MHH3IPAB POCCHY
05 051

| COTJACOBAHO

NUHCTPYKUUA
[10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

BA3EHEKC

PerucrpauuoHHblii HoMep:

Toprosoe HaumeHoBanue: Bazenekc

MexayHapoaHoe HeMmaTeHTOBAHHOE HAMMEHOBaHue: 003eHTaH
JlekapcTBennas gopma: TabaeTKH, MOKPBITHIE MIEHOYHOH 000104KOM
Cocras:

1 Tabnerka, MOKpHITAs MJIEHOYHOM 000T0UKOM, COIEPIKHUT:

Jo3upoexa 62,5 me.

JlelicTBYIOIIIEE BENIECTBO:

bozentana monoruapar 64,541 mr (B nepecyere Ha 603eHTan 62,500 mr).

BcnomorareibHble BelllecTBa:

Anpo: xpaxman Kykypy3Hbli —6,0 Mr; kpaxmaja mnpexeaaTHHU3MpoBaHHbIM — 3,0 wr;
kapboxcumetunkpaxmain Hatpust — 4,0 mr; noBuaoH K90 — 1,0 mr; BunHas kucnora — 0,359 wmr;
ues/untoa03a Mukpokpuctamueckas (PH-101)- 14,0 mr; narpus creapundymapar - 2,1 wmr;
KPEMHHS TUOKCU KOJUTOMAHBIN - 1,0 mr.

[InenoyHas obonouka: runpomesuioda E15 - 1,58 mr; tpustunuurpar -0,2 mr; tanek - 0,72 Mr;

TUTaHa AMokceu - 0,99 Mr; kpacurens sxenesa okcua xentoiid - 0,007 Mr; KpacuTeb xKene3a OKCHL
kpacHblit - 0,003 mr; aTuaemtonosa - 0,5 mr.
Ho3zuposka 125,0 me2.

JeicTByIolIee BEIIECTBO:

bo3senrana monoruzapar 129,082 mr (B nepecuere Ha 603eHtan 125,000 mr).

BcnomorarenbHble BelllecTBa:

Aapo: kpaxMan KyKypysHeli — 12,0 Mr; kpaxman mnpexeraTHHU3MpOBaHHbIE — 6,0 Mr;
kapbokcuMetunkpaxman Hartpusi — 8,0 mr; nosuaon K90 — 2,0 mr; BunuHas kuciora — 0,718 wmr;
uesutrono3da Mukpokpucrananueckas (PH-101) - 28,0 mr; Hatpus creapundymapar - 4,2 mr;
KPEMHHUSI JUOKCHA KOJUTOMIHBIH - 2,0 MT.

[Inenounas o6onouka: runpomesiosa E15 - 3,16 mr; tpustunuurpar - 0,4 Mr; tansk - 1,44 wmr;

kpacHslii - 0,006 Mr; sTunuemnonosa - 1,0 mr.




Onucanue

Jlo3upoBka 62.5 mr

Kpyribie 1BOSKOBBINMYK/IblE TaOIETKH, MOKPBITbIE IUIEHOYHOW 000JI0YKOH CBETIO-PO30BOIO
usera. Ha nonepeynom paspese si1po ot 6e1oro 10 CBETI0-KEITOrO LIBETA.

Jlo3uposka 125 mr

Kpyrnbie 1BOsSIKOBBINMYKIIbIE TAONETKH, MOKPBITHIE MJIEHOYHOM 00601049KO# CBET/IO-PO30BOTO L{BETA
C PUCKO#1 Ha o1HOM cTopoHe. Ha nonepeynom paspese sapo ot 6e10ro 10 CBETI0-)KENTOrO LIBETa.
®apmakoTepaneBTHYeCKasi FPYNIa: Ba30AUIaTUPYIOLIEE CPEACTBO

Kon ATX: C02KXO01

®apmako/oruyecKkne cBoicTa

Dapmaxoounamuxa

bo3eHTaH fAB/ISETCS HECETEKTUBHBIM AHTArOHMCTOM 3H/IOTEIMHOBBIX peuentopoB tuna ITa u
OTg. bo3eHTaH CHUXAET KaK JIETOYHOE, TAK U CUCTEMHOE COCYAMCTOE CONPOTHBIIEHHE, TPUBO/IS
K MOBBILIEHUIO CEPIEYHOro BbiOpoca 6e3 yBesnyeHus 4acToThl cepaeunbix cokpauernuit (HCC).
Heiiporopmon suporenuu-1 (3T-1) siBnseTcs OJHUM M3 CaMbIX MOLIHBIX CPEAM M3BECTHBIX B
HACTOSILIMH ~ MOMEHT BAa30KOHCTPHKTOPOB, KOTOpbIM Takke oOnagaer cnocoOHOCTbIO
cTUMyaupoBath  Gubpo3,  kieTouHyw  nponudepauuto, runeprpodpur0  cepaua U
pPEMOJCTMPOBAHUE, U TAKXKE MPOSIBJIAET MPOTHUBOBOCMAIUTENBHYIO aKTUBHOCTb. DTH 3(deKTh
HHAYLUMPYIOTCS NpU  cBA3bIBaHUM oSHaoTenuHa-1 (OT-1) ¢ peuentopamu OTa u ITs,
PacrnosoKEeHHBIMHU B 3HAOTEIMH M TJIaAKOMBILLIEUHBIX KJeTkax cocynoB. Konuentpauun OT-1 B
TKaHSX M IU1a3Me KPOBH IMOBBIILAKOTCS MPU HEKOTOPBIX CEPAEUHO-COCYAMCTHIX 3a00JeBaHUAX U
O0sIe3HAX COEMHUTENbHOW TKAHM, B TOM YHCIJIE IMPH JIETOYHOW apTepHaIbHON TI'MNEpTEeH3HU
(JIAT'), ckneponepMuu, OCTPOM M XPOHHUECKOH Cep/levyHOW HEeIO0CTaTOYHOCTH, HILEMHUU
MHOKap/Ja, CUCTEMHOM THMIIEPTEH3MM M aTepoCKiIepo3e, uTo mnpeanosnaraer ywyactue OT-1 B
naroreHese 3tux 3aboneanuit. [Ipu JIAI u cepaeyHOl HEJOCTATOYHOCTH, NMPU OTCYTCTBUH
AQHTAaroHM3Ma K OHAOTEJIMHOBBIM pELeNnTopaMm, MOBbIIEHHbIEe KOHUeHTpaunu IT-1 crporo
KOPPEIUPYIOT € TSAKECTHIO U MPOTHO30M YKa3aHHbIX 3a00s1€BaHUH.

bo3enran xonkypupyer ¢ OT-1 u apyrumu DT nentupamu 3a cBssbiBanue ¢ OTa u DTp ¢
He3HauuTenbHO Oosee BbICOKMM cpoiacTBoM k peuentopam DTa (Ki = 4,1 - 43 umons) no
cpaBHeHuto ¢ peuentopamu ETg (Ki = 38 — 730 umous).

Bosenran cneunduyecku 6mokupyer DT peuentops! U He CBA3bIBAETCS C APYTUMH PELIETITOPAMH.
Ippexmusrnocms

[Ipn nzyuenun JIAI' Ha Moaensix )KMBOTHBIX [10Ka3aHO, YTO AJMTENIbHOE BBeJeHHe Oo3eHTaHa
BHYTpb CHHXKaeT jieroyHoe cocyaucrtoe comnportuieHue (JICC) u crnocoberByeT obOpaTHOMY

Pa3BUTHIO TMIIEPTPO(HUH COCYIOB JIETKUX W MPABOro xenyaouka. [lokazaHo, 4TO MpH JIErO4HOM
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dubpo3e 6o3eHTaH YMEHBIIAET HAKOMJICHHE KOJIJTareHa B JIETKHX.

Opppexmusrnocmes  npu  npumeHenuu y 63poCibIX NAYUEHMOB C JIe20YHOU apmepuanbHou
2unepmeH3uetl

HnurtensHoe (B Teuenue 12 u 16 Henensb) neyenue B3pocibix nauneHToB ¢ JIAL (nepBHUHOM H
BTOPUYHOM, MPEMMYILECTBEHHO aCCOLMUPOBaHHOE cO ckiepoaepmueit) [1I-1V dbyHkumnonambHoro
knacca (PK) no knaccudukauuu BecemupHoit opranusanuu 3apaBooxpanerus (BO3) 603enranom
B KOMOMHALIMK C aHTUKOAryJsIHTaMH, Bazoauiararopamu (610KkaTopaMu KajlbLIMEBBIX KAHAIOB),
AUYPETHUKaMH, KHUCJIOPOJOM M JUIFOKCHMHOM, HO HE 3IOMPOCTEHOJIOM, COMpPOBOXIAIOCH
YMEHBILIEHHEM BBIPAKEHHOCTH CUMNTOMOB JIAI™ 1 3HAUNTETbHBIM YBEIUYEHHUEM TOJEPAHTHOCTH
K (usnyeckuM Harpyskam (1o pesyibTaTtaM TecTa C 6-MHUHYTHOH X0ab00ii). DTH 3¢ dexTs
OTMEUaJIUCh Yepe3 4 Heleld, OTYETIMBO MPOSIBIAIMCH uepe3 8 Heleldb W COXpaHsUIMCh A0 28
HeJleJlb B MOATPYIIE MalMeHTOB aKTHBHOTO JICYEHHSI.

B uccnenoBanun naumentos ¢ JIAT II @K nokazaHo 3HayMTeNbHOE YBEIMYEHHE BPEMEHH J10
Hayajla KJIMHUYECKOTO YXyALIeHUs (KOMOMHMpOBaHHas KOHEYHas TOYKa, BKIKOYAOLIAs
NpOrpecCUpoBaHUE CHUMNTOMOB 3aboseBaHus, rocrnutanuzauuio Bcaeactsue JIAT u ciayvau
CMEpPTH).

Y nauuentoB ¢ JIAI' 1II ®K u nopokamu cepaua B COYETAaHMM C HAPYLICHUSIMM TOKa3aTesei
reMOJMHAMHKH 110 TUIYy CHHApPOMa Di3eHMeHrepa, yBeIMueHHe CPeHEro 3HaueHHsl HaChIILEHUs
KpOoBH Kuca0poaoM Ha 1,0% B rpymnne nauueHToB, noay4aBunx 603eHTaH, CBUAETEIbCTBOBANIO O
TOM, 4YTO OO03eHTaH He ycyrybsser runokcemuto. CpenHee 3HaYE€HHE JIETOYHOTO COCYAMCTOrO
COMPOTHBJCHUS 3HAYMTEIBHO CHWKAIOCh, a TOJEPAHTHOCTh K (HU3MYECKUM Harpy3kam
MOBBILIATIACH (CPEAHSS AUCTAHLIMA 110 pe3ysbTaTaM TecTa ¢ 6-MUHYTHOW X0ab00i yBenMuyHIach
Ha 53 MeTpa) B rpymnIe NnauueHToB, Noay4aBimrx 003eHTaH.

[Tpu uzyuenun 6o3enrana y nauneHtoB ¢ JIAT 111 @K B coueranuu ¢ BUU-undekuunei nokazano
MOBBILICHHE TOJIEPAHTHOCTH K (PM3HUECKUM HArpy3kam B CPaBHEHHMHU C HCXOAHBIMHU JIaHHBIMH.

B 1ByXx OCHOBHBIX M1aueb0-KOHTPOJIUPYEMbIX MCCIEAOBAHUAX U UX OTKPBITBIX MPOMJICHHUSX Y
BCEX MALMEHTOB, MOJIyyarolinX 003eHTaH, B TEYEHUE JJIUTEIbHOTO BPEMEHH MTPOBOJIMIIH OLIEHKY
’KM3HEHHO Ba)KHBIX IoKa3aTened. CpeaHss nmpoaoKUTENbHOCTh NpuemMa 603eHTaHa COCTaBUIIA
1,9+0,7 net (o1 0,1 10 3,3 51€T), KIMHUYECKOE COCTOSIHUE MALIMEHTOB KOHTPOJIMPOBAJIU B CPEAHEM
B Teyenue 0,2 £ 0,6 netr. Y Oonbliel 4acTH NMalWEHTOB ObUT MOATBEPXKAECH AMArHO3 MEPBUUYHOMN
JIAT (72 %) v onpenenen 111 ®K (84 %) no knaccudpukauun BO3. TTokazaTenb BLDKHBAEMOCTH B
rpynne B ueiaoMm (coriacHo oueHke no meroay Kannman-Maiiepa) uepe3 1 roa jeudeHus
6o3enTaHoM coctaBuil 93 %, a yepe3 2 roaa - 84 %. Y nauueHToOB ¢ CUCTEMHOM CKilepoiepMueit
MOKa3aTe/IM BEKMBAEMOCTH 110 Metony Karnan-Maiiepa Obutn HUOKe.

Hccneoosanus, nposedennvie y oemeti ¢ JIAI



Uccnenosanue mapameTpoB hapMakOKMHETHKM OO3eHTaHa MPOBOAMIM y jAeTel B TeueHue 12
Helelb Tepanuu. AHaJIW3 TEeMOJMHAMHYECKMX MapaMeTpPOB YKa3blBA€T Ha YBEJIMYEHHE
cepneunoro uuaexca (CH) ma 0,5 71/MuMH/M?, a Takxke Ha CHWKEHME CPEIHErO JaBIEHUS B
neroynoit aprepuu (JJJIA) no 8 mm pt.cT. 1 JICC - 10 389 1uH X cex X cM.

Cucmemnas cknepooepmusi ¢ s136eHHbIM NOPAXCEHUEM KOHEYHOCmel

PesynbraThl OBYX KJIMHHYECKMX HCCIEIOBaHMH Yy B3pOCIBIX IALMEHTOB C CHCTEMHOM
CKJIEpOJIepPMHUEH M SI3BEHHbIM MOPAKEHUEM KOHEYHOCTEeH (B cTainu 060CTPEHHs MIIM B Cllyyasx,
KOT/Ia S3BEHHOE MOpaXXEHHE OTMEYalM B TEYEHHE MOCIEHEro rojaa) nokasauiu, 4To B TEUEHHE
BCEro rnepuoja npuMeHeHus: 603eHTaHa HabI01aeTcsl 10CTOBEPHOE YMEHbIIEHHUE YKCIIa HOBbBIX
S3BEHHBIX MTOPAXKEHUH KOHEUHOCTEH 10 CPaBHEHHIO C M1anedo.

V nmanueHToB, Mojay4aBmux 603eHTaH win mianedo B TeyeHue 16 Henenb, B CpeiHEM, OTMEYEHO
1,4 u 2,7 HOBBIX S3BEHHBIX mNOpakeHu#, coorBercTBeHHO (p=0,0042). B wuccnenoBanuu
MPOAODKUTEITBHOCTBIO 24 HEeJIelI YHCIIO HOBBIX SI3BEHHBIX MOPAXKEHHH KOHEUHOCTEH y MalueHTa
cocTamisiio, B cpeaneM, 1,9 u 2,7, coorserctBenHo (p=0,0351). Biusuue 603eHTaHa Ha CKOPOCTb
3a)KMBJICHHUS SI3BEHHBIX MOPAXEHUI HE YCTAaHOBJIEHO.

dapmakokunemuka

dapmakoknHeTHKa 603eHTaHa U3y4YeHa B OCHOBHOM Y 3/10pOBBbIX 100poBOIIbLieB. OrpaHHueHHbIE
JIaHHBIE€ CBUJETENILCTBYIOT O TOM, YTO 3KCMNO3MLMS O03eHTaHa y B3pOC/bIX nauueHToB ¢ JIAT
MPUMEPHO B 2 pa3a BbILLE, YEM Y 30POBBIX JOOPOBOJIBLIEB.

dapMakOKHHETHYECKHE MapaMeTpbl y 3J0pPOBBIX AOOPOBONIBLIEB 3aBUCAT OT J03bl U BPEMEHH
npuema ©Oo3eHtaHa. Kuupenc u o0beM pacripelesieHHsl CHHKAIOTCS MNpPUH  YBEIHYEHHH
BHYTPUBEHHOM J103bl M C TeueHHeM BpeMeHM. [locie nmpuema BHYTpPb CHCTEMHAsl YKCMO3ULMS
6o3eHTaHa nponopuMoHanbHa B A03ax a0 500 mr. [lpu nmpueme BHYTpb OoJiee BBICOKMX [103
603eHTaHa MakCUMaJibHasi KOHLEHTpalus B mazme KpoBH (Cmax) 1 AUC (rutomazab 1o KpuBoi
«KOHIIEHTpaLUs-BPEMs») YBETHUMBAKOTCS MEHEE MPONOPLUHOHAIBLHO J03€.

Bcacvieanue

Ab6conoTHas 6M00CTYHOCTh O03€HTaHa, y 370pOBbIX A0OPOBOJIBLER MOC/IE MPUEMa BHYTPb,
cocraisier okosno 50 %, npueM nuimM He BIMSeT Ha OMOMOCTYNHOCTh. Cmax B TJIa3ME KPOBH
aocTuraercs yepes 3-5 4 rocje npuema rnpernapara BHyTpb.

Pacnpeoenenue

bosenTan B BbicOKkoii crenenu (6osee 98 %) cBsa3biBaeTcs ¢ 6enKaMu 1maa3Mbl KPOBU, B OCHOBHOM
¢ anpOymuHOM. bo3eHTaH He NMPOHHUKAET B APUTPOUMTHL. [locsie 0HOKPaTHOrO BHYTPUBEHHOI'O

BBeJieHHs B 103e 250 mr Vg4 cocrasmusier 18 1.

Memabonuszm u evieedenue



Tocie OHOKPaTHOTO BHYTPUBEHHOTO BBeleHMs Oo3eHTaHa B 103¢ 250 MI KAMpEHC - 8,2 n/u.
Mepuoa nonyssiBenexust (Tin)- 5,4 4. Ilpu MHOrOKpaTHOM NPUMEHEHMH KOHLCHTPALMA
fo3eHTaHa B MJ1a3Me KPOBH CHUXKAETCs ocTeneHHo 10 50-65 % OT 3HaueHNH KOHLEHTPALKH MPHU
OJHOKPATHOM TpPUMEHEHHH. BeposTHO, CHIDKEHHE KOHLEHTpauuu O03eHTaHa 00yClOBIEHO
ayToMHIyKuHei GpepMeHToB neyeHd. PaBHOBECHOE COCTOSIHME I0CTUTACTCs B TEUCHUC 3-5 nHeil.
BoseHTan MeTaGOIM3MPYETCs B MEUYEHH TP y4acTHH H30(pepMEHTOB CHCTEMBbI LMTOXpoma P450
CYP2C9 u CYP3A4. Bo3eHTaH BBIBOAMTCS Yepe3 KMIICYHHK C XKeIublo, MeHee 3 % MPUHSTOH
BHYTPb [103bl BHIBOJUTCS MOYKaAMH.

Bosentan obpasyeT 3 MerafoauTa, OAMH W3 KOTOPBIX oOmazaerT (apMaKonornyeckon
AKTHMBHOCTBIO. (DAapMaKOoIOrHYeCKH aKTHUBHBIH METAa0OJMT BBIBOAMTCS TNPEHMYIIECTBEHHO B
HEM3MEHEHHOM BME C XKEIUubl0. Y B3POCIBIX MALMEHTOB CHCTEMHOE BO3JEHCTBHE aKTHBHOIO
MeTaboIuTa BhIIIE, YEM Y 3[0POBBIX A00POBOJBLEB. Y MNALMEHTOB C MPU3HAKAMH X0JECTa3a
CHCTEMHOE BO3/IEHCTBUE ITOTO0 METAbOIMTA MOKET BO3PACTATb.

Bozentan sBinserca unaykropom uzodepmentoB CYP2C9 u CYP3A4, a taxke, BO3MOXKHO,
usodepmenta CYP2C19 u P-ramkonporenta. /n vitro 603eHTaH nojpapiser aktuBHocTs BSEP
(moMIIbI BHIBEAEHHS COJIEH JKETUHBIX KUCIIOT) B KyJIbTYp€E IenaToLHUTOB.

B ucchnenoBaHusX in Vitro noka3aHo, yTo 603€HTaH HE OKa3bIBAaeT 3HAYMMOIO MHIHOMPYHOIIETO
spdexra Ha pan usopepmento (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4).
CnenoBarenbHo, 003€HTaH HE TMOBBIIIAET B KPOBHU KOHLEHTPAIMIO JIEKAPCTBEHHBIX CPEICTB,
MeTab0JIM3M KOTOPBIX OMOCPEA0BAH JaHHBIMU H30(EPMEHTaMH.

DapmaKkoKuHemuKa 6 0cobbIx 2pynnax nayuenmos

PesynbTaThl MCCIIE0BAHHMI TPEANOAraloT, YTo Ha (JapMaKOKHHETHKY 0O3€HTaHa y B3POCIBIX
MAalMEHTOB HE OKAa3bIBAIOT CYIIECTBEHHOTO BIMSHMS Takue (akTOphl, Kak I10JI, Macca Tela,
pacoBasi MPUHA/UIEKHOCTb WJIM BO3PACT.

Jemu

Pe3ynbTaThl McciieoBanus (HapMakOKMHETHKH OJHOKPATHOW M MHOTOKPAaTHbIX /103 003eHTaHa
npu npueme BHyTph y 19 nereii ¢ JIAT B Bospacte ot 3 10 15 ner (npuem B 103€ 2 MI/KT MacChl
tena 2 pasza B aeHb, AC-052-356 [BREATHE-3]), cBuaeTenbCTBYIOT O TOM, YTO CHCTEMHOE
BO3/eiicTBHEe 0O03eHTaHAa CHUXAETCS CO BPEMEHEM B [IOJHOM  COOTBETCTBHM €
aBTOMHAYKIIMOHHBIMH cBoicTBamu mnpenapata. Cpeanue 3Hadenust AUC (CV %) GoszeHTaHa y
aeTei, nonyyaromux 6o3eHrad B go3ax 31,25 mr, 62,5 mr uau 125 mr 2 pa3a B 1€Hb, COCTaBIISIHN
3,496 (49), 5,428 (79), u 6,124 (27) Hr*4/MJ1, COOTBETCTBEHHO, U OBbUIM HMXKE CPEHETO 3HAUEHHS
storo nokaszarens (8,149 (47) Hr=4/mi1) y B3pocibix nauueHToB ¢ JIAL', npuHuMaBIImMx 603eHTaH
B n03¢ 125 Mr 2 pa3a B jeHb. B paBHOBECHOM COCTOSIHUM CHCTEMHOE BO3JACHCTBHE y JETEH C

maccoit tena 10-20 kr. 20-40 xr u 6osee 40 Kr cocTaBuIO, COOTBETCTBEHHO, 43 %, 67 % u 75 %,
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OT COOTBETCTBYIOILMX MOKa3aTeNel Y B3POCIBIX.

Hapywenue ¢ynkyuu nevenu

Y NanMeHTOB C MeYEHOYHOH HEAO0CTaTOUHOCTBIO JIETKOH crenenu (knacc A no kiaccudukaiuu
Yaiina-IIpto0), cymecTBeHHBIX M3MEHEHMH Mokas3arened (GapMakoOKMHETHKM O0o3eHTaHa He
OoTMeueHO. Y 3TUX nauueHToB paBHoBecHass AUC 6o3eHTaHa Obu1a Ha 9 % BhILlE, @ €10 AKTHBHOT'O
metabonuta, Ro 48-5033, - Ha 33 % BbllIe MO CPaBHEHHIO C AHAJOTMYHBIM [1OKa3aTeaeM
310pOBbIX 100pOBOJIbLEB. BiKsiHUE M€YeHOUYHOM HEI0CTATOYHOCTH YMEPEHHOM CTENEeHHU TSHIKECTH
(knacc B no knaccuduxanun Yaitna-IIeio0) Ha papMakoKHHETHUECKHE MapaMeTphbl 603eHTaHa U
ero ocHoBHOro merabonuta, Ro 48-5033, usyuanu y 5 naumenroB ¢ JIAI, oOycioBieHHO#
MOPTaJIbHON TMIIEPTEH3UEH, U MeYEHOUHON HEJA0CTaTOYHOCThIO YMEPEHHOW CTENEeHHU TSHKECTH, a
Takke y 3 nauueHTtoB ¢ JIAI, o6ycnoBneHHONH ApyruMH NpUYHHAMH, U HOPMaIbHON GyHKLUMEH
neyeHu. Y MalMeHTOB ¢ MEYEHOYHOM HEN0CTAaTOYHOCThIO kiacca B cpeanee 3nauenue (95%
noseputensHbli MHTEpBan, M) paBHoBecHoit AUC 6Gozentana coctaBuio 360 (212- 613)
Hr+u/mi1, T.e. 66110 B 4,7 pasa BeilLe, a cpeanee 3Hauenue (95% A1) AUC aktuBHOro metabonnTa
Ro 48-5033 cocraBuno 106 (58,4-192) ur+u/ma, T.e. B 12,4 pa3a Bblllle, YeM Yy MALIMEHTOB C
HOpManbHOM PyHkuMen neuenu (6o3enTan: cpeanee [95% JAN) AUC: 76,1 [9,07- 638] ur+u/mi;
Ro 48-5033: cpennee [95% [AN] AUC: 8,57 [1,28-57,2] ur+u/mi). HecMoTps Ha HeOOIbIIOE YHCIIO
MALMEHTOB U BBICOKYIO BapuabelbHOCTb MOJTYYEHHBIX JaHHbIX, 3TH pe3y/bTaThl YKa3bIBAlOT Ha
3HAYUTEbHOE YBEIMYEHHE CUCTEMHOM IKCIO3ULIMK O03eHTaHa M ero OCHOBHOro Merabosnnta Ro
48-5033 y nmauMeHTOB C MeYeHOYHON HEeI0OCTaTOYHOCTBIO YMEPEHHO! CTeneHH TsHKkecTH (kiacc B
no knaccuukauun Yaina-Ilsio). dapmakoknHeTHka 0OO3eHTaHA Y MALMEHTOB C TSHKEIOH
ne4yeHoO4YHOH HejxoctatoyHocThio (kimace C mo kinaccubuxaumu Yaina-Ileio) He wu3yueHa.
[Ipumenenue 6o3eHTaHa MPOTUBOINOKA3aHO Y MALIMEHTOB C YMEPEHHOW M TSDKENIOW MeYeHOYHOM
HeznocrarouyHocThio (kmacc B wim C no knaccudukaumu  Yaina-ITeto, cM.  pasgen
«IIpoTuBONIOKa3aHMs»).

Hapywenue ¢pynkyuu nouex

Y nauMeHToB ¢ MOYEYHOH HEJ0CTATOYHOCTBIO TSHKEION CTENEeHHU TSXKECTH (KJIMPEHC KpeaTUHUHA,
KK, 15-30 mi/MuH), koHUeHTpalus 003eHTaHa B M1a3Me KPOBU CHUXKaeTcst mpumepHo Ha 10%.
Konuentpauus mMerabonutoB 603eHTaHa B IJIa3Me KPOBHM BO3pacTaeT MPUMEPHO B 2 pasza Mo
CPaBHEHHIO C MalMEHTaMM C HOpMaJbHOW (yHKIMEH HoueK. Y MalUeHTOB C MOYE4YHOH
HEJ0CTAaTOYHOCTbIO He Tpebyercss koppekuumu [103bl. [IpumeHeHue Oo3eHTaHa Ha (oHe
reMoJuaan3a He U3ydanu. YuuTbiBas GU3MKO-XUMHYECKHE CBOMCTBA O03E€HTAHA U €r0 BBICOKYIO
CTENEHb CBA3bIBAHMA C Oe€lIKaMM IU1a3Mbl KPOBM, 3HAYMTEIbHOIO BbIBEAEHHUSI OO3eHTaHa W3
COCYMCTOTO pyclia BO BpeMs reMOIHaIi3a He 0XKH/IaeTCs.

Ilokazanuu K NPUMEHEHH 0



Jleuenue nerouHoi aprepuanbHoi runeprensud (JIAIY) ¢ uenpto ynyudieHust TOIEPaHTHOCTH K
(bu3nuecKuM Harpy3kaMm M KJIMHMYECKMX CUMNTOMOB Yy mnauueHToB -1V ¢yHKumoHambHOro
kiacca (PK) no knaccudukanun BO3, B3pocabix v aeTeit crapiue 3-x JIeT, BKItoyas:

e [EpBUUHYIO (MIMONMATUYECKYIO U HacleACcTBeHHY0) JIAT;

e propuuyHyro JIA' Ha ¢QoHe ckiepoaepMMM  OpPU  OTCYTCTBHM  3HAYUMOIO

MHTEPCTULMATBHOTO MTOPAKEHHS JIETKUX;
o JIAI, accouMMpOBaHHYIO C BpPOXIEHHBIMH MOPOKaMH cepiaua M, B 4YaCTHOCTH, C
HapyLIEHUSIMH TOKa3aTesneld reMOJMHAMUKHU T10 THITY CHHApOMa Dii3eHMeHrepa;
CHMXKEHME YHClla HOBBIX JIMTMTAJIBHBIX $3B Y B3POCJBIX MPU CHUCTEMHOW CKIEPOAECPMHHU U
MPOTPECCUPYIOLIEM SI3BEHHOM MOPAXKEHUH KOHEYHOCTEH.
IIpoTuBonokasanus

e [loBbllIeHHAs! YyBCTBUTENBHOCTH K Npenapary BaszeHekc unm a0060My U3 KOMIIOHEHTOB

npenapara;

o [leyeHoyHas HEIOCTAaTOYHOCTh YMEPEHHOM M TshKEIO0H cTeneHu TskecTH (kiacesl B u C
no knaccuukauuu Yanna-Isio, cMm. pazaen «Papmakoaoruyeckie CBOUCTBay);

e lcxomHoe — TMOBBIIEHWE ~ AKTMBHOCTH  «IE€4YEHOUYHbIX»  TpaHcamuHa3:  ACT
(acnapraramuHoTpanchepassl) w/unn AJIT (amannHamMuHOTpaHcdepasbl) Gosiee ueM B 3 pasa oT
BepxHe# rpanuibl HopMel (BITTI);

o Tskenas aprepuaibHas TMIOTEH3Msl (CHUCTONIMYECKOe aprepuanbHoe aapieHue (A]l)
MeHee 85 MM.pT.cT. y B3pocablX; cuctonuuyeckoe AJl <80% HMKHEH TpaHHMLbl HOPMBI,
COOTBETCTBYIOLIEH BO3pacTy M 1oy pedeHka);

e OnHOBpeMEeHHBIH MpHeM LHUKIocnopuHa A (cMm. pazaen «BzauMojencTBUe C APYTUMHU
JIEKapCTBEHHBIMH CPEJICTBAMUY);

e bepemenHocTh (cM. pasznens! «lIpumeHeHne npu OEpeMEHHOCTH M B MEPHOA T'PYIHOTO
BCKapMIMBaHUs», «Ocobble ykazaHus» ),

o [IpuMeHeHME Yy OKEHIIMH C COXpPaHEHHBIM pPENpOAYKTHBHBIM MOTEHLHAIOM, He
MOJIb3YIOIIMXCS HAI&)KHBIMH METOJJaMH KOHTpALICTILINH;

e [lepuona rpyaHOro BCKapMIIMBaHUs (OTCYTCTBYIOT KIIMHMYECKKE JIaHHbIE);

o [IpumeHenue y aeteii 10 18 et 15t yMEHbILIEHHS YUCIIA HOBBIX JUTMTAIbHBIX 3B (B CBSA3H
C OTCYTCTBMEM KJIIMHUYECKUX JAHHBIX);

e Jlerckwuii Bo3pacT 10 3-X JieT (uist TabJIeTOK MOKPBITHIX MIEHOYHON 000104KOi).

C 0cTOPOKHOCTBLIO
AprepuanbHasi THIIOTEH3USI.

IIpumeHeHue npu GepeMeHHOCTH U B MEPUO/ TPYAHOTI0 BCKAPMJIMBAHMS



Bepemennocme

B JOKIMHUYECKMX MCCIIE[IOBAHUIX YCTAHOBJIEHA PENpoAyKTHBHAsi TOKCHUHOCTb OO3eHTaHa
(TepaToreHHoe u 3MOpHOTOKCHYecKoe aedcTBHe). JlaHHBIX O mnpuMeHeHuH Oo03eHTaHa Y
GepeMeHHBIX XEHIIWH HeT. Bo3MOXkHBII puck /115 yenoBeka HeusBecTeH. [Ipumenenue 6o3eHrana
BO BpeMsi 6epeMeHHOCTH MPOTUBONOKa3aHo (cM. pasaen «IIpoTuBornokasanus»).

[Ipumenenue y HceHwWuH ¢ COXPAHEHHBIM PENnPOOYKMUBHLIM NOMEHYUANOM

[lepen HawanoM seuyeHuss OO3E€HTAHOM  y JKEHLIMH C COXPAHEHHBIM PENpOAYKTHBHbIM
MOTEHLMAIIOM CJIe/lyeT MOATBEPANUTh OTCYTCTBHE OEPEMEHHOCTH, 0OCYIUTh HAAEKHbIE METOIbI
N0  NpeAynpexaeHu0o OepeMEeHHOCTH M HayaTh [PUMEHEHHWE  KOHTpalenuuu 1o
COOTBETCTBYIOIIIEH COrJIaCOBaHHOMU cxeMe. [TalineHThl ¥ Bpauu JOKHBI YYUTBIBATH TOT (DAKT, 4TO
003eHTaH MOXeT CHWKaTh 3(PPEKTUBHOCTh TOPMOHAJIBbHBIX KOHTPALENTHBHBIX CPEACTB
BCJIECTBHE (PapMAaKOKMHETHYECKOTO B3aUMOIEHCTBHUSA (CM. pa3zien «B3auMoaencTB1e ¢ ApYruMu
JIeKapCTBEHHBIMHM cpeAcTBaMu»). [103TOMY JKEHIIMHAM C COXPAHEHHBIM pPENPOAYKTHBHBIM
NOTEHLMAIOM HE PEKOMEHIYETCs UCIOJIb30BaTh METO/1 TOPMOHAJIbHOM KOHTpALENLMHU (BKJIKOYas
JIeKapCTBEHHbIE [pernaparbl, MPUMEHSIEMble BHYTPb, B BHMJE MHBEKLMH, TPaHCAEPMasIbHBIX
TEpaneBTHYECKUX CHUCTEM WM HMMIUIAHTATOB) B KAayeCTBE €AMHCTBEHHOIO METOAd; MM
HEOOXOAMMO MPHUMEHSTh JIOTOJHUTEIbHBIH WM  QJbTEePHATUBHBIM  HAAEXKHBIH  METOJ
KOHTpauenuuu. [Ipu COMHEHUAX B HaIe)KHOCTH BbIOPAHHOTO METO/Aa KOHTpALIENIUH MallUeHTKe
cienyer oOpaTMTBCA K  Bpauy-rMHEKOJIOTY I8 MHAMBMIyadbHOro nojabopa Meroja
KOHTpALENUUH. YUHUTbIBas BO3MOXHYIO HEI()(HEKTHBHOCTb TOPMOHAIBHOW KOHTpALENUUHU H
BBICOKMH PHUCK HEraTHBHOIO BIIMsHHMS OepemeHHOCTH Ha TeueHue JIAI, BO Bpems Tepanuu
003€HTAaHOM PEKOMEHIYETCSl €KEMECSUHO MPOBOAMTH TECT Ha OEpPEeMEHHOCTb, YTO TMO3BOJUT
JAMAarHOCTHPOBATh OEPEMEHHOCTh Ha PAHHUX CPOKaXx.

I'pyonoe eckapmausanue

He ycranosneHo, Bbiiensiercst 1M 603eHTaH B rpyaHoe Mojoko. Ecin Heo6xoaumo nposeeHue
Tepanuy 603eHTaHOM B IIEPUOJ JIAKTALIMHU, TPYAHOE BCKapMIIHBAaHUE PEKOMEH/1y€eTCs IPEKPATHTh.
DepmunvHocms

B noxknuMHMYECKMX HMCCIEIOBAHUSAX BBISBICHO BIMSHHE HA CEMEHHHMKH. Pe3ynbTarhl
KJIMHUYECKOTO UCCIIEOBAHMS NOKa3alIH, 4To y 8 U3 24 nauneHToB-MYyxuuH ¢ JIAT uepes 3 nnu 6
MecsLeB JeueHHss 603eHTaHOM OTMEYajoCh YMEHbILIEHHWE KOHLEHTpauuu crepMmbl Ha 42 % u
Oosiee OT UCXOAHBIX 3HaYeHUH. Ha OCHOBaHMM KIMHUYECKUX M AOKJIMHUYECKHX JAaHHbIX HEJb3s
UCKJIIOYUTh PUCK HEraTUBHOIO BIMSIHMA OO3€HTaHa Ha CrepMaToreHe3 y MyxuuH. Henbss
MCKJIIOUMTh HEOJIaroNnpUsiTHOE BIMSHHUE JUTUTENILHOTO JieueHHs 003€HTAHOM Ha CIIepMaToreHes y
NalHeHTOB-MaTbUyHUKOB.

Crnocob npuMeHeHUs1 H 103bl



TabneTku, MOKpPbIThIE TJICHOUHON 00OIOUKOM, ClieyeT MPUHUMATh BHYTPh YTPOM U BEUEpOM,
HE3aBMCHMO OT BPEMEHH TpHEMa IHUILHK, HE Pa3)KeBbIBas U 3aruBas BOJOH.

Jlecounas apmepuanvhas zunepmeH3us

Jleuenue u HabMIOA€HHE AOJDKEH IPOBOIUTD TOJIbKO Bpay, UMEIOILUI onbIT neueHus JIAT.
Ilpumenenue y e3pocvix

Y B3pocibIX HauyajJbHas A03a npenaparta Basenekc cocrtaBnsier 62,5 mr 2 pasa/aeHb (yTpom M
BEUepoM) B TeuyeHue 4 Hejesb, 3aT€M 03y MOXKHO YBEIMUYWTb A0 MOAAEPKMBAIOLIEH 103bl,
KOTOpas cocramiser 125 mr 2 pa3a/neHs.

DTUM pPEeKOMEHJALMAM HYXKHO CJIe0BaTh M MPH BO30OHOBIEHUH INpUeMa rpenaparta BaseHekc
nocJse nepepsipa B jgeueHuu (cM. pazaen «Ocobdbie ykazaHus»).

[Ipumenenue y oemeu 3 1em u cmapuie

PexoMeHnyemas TepaneBTuueckas 103a npenapara BazeHekc y aereit cocraBiser 2 MI/Kr yTpoM

u BeuepoM. B wuccnenoBanum AC-052-356 [BREATHE-3] npumeHsuin cieayioulylo cxemy

J03UPOBAHMS:
Macca tena (kr) HauanbHas no3a (4 Hegenu) [TopaepyxuBaromias g103a
10<x>20 31,25  mr 1 pa3 B A€Hb 31,25" mr 2 pasa B aeHb
20 < x <40 31,25 mr 2 pasa B ieHb 62,5 Mr 2 paza B ieHb
>40 62,5 mr 2 pa3za B IeHb 125 mr 2 pa3za B aeHb

*
B CJlyyae HeoOXoaMMOCTH npuema B 1o3e 31,25 Mr npuHUMaTh npenaparbl 603eHTaHa B COOTBETCTBYIOLIMX JIEKAPCTBEHHBIX (hopmax

Tepanus 6 cryuae knunudeckozo yxyouenus JIAI

Cnenyet paccMOTpeTb BO3MOXKHOCTb MPUMEHEHHUS aIbTEPHATUBHBIX METO/0B JICUCHHUS B ClIy4ae
KJIMHUYECKOTO YXYALIEHUs (HanpuMep, MPH YMEHbIIEHWH TUCTaHIIMK TI0 pe3ybTaTaM Tecrta ¢ 6-
MHUHYTHOH X0ab0OH He MeHee yeMm Ha 10 % noO CpaBHEHHIO C HMCXOAHBIMHM IOKA3aTeNsMH),
HECMOTpsS Ha MpHUMEHEHHe Mnpenapara BazeHekc B TeueHue He MeHee 8 Heaenb (M3 HHUX B
pPEKOMEHIyeMOM 103¢€ - He MeHee 4 Hezenb). O1HaKO y YacTH MaLUEHTOB MPH HeIPPEKTHBHOCTH
npenapara Bazenekc mnocie 8 Hexenb NPUMEHEHHUS, MOJOXKHUTENbHBIH 3ddexT Moxer
HabI01aThCs 10CTIE AOTNOTHUTENbHBIX 4-8 He/leNb JIeUeHHUS.

[Ipy HacTyMIEHUH KIMHUYECKOTO YXYALIEHHS CITYCTS HECKOJIBKO MECSILIEB JICUeHHS MpernapaTom
Baszenekc, uenecoo0pa3HOCTb €ro AanbHEHIIEero NpUMEHEHHs CJeayeT OLEHUTh 3aHOBO.
YBenuueHue 103bl npenapata Bazenekc 10 250 mr 2 pa3a/seHb y HEKOTOPBIX MAl[MEHTOB, MPH
HeI0CTaTOuHOH 3¢ (deKTUBHOCTH ero a03bl 125 Mr 2 pasza/meHb, MOXET CrnocoOCTBOBATh
HEKOTOPOMY TMOBBILIEHUIO TOJEPAHTHOCTH K (usnyeckod Harpyske. Cieayer TIIATENbHO
B3BECUTh COOTHOLIEHHE MOJIb3a/PUCK Ul TIPUHSTHUS peleHus 00 yBeTMueHHH 103bl Mpenapara,

[NpUHKUMass BO BHUMAHHEC 3aBUCUMOCTH I'€lIaTOTOKCHYECCKOTO JICHUCTBUS npemnapara Bazenekc or
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€ro J103bl.

Ilpexkpawernue mepanuu

MMeeTcs orpaHMYeHHbI OMNBIT BHE3AHOrO MNpEKpallleHUs Tepanuu npenapatom Basenekc
nauueHToB ¢ JIAT, mpu 3TOM AaHHBIX O pE3KOM yxyamenuu JIAT ne nonyueno. Tem He MeHee, B
HeasX TMPEeIOTBPALICHUs YXYALIEHHS COCTOSIHMS TMalMeHTa M3-3a BO3MOXKHOIO pa3BUTHs
CHHAPOMA «OTMEHBI», PEKOMEHAYETCs MOCTENEHHOE CHU)KEHHE 103bl (HarnoJOBUHY B TeUeHHE 3-
7 nHei) M OJAHOBPEMEHHOE HAyaJl0 albTEPHATMBHOM Tepanuu. Pexomenayercs peryJsipHblid
KOHTPOJIb KJIMHUYECKOTO COCTOSIHUS MalMeHTa B IEPUO OTMEHBI JICUCHHUS.

Ecnu npunsito peenue o6 otMeHe npenapara BaszeHekc, ero 103y cieyeT CHUXKaTh II0CTENEHHO,
OJTHOBPEMEHHO HaYMHas aIbTEPHATHBHYIO TEPAIHIO.

CHuoicenue HOBbIX OUSUMATIbHBIX 5138 Y 3POCAbIX NPU CUCMEMHOU CKAepOOepMuU

Ha3naueHue jnedyeHuss U HaOMOAEHUE 32 HUM JIOJDKEH OCYLIECTBISTbh TOJIBKO Bpay, UMEHOLIMH
OTBIT JIEYEHHUS] CUCTEMHOM CKJIEPOJCPMHH.

V B3pOCIBIX MALMEHTOB HavyalbHas 103a npenapara Basenekc cocrapiser 62,5 Mr 2 pa3a/neHs B
TeueHue 4 Hellelb, 3aTeM 103a YBEIMYUBACTCS [0 MOAAepKUBatoLIe - 125 Mr 2 pa3a/aens. Tum
peKOMeHJalMsiIM HYXHO CJIe0BaTh U MPU BO30OHOBJIEHHH NpHEMa Mpenapara 1nocie nepepbisa B
neueHuu (cM. paszzgen «OcoOble ykazaHus»). KIIMHHYECKHI OMBIT NMpUMEHEHHs 0O03eHTaHa 10
JAHHOMY ITOKa3aHMIO HE MPEBbILIAET 6 MECSLEB.

HeoOxoaumo peryisipHO OleHMBaTh J(PPEeKTHBHOCTL Tepanuu W HEOOXOAMMOCTh €€
nponosmkeHus. Ciaexyer NpoBOANUTH HAUIEXKALIMH aHAIU3 COOTHOLUEHHMS MOJb3bl OT TEPANUH U
MOTEHLHATLHOrO PUCKa MOOOYHBIX PEaKLMi C Yy4eTOM renatoTOKCMUHOCTH npenapara Basenekc
(cM. pazaen «Ocobble yka3aHus»).

[Ipumenernue y demeti

Jlanubie 06 3¢ (heKTUHBHOCTH U 6€30MacHOCTH MPUMEHEHHs 003€HTaHa 10 JaHHOMY TOKa3aHUIO Yy
nauuMeHToB Miaawe 18 ner orcyrcrByror. dapmMakOKMHETHKY npenapara BaseHnekc y aereit ¢
NaHHBIM 3a00JIEBaHMEM HE U3YyYallu.

Ipumenenue y ocobvix zpynn nayuenmos

Hapywenue pynrxyuu neuenu

He Tpebyercs koppekunu 1036l Y MALIUEHTOB C MEUEHOYHON HE0CTATOUHOCTBIO JIETKOH CTEeNeHH
TsokecTH  (k1ace A no kinaccudukaumu Yaina-Ileto, oM. pasgen «®Dapmakonoruyeckue
cBoiictBa»). [Ipemapara  BaseHekc  npoTHBOMOKa3aH  MauMeHTaM C  [EYEHOYHOM
HEJIOCTaTOYHOCTBIO YMEPEHHOM U TSDKENOM crenenu TsokecTH (k1accesl B u C no knaccudukauuu
Yaiina-Ilsto, cM. pasaenst «IIporuBonokazanusi» u «OcoOble yKa3zaHUs»).

Hapywenue ¢pynrkyuu novex

J_IJ'IH MalKEeHTOB C HAPYLICHUAMHA (byHKI_[l/lPl IMOYECK W MAlMCHTOB, HAXOAAIIMXCA HA TEMOJHAJIN3E,
10



He TpebyeTcsi KOppeKuMM a03bl mpemapata Basemekc (cm. paszgen «PapMakoaoruueckue
CBOWCTBa»).
[Ipumenenue y nONCUNBIX NAYUECHMOB
V nauueHToB crapiue 65 et He TpedyeTcst KOppeKIMs 103bI [Ipernapara.
IToGouHoe nelicTBHE
B 20 niane6o-KOHTPOIUPYEMBIX HCCIEJOBaHUAX, MPOBEAEHHBIX MO Pa3IMYHbIM MOKa3aHHUAM,
2486 nauuenToB nosyyanu 6o3exrtad B 4o3ax ot 100 mr 10 2000 mr 1 1838 nauneHToB noayyanu
nnane6o. TpoaoKUTEIBHOCTD JIeYEeHHs COCTaBMIa B cpefHeM 45 Hejenb. HexenarenbHbIMU
nexapcTBeHHbIMU peakunsamu (HJIP) cuurany cobbitus, KoTopsle Habmoaanuch y 1 % u 6onee
MaIMeHTOB, MOJy4YaBLUIMX OO3EHTaH, C 4YacTOTOH, Mo KpaiHelt mepe, Ha 0,5 % BbllIe, Y4eM y
MaLMeHTOoB, NoayYaBIuKX miaue6o. HauGonee yacto orMeuanu ronosuyto 6omb (11,5% nporus
9,8 %), OTEKM HIKHMX KOHEYHOCTEW W/WiM 3anepxkky xkuakoctu (13,2 % mnporus 10,9 %),
MOBBILIEHHE AKTUBHOCTH «redeHouHbIx» Tpancamutasz ACT w/umu AJIT (10,9% npotus 4,6 %)
1 aHeMHI0/cHIKeHue reMornobuna (9,9 % npotus 4,9 %).
[Ipumenenne Go3eHTaHa aCCOLMMPYETCSs C JI0303aBUCMMBIM  MOBBILICHHEM AKTHBHOCTH
«TI€YEHOUHBIX» TPAHCAMHHA3 U CHHXKEHHEM reMornobuHa (cm. paszaen «Ocobbie yKasaHus»).
Vkazanusie Himxe HJIP 3aperucrpupoBansl B KM M B mocTperucrpaiiOHHOM MepHOAe H
MpE/ICTaB/IEHbI COTJIACHO TEPMUHOJIOTHH MEIMLHMHCKOIO Cl0Baps, Ul HOPMaTHBHO-NPaBOBOH
nesteabHoctd MEDDRA. B 3aBucuMocTH OT 4acToThl Bo3HMkHOBeHMs HJIP crpynnupoBaHbl
creayonmmM o6paszom: odeHb acto (>1/10); wacro (>1/100, <1/10); neuacro (>1/1000, <1/100);
penko (>1/10000, <1/1000); ouenn peako (<1/10000), yacToTa HeM3BeCTHA (HE MOXKET ObITh
OlLIEHEeHa 110 UMEIOLIMMCS IaHHBIM).
B kaxxnoi yacrotrHo# rpynne HJIP npeacraBieHsl B opsake yMEHbILICHUS CTETICHH CEPbE3HOCTH.
He oTMeueHO KIMHMYECKH 3HAUMMBIX pasinuunii mexay HJIP B obuieit 6a3e n1aHHBIX U OTAEIBHO
10 3apEerMCTPUPOBAHHBIM TOKA3aHUAM.
Hapywenus co cmopoHel Kposu u tumg@amuieckou cucmembl
YacTo: aHeMHsi, CHUKEHHE reMOriIo01Ha;
Heuacro: TpomMbouuTonenus', HeWTponeHus, neiikonenus';
YacToTa HEM3BECTHA: AHEMHSI WM CHIKEHHE reMorIo6uHa, Tpebyiotee reMotpanchy3un’.
Hapywernus co cmopoHbl UMMYHHOU CUCMeMbl
YacTo: peakiuy THIepyyBCTBUTEIbHOCTH (BKJIIOYAS IEPMATUT, KOXKHbIN 3y U KOXKHas ChINb)%;
Penko: aHadMIaKTHUECKHE PEaKIIMH H/HIIH AHTHOHEBPOTHYECKUIA OTek .
Hapywenus co cmopoHbl HepeHoti cucmembl
OueHb YyacTo: rojoBHas 601b°;
YacTo: o6mopok 4.,
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Hapywenus co cmoponbl cepoya
Yacro: omrymienue cepaneduenns .

Hapywenus co cmoporsl cocyoos

YacTo: «IpUIMBBIY KPOBH K KOXKeE JIHLA, CHUKeHHe Al ki

Hapywienus co cmoponbi ObIXameabHou cucmembl, 0p2aHos 2pyOHON KIemKu U CpedoCcmeHus
YacTo: OTeK CIU3UCTOH 0607104KH HOca'.

Hapywenusi co cmopombl dceny0ouHO-KUueuHo20 mpakma

Yacro: ractpodsodareanbHas peduitokcHas 601€3Hb, 1Hapes.

Hapywienus: co cmopombl neveHu u Hcen4ebl8o0AuuUx nymet

OueHb 4acTo: U3MEHEHHUE MoKa3aTenei QyHKLUMHU 1EYEHH,

HeuacTo: MOBBILIEHHE AKTUBHOCTH «redeHouHbix» TpaHcamuHas (ACT, AJIT) scieacrsue
renatura (BK/1104as BO3MOXKHOE 000CTPEHHE CYIIECTBYIOLIEro renaTura) H/uiu KENTYXH';
Pe/ko: LIMPPO3 NeueH!, MeyeHOUHas He0CTaTOYHOCTh .

Hapywenus co cmopotbl KoXCU t NOOKOICHbLX MKaHeU

Yacro: spurteMa.

Obwue paccmpoticmea u HapyweHus: 8 mecme 86e0eHUs

OueHb YaCTO: OTEKH, 3aJePHKKa KUAKOCTH .

! lanuble MOJyYeHbl W3 MOCTPErMCTPALIMOHHBIX HAaOMIOACHHMIH, YaCTOTa OMpeeseHa ¢ NOMOLLbIO CTATHCTHYECKOTO
MO/IEJIMPOBaHHs IaHHbIX MU1auedo-koHTpoaupyemsix KH.

2PeaklMy MOBBILIEHHOH YyBCTBUTEIBHOCTH ObUIH OTMeYeHbl Y 9,9 % nalueHToB, KOTOpbIE MoJyyann 603eHTaH 1y
9,1 % - nnauebo.

Tonosuyto 6016 oTMeyanu 11,5 % nauneHTos, kotopsie nomyyanu 6o3entan, u 9,8 % - niauebo.

4JlanHble peakiMu TAKKe MOTYT ObITh 00YCIIOBIEHB OCHOBHBIM 3a00JIeBaHHEM.

STTosBAEHHE OTEKOB M 3a/IEPXKKY KUAKOCTH oT™Medanu 13,2 % nauneHToB, KoTopble nosyyany 6osenrtan, u 10,9 % -

naie6o.

B nocTperucTpaiioOHHOM MEpHO/ie OTMEYEHbl PeIKMEe Cilydyadn LMPpo3a MEYEHHW HEM3BECTHOM
3THOJIOTHM Ha (OHE JIMTENBHOM Tepanuud OO03€HTAaHOM Yy TALMEHTOB C  TSHKEIBIMH
conyrcmy}omnmh 3a00JIeBaHUAMH, OJHOBPEMEHHO IPUMEHSIOIUX APyTryde JIeKapCTBEHHbIE
npenapaThl. Takxke 3aperucTpUPOBAHBI PEIKUE CITydau Pa3BUTHs IEYEHOYHOH HEJOCTaTOYHOCTH.
Ot HAOMIOAEHMs MOATBEPXKIAIOT HEOOXOAUMOCTb 0053aTEIbHOIO €XKEMECSYHOr0 KOHTPOJIs
(GYHKUMK TeYeHH B TEYEHHE BCEro rnepuoja JieueHus Oo3eHTaHoM (cMm. pasaen «OcoOble
YKa3aHUs»).

Ilpumenenue y oemeii

Hexonmponupyemvie KU y oemeii

[Tpoduis 6ezonacHoct 603enTana y nereit (BREATHE-3: n=19, 603enTan 2 Mr/kr 2 pasa B ieHb

B TeYeHHe 12 Heslenb) He OTJIMYAJICS OT COOTBETCTBYHONIEro nMpoduis 6€30macHOCTH y B3pOCIbIX
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nauneHToB ¢ JIAT B 6a3ucHbIX uccnenoBanusx. Haubonee yacto y getei oTMedanu «IpHIUBb)
kpoBu (21 %), ronoBHy 00jb U M3MEHEHHE TMOKa3aTenel (QyHKLUHOHAIbHBIX «I1€UECHOUHBIX)
tecToB (16 % ms kaxaoit HIIP).

OO0o00uIeHHBbIH aHAJIM3 Ppe3yJbTATOB HEKOHTPOJMPYEMbIX MEAUMATPUYECKUX HCCIIE0BaHHM
Go3eHTaHa B JieKapCTBEHHOH hopme aucrneprupyembie TabiaeTku no 32 mr Bkitoyan aaHHele 100
neteit ¢ JIAT. bo3eHTan Ha3Hayamu B 103€ 2 MI/KT Macchl Tena 2 pasza/neHb (n=33), 2 Mr/Kr Macchbl
tena 3 pasza/aenb (n=31) unu 4 mr/kr maccel Tena 2 pasza/aeHb (n1=36). B MOMEHT BK/ItOUEHHs B
MCCIIeJOBaHHE BO3PACT 6 MalMEeHTOB COCTaBIsa OT 3 MecsueB 10 | roaa. 15 mauueHToB - 0T |
roga a0 2 netr U 79 nmauueHToB - OT 2 A0 12 ner. MeauaHa npoOAOJKUTENBHOCTH JIEUEHHS
cocraBuna 71,8 nexens (ot 0,4 no 258 Henenb).

[Tpodune Ge3omacHOCTH y AeTed Mo JaHHBIM O0BEIMHEHHOrO aHanu3a Obl1 TaKUM XKe, Kak B
OCHOBHBIX HCCJIEOBAHUSAX y B3poCibiX nauueHToB ¢ JIAI, kpome 4yacTOThl MH(EKUHOHHBIX
OCJIOKHEHH, KoTopble ObUIH GoJiee yacThIMM y JA€Tel, 4eM Yy B3pociablX (69% B CpaBHEHHH C
41,3%). D10 OTAMYKE YACTUYHO MOKET ObITH 00BACHEHO 00JIee ATUTENIbHBIM JICUEHHEM Y JeTeN
(Memmana 71,8 Hemens) B cpaBHEHUH ¢ B3pociibiMU (Meanana 17,4 nenens). Hanbonee uactsimu
HeXenaTeIbHbIMU SBIEHUAMHU ObLIM MH(EKLMH BEPXHUX [bIXaTeabHbIX 1myTel (25%), nerounas
(aprepuanbhasi) runeprensust (20%), nazodapunrut (17%), nupexcus (15%), psora (13%),
opouxut (10%), 6one B xuBote (10%) u auapes (10%). Yacrora HexenaTeabHbIX SBIECHUH
CYLIECTBEHHO HE pa3fiuyanach y MalMEeHTOB MJIAJILIE WK cTapiie 2 JIeT, OJHAKO 3TOT BHIBOJ
OCHOBaH Ha JIaHHBIX TOJbKO 21 malMeHTa B BO3pacTe A0 2 JIeT U 6 MalMeHTOB B BO3pacTte OT 3
MmecsiueB A0 | roma. HapyuieHust ¢GyHKUMM TeYeHM M aHEMHs/CHMXKEHHE TIeMoriobuHa
Habmonanuch y 9 % u 5 % nauueHToB, COOTBETCTBEHHO.

B paHIOMH3HUPOBAaHHOM  I1alle00-KOHTPOJIMPYEMOM  MCCIEIOBAHMM Y  IMalMEHTOB ¢
MEPCUCTUPYIOLIEH JIErOYHOM apTepuayibHOM runeprensuendn HoBopokaeHHbXx (ITJIATH,
FUTURE-4) 13 HOBOpOXAEHHBIX IMOJy4Yalid AUCreprupyembie tabnerku 0o3eHTaHa B j103e 2
MI/KT Macchl Tesa 2 pa3a/JieHb, 8 nauMeHToB noyyaiu nianedo. Meauana npoaomKUTeIbHOCTH
neyeHust 603eHTaHOM M NpremMa riaiedo CocTaBuIM, COOTBETCTBEHHO, 4,5 s (ot 0,5 1o 10 aHei)
u 4,0 naa (ot 2,5 no 6,5 nHeit). CaMbIMH YacTbIMH HE)XeIaTeNbHBIMU SIBIECHUSAMH Y JETEH,
nosyyaBIIMX 603eHTaH M ru1anedo, 6bUTH, COOTBETCTBEHHO, aHEMUSI MIIM CHW)KEHHE reMOorIo0nHa
(7 v 2 mauueHToB), reHepanuzoBaHHbie oTekH (3 u 0 mauueHToB) 1 pBoTa (2 U 0 MauMeHToB).
Himenenue nabopamopusix nokazamenei

H3menenue akmugHocmu «neyeHOUHbIX» MPAHCAMUHA3

B kiaMHMYeckoM NpakTHKe IpUMeHeHHe OO03eHTaHa COMpPOBOXIAIOCH J10303aBUCHMBIM
TMOBBILIEHHEM aKTHBHOCTH «IEYEHOYHBIX» TPAHCAMHUHA3 B TeueHHe 26 Heelb JIeUeHHs, KOTOpOe

Pa3BUBAJIOCH MOCTETNICHHO M, KaK MpPaBMJIO, oeccumnTomHo. B NOCTPEruCTpallHOHHOM TMEPHOAC
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OTMEUYEHbl PEAKME Cy4yau LMppO3a MEYEHH M MEYEHOYHOW HEeI0CTAaTOYHOCTH. MexaHHU3M
paszsutus 31X HJIP Hescen. IloBbieHHAass akTMBHOCTh «IEYEHOYHBIX» TPAHCAMMHA3 MOXET
CIIOHTAHHO HOPMAJIM30BaThCs Ha (hOHE MpUMEHeHHs OO3eHTaHa B MOIEPKUBAIOLIEN 103€ HIIH
nociie ee CHIXEHMsA. TeM He MeHee, NpeKpalleHHe JeYSHUs! WK KPAaTKOBPEMEHHBIH MEPEPBIB B
TEpaIMM BCE ke MOXKET moTpeboBathcs (cM. pazaen «Ocobbie yKazaHHs»).

B 20 npoBeneHHBIX M1aLe00-KOHTPOIUPYEMBIX HCCIEOBAHUSX [OBBIILICHHE AKTHBHOCTH
«TIEYE€HOYHbIX» TpaHCaMHMHa3 B 3 pasa u Oosee BepxHel rpanuibl Hopmbl (BI'H) ormeueHo y
11,2 % naunenToB, nomyuasiux 6o3eHrtaH, u 'y 2,4 % - nnaue6o. Ilosbiuenue B 8 u Gonee pas
Bbiie BI'H 3apeructpuposano y 3,6 % nanueHToB, nonyyarouux 6oszenran, uy 0,4 % - miane6o.
OtmeyeHo, uTO Ha (QoHe JeyeHHs OO03EHTAHOM TMOBBILIEHHE AKTHBHOCTH «IEYEHOUYHBIX»
TpaHCaMHHA3 COUYETANOCh C MOBBIILIEHHEM KOHLEHTpauun OunupyOuHa B mniasme KpoBu (B 2 u
6onee pas Beiie BI'H) npu oTcyTcTBHM Y NallMeHTOB OOCTPYKLMH XKETYEBBIBOIAIIMX TTyTEH B
0,2 % cnyyaes (5 mauueHToB), a Ha poHe npuMeHeHus rianedo - B 0,3 % ciryyaes (6 nauueHToB).
[Ipn o6obuenHom aHanu3e AaHHbIX, noiay4yeHHbIX y 100 gereit ¢ JIAI (HekOHTpoOIUpyeMbie
neauarpuueckue uccnenoanus FUTURE 1/2 u FUTURE 3/Extension), noBbIllIeHHE aKTUBHOCTH
«MeYEHOYHbIX)» TpaHcaMuHa3 B 3 pasa u 6oaee BI'H Habmonanocs y 2 % nauueHToB.

Y 13 noBopoxaenusix ¢ [IJIATH (FUTURE-4), kotopbie nosnyyanu 603eHTaH B 103€ 2 MI/KT
Mmacchl Tena 2 pasa/aeHb menee 10 auei (ot 0,5 mo 10 aHeit), He HaOMOJANM MOBBILLICHUS
AaKTUBHOCTH «I1€YEHOYHbIX» TpaHcaMHHa3 B 3 pa3a u Oosee Bbiie BI'H, HO yepe3 3 aus nocne
OTMeHbI 003€HTaHa y OIHOrO MauMeHTa ObUT AMarHOCTUPOBAH IeMaTuT.

Iemoenobun.

B nuiane60-KoOHTpOIMpyeMBbIX UCCIIEIOBaHUSX CHH)KEHHE reMOTrIO0MHA B CPABHEHHH C MCXOIHBIM
no yposHs Huxke 100 1/ 6p110 oT™MedeHo y 8,0% B3pOCibIX MalMEHTOB, MOMyYalOUMX 603eHTaH,
uy 3,9 % - nnaue6o (cm. pazznen «Ocobbie ykazanus»). [Ipu 06001IeHHOM aHaIKM3e JaHHBIX,
nonyueHHbIx y 100 gereii ¢ JIAT (HekoHTponupyemble neauatpuueckue uceaenopanusi FUTURE
1/2 and FUTURE 3/Extension), cHi»xeH1e reMorsiobuHa B CPABHEHUM C MCXO/AHBIM /10 YPOBHS
ke 100 r/n nabmoaanoce y 10% nauuenro. CHmxkenue remoryiodnna Hwke 80 r/1 oTMEYeHO
He ObL10.

YV 6 u3 13 noBopoxaeHHsix ¢ I[TJIATH (uccnenoBanne FUTURE-4) ormeuanu cHuKeHue
reMorjao0MHa OT MCXOAHO HOPMAJbHOIO J0 YPOBHS HMXKE HMXKHEH IpaHMllbl HOpMbI Ha (oHe
nedyeHust 003€HTaHOM.

Ilepeno3upoBka

Cumnmombl

bo3eHTan npumeHsay B 0AHOKpaTHOH 103e 2400 Mr y 310poBbIX 100p0BOJIbLEB U B 103¢€ 10 2000

MI/ZIEHb B TEYEHHE 2 MECALIEB Y MALMEHTOB C ApyruMH, kpome JIAT, 3aboneBanunsimu. Hanbonee
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dacto Berpeyatouercs [1JIP 6b11a rosoBHas 601k OT J1ETKO# 10 YMEPEHHOH HHTEHCHBHOCTH.
Tsoxenasi nepeso3npoBKa MOMKET MPHBECTH K BBIPAKEHHOMY CHWKeHHIO AJl, Tpebyrouemy
aKTHBHOM CEP/IEYHO-COCYIMCTOM Tepanuu. B nocTperucTpallioHHOM MepHo/ie 3aperuCTpPUPOBaH
CilyyYaii mepelo3MpOBKH Y MallbuMKa-1oApocTka nocie npuema 10 000 mr Gosenrtana, KOTOpbIi
NPOSIBJISAJICA  TOIIHOTOM, pPBOTOM, CHMXeHHeM AJl, TO0JOBOKPYKEHHEM, [OBBIILIEHHBIM
MOTOOTAEICHHEM U HAPYLIEHHEM YE€TKOCTU 3PUTEIILHOTO BOCIIPUSATHSI.

Jleuenue

CocTosiHMe MOMHOCTBIO HOPMATM30BAIOCH B TeyeHHe 24 4acoB Ha (OHE MOANEpKUBAIOLICH
THIIEPTEH3UBHOM Tepanuu.

bo3eHTaH He yaansercs npu reMoauaiuse.

B3aumoneicTBue ¢ IpyruMH JIeKapCTBEHHBIMHU NpenapaTamMu

bo3enTan aBigeTcs MHAYKTOpOoM H30depMeHToB cucteMsl iuToxpoma P450 CYP2C9 u CYP3A4,
M 10 JaHHBIM MCCleoBaHui in vitro, Bo3MoxHo, CYP2C19. Tloatomy, npu ogHOBpeMEHHOM
NPUMEHEHUH TMpenapata BaseHekC M JIEKapCTBEHHBIX CPEACTB, MeETaboJM3M  KOTOPBIX
ONOCpE0BaH ITUMU H30(epMEHTaMH, HX KOHLIEHTpALMs B MJ1a3Me KpoBH cHukaercs. Crenyer
YUYMTBIBATh BO3MOMKHOCTb CHM)KEHHMS I(P(PEKTUBHOCTH JIeKapCTBEHHBIX CPEACTB, MeTaboIM3M
KOTOPBbIX OCYILIECTBJISETCS C y4yacTHEM yKa3aHHbIX Bbliilie u3odhepmeHToB. Bo3mokHO, mocie
Hayajla npuMema mnpenapata BaseHekc, U3MEHEHHs €ro 103bl WJIM €ro OTMEHbI, norpedyercs
U3MEHEHHE J103bl OZIHOBPEMEHHO MPUMEHSIEMBIX JIEKAPCTBEHHBIX CPEICTB.

bosenran mnozasepraercs merabonusmy npu ydactuu uzodepmentoB CYP2C9 u CYP3A4.
HurubupoBanue  ykazaHHbIX  M30()EPMEHTOB  MOXET  CONPOBOXKAATHCS  [MOBBILIEHHEM
KOHULEHTpauuu 0Oo03eHTaHa B IuUla3Me KpOBH (CM. KeTOKOHa3on). Biusinue MHruOUTOpOB
uzodpepmenta CYP2C9 Ha koHueHTpauuio Oo3eHTaHa B Mja3Me KpOBH He H3ydaiu. [Ipu
OJTHOBPEMEHHOM NPUMEHEHHUH C HUMH ClleyeT co0I101aTh OCTOPOXKHOCTb.

Dnykonaszon u opyaue unzubumopsi usogpepmenmos CYP2C9 u CYP3A4

OnHoBpeMeHHOE NpuMeHeHHe npenapara BaszeHekc ¢ ¢uiykoHa3010M, KOTOPbIH MHTHOUPYET, B
ocHoBHOM, H3odpepmeHT CYP2C9 wu, nuue HesnauutensHo, usopepmeHt CYP3A4, moxer
COITPOBOXk/1aThCSl BBIPA)KEHHBIM [OBBILIEHHEM KOHIEHTpauuu Oo3eHTaHa B KpoBW. JlaHHas
KoMOMHaLUUs He pekoMeHayercs. [1o 3Toi ke NMpUYMHE HEe PEKOMEHIYEeTCS OJAHOBPEMEHHOE
NpUMEHEHHe TMpenapata BazeHekc M MoOWHBIX HMHruOUTOpOoB u30ohepmenta CYP3A4
(keTokOHA30s1a, MTpaKOHA30ja WM pUTOHaBMpa) M HHrubutopa wuszodepmenra CYP2C9
(BopHrKOHa30:1a).

Huknocnopun A

OnHoBpeMEeHHOE MpUMEHEHHe TMpenapata BazeHekc u uuwiocnopuHa A (uHruburtopa

KaJIbLIMHEBPHHA) npomuseonokazano (cM. pazaen «IIpotuBonokazanus»). [Ipu ogHOBpeMEHHOM
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npueMe STHX [pernapaToB MHUHMMallbHas HayalbHas KOHLEHTpauusi OO3eHTaHa B KpOBH
noseimiaercsi B 30 pa3 mo CpaBHEHHIO C MpPUMEHEHHEeM OjHoro 0Oo3eHTaHa. PaBHOBecHas
KOHILIeHTpalus 003eHTaHa B KPOBH YBEIMUYMBAETCs B 3-4 pasa 110 CPaBHEHMIO C KOHLEHTpalUe
Go3eHTaHa MPH MOHOTEpannH. MeXaHH3MOM JaHHOTO B3aMMOJEHCTBHS, BEPOATHO, ABJISETCH
MHTUOMpPOBaHKE LIMKJIOCIOPHHOM TPAHCIOPTHOTO Oelka, OTBETCTBEHHOTO 3a nepeHoc 603eHTaHa
B remarounthl. KoHueHnTpauus uukiocnopuHa A (cyberpat usopepmerra CYP3A4) B kpoBH
cHikaercsi npubausurensHo Ha 50 %. JlaHHoe u3meHeHue, Haubosee BEPOSITHO, 00YCI0BIECHO
unaykuueit uzopepmenra CYP3A4 6o3eHTaHoM.

Taxponumyc, cuponumyc

OnHoBpemeHHOe npuMeHeHHe ¢ 6o3eHTaHoM B KM He u3y4anock, 0JJHAKO MPEAnonaraeTcs, yro
KOHLIEHTpaLusi 003eHTaHa B KPOBM MOXKET YBEIMUYMBATHCS MO AHAJOTMH C OJHOBPEMEHHbBIM
MPUMEHEHHEM ¢ LMKJIocopuHOM A. [Ipu COBMECTHOM NpPHUMEHEHUH C npenapatoM Basenekc
KOHLEHTPALIUSl TAKPOJMMYCa WM CHpOJIMMYCa B KPOBM MOMET CHHXKaTbCs. B CBsiz3u c 9TuM,
npenapara BaseHekc He cnedyem TPUMEHSATH OJHOBPEMEHHO C TaKpOJIMMYCOM HIIH
cupoaumycoM. [lpu HeoOXOAMMOCTH OJHOBPEMEHHOIO IMPUMEHEHHs I3THUX [pernapaToB
obs3aTenbHO HabmioaeHHe 3a BO3MOXHBIM pazButHeM HJIP M KOHTpOIb KOHUEHTpauuu
TaKpOJIMMYCa U CUPOJIMMYCa B KPOBH.

I'nubenknamuo

OnHoBpemMeHHOe mNpuMeHeHHe Oo3eHTaHa B Jo3e 125 mr 2 pasa/neHb B TeyeHue S5 [Hei
COIMPOBOXK/JIAIOCh CHM)KEHHMEM KOHLEHTpauuu riambenknamuaa (cybcrpar u3odepMeHTa
CYP3A4) B xkpoBu Ha 40 % M BO3MOXKHBIM 3HAYUTEIbHBIM YMEHBIIEHUEM THITOTIHKEMHYECKOrO
3¢ dekra npenapara. Konuentpanus 603eHTaHa B KpOBH Takoke cHikanach Ha 29 %. Kpowme Toro,
y TNalUMeHTOB, IOJYy4YaBIUMX KOMOMHMPOBAHHYIO TEparuio, BO3pacTaja 4YacTOTa IOBBILICHUS
aKTMBHOCTHM «IIEUEHOYHBIX» TpaHcamuHa3. W raubenxnamua, u  603eHTaH OKa3bIBAIOT
MHTHOUpYyIO1lIee BO3/ICHCTBHE HAa SKCITOPTHYHO NOMITY couielt sxenuHbIX kucaoT (BSEP), uto moxer
OOBSCHUTb MMOBBILIEHHE AKTUBHOCTH «IEYEHOYHBIX» TpaHcamuHa3. JlaHHasi koMOMHaAuMs He
pekomeHnayercsi. Her naHHbIX O J€KapCTBEHHOM B3aWMOJEHCTBUM OO3€HTaHa C JAPYTMMH
MPOU3BOAHBIMHU CYJ1b(HOHUIMOUEBHHBI.

Pugpamnuyun

[Ipu ogHoBpeMeHHOM mpuMeHeHHH Oo3eHTaHa B ja03e 125 mr 2 pasa/meHb M pudaMnuimHa,
KOTOPBIN SABJISIETCS MOLIHBIM MHAYKTOpOM u3odepmenToB CYP2C9 u CYP3A4, y 9 310poBbiX
100pOBOJIBLIEB B TeueHHE 7 JHEH KOoHLEHTpauusi 003eHTaHa B KpPOBM CHIKanach Ha 58 %, a y
OTAEIbHBIX NMauueHToB - Ha 90 %. Kak pe3ynbrar, MOXKHO OXMJaTh 3HAYUTEIbHOE CHHXKEHHUE
3¢ dekTrBHOCTH npenapara Ba3zeHekc npy COBMECTHOM MPUMEHEHHH C pHHAMITUIIHHOM.

OnnoBpeMeHHOE NpuUMeHeHHEe pHudammuuuMHa M npenapata BaseHekc He pexomendyemcs.
16



JlaHHBIX O COYETAHHOM TNPHMEHEHMM OO3€HTaHa C APYTMMH HHIYKTOpPaMH H30(epMeHTa
CYP3A4, takumu kak kapbamasenus, henobapOurai, GpeHnTonH u 3Bepoboii IPOABIPABICHHDIH,
HenoCcTaTouHO. TeM He MeHee, PU UX OJHOBPEMEHHOM MPUMEHEHUH MOXKHO 0XKH/1aTh CHHKEHHS
CHCTEMHOTO BO31eiicTBUs Oo3eHTaHa. Henb3s HCKINOYHMTL W 3HAYMTEIBHOTO CHHIKEHHSA
3¢ PeKTHBHOCTH JICUEHHUS.

Jlonunasup/pumonasup (u Opyeue uHeUGUMOpbI Npomeas, Oeucmeue KOMOPbLX yCuiueaem
pumonasup)

[Ipy OJHOBPEMEHHOM NpMMEHEHHWH Go3eHTaHa B 03¢ 125 Mr 2 pasa/aeHb M KOMOMHALMH
nonuuasup+putonasup 400 -100 mr 2 pasa/neHs B Teuenue 9,5 HeH y 310p0oBbIX 100pOBOIIBLEB
MHHHMaJIbHAs HauaIbHas KOHLEHTpalKs 003eHTaHa B KpOBH Obl1a NpuMepHO B 48 pa3 Bbllle M0
CPaBHEHHIO ¢ KOHLEHTpaLHei Mpu NpuMeHeHuH oaHoro 6o3eHtana. Ha 9 neHb KOHUEHTpaLUs
fo3eHTaHa B KPOBM OKa3ajachb B 5 pa3 Bbllle, 4YeM MPHU MPUEME TOJIbKO OO3eHTaHa.
Wurubuposanue puroHasupoMm nsodpepmenra CYP3A4 u Geska, 0TBEYaOUIEro 3a TPAHCIOPT
603eHTaHa B renarolMThl, IPUBOJMT K CHH)KEHHIO KJIMpeHca 003eHTaHa W, BEPOATHO, JISKUT B
OCHOBE JAHHOTO B3aUMOJECHCTBHUS. VY TMalMEHTOB, OJAHOBPEMEHHO MNPUHHUMAIOIIMX Mpenapar
Ba3eHeKkC M JIONMMMABUP+PUTOHABUP WM APYTMe MHIMMOMTOpPbI MNpOTEas, AEHCTBHE KOTOPbIX
YCUJIMBAET PUTOHABUP, HEOOXOAMM KOHTPOJIb IEPEHOCHMOCTH O03€HTaHa.

[Ipu 01HOBPEMEHHOM MPUMEHEHUH ¢ O03€HTAHOM B T€YEHHE 9,5 IHEH 0TMEYanoCh KIMHUYECKH
He3HAUYMMOE CHM)KEHHE KOHLIEHTPALMH JIONIMHABKPA U pUTOHaBUpa (mpumepHo Ha 14 % u 17 %,
COOTBETCTBEHHO). TeM He MeHee, MojiHas MHAYKIHsA 003eHTaHOM Moria ObITh HE JOCTHIHYTA,
M03TOMY BO3MOXHOCTb JaJbHEHIIEr0 CHMXXEHWS KOHLEHTPAUMH HHTHOMTOPOB IpOTEas
MCKJIIOUMTh HEJb3sl. PEKOMEH IyeTcst COOTBETCTBY IO KOHTPOIIb 32 BUY-Tepanueii. [Tono6Hbie
S>)GEKTHl MOTYT OKHMAATHCS W TPUH NMPUMEHEHHUHM APYTMX HMHTHMOMTOPOB MpOTEa3s, ACHCTBHE
KOTOPBIX YCHIMBAET pUTOHABUD (cM. pasen «Ocobble yKazaHUs»).

Jpyeue anmupemposupycrule npenapambl

B cBsi3W C OTCYTCTBMEM [JaHHBIX Ccreuuduueckue peKOMEHJAalMd B OTHOLIEHMH APYIHX
AHTHPETPOBUPYCHBIX IpErapaToB HE MOTYT ObITh NPEICTABICHBbl. YYHUTBIBAas BbIPAXKEHHOE
TOKCHYECKOe AeHCTBHE HEeBHUpANMHA HA MeuYeHb, KOTOPOE MOXKET YCHJIMTh MenaroTOKCHYHOCTh
npenapara BazeHekc, codeTaHHOE IPUMEHEHHE ITUX TIPENIAPATOB He PEKOMEHOyemcs.
T'opmonanvHvle KoHmpayenmugol

[Ipn oHOBpEMEHHOM NMPHUMEHEHWH B TeueHue 7 aAHeW Oo3eHTaHa B no3e 125 mr 2 pasa/neHb u
OIHOW [103bl MEPOPaTBLHOrO KOHTPALENTHBA, COAEPXKAIIero | Mr HOPITUCTEPOHA M 35 MKT
THHWIACTpPaanonia, orMedanoch cHmwkeHue AUC oboux kommnoneHtoB (Ha 14 % u 31 %,
COOTBETCTBEHHO). Y OTIENbHBIX MAIMEHTOK CHWKEHME OJKCIO3ULMHU HOPITHCTEPOHA U

TUHWIACTpaaKoaa aocturano 56 % u 66 %, coorBercTBeHHO. TakuMm 00pa3oMm, TOJbKO
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rOpMOHa/IbHass KOHTpALENLMs, HE3aBUCUMO OT MyTH BBEIEHMS npenapata (BHYTpb,
MHBEKLIMOHHO, TPAHCAEPMAIbHO WM B BHJ/I€ MMILUIAHTATOB), HE MOXET CUMTAThCS HA/IEKHBIM
KOHTPALENTUBHBIM CPE/ICTBOM.

Bapgpapun

OnnoBpemenHoe npumeHeHHne 6o3eHTana B 03¢ 500 Mr 2 pa3a/feHs B TeueHHe 6 AHEH MPUBOANT
K CHW)KEHHUIO KOHLIEHTpaL1K B KpOBH Kak S-BapdapuHa (cydctpar uszopepmenta CYP2C9), Tak u
R-Bapdapuna (cyberpar uzodepmenra CYP3A4) na 29 % u 38 %, coorBercTBeHHO. OrnbIT
OJITHOBPEMEHHOI0 MpHUMeHeHust Oo3eHTaHa M BapdapuHa y mnauumeHToB ¢ JIAIT He BBISBHII
KJIMHUYECKH 3HAYMMble U3MEHEHMs MEXAYHAapOAHOro Hopmaiu3oBaHHoro otHoieHus (MHO)
WM 103bl BaphaprHa (HayalbHOM 1036l B CPABHEHHHM C MO UIEpXKUBatoOLIeH 1030#). Kpome Toro,
4acTOTa U3MEHEHHUH 103bl BapdapuHa B X0e Uccae10BaHUi B cBA3M ¢ Konebanusimu MHO unu B
cBsi3u ¢ pasButueMm HJIP He oTnimyanace y nauueHToB, noiyyaBiuux 603eHTad wiu manebo. He
TpebyeTcs U3MEHEHHs 103bl BappapHHa WK APYTHX aHAJIOTMYHBIX aHTUKOATYJISTHTOB [UIs [TpHeMa
BHYTpb IpH 100aBIeHUHU K Tepanuu npenapara Basenekc. Tem He MeHee, pekoMeHyeTcs Goliee
yacTeli KOHTpoab MHO, ocobGeHHO B Hauyase NpuUMEHEHHH Tnpenapata BaseHekc u npu
YBEJIMYEHUH €ro A03bl.

Cumeacmamun

[Ipu ogHOBpeMeHHOM npuMeHeHuH Oo3eHTaHa B 03¢ 125 Mr 2 pasa/neHb B TeYeHHE S5 [HEM,
KOHLIEHTpalus cumBactaTuHa (cybcrpara uzodepmenra CYP3A4) u ero aktuBHOro MerabosnuTa
OeTa-ruIpOKCUKHUCIOTH CHUXKAETCs B KpoBU Ha 34 % u 46 %, coorBeTcTBeHHO. OTHOBpEMEHHOE
MpYMMEHEHHE CMMBAcTaTHHA HE BAMSAET Ha KOHLEHTpauuto 603eHTaHa B KpoBH. PexomeHayercs
KOHTPOJIb KOHLEHTPAaLMK XOJIECTEPUHA B KPOBU M COOTBETCTBYIOIIAS KOPPEKLMS 103bl
CHUMBAaCTaTHHa.

Kemoxkonason

OnHoBpemeHHOE NpuMeHeHHe Oo3eHTaHa B jo3e 62,5 mMr 2 pasza/neHb B TeueHHe 6 qHEH W
KETOKOHa301a, MOIHOro uHruburopa uszodpepmenra CYP3A4, conpoBokaaercs ABYKPaTHbIM
MOBBILIEHHEM KOHUEHTpauuu Oo3eHTaHa B KpoBU. M3meHneHue 103bl npenapata BaszeHekc He
Tpebyercs. HecMoTpst Ha OTCYTCTBHE AaHHBIX MCCIEOBAHWH in Vivo, MpearoyiaraeTcsi, uTo
aHaJIOrMYHOE IMOBBIILIEHHE KOHLEHTpalUKU O03€HTaHa B KPOBH OXKHAAETCS MPU OJHOBPEMEHHOM
NPUMEHEHUH APYTUX MOLIHBIX UHTHOUTOpOB M30odepmenta CYP3A4, Hanpumep, uTpakoHasosa
M puToHaBupa. Tem He MeHee, NpU OJHOBPEMEHHOM MPUMEHEHHM Tmpenapara BaszeHekc u
uHruburopa nzodepmenta CYP3A4, y mauueHTOB cO CHHKEHHOM aKTMBHOCTBIO H30(epMeHTa
CYP2C9 cywectByer puck 6oijiee BBIPaXXEHHOTO IMOBBILICHUS KOHIEHTpALMK 0O03eHTaHa, yTo
MOJKET CII0COOCTBOBATH MOSIBICHUIO MOTEHIIHAIBLHO onacHbix HJIP.

Ononpocmenon
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OrpanuueHHble pe3yibTathl uccnenoBanus (AC-052-356 [BREATHE-3]), B xoae koroporo 10
JeTel nosyyaau 003eHTaH OJHOBPEMEHHO C 3MOMPOCTEHOJIOM, YKa3blBalOT HAa TO, YTO MOCIE
OlIHOKpaTHOTO ¥ MHorokparHoro npumeHenns C u AUC 6o3eHtana ObuiM TPUMEPHO
OJIMHAKOBLIMH y MAIMEHTOB, MOJYYaBUIMX W HE MOJYYaBLIMX HH(QY3MH SMOMNPOCTEHOJA (CM.
paznen «®apmakosoruyeckue CBOUCTBAN).

Cunoenagpun

[Ipy oaHOBpeMeHHOM MpuMeHeHuM Oo3eHTaHa B 103e¢ 125 Mr 2 pasa/neHb (paBHOBECHOE
cocrosiuue) M cuigeHapuna B noze 80 mr 3 pasza/aeHb B TeyeHHEe 6 JHEH y 3710pOBBIX
nobpososiblieB oTMevanoch cHmwkeHne AUC cunaenaduna Ha 63 % wu nosbimenue AUC
6o3entana - Ha 50 %. Caenyet cobr0AaTh OCTOPOKHOCTD IIPH OHOBPEMEHHOM MTPUMEHEHHH.
Jlueokcun

OnHoBpeMeHHOe TMpuMeHeHHe OoseHtana B jgo3e 500 Mr 2 pasa/ieHb B TeueHue 7 JHeEH
conpoBoxaaercss cHmwkeHHeM AUC, Cmax U Cmin aurokcuna Ha 12 %, 9 % u 23 %,
COOTBETCTBEHHO. BO3MOXHO, B OCHOBE MEXaHHM3Ma 3TOr0 B3aUMOJCHCTBHUSA JIEKHUT WHIYKLHUS
raukonporerHa P. Kinunuueckast 3HaUMMOCTb JAHHOTO B3aMMOJICHCTBUS MaJIOBEPOATHA.

YV oemeiti

WccnenoBanus IeKapCTBEHHOTO B3aMMO/IEHCTBHUS ObLIIM MPOBEAEHBI TOJIBKO Y B3POCIIbIX.
Oco0ble yKka3zaHus

V naumentos ¢ tsxenon JIAIT addbexkTuBHOCTH MpuMeHeHus: 603eHTaHa He ycTaHOBieHa. [Ipu
YXYALIEHUH KIMHUYECKOTO COCTOSIHMS MallMeHTa Lenecoo0pa3HO pacCMOTPETh Ha3Hau€HHE
OPYTHX CPEACTB, PEKOMEHIOBAHHBIX MpH TsHKEJoW cTaauu 3abosneBaHus (Hanmpumep,
snonpocteHona) (cm. pazaen «Crocod npuMeHEHUs U 103b1»).

He ycTaHOBIEHO COOTHOILIECHHE TMOJIB3bl U PUCKA MPUMEHEHUS npenapaTa BazeHeke y naluueHToB
¢ JIAT I ©K no knaccudpukauuu BO3.

[Ipenapar BazeHekc MOXHO Ha3HauaTh TOJBKO B Cilyyae, eciau cucroanueckoe AJl He Bbiie 85
MM PT. CT.

He ycranoBieHa criocoOHOCTb npemnaparta BazeHekc BIUATh HAa 32)KUBIICHUE YKE CYIIECTBYHOUIMX
JUTUTATbHBIX 53B.

Dynkyus nevenu

[Topimenne aktuBHocTM ACT w/mmu AJIT Ha ¢oHe npuMeHeHuss OO3eHTaHa HOCHT
J10303aBUCUMBbIH Xapakrep. M3MeHeHuss aKTMBHOCTH «IEYEHOYHbIX» TpaHCAMHHA3 OOBIYHO
MPOUCXOMAAT B TEUEHHE IMEPBBIX 26 Helenb Teparnuu, HO MOTYT BO3HHKAaTh U B 0Oojiee Mo3aHHe
cpoku (cm. pasgen «[lobouynoe pneiicTBHe»). YKa3aHHOE TMOBBIMICHHE MOXET YaCTHYHO
OOBSICHATBCS KOHKYPEHTHBIM HMHTHOMPOBAHMEM BBIBECHMS COJIEH OKETUHBIX KHUCJIOT M3

reérnaToumuToB, HO, BO3MOXHO, CYHIECTBYIOT U APYru€, HE BIIOJIHC H3YyUYCHHBIC, MCXAHHU3MBbI,
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NPUBOJSALIME K HapylleHHI0 QyHKIMU neyeHH. Henmb3s MCKIIIOUNTH HAKOMJIeHHe 0O3eHTaHa B
renaTrouMrTax, MpUBOASIIEE K LUTONM3Y U IOTEHLUHAIBHO TSXKEIOMY MOBPEKACHUIO MEUCHHM, a
TaK)K€ MMMYHOJIOTHUECKHE MEXaHM3Mbl. PUCK HapyuieHuss QyHKIUMH TNEUEHH MOXKET TaKkKe
BO3pacTaTh IMPH OJHOBPEMEHHOM NPUMEHEHHMH TMpenapata BaseHekc ¢ J1€KapCTBEHHBIMH
cpeacrBamu, uHruouropamu BSEP, Takumu kak pudamnuunt, riimbeHKIaMUL U LHKJIOCTIOPHH A,
XOTs 3TH JaHHble OrpaHuueHbl (CM. paszgen «B3aumopeHcTBHE ¢ OPYTHMH JIEKapCTBEHHBIMH
CpeaCTBaMM»).

Heo0xoaum KOHTPO/Ib AKTHBHOCTH «Ime4eHO4HbIX» TpaHcamuuasz (AJIT, ACT) nepen
Ha4yaJIoM Tepanuu npenaparom Basenexc, a 3atem 1 pa3s B mecsiul B nepuos Jevyenusi. Kpome
3TOro, aAKTHBHOCTD «Ie4eHOYHbIX» TPAHCAMMHA3 CJIelyeT ONnpele/isiTh Yepe3 2 Hele/lH nocJie
Ka’K10r0 NOBbILLIEHUS 103bI NIpenapara.

Pexomenoayuu no konmponio u neuenuio 6 cayuae nosviuenus akmuernocmu AJIT/ACT

Axmusrnocme AJIT/ACT>3 u <5 paz eviwe BI'H

Pesynbrar no/mkeH ObITh MOATBEPXKAEH NPHU MOBTOPHOM ornpeneneHuu aktuBHOocTH ACT/AJIT.
[Tpu noareepxaenuu noseieHus akTuBHOCTH ACT u AJIT perieHue o MpoJ0/KEHUH JTeYEHHUS
npenapatom Ba3seHekc, BO3MOXXHO, B CHW)KEHHOH J103€, MM €ro MNpeKpalleHuH, A0KHO
NPUHUMATBCS B KaXXAO0M KOHKpETHOM ciy4ae (cM. pazzgen «Crnoco® npuMeHeHHs W 103bD»).
KOHTpO/Ib aKTHBHOCTH «II€YEHOYHBIX» TpaHCAMMHA3 ClIelyeT MPOBOAMTH, IO KpaiiHeill mepe,
Kaxable 2 Henenu. Eciy akTHBHOCTh «IeYeHOYHBIX» TPaHCAMHUHA3 BO3BPALLAETCS K MCXOAHBIM
MOKa3aTeNnsiM, HY)XHO OLEHHUTb BO3MOXXHOCTb MPOJOJDKEHHMS WM BO30OHOBJIEHHS MpHeMa
npenapara BazeHekc B pexuMe, yKazaHHOM HHKE.

Axmusnocme AJIT/ACT>5 u <8paz gviwe BILH.

PesynbTar nomkeH ObITh MOATBEPXkKAEH NMPH MOBTOPHOM omnpenaeneHun aktuBHocTH ACT/AJIT.
[lpn noarBepxaenun nosbiieHuss akTUBHOCTH ACT u AJIT cnemyer oTMeHMTH mnpernapat
BaseHekc, a KOHTPOJIb aKTHBHOCTH «II€YEHOUYHBIX» TPaHCAMHHA3 NMPOBOAUTD, 10 KpaiHel mepe,
Kaxxaple 2 Hexesnu. EciM akTHBHOCTH «I1€YEHOUHBIX» TPaHCAMHHA3 BEPHYJaCh K MCXOIAHbBIM
NOKa3aTe/siM, HYXKHO OLIEHUTb BO3MOXKHOCTb BO300OHOBJIEHHMS mpueMa mnpenapara Basenekc B
pexuMe, yKa3aHHOM HMIXKeE.

Axmusnocmo AJIT/ACT>8 pa3z eviwwe BI'U

Tepanwuio caexyet npekpaTuTh, BO30OHOBIEHHE NTpHeMa npenapara Basenekc nckmovaercs. [pu
CONMYTCTBYHOIIMX KIMHHYECKUX CHMIITOMAX NOPaKeHUsl eYeHHU, T.€. IPU HATTMUMU: TOLLHOTbI,
PBOTBI, JIMXOpaaKH, Oonell B KUBOTE, JKEJITYXH, MOBBIILICHHONH COMIMBOCTH M cllabocTH,
IPUIIIONOAOOHOrO CHHApOMA (apTpajrud, MUAITHH, JIMXOPAAKH), TEepPamnuio mnpenapaTrom
Baszenekc ciaeayer npekpaTuTh, a B0300HOBJ/IeHHMe Tmpuema mnpenapata Ba3eHekc

MCKJII0YaeTcs.
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Bo3zobnosnenue mepanuu

Bo306HoBUTH Tepanuio npenapatoM BaseHekc MOXHO JIMIIb B TOM ClIy4ae, €ClIM 0XKHIaeMblil
TepaneBTUYECKUH 3(PPEKT NMpeBbIIaeT MOTEHIHAIbHBIH PUCK, @ aKTHBHOCTh «IIEYEHOUHBIX»
TpaHCaMMHA3 BEpPHY/JaChb K MCXOAHBIM (10 Hayana Je4yeHus) nokaszarensim. Pexomenmyercs
KOHCYJIbTallMsl Bpaua-renarosora. Tepanuio cieayeT BO30OHOBISATL COTIACHO PEKOMEHIALIMAM,
U3J10)KEHHBIM B pasjene «Crnocod NpuMeHEeHUs ¥ J03bD» HACTOSILEH HHCTPYKLIMH.

AKTHBHOCTb «II€4E€HOYHbIX» TPAHCAMHHA3 HE0OX0AMMO NMPOKOHTPOJUPOBATHL Yepe3 3 AHs
nocJje Bo300HOBJIEHHs] TepanuM npenapaTom Ba3senekc, 3aTeM NOBTOPUTH KOHTPOJIb Yepe3
2 HeJleJIH, 10CJIe Yero BbINOJIHATD H3/10KEeHHbIE BbIllle PeKOMEHIAlHH.

I'emoenobun

Ha ¢one neuenus 603eHTaHOM OTMEUEHO J0303aBUCHMOE CHIDKEHHE reMoriobuHa (cM. pasaen
«ITobouHoe aeiicTBue»). B nminanebo-KOHTPOIMpPYEeMbIX HCCIIEI0BAHUAX CHIKEHHE reMOTJI00MHa,
CBSI3aHHOE C NPUMEHEHHeM 003eHTaHa, He ObLIO MPOrpecCUpyIOLIMM, MOKa3aTeld reMoriodruHa
cTabMIM3MpOBaNUCh TMocie nepBbiXx 4-12 Hexenb Tepanuu. PexkoMeHayeTcs ornpenesnsith
reMOrIo0MH Mnepe HayaloM Tepanuu npenapara BaszeHekc, | pa3 B Mecsil B TeueHHE MEPBLIX 4
MECSLIEB Tepanuu W B nociaeayroweM - 1 pa3 B 3 Mmecsua. Ecau HaGarogaercs KIMHUYECKH
3HAYMMOE CHHKEHHE reMOr1001Ha, ClIeyeT IPOBECTH JalibHeliee 00cae10BaHne NallueHTa yist
YCTAQHOBJICHUS! TPUYMHBI AHEMHH M pELIeHHs BOMNpoca O HEOOXOAMMOCTH [POBEACHUS
COOTBETCTBYIOILIEH Tepanuu. B nocTperucrpalinoHHOM repuo/ie cood11anoch O ciydasx aHeMuH,
noTpeOOBaBILKX NEPETUBAHUS IPUTPOLIMTAPHOM Macchl (M. paszaen «[lobouHoe aeicTBHEY).
Tepanus y scenwur ¢ COXpaHeHHvIM penpoOyKMUSHbIM HOMEHYUANLOM

[Tockonbky Ha ¢QonHe mnpuema mnpenapara BaseHekc 3(QEKTHBHOCTH TOPMOHATBHBIX
KOHTPALENTUBHBIX CPEICTB MOXET CHHXKaTbCsi, a OEpPEMEHHOCTb CHOCOOCTBYET YXYALIEHHIO
teuenus JIAD', U npuHMMas BO BHMMaHHWE JaHHbIE O TE€PATOTEHHOM JEHCTBUH, BBIBICHHOM Y
KMBOTHBIX:

e [Ilpenapar Basenekc Moxer ObITb Ha3HAa4YeH JKEHLIMHAM C  COXPAaHEHHbIM
penpoaykTuBHbIM noteHuuasoM TOJIBKO Ha d¢oHe npuMeHeHHs HaAeKHBIX METO/0B
KOHTpPALENLMK W B ClIy4yae OTPHLATEIBHOIO pe3yjbTaTa TeCTa Ha OEpeMEHHOCTh A0 Hauana
JIEYEHHUS;

e MeToa ropMOHaJbHOH KOHTpALENUMU HE CleIyeT NPUMEHSTh KaK €JMHCTBEHHBIH B
Nepro JedeHus 603eHTaHOM;

e Tect Ha GepeMEHHOCTb PEKOMEH/YeTCsl MPOBOAUTHL | pa3 B Mecsil s YCTaHOBJIEHHS
O6epeMEeHHOCTH Ha PaHHUX CPOKaXx.

Benooxxkniozuonnasn 6onezns neekux

Cnyqan pPa3BUTHA OTEKA JICTKUX OTMEYEHBI Y MALlTUEHTOB C BEHOOKK/IFO3MOHHOH 00JI€3HbIO JIETKUX
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Ha (OoHE NMPUMEHEHHs COCYAOPACIIMPSIOUIMX CPEACTB (B OCHOBHOM, MPOCTALMKIMHA). Takum
obpa3zom, eciu BO Bpemsi JieueHHsi mpenapara BaseHexc y nauueHTtoB ¢ JIAIT mosiBisiorcs
MPU3HAKM OTEKa JIErKUX, CJEAYeT YUYMTbIBaThb BO3MOXKHOCTb HAJMUHUSl COMYTCTBYHOILIETO
BEHOOKKJIIO3MOHHOTO 3abosieBanusi. B mocrperucTpallMOHHOM TMepuoje coodIanoch 0 peakux
Cllyyasix pa3BUTHs OTE€Ka JEerkux Ha ¢oHe rmpuema 603eHTaHa y MALMEHTOB C MMOA03PEHHEM Ha
BEHOOKK/IIO3UOHHYI0 00J1€3Hb JIETKUX.

Ilayuenmvi ¢ JIAII u conymcmayiowjeti 1€80x4cey00uK080U HEOOCMAMOYHOCMbIO

CneumanbHblIX uccnenoBaHuit y nauueHtoB ¢ JIAI u comyTcTBytoled AUChYHKLUHEH JIEBOTO
XKelly10uKa He npoBoanid. Tem He menee, 1611 naunenroB (u3 Hux 804 - nosyyanu 003eHTaH, a
807 - nmnauebo) ¢ TKENOM XPOHHUYECKOH cepaeuHod HemoctaToyHOCThIO (XCH) neunmnu B
cpenHeM B TeueHue 1,5 net B miane6o-KOHTPOIMpYEeMOM MCClieloBaHUU. B 3TOM HccienoBannu
OTMEYEHO YBEIWYEHHE KOAMYeCTBa rocnutanusauuii B csa3u ¢ XCH B Teuenue nepsbix 4-8
HeZenb JieueHHus: 603eHTaHOM, TPUYMHON KOTOPBIX MOTJIO OBbITh YBETMYEHHUE 3a1PKKH KHIKOCTH
B OpraHumsMe. 3aJepXKa >KMAKOCTH IMpOSBISIACh OBICTPBIM YBEJIMYEHHEM MacChl Tela,
CHM)XKEHMEM TIeMOrjJo0MHa M YCWJIEHHEM OTEeKOB HWXXHUX KoHewyHocteil. [lo 3aBepiueHun
MCCIEe0BaHUS He ObLJIO OTMEYEHO pa3iMyMii B YMCIIE FOCIMTAIM3ALMIA B CBSI3M C CEpACUHOM
HE0CTATOYHOCTBIO M HYACTOTE CMEPTE/IbHBIX HCXO/I0B Y NMALIMEHTOB, IPUHUMABILIMX O03EHTaH WK
nianebo. CrnenoBaTenbHO, 00CIe10BaHHE MALMEHTOB JI0JDKHO OBITh HAMpPABJIEHO Ha BbISBICHHE
3a/IepKKH J)KUAKOCTH (HanpuMep, YBETHUSHHUSI MacChl Teja), 0COOEHHO B Cllyyae COMyTCTBYIOILEH
TSKENOM CUCTONMYECKOM aucPyHKuuH. [IpH mnosiBIEHMM CHUMNTOMOB 3aACPKKH KHIKOCTH
NaLKENTy CIEAYeT Ha3HAUNTh AUYPETUKH MM yBEIHUUTb UX 103y. Y MaUMEHTOB C 3aAEPXKKOH
KHMIKOCTH ClI€AyeT MNPUHMMAaTh pPELIEHHE O NPUMEHEHHH IUYPETHKOB 10 Hayajna JieueHHs
npenapaTtom Basenekc.

JIAT u BUY-ungexyus

Oneitr npumeHeHust 6o3eHrana y mnauueHtoB ¢ JIAIT u BUY-undexuueit, mnomyuabumx
AHTUPETPOBUPYCHYIO TEPAIIUIO, OrpaHHueH. Pe3yabTarsl M3y4eHus B3aUMOAeCTBUSI O03eHTaHa U
KOMOMHALMK JIONHMUABUPTPUTOHABUD MPH MX COBMECTHOM MNPUMEHEHMH Y 370pPOBBIX
n0OpOBOJIBLIEB [OKAa3add YyBeNHUYEHHWE KOHLEHTpauuu O03eHTaHa, KOTopas JOCTHraeT
MaKCHMMaJIbHBIX 3HAYEHHH B T€YEHHUE nepBbIX 4 AHeH (CM. pasaen «B3aumoaencTBue ¢ ApyrumMu
JIEKapCTBEHHBIMH ~ cpeacTtBamu»). [lpm HazHauyenun npenapara BaseHekc mnauueHTam,
NPUHUMAIOIIMUM HMHIHOMTOpBI MpoTeas, ACHCTBHE KOTOPHIX YCHJIMBAET PUTOHABUP, CIEAYET
YAENATh 0c000e BHUMaHUE MEPEeHOCMMOCTH O03eHTaHa, 0COOCHHO B Havasie JIeUeHHsl, IPUHIMast
BO BHMMaHHE PHMCK pPa3BUTHUs apTEpUAIbHOW TUINOTEH3UM M M3MEHEeHHe (YHKIMOHAIBHBIX
«TEYEHOYHBIX) TECTOB.

[Ipy oaHOBpEMEHHOM MPUMEHEHHM Mpenapara BaseHekc M aHTHPETPOBUPYCHBIX MpernapaTos
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HeJIb351 UCKJIIOUMTh OTCPOYEHHOE HEraTHBHOE BIMSIHME Ha nedeHb W pa3Butue HJIP co cropoHsl
KpoBH. BBHAy BO3MOXHOrO B3aUMOAEHCTBMS, CBSI3aHHOTO C MHIyKUMEH O03eHTaHOM
u30(epMeHTOB cucTeMbl LUTOXpoMa P450, akTHBHOCTH aHTHPETPOBUPYCHOH TEpanmuu MOXKET
CHMXKAThCS, TOAITOMY Y TaKMX NMaueHToB 3¢ dexTruBHOCTh Tepanuu BUY HeoOxoauMo TiaresbHo
KOHTPOJIUPOBATb.

JIATL, obycnoenennas msadxcenou xponudeckot oocmpykmugnot 6onesnvio neckux (XObJI)
OddexktuBHocTh ¥ Oe3onacHOCTb Oo3eHTaHa M3y4anu B 12-HEAEIbHOM HEKOHTPOIMPYEMOM
uccaeaoBaHuu ¢ ydactueM 11 mauuentoB ¢ BropuuHoi JIAIT B pesyabrate XOBJI Tsxkenoro
TeueHus. Pe3ynpTaTel HMCCleOBaHMS CBUAETENBCTBYIOT 00 YBEIMYEHHH MMHYTHOro oObema
BEHTWJIALIMH JIETKUX U CHH)KEHUH HacblieHus kucnopoaoM; u3 HJIP nanbonee yacto ormevanaces
OJIblllIKa, MPEKpalaBILIasCs Mocae OTMEHbI D03eHTaHa.

QonospemenHoe npumeHenue ¢ OpyeumMu 1eKapcmeeHHbMU nNpenapamami

OnHoBpeMeHHOE NMpUMEHEHHe Mnpenapara BazeHekc W LIMKIOCIIOpHMHA A MPOTHUBONOKAa3aHO (CM.
pazaen «IIpoTuBonokazanus»),

OnHoBpemMeHHOE NpuMeHeHHe mpenapata Baszenekc ¢ rinubeHkiamMuaoM, ¢JyKOHA30J0M U
pudamnuuuHOM He pexomeHayercs. bosee noapoOnas uHbopmauus ykazaHa B pasjene
«B3aumoneiicTBHe ¢ APYrUMHU JIEKAPCTBEHHBIMH CPEICTBAMMUY.

KomOuHupoBaHHo#i Tepanuu npenapara Baszenekc u unruduropamu uzodpepmerto CYP3A4 u
CYP2C9 nHeobxonumo uzberars.

Biusinve Ha cnocoGHOCTH YNPABJISATh TPAHCIOPTHBIMU CPEICTBAMU U MEXaHU3MAMHM
Bnusnue 603eHTaHa Ha CNOCOOHOCTDb YNPaBIATh TPAHCIOPTHBIMHU CPEACTBAMH HE H3yyasloch. TeM
He MeHee, 0O3€HTAaH MOXKET BBI3BIBATH BBIPAXKEHHOE CHH)KEHHE apTEepUaIbHOrO JaBJICHHS,
COIPOBOXK/IAIOIIEECs] FOJOBOKPY)KEHHEM MJIM MOTEpel CO3HaHMS, M, KaK CJIEJCTBHE, OKa3bIBaTh
OTpHLIATENLHOE BIUSIHUE HA CIIOCOOHOCTD YNPaBIIATh TPAHCIIOPTOM M paboTaTh ¢ MEXaHU3MaMH.
®opma BbINycKa

TabneTku, MOKpbITHIE TIEHOUHOM 000104KOH 62,5 Mr, 125 Mmr.

[lepsuunas ynaxkoska nrekapcmeeHno2o npenapama

[To 14 TabneTok B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 TUIEHKH MOJTMBHUHUIXJIOPUAHON U GOIBIH
QJIIOMHUHHMEBOH 11€4aTHOM JJAKUPOBAHHOM.

[To 56 unn 70 tabnetok B GaHKy MOJMMEPHYIO M3 MOJMITHIIEHA C KPBILIKOHW HATATMBAEMOMH C
KOHTpOJIEM NepBOro BCKpbITHS. CBOOOIHOE MPOCTPAHCTBO 3aAMOJHAIOT BaTOW MeAMUMHCKOM. Ha
OaHKM HaKJIEHBAIOT ITUKETKM M3 OyMmMaru STHKETOYHOM WM TMUCYEH, WM M3 TOJMMEPHBIX
MaTepUasioB, CaMOKJIESLIIUECS.

Bmopuunas ynakoeka nekapcmeennoco npenapama

[To 4 KOHTYPHBIX SYEHKOBBIX YIIAKOBKH BMECTE C MHCTPYKLMEH MO MPUMEHEHHUIO MOMELIaloT B
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nayky M3 KapToHa JUld MOTpeOUTENbCKOM Tapbl. [Tauky nMoMelaT B rpynoBy0 YIakoBKY.

[To 1 Ganke BMecTe C MHCTPYKLHMEH MO MPUMEHEHHIO MOMELIAIOT B MayKy M3 KapTOHA JJis
noTpeOuTeIbCKOM Taphl. [1auky MOMEIAT B IPYIIOBYIO YIIAKOBKY.

YcioBusi XpaHeHust

XpaHUTh B 3alLMILEHHOM OT CBETa MECTE, MpH Temmepatype He Bbie 25 °C.

XpaHUTh B HEAOCTYITHOM [UIs A€Teit MecTe.

Cpok rogHocTn

3 ropa.

He npuMeHSATh 0 HCTEYEHUH CPOKA TOJHOCTH.

Ycaosusi oTnycka

OTnyckaroT 1o peuenry.

Baapenen perucrpaumoHHoro yaocrosepeHusi/Opranusauusi, NpUHUMAIOUIAs NPeTEH3HH
norpeéuTeiei:

AO «®Dapmacunres», Poccus,

664040, r. Upkytck, yia. P. JlrokcemOypr, 1. 184

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

IIpoun3BoauTtennb

AO «DapmacunTes», Poccus.

FOpuanueckuii anpec: 664007, Upkyrckas o6in., r. Upkytck, yin. KpacHorsapaeickas, a. 23, od.
3

Anpec npou3BOACTBEHHOM muomaaku: r. Upkyrck, yi. P. JlrokcemOypr, 1. 184
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