3zeHtad u y 0,5 % nomyuaromux miaiedo),
oTMeyaIu rosoBHy 601b (11,5 % npotus 9,8 %), OTEKH HUKHUX KOHEUHOCTEH W/WIIH 3aepPKKY
xuakoctu (13,2 % npotus 10,9 %), noBbIIeHNE aKTUBHOCTH «II€Y€HOYHBIX» TpaHcamuHa3z ACT
w/umu AJIT (10,9 % npotus 4,6 %) u anemuto/cHmwKeHne remorioduna (9,9 % npotus 4,9 %).
[lpumeHenne OoO3eHTaHAa aACCOIMHUPYETCS C JI0303aBHCHMBIM IIOBBIIICHHEM aKTHBHOCTH
«MI€YEHOYHBIX» TPAaHCAMMHA3 U CHUKEHHEM IeMOIJIO0nHa.

TabnuyHOe pe3roMe HeXKeNNaTeIbHBIX PEaKIHi

[ToGounsle peakiuu B 20 miane00-KOHTPOIUPYEMbIX UCCIIEAOBAaHUIX O03€HTaHa B 3aBUCUMOCTH
OT YaCTOThI BOBHUKHOBEHHUS OBUTH CTPYIITMPOBAHBI CIICAYIONUM 00pa3oM: oueHb yacto (> 1/10);
vacto (> 1/100, < 1/10); neuacro (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); oyeHs peako
(< 1/10000); gacToTa Hen3BecTHA (HE MOXKET OBITh OIICHEHA 110 MMEIOIIUMCS JaAHHBIM).
Karteropuu 4acTtoTbl HE YUMTBHIBAIOT Takue (PAKTOPbHI, KaK MPOJOJIKHTEIBHOCTh MPUMEHEHUS
0o3eHTaHa, JaHHbIE aHAMHE3a, UCXO/HbIC KIIMHIYECKHE NaHHble. B Kaxmoi rpymme moOoyHbIe
pEaKIMK yKa3aHbl B MOPSAAKE YMEHBIICHHUS CEepbe3HOCTU. KIIMHNYECKN 3HAUUMBIX pa3iuyuid 1o
NOOOYHBIM PEAKIHSIM, YKa3aHHBIM B OOIIeH 0a3e JaHHBIX U OTIENBHO 1O 3aperHCTPUPOBAHHBIM
MOKa3aHMUSAM, HE OTMEUEHO.

CucreMHO-OpraHHbIi

YacroTa He:xkenarenbHble peakuuu
KJ1acc

qacCTo aHCMUs1, CHUXKCHHUEC I'CMOT. TT0OMHA
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NI i) O e 00dT =
Hapyenus co HEYacTo Tp )M6ounf6hEHH§t,*ﬁe‘ﬁtpbﬁéM hreitkonetins
CTOPOHBI KPOBU H
. qyacrora aHEeMHs WM CHIKEHHE TeMOrJIo0nHa, Koraa
muMpaTuaeckoi «
HEW3BECTHA | HEOOXOANMO MPOBEACHUE TeMOTPaHC]Y3UH
CHCTEMBI
peaKIiy NOBHIIIEHHON 4yBCTBUTEIBHOCTH
9acTo (BKJIIOYAsl IEPMATHT, KOXKHBIN 3y, KOJKHAS
Hapymenus co 1
CBIIIb)

CTOPOHBI HMMYHHOH
CUCTEMBI aHa(UIAKTHYECKUE peaKLy U/uin

penko . x
AHTHOHEBPOTHUYECKHI OTEK , OTeK KBHHKE
Hapymenus co OYeHb YacTO | TOJIOBHAs OOIIB
CTOPOHBI HEPBHOM
p p 4acTo 06MOpOK®

CUCTEMBbI

Hapymenus co 3%
4acTo OIIyIIIEHUE cepArcOneHus

CTOPOHBI CepALa

Hapymenus co 3%
4acTo «TIPUJIMBBI» KPOBU K KOXKe JTUIa, CHIKeHue AJ]

CTOPOHBI COCYJIOB

Hapymenwus co 9acTo OTEK CIIM3UCTON 000JIOYKH HOCA

CTOPOHBI ABIXaTEIBHOW | peaKo OJIBIIIIKA, KAIIENb

CUCTCMBbI, OPraHOB
IPYIHON KIETKH U
CpEeIOCTeHHUS

racTpoa3odareanbHo pediroKkcHas 00JIe3Hb,
JKenmy1o4HO-KUIIEYHBIE | YaCTO

auapes
HapyLICHUs
penKo pBOTa
OYEHb YaCTO | M3MEHEHHE NoKa3aTesel (YHKIUU [eUYeHU
Hapymenue co HEYacTo MTOBBIILIEHUE AKTUBHOCTHU «I1€YECHOYHBIX»
CTOpPOHBI [IEYEHHU U tpancamuHas (ACT, AJIT) BciencTBue renaTuta
JKEITUEBBIBOJAINX (BKIJTIOUAst BO3MOXKHOE 000CTpeHHe
nyTein CYLIECTBYIOIIETO renaTHTa) U/UIH KEeNTYXH
penKo LMPPO3 MEYeHH , HeYEHOUHast HEJOCTaTOYHOCTD
Hapymenus co 4acTo spUTEMA
CTOPOHBI KOXKHU U
MHOJIKOKHBIX TKaHEH
OO61mue HapylIeHus 1 OYeHb YacTo | mepuepuuecKre OTeKH, 3a1ePKKa KHUIKOCTH
pEaKIuu B MECTE
BBEJICHUS

! Peakiyst IOBBIIICHHON 4yBCTBUTENLHOCTH OBLIM OTMEYEHBI Y 9,9 % MallMeHTOB, KOTOPHIE TIOydYad 603€HTaH, U y
9,1 % — mane6o.

2 TonosHyto 60116 oTMeuaiu 11,5 % nauueHToB, KOTOpBIE MOJTydanu 6o3eHTan u 9,8 % — miane6o.

8 JlaHHBIE pEaKIMK MOTYT OBITH OOYCIOBJIEHBI OCHOBHBIM 3a60J1€BAHUEM.

4 Tosenenue nepudepuyecKux OTEKOB M 3aJEPKKY KUIKOCTH oTMedanu 13,2 % MalMeHTOB, KOTOPBIE MOTydaln
6o3enTan u 10,9 % — mane6o.

“Tlo604HBIE PEAKIMK, COOONIEHHS O KOTOPBIX MOJYYEHB! HA MTOCTPETUCTPALMOHHOM JTarle TIPUMEHEHHUS NPENapara,
BKITIOYEHBI C YaCTOTOH BCTPEUAEMOCTH, yKa3aHHOU B Xoze 20 miane60-KOHTPOIUPYEMBIX HCCIIEIOBAHIH.

B HOCTMapKCTHHFOBLIﬁ nepuoa MUMCHOTCA COO6H_ICHI/I${ 0 pCOKHUX ClIydasix LHOUppo3a ICHYCHU
HESICHOM HTHOJOTHH nopu JIATCIBHOM HNPUMCHCHHU 0o3eHnTana Y HNaoueHTOB C TAXKCIBIMH
CONNYTCTBYIOIIIUMUA 3a6OJICBaHI/IHMI/I, OIHOBPEMCHHO MPUMCHAIOIUX MHOI'OYHMCIICHHBIC
JICKApCTBCHHEBIC IIpCrapaTshl. Taxxe oTMeueHEBI PEAKHE Cliydau pa3BUTUA HCAOCTATOYHOCTHU
(I)YHKI_II/II/I NeYeHu. OTH CJIydyau IMOBBIIAOT 3HAYUMOCTE CTPOIroro CO6J'IIOII€HI/I${ CKCMECAYHOT' O
KOHTpOJISI YHKIIMY NIEYEHU B TEUEHHE BCEro Nepro/a jJeueHus npenaparom bosenekc.
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Hszmenenue nabopamopnuix nokazamesnetl (MOCNENOBATENBHOC

Hszmenenue axmusHocmu «neyeHoYHbIX) MPaAHCaAMUHA3
B kimuHHMuYeckoW TmporpamMMe J0303aBUCHMMOE TIOBBINICHHE AKTUBHOCTH <«IICYCHOYHBIX)
TpaHCAaMHHA3 HAOJIOAIOCh B TeYeHHE 26 Henenb JIeUeHHs, pa3BUBAIOCH IOCTENEHHO, Kak
paBUiI0, 0ECCUMITOMHO. B MOCTMapKEeTHHTOBBIN MEPHOJ OBUIH TTOTYYEHBI COOOIICHUS O PEIKHX
CIIy4asiX pa3BUTHsI y OOJBHBIX IIUPPO3a MEYCHHU U HEAOCTATOYHOCTH (PYHKIIMH TIeueHr. MeXaHu3m
BO3HUKHOBEHUS YKa3aHHBIX BBIIIEC MOOOYHBIX PEAKIUN HEsCeH. AKTUBHOCTh «IICUCHOYHBIX)
TpaHCAMHUHA3 MOYET CIIOHTAHHO CHIDKATHCS MIPU MPOJIOJDKEHUH JICUCHHs] 03 M3MEHEHUS J03bI
npenapata bo3eHekc WM TMOClie €e CHIDKCHHS, TeM He MeHee, MpEKpalleHHe JICYCHUS WU
KPaTKOBPEMEHHBIH IEPEPHIB B TEPAITUU BCE K€ MOKET MOTPEOOBATHCSI.
B 20 mnpoBemeHHBIX HCCIEAOBAHUSIX OTMEUEHO TIIOBBIIICHHE AKTHBHOCTU «IICUYCHOYHBIX)
TpancamMuHa3 B 3 pa3a um Oomee y 11,2% mamueHToB, NOMy4aBIIMX OO3CHTAaH, U Y
2,4 % — nnane6o. Iloeimenne B 8 um Oosnee pas Bbime BepxHed rpanuisl HopMbl (BI'H)
oTMeueHo y 3,6 % marueHToB, moiydatomux 0o3eHTaH, U 'y 0,4 % — turanie6o. OTmMedeHo, 4To
MOBBIINICHUE AKTUBHOCTH «IICUCHOYHBIX» TPAaHCAMUHA3 AaCCOLMUPOBAHO C IOBBIIICHUEM
KOHIIEHTpalluu OMIMpyOnHa B T1a3mMe KpoBH (B 2 u Oosiee pa3 Beiie BI'H) y mamnuentoB npu
OTCYTCTBHH OOCTPYKIIUH >KeTueBbIBOAAIIUX TTyTel B 0,2 % ciiydaeB (5 MallMeHTOB), MOTYYarOIIHX
603enTaH, u B 0,3 % ciyuaes (6 manueHTOB) — M1a11€00.
Lemoenobun
CHmKkeHue reMorio0uHa Hike | T/J1 OT MCXOMHBIX 3HAYCHHUW OTMEUYeHO y 8 % MaIueHTOB,
nosyyaronmx 0o3eHtan, u'y 3,9 % — mane6o.

eTH
Hexoumponupyemvie uccreoosanus y oemeti ¢ JIAI' (AC-052-356[BREATH-3])
[Tpoduns 6e3onacHOCcTH MpuMeHeHus 0o3eHTana y neteit (BREATH-3: n = 19, 603enTan 2 mMr/kr
2 paza B CYTKM B TeueHUE |2 Hemenb) HE OTIMYAICS OT COOTBETCTBYIOLIETO MPOQHIIsL
Oe3omacHoCTH y B3pociblx nanueHToB ¢ JIAI' B onopHbix uccienoBanusix. Haubonee yacto y
JIeTel oTMeYalld «IpPUIUBBD KpoBU K Koxke nuna (21 %), rojgoBHyro Oo0yib M TOBBIIICHHE
AKTUBHOCTH «II€YEHOYHBIX» TpaHcamuHas (16 % i Kaxa0il moO0YHONH peakinn).

Coo011eHHE 0 TOA03PEBACMBIX HEXKEIATEILHBIX PEAKIIMIX

BaxxHo coo0mare 0 TMMOA03peBaeMbIX HEXKENaTeNbHBIX pPEaKIUsIX I[OCle pPerucTparuu
JICKapCTBEHHOTO TIperiapara ¢ Meibio 00ecreueHNsT HEMPEPhIBHOIO MOHUTOPHUHTA COOTHOIICHHUS
«TONb3a - PHUCK» JICKAPCTBEHHOTO Mpemnapara. MenuluuHCKUM pPaOOTHHKAM PEKOMEHIYETCS
CO00IIaTh O JIFOOBIX TOI03PEBACMBIX HEXKENIATSIBbHBIX PEAKIUAX JICKApCTBEHHOTO Ipernapara
yepe3 HallMOHAIBHBIE CHCTEMbI COOOIIEHUSI O HEKEeIaTeNbHBIX PEaKIUsIX TOCYAapCTB - YICHOB
EBpazniickoro 5KOHOMHUYECKOT0 COK03a:

Poccniickas @enepanns

®denepanbHas ciyx0a 1o Haazopy B cdepe 3apaBooxpanenus (POC3APABHA/I30P)
Anpec: 109074, r. MockBa, CraBstHCKas IJIOIIA b, 1. 4, cTpoeHue 1

Tenedon: +7 (495) 698-45-38

®daxc: +7 (495) 698-15-74

DnekTpoHHas mouta: npr@roszdravnadzor.gov.ru

Anpec B uaTepHEeTE: WWW.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CumMnromsl

bozenTtan npumensuics B oHOKpaTHOH 103€ 2400 Mr y 310p0oBbIX 100poBoibLeB 1 2000 Mr/cyTkn
B TEYECHHE 2 MECSIEB Y MAI[EHTOB C IPYTUMH 3a00JI€BaHUSMHU, TOMUMO JIETOYHON apTepHaTbHON
runepreH3uyd. Hambonee yacto BCTpedaromMMCcs CUMIITOMOM NEPENO3UPOBKM Oblila TOJIOBHAS
00J1b JIETKOM MM YMEPEHHOM CTeNeHN MHTEHCUBHOCTH.
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MEAMKAMEHTO3HOTO JICUeHHUs. 3aperucTPUPOBaH Clydail Iepejo3UpOBKH 003EHTaHA Y MATbUMKa-
nonpoctka mnocie npuema 10 000 Mr, B pesynbrare KOTOPOro OTMedajach TOIIHOTA, PBOTA,
BBIPDAKEHHOE CHIKEHUE AJl, TOJIOBOKpYKEHHUE, IMOBBIIICHHOE MOTOOTACICHHE, HapylIeHUE
YETKOCTHU 3pUTEIBHOTO BOCIPUSITHS.

Jleuenue

CocrosiHrEe MONIHOCThI0 HOPMAJIU30BAJIOCh B T€UEHUE 24 4, IPU 3TOM IPOBOJAUIACH KOPPEKLUS
BbIpakeHHOro cHibkeHust AJl. bo3eHTan He ynansieTcss mpu reMoauanuse.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

dapmakoTepaneBTUUYECKas rPpyIa: Ba30AMIATUPYIOLIEE CPELICTBO.

Kon ATX: C02KX01

Mexanusm aelicteus U dpapMakoanHamMuueckue 3hdeKThI

bo3enTaH sIBNs€TCS HECEIIEKTUBHBIM aHTarOHUCTOM SHIOTEIMHOBBIX perenTopoB Tuna ETau ETs.
Bo3eHTaH cHMXKaeT Kak JIEFOYHOE, TaK U CUCTEMHOE COCYIUCTOE CONPOTUBIICHHUE, IPUBOIS K
MOBBILICHUIO CEPAEUHOT0 BhIOpOca 0e3 yBelIrueHus: 4acToThl cepeunbix cokpamienuit (UCC).
Heiiporopmon sunotenun-1 (ET-1) siBasieTcss ofHUM M3 CaMbIX MOIIHBIX CPEIX W3BECTHBIX B
HACTOALIMH MOMEHT Ba30KOHCTPUKTOPOB, KOTOPBIA Takxke 00JagaeT CcrnocoOHOCTHIO
CTHUMYIIUPOBATh (UOPO3, KIETOUHYIO Hponudepannto, THNepTpoGuio U peMOoAEeTUpOBaHNE, U
TaKk)Ke TMPOSIBISIET MPOTHUBOBOCHAIUTENBHYIO aKTHUBHOCTh. OTH 3(P(GEKThl MHAYIUPYIOTCA MpU
cBsi3piBaHuM dHA0TeanHA-1 (ET-1) ¢ peuentopamu ETa u ETg, pacnonoxeHHbBIMU B SHIOTEIUHN U
KJIETKaxX TIaakol Myckynarypsl cocynoB. Konuentpauuum ET-1 B TKaHsX W I1a3Me KpOBU
MOBBILIAKOTCS IPU HEKOTOPBIX CEPACUHO-COCYTUCTHIX 3a00JI€BaHUSIX U OOJIE3HU COEAMHUTEIbHON
TKaHH, B TOM YHUCJIE IIPH JETOUHOI apTepuanbHoi runeprensun (JIAT), ckinepoaepmuu, ocTpoii u
XPOHHUYECKOW CEpIEYHOM HENOCTaTOYHOCTH, MIIEMHM MHMOKapJa, CUCTEMHOM TUIIEPTEH3HH U
aTepockiepose, yTo npeanonaraer yuactue ET-1 B marorenese stux 3abonesanuii. [Ipu JIAT u
CepJIeYHON HENOCTAaTOYHOCTH, B OTCYTCTBUU aHTaroHusMma peuentopoB k ET, moBbllieHHbIE
koHIeHTpanuu ET-1 cTporo KoppenupyroT ¢ TSKECThIO U MPOTHO30M YKa3aHHBIX 3a00JIeBaHUN.
bozentan konkypupyer ¢ ET-1 u npyrumu ET nmentupamu 3a cBsizbiBanue ¢ ETa u ETg, ¢
HEe3HauuTeNnbHO Oojee BbICOKMM cpoactBoM K peuentopam ETa (Ki=4,1-43 amons) mno
cpasaenuio ¢ perenropamu ETg (Ki = 38 — 730 HMoub).

boszenran cnenuduuecku 61oxkupyet ET perientopsl 1 He CBA3BIBACTCS C IPYTUMU PELIEITOPAMH.
[Tpu uzyuenun JIAI' Ha MonensIX ’KMBOTHBIX IMOKa3aHO, YTO JUIMTEIBHOE BBEACHHE OO3E€HTaHa
BHYTPb CHH)KA€T JIETOYHOE COCYIUCTOE CONPOTUBICHHE U CIIOCOOCTBYET OOpPAaTHOMY pPa3BUTHIO
runepTpoduu cocyZoB JIETKUX M MpaBoro xkemynouka. [lokasano, 4to nmpu jerounoM ¢pudpose
003eHTaH yMEHbIIIaeT HAaKOIIEHHE KOJIIareHa B JIETKUX. Pe3ybTaThl HHBAa3UBHBIX MCCIIEIOBAHUI
reMOJUHAMHUKN MOKa3ajiH, YTO JeueHHue O03EHTaHOM NPUBOAUT K 3HAUYUTEIILHOMY MOBBIIIEHUIO
CEpJIEYHOr0 MHJEKCA, a TAaK)KE CYLUIECTBEHHOMY CHIKEHHWIO NIaBJICHUS B JIETOYHOW apTepHH,
JIETOYHOT'O COCYJUCTOIO COINPOTUBIEHUS U CpPEIHEro JaBJ€HHUS B IPABOM IPEICEpAUU.
JnurensHoe (B Teuenue 12 u 16 Henenb) nedeHue B3pochbix nanueHToB ¢ JIALT (mepBuuHoil 1
BTOPUYHOM, MPEUMYIIIECTBEHHO acCOIMUPOBaHHOE co ckiepoaepmueii) -1V dynkmonanbuoro
knacca (OK) no knaccupukanun BecemupHoit oprannzanun 3apaBooxpanenus (BO3) 6o3enTaHoM
B KOMOMHAILIMU C aHTHKOAryJIsTHTaMH, BazoAuiaTaTopamMu (O6J0KaToOpaMH KaJlbLIUEBBIX KaHAJIOB),
JUYpPETUKAMH, KHCIOPOJOM U JIUTOKCMHOM, HO HE€ D3IONPOCTEHOJIOM, CONPOBOXKIAIOCH
YMEHbIIIEHUEM BhIPaKEHHOCTH CUMNTOMOB JIAI™ 1 3HAYNTENbHBIM YBEIMYEHUEM TOJIEPAHTHOCTH
K (u3nyeckuM Harpy3kam (1o pesyiapTaraM TecTa ¢ 6-MHHYTHOM X01b00i1). OTH 3¢ eKTh
OTMEUaJIUCh Yepe3 4 Helenau, OTUYETIMBO MPOSBISUIMCH Yyepe3 8 Helelb U COXPaHSUIMCh 10 28
HEZElb B OJArPYIIIE MAllUEHTOB AKTUBHOTO JICYEHUSI.
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COOTBETCTBYET 3K

Havaja KIMHIYECKOTO yXYAIIeHUs (KOMOMHUPOBAaHHAS TOYKA, BKITFOYAIOIIAs TPOTPECCUPOBAHNE
CUMITOMOB 3a00JieBaHusl, rocnuTanu3anuio seneacteue JIAL u ciyuau cmeprtn).

V¥ nmauuentoB ¢ JIAT Il ®K u nopokamu cepiaua B COUYETaHUM C HApYUICHUSMH IOKa3aTenen
reMOJUHAMUKH MO TUITY CUHIpoMa DH3eHMEeHTepa, YBeIUUYEeHNE CPETHEr0 3HAaYCHHS HACHIIIEHUS
KPOBH KHCIIOPOJOM CBUICTEIHCTBOBAIIO O TOM, YTO OO3EHTAH HE YCYryOseT TMIOKCEMUIO, H YTO
CpelHee 3HAYEHHE JIETOYHOT'O COCYAUCTOrO COMPOTUBICHUS 3HAUUTEIHLHO CHUXKAETCA B TPYyIIE
0o3eHTaHa.

[Tpu n3ydenun 603enTana y naiueHToB ¢ JIAI 11l @K B coueranuu ¢ BUY-undexinuei mokasaHo
MOBBIIICHUE TOJICPAHTHOCTH K (PU3NYECKUM HArpy3KaM B CPAaBHEHUU C HCXOJIHBIMH JTAHHBIMHU.

B 1ByX OCHOBHBIX MIane00-KOHTPOJIUPYEMBIX HCCIEIOBAHUSAX U UX OTKPBITHIX MPOJUICHUAX Y
BCEX MAIMECHTOB, MOJyJalomuX 003¢HTaH, B TCYCHHUE UTUTEILHOTO BPEMEHH TIPOBOIUIIHN OIICHKY
JKU3HEHHO Ba)KHBIX IMOKazareneil. CpeaHsis NpoAoKUTEIbHOCTh TIprueMa 003eHTaHa COCTaBMIIa
1,9+ 0,7 net (ot 0,1 g0 3,3 51€T), KIMHUYECKOE COCTOSIHUE MAIMEHTOB KOHTPOJIUPOBAIH B CPETHEM
B TeyeHue 0,2 + 0,6 yer. Y Gosiblliel 4acTH MAalMEHTOB OBLI TOJATBEPXKIACH TUArHO3 MEPBUYHON
JIAT (72 %) n onpenenen |11 ®K (84 %) no knaccudukanuu BO3. [Tokazarens BBDKUBAEMOCTH B
rpymIe B 11e10M (coriacHo oneHke no merony Kamnan-Maiiepa) uepes 1 roa neuenus 603eHTaHOM
coctaBui 93 %, a yepe3 2 roga — 84 %. Y nmanueHTOB ¢ CUCTEMHOI CKJIEpoAepMUEll oKa3aTeln
BBDKHMBAeMOCTH 10 MeToy Kannan-Maiiepa Oblid HUXe.

Cucmemuas ckiepooepmusi ¢ SA36€HHLIM HOPAdCeHUeM KOHeyHocmel. Pe3ynbTaThl NBYX
KIIMHUYECKHUX HUCCIIEIOBAaHUM y B3POCIBIX MAI[UEHTOB C CUCTEMHOM CKJIEpOIepMHUEH U I3BEHHBIM
MOPAKEHUEM KOHEYHOCTEH (B CTaJuHM OOOCTPEHUS WM B CIy4asix, KOTJa S3BEHHOE MOpaXKEHUe
OTMEUaJIM B T€YEHHE MOCIEIHEro rojia) Mmokas3aiu, 4TO B TEUEHHUE BCEro Mepuoja MpUMEHEHHUS
0o3eHTaHa HAOJNIOAACTCS JIOCTOBEPHOE YMEHBIIIEHHWE YHCJIAa HOBBIX SI3BEHHBIX MOPAKEHUN
KOHEYHOCTEH 10 CpaBHEHUIO ¢ I1aiedo.

VY manueHToB, mojydyaBmux 003€HTaH WK IJ1anedo B TedeHue 16 Henenb, B CpefHeEM, OTMEUYCHO
1,4 u 2,7 HOBBIX S3BEHHBIX NOpaKeHUM, cooTBeTcTBeHHO (p = 0,0042). B wuccnenoBanuu
MIPOJIOJDKUTEIBHOCTRIO 24 HEJIeH YMCII0 HOBBIX SI3BEHHBIX MOPAKEHUN KOHEUHOCTEHN y AalMeHTa
coctaBisuio, B cpeaHeM, 1,9 u 2,7, coorBerctBeHHO (p = 0,0351). BiusHue Oo3eHTaHa Ha
CKOPOCTb 3aKUBJICHUS SA3BEHHBIX MOPAKECHHUI HE YCTAHOBJIEHO.

eTH
Uszyuenue sgpgpexmuenocmu y demeti ¢ JIAI'. UccnenoBanue mapaMeTpoB (papMaKOKWUHETUKH
6o3enrana mposoaunu y neteit ¢ JIAIL 1I-111 ®K B Bozpacte ot 3 no 15 net B Teuenue 12 Henenb

Tepanuu MpenaparoM. AHaIW3 TeMOJWHAMHUYECKHX IIOKa3aTesleil yKa3blBaeT Ha YBEIWYEHUE
cepaeunoro mHzaekca (CH) ma 0,5 1/MuH/M?, a Takke Ha yMEpPEHHOE CHIDKEHHE CPEIHETO
naBieHus B JierouHoi aprepud (JIJIA) 10 8 MM pT. CT. ¥ IGTOYHOTO COCYIUCTOTO COTMPOTHBIICHUS
(JICC) — o 389 nun*c\em®.

5.2. ®apmakoKMHeTHYECKHE CBOMiCTBA

®dapMaKOKMHETHKY OO3€HTaHa MOAPOOHO HM3y4yaldu B HCCIEAOBAHUSAX C y4aCTHEM 3J0POBBIX
N00poBoJIbIIEB. [laHHbIE 110 U3y4eHHIO (PAPMAKOKMHETHKH Yy OTPAHUYEHHOTO YHCIIA MAIUEHTOB C
JIAT" cBUIIETENBCTBYIOT O TOM, YTO CUCTEMHOE BO3JIEHCTBUE OO3€HTaHa y MAIlMEHTOB B 2 pa3a
BBIIIIE, YEM Y 3/I0POBBIX JOOPOBOJIBIIEB.

q)apMaKOKHHeTquCKHe napaMeTpel 'y 310POBBIX )IO6pOBOJ'H)HeB 3aBUCAT OT OJO3bl U BPEMCHU
npuema npemnapara. [locine BHyTpuBeHHOTO (B/B) BBelleHHs 003eHTaHa 00BEM €ro pacrpeeeHus
(Vd) ¥ KIMpEHC CHUXKAIOTCS ¢ YBEJTMUSHHUEM JI03bI U MOBBIIIAIOTCS CO BpeMeHeM. [locie mpuema
BHYTPb CHUCTEMHAas 9KCIIO3UIMs 003eHTaHa MponopuuoHaibHa B go3ax 10 500 mr. lpu npueme
BHYTpPb OoJiee BBICOKOH /1036 003€HTaHA yBEIWYECHUE KOHIEHTpanuu B mia3Me KpoBH (Cmax) U
AUC (momanp mojx KpUBOW «KOHIIEHTpALMA-BpEMs») IO OTHOUICHUIO K TPHHATOM [03e
HENPOMOPIUOHAIILHO U JOCTUTAETCS C MEHbILIEH CKOPOCTHIO.

AOGcopbuus
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AOconroTHass OMOIOCTYITHOCTh OO3€HTaHa, y 310p0BH>i %Bép-(l)%%sﬁé'ﬁ-rg&lﬁ@ HbI/Tema Bﬂy‘rpb

cocraBiisieT okosio 50 %, mpueM MUK He BiIMseT Ha OnonocTymHOCTh. Cmax B IIa3Me KPOBH
JnocTuraercs yepes 3-5 4 mocie npuema rnpemnapara BHyTPb.

Pacnpenenenue

bozenTan B BeIcOKOI cTeneHu (6osee 98 %) cBsA3bIBaeTCs ¢ OesIKaMHu I1a3Mbl KPOBH, B OCHOBHOM
¢ anbOymMuHOM. BO3eHTaH HE IPOHUKAET B SPUTPOIIHTHI.

[Toce ogHOKpaTHOTO BBEAEHUS B/B B 03¢ 250 Mr V4 coctasiser 18 .

BuoTpancdopmarus 1 s3nuMuHaAIKS

[Toce omHOKpaTHOTO BBEACHUS B/B B 103€ 250 mr kiupeHc — 8,2 n/4. [lepuos mosryBeIBeACHUS
(T12) — 5,4 4. Tlpy MHOTOKpPAaTHOM INPHUMEHEHUHM KOHIICHTpalMs OO3CHTaHa B IUIa3Me KpPOBH
CHU)KAaeTCs TMOocTeneHHo u coctaBisieT 50-65% oT KOHIEHTpauu MpH OJHOKPATHOM
npUMeHeHUU. BeposTHO, CHIKEHHE KOHLEHTpaluu Oo3eHTaHa OOYyCIOBICHO ayTOMHIYKIIHMEH
dbepmeHToB medyeHu. PaBHOBecHOEe cOCTOsIHME AOCTHraercss B TedeHue 3—5 nHel. boszenran
BBIBOJMTCS U€pe3 KUILIEYHUK C JKETYBIO TIOCIIE 3aBEpIICHHs MeTaboIu3Ma B MIEYCHU IPU y4acTUU
uzopepmentoB mnuroxpoma P450 CYP2C9 u CYP3A4. Menee 3 % mnpuHATONH 03Bl BHYTPH
BBIBOJIUTCS MTOYKamHu. B mporecce metabonm3ma 603eHTaHa 00pa3yroTcs 3 MeTaboIuTa, HO TOJIBKO
OIMH W3 HHUX oOyajgaer (apMaKoJIOTHYECKOW aKTUBHOCTHIO. DapMaKoIOTHYECKH aKTHBHBIN
METa0O0IUT MPEUMYIIECTBEHHO BBIBOJIUTCS C JKETYbI0. Y B3POCIHBIX MAMEHTOB KOHIICHTPALUS
AKTUBHOTO MeTabO0JIHTa B TUIa3Me KPOBHU BBIIIE, YEM Y 3[I0POBBIX JOOPOBOJIBIIEB. Y MAIIUEHTOB C
IIPU3HAKaMU X0JIECTa3a CUCTEMHOE BO3/IEIICTBHE ATOr0 METa00JINTa MOXKET Bo3pacTaTh. bo3eHTan
apisiercss uHaykTopoM uzopepmentoB CYP2C9 u CYP3A4, a Takxke, BO3MOXHO, n3odepmMeHTa
CYP2C19 u P-riukomnporenna. In vitro 6o3enran nmoxasisier aktuHocTh BSEP (Bile Salt Export
Pump, Hacoc BbIBeIcHUS COJEH )KEMYHBIX KUCIIOT) B KYJIbTypax rernaTouuToB. B uccnenoBanusix
In Vitro mokaszaHo, 4To OO3CHTaH HE OKa3bIBACT 3HAYMMBIA MHTHOUpYIOUMHA SPQPEKT HA P
uzodpepmenroB CYP (CYPLA2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). CaenoBarenbHo, 003eHTaH
HE IOBBIIIAET KOHLIEHTPALMIO B IUIa3M€ KPOBH JIEKAPCTBEHHBIX IPENapaToB, METa0O0IU3M
KOTOPBIX OIOCPEOBAaH JaHHBIMU N30()EePMEHTAMHU.

PapMaKOKMHETHKA Y OCOObIX IPyNH MAllUEHTOB

Ha ocHoBanuuM wuccieqoBaHMii BceX MapaMeTpPOB MOXKHO MPEIINOJIOKHThb, UYTO Ha
(apMakOKMHETHKY OO03€HTaHa y B3pPOCIBIX HE OKa3blBalOT CYIIECTBEHHOE BIMSHHME TaKue
dakTophl, KaK MOJ, Macca Tella, pacoBasi MPUHAJICKHOCTh WM BO3PACT MallMEHTA.

llayuenmul ¢ napywenuem ynkyuu nevenu

VY manueHToB C JETKMMH HapylleHusIMU (QpyHKIUU neyeHu (kinace A no kinaccuduxanun Yaum-
[Tpt0) HE OTMEUEHO CYIIECTBEHHBIX U3MEHEHHH Moka3aTtenel papMakOKMHETHKH Oo3eHTaHa. [1o
CPaBHEHHIO CO 3JOPOBBIMU JTOOPOBOJBIIAMH y MAIIMEHTOB C JIESTKUMHU HapYIICHUSIMH (YHKIIUU
neyeHn 3HadeHus: AUC 0o3eHTaHa B paBHOBECHOM COCTOSIHUM Bbllle Ha 9 %, a aKTMBHOIO
metabonuta Ro 48-5033 — Ha 33 %. YV manueHToB ¢ yMEpPEHHBIMU HapyLICHUSMH (YHKLIUU
nevyeHu (knacc B mo kmaccudukanuun Yainn-I1er0) u JIAI, accormumpoBaHHO#M ¢ MOpTaIbHON
runeprensueil, AUC 0o3eHTaHa B PaBHOBECHOM COCTOSHMM OKa3ajloch B 4,7 pasa BbllIe, a
aktuBHOTO Metabonmuta Ro 48-5033 — B 12,4 pasa Beimie, ueM y manueHToB JIAT ¢ coxpaHHOU
byHKLMEH MoYex.

®apMaKOKMHETHKa O03€HTaHa Yy MalMEeHTOB C TSHKEIBIMU HAPYIIEHUSAMHU (PYHKIIMY TIeUeHU (KJ1acc
C no knaccupukaumu Yainn-ITero) He wu3yueHa. Pexomenayercst u30eratb HpUMEHEHHUs
npenapata bo3eHekc y maleHToB ¢ YMEPEHHBIMU U TSDKEJIBIMU HapYIICHUSIMH (PYHKLIUY TI€YEeHU
(xnacc B u C no knaccudukanun Yaina-ITsto).

Tlayuenmul ¢ napywenuem ynKyuu novex

VY NanueHToB C TSHKEIBIMH HapylmleHHsMH (QyHKIMU mouek (kiaupeHc kpearunuHa (KK) 15-
30 MuI/MHH) KOHIICHTpaIusi B IUIa3Me KpPOBH Oo03eHTaHa CcHWXkaercs mnpumepHo Ha 10 %.
KonuenTpanus merabonuToB 003eHTaHa B IUIa3Me€ KPOBM BO3pacTaeT MPUMEPHO B 2 pasza Io
CPaBHEHMIO C MAallMEHTaMU C COXpaHHOW (yHKIMEH mouyek. Y MNalUEeHTOB C HapyUICHUSMHU
(byHKLIMY TOYeK He TpeOyeTcst KoppeKius 103bl. [IpuMeneHne 603eHTaHa y MalueHToB, KOTOPhIM
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BBICOKYIO CTETICHb CBSI3BIBAHUS C O€TKaMU IJIa3MbI KPOBH, 3HAUUTEIHHOTO BBIBE/ICHUSI 003€HTaHa
U3 COCYAMCTOrO pyciia BO BpeMs FeMOoInain3a He 0KHU1aeTCsl.

Hetu crapiiie 2-x Jet

DapMaKOKHMHETUYECKHUE MTapaMeTphl IPU OJHOKPATHOM M MHOTOKPATHOM IIPUMEHEHUH O03eHTaHa
B JICKAPCTBEHHOU (hopMe TabJIETKH, TOKPHITHIE TUICHOYHON 000J109KOM, n3ydanu y aerei ¢ JIAT,
JI03y TIpernapaTa moa0upaid Ha OCHOBaHHHM Macchl Tena manueHToB (AC-052-356 [BREATHE-
3]). Bo3neiictBue 003eHTaHa CHIKAJIOCH CO BPEMEHEM I10 XapaKTepHOH i 003eHTaHa KPUBOH,
00yCIIOBJIIEHHOM CIOCOOHOCTHIO O03eHTaHa K ayrouHaykuuu. Cpennue 3nadenuss AUC (CV%) y
JeTel, monyJarommx 0o3eHTaH 2 pa3a B CyTKH B no3ax 31,25 mr, 62,5 mr u 125 mr, cocraBisum
3,496 ur*u/mi (49 %), 5,428 ur*u/miu (79 %) u 6,124 (27 %) Hr*4/Ma COOTBETCTBEHHO, M OBLIH
HUKe, ueM 3HaueHus 8,149 ur*u/mi (47 %) y B3pocnbix namueHToB ¢ JIAL, koTopsie moxydanu
125 mr 6o3eHnTaHa. B paBHOBECHOM COCTOSIHMM CHCTEMHAasi SKCIO3MIMS Y JIeTell ¢ Maccoil Tena
10-20 xr, 2040 kr u 6omnee 40 kr cocraBuna 43 %, 67 % u 75 % OT COOTBETCTBYIOIIUX
noKasaresiei y B3pOocibIX.

6. DPAPMAIIEBTUYEKHUE CBOMCTBA
6.1. Ilepeuenb BcIOMoOraTe/ibHbIX BelIECTB

boszenekc, 62,5 Mr, TaOIETKH, MOKPLITHIE INIEHOYHOH 000JI0YKOM
Kpaxman Kkykypy3HbIi

Hatpus kpaxmanraukoasaT Tun A (KapOOKCHMETHIIKpaxMail HaTpHs )
Kpaxman npexxeraTHHU3UPOBAHHBIN

['munepun nubereHat

IToBunmon K90

Marnus cteapar

CoctaB 000710YKH:
Omanpait 21K220000 (runpomeniosa, turaHa auokcua (E 171), Taiabk, STHIIEIUIIOI03,

[JIMLIEPWIT TpUaLeTaT (TpUALeTHH ), KpacuTelb xkeneza okcua xkentoii (E 172), kpacutens xenesa
okcua kpacHeiil (E 172))

boszenekc, 125 mr, TaOIETKHU, MOKPLITHIE INIEHOYHOH 000JI0UKOMH
Kpaxman Kkykypy3HbIi

Hatpus kpaxmManriukomsaT Tamn A (kapOOKCUMETHIIKpaxMall HaTpus)
Kpaxman npexxenatiHu3upOBaHHbBIN

['munepun nubereHar

IToBumon K90

Marnus creapar

CocTaB 000JIOYUKH:

Omnanpait 21K220000 (rumpomeriosa, tutana guokcua (E 171), Tanpk, STHIIEUIION03a,
TJIMLIEPUIT TpUaleTaT (TpUALleTHH), KpacuTelNb xeneza okcu xkentolil (E 172), kpacuTens xenesza
okcuj kpacHsii (E 172))

6.2. HecoBMecTUMOCTD
He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)
2 roja.
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6.4. OcoGbie MepbI peocToposkHocTH mpu xpanenut |- - 1EAUBATENEHOCTE 0002

XpaHUTh B CyXOM 3alllMIIIEHHOM OT CBETa MECTE IpH Temneparype He Bbiiie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHOI YIIAKOBKHU

[To 10 mwmmu 14 TabneTok B KOHTYPHOHM SYCHKOBOM YNaKOBKE M3 IUIGHKA MHOTOCIOHHOMN
(MOTMBUHWIXJIOPU/TIOJIMATHUIICH/ IOJIMBUHWIMICHXIOPK)  Oeigoro  mBeta W (OJIbru
AJTFOMUHHEBOM.

[To 4 xoHTypHBIE AYEHKOBBIE YIAKOBKM BMECTE C MHCTPYKIHUEH MO MPUMEHEHUIO B MayKe U3
KapToHa.

6.6. OcobGble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHM  HMCIOJIH30BAHHOIO
JEeKapCTBEHHOT0 mpenapara WIM OTXOI0B, TOJYYeHHBIX IOCJe NPUMEHEHHs
JIEKAPCTBEHHOI'0 MpenaparTa u Apyrue MaHUMYJISIHUH ¢ TPenapaTomM

Oco0ble TpeOOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSA

Poccus

AO «Padapmar

399540, Jluneukas 061., TepOyHckuit paiion, c¢. TepOynsl, yi. Jlopoxnas, 1. 6A
Ten.: +7 (47474) 2-16-72

OnekrponHas modra: rafarma@rafarma.ru

7.1 IlpeacraBuTeb ep:KaTeisi PerucTPALMOHHOIO Y10CTOBEPeHU
[Iperen3un moTpeOUTENICH HAIPABIISATh IO aJIPECy:

Poccus

AO «Padapmar

399540, Jluneukas 061., TepOyHckuit paiion, c¢. TepOynsl, yi. Jlopoxnas, 1. 6A
Ten.: +7 (47474) 2-16-72

OnektponHast moura: pharmacovigilance@sotex.ru

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUA

9. IATA IEPBUYHOM PETUCTPALIMU (MOATBEPXKIEHUS PETUCTPALIUU,
INEPEPETUCTPALIMN)

Jlara nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

O6ma51 XapaKTCPUCTHKA JICKAPCTBCHHOI'O IIperiapara bosenekc AOCTYIIHA Ha I/IH(I)OpMaI_II/IOHHOM
nopraje EBpa3HﬁCKOF O 3KOHOMHYECCKOI'O COIO3a B I/IH(I)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CCTU
«Mutepuer» https://eec.eaeunion.org.
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