MUHUCTEPCTBO 3/IPABOOXPAHEHWAI POCCUMCKOU ®EJEPALIU

UHCTPYKI U

10 MEJUIMHCKOMY IIPHUMEHEHHUIO JICKapCTBEHHOTI'O npemnapara

IMA30IIAHUB

PerncrpanuoHHbIH HOMeEP:

TOPFOBOC HaAaHMCEHOBAaHHE:

Memyﬂapozmoe HeNMaTeHTOBAHHOE HJIM I'PYIIIIHPOBOYHOC HAHMEHOBAHHE: 1a3onaHuo

JlekapcTBenHas popma: TabJIETKH, OKPHITHIE IIEHOYHOH 000II0UKOH.

CocraB

1 TabneTKa, MOKphITas INIEHOYHOH 000JI04KOM, COCPKHUT:

Jeticmeyilowjee 6ewgecmeo:

[Tazonmanuba ruIpoxJIOpHI 216,7 mr 433,4 mMr
B IlepecyeTe Ha Ma30naHub 200,0 Mr 400,0 Mr
BcnomozamenvHule sewjecmsa
Kansuust rugpodocdar 15,0 Mr 30,0 mr
(USP /NF)
KapGokcumeTHIIKpaxMall HaTpus 21,0 Mr 42,0 mr
(USP /NF)
KpeMH¥Hst THOKCH/T KOJLIOH IHBIH 0,3 mr 0,6 mr
(USP /NF)
Maruus creapar 2,0 Mr 4,0 Mr
(USP /NF)
IToBumon K30 16,0 mr 32,0 Mr
(USP /NF)
[lemwmono3a MukpokpucTaumyeckas 101 50,0 mr 100,0 mr
(USP /NF)
Cocmae nienounou 060104KU:
I'unpomeruiosa E6 (USP /NF) 6,3 Mr 12,6 Mr
KpacuTess jxese3a OKCHIL KpaCHBIH 0,09 mr -
(USP /NF)
Makporoa 6000 (USP /NF) 0,81 mr 1,62 Mr
IMTomucop6bat 80 (EP) 0,09 mr 0,18 mr
Turana quoxcun (USP /NF) 1,71 mr 3,6 MT

Ta6remxu 0o3upoekoii 200 m2: TabneTkd OBaTbHOH (POPMBI JBOSKOBBIIYKIIBIC, MOKPHITHIC

TUIEHOYHON 000JI09K0# OT PO30BOI0 J0 KPaCHO-PO30BOT0O 1{BETA.

Tabremku 0o3upoekoti 400 me: TablIeTKM OBaTbHOH (GOPMBI JBOSKOBBIIYKIBIC, MOKPBITHIC

[UIEHOYHOM 000JI04KOM OeJIoro 1Bera.

Ha IIOIIEPEYHOM pa3pe3e AApo MOYTH 0€eJIOT0 HJIH CBETJIO-XKEJITOTO IBETA.

dapmMakoTepaneBTHYECKas rpynna

[IpOTHBOOITYXOJIEBOE CPEACTBO - MPOTEHH-THPO3HHKUHA3bI HHTHOHTOP.




Kox ATX: LOIXE11.

dapMakoI0ruuecKue CBOHcTBA

Dapmakoounamuka

Mexanusm oeticmeus

[MTazonanu® sSBISETCA MOIIHBIM HHTHOMTOPOM MHOKECTBA THPO3MHKHHA3 JUIS IIpMEMA BHYTPb, B
TOM YMCJIE THPO3MHKHMHA3 PELENTOPOB 3HAOTEMaIbHBIX (pakTopoB pocta (VEGFR) -1, -2, -3,
penentopos (akropa pocra tpomboruToB (PDGFR)- ansda u Gera, perentopos pakTopa pocra
¢ubpobnacros (FGFR)-1 u -3, penenrtopa ¢akropa crBosoBeix kiertok (Kit), a Taxke T-
KJIETOYHOM KHHA3Bbl, HHAyupyeMoit uatepieiikuaom 2 (Itk), nelikonurcnenuduyueckoi nporenH-
tupo3unkuHasbl (Lck) M THPO3MHKMHA3BI pelenTopa KOJIOHHECTHMY/IHpYIomero (akropa
makpodaroB  (c-Fms). [n  vitro nasomaHu®  HMHTHOMpYeT  JIMTaHI-MHIYLHPYEMOE
ayrodochopumupoanne VEGFR-2, Kit u PDGFR-B. In vivo nazonanu6 unrubupyer VEGF-
uaaynupyemoe pocdopumpoBanne VEGFR-2 B TKaHAX JIETKOro y )KMBOTHBIX, QHTHOTCHE3 Y
’KHBOTHBIX M POCT HEKOTOPBIX YEJIOBEYECKHX OITyXOJIEBBIX KCEHOTPAHCILIAHTATOB Y )KABOTHBIX.
3naueHus uHrubupyromeii konuentpauud B 50% (ICso) npu cBs3bIBaHMM Ma3omnaHuOa ¢
pelienTopaMH SHAOTEHAIBLHOr0 (paKropa pocTa COCyoB, (akropa pocTa TPOMOOIMTOB H
daxropa cTBOIOBBIX KIeTOK coctaBisiioT 10, 30, 47, 71, 84 1 74 HMOJIB/T COOTBETCTBEHHO.
DapmakoKkunemuka

Bcacwvieanue

MakcumanbHas koHuenTpanus (Cmax) Ma3onanuba, B CpeIHEM JOCTHraeTcs yepes 2—4 4 mocie
npremMa BHYTpPb. ExXeIHeBHbI IpUeM IPHBOJMT K 1-, 2-, 3-, 4-KpaTHOMY YBEIHYCHHUIO ILIOMIAIH
no/1 papMaKOKHHETHYECKON KpHBOii «koHIeHTpanus—Bpems» (AUC). [lpu exeHeBHOM pHeMe
800 mr masonanu6a 3HadeHHs AUC M Cmax coctaBmor 1,037 'u x Mxr/mi u 58,1 MKr/miu
(sxBuBaneHTHO 132 MKmob/1) cootBercTBeHHO. CymecrBeHHOro yBenuyeHuss AUC u Cmax HE
HaOII01aeTCs IPH TOBBIIEHHH /10351 a3onanuba 6oaee 800 mr.

CucTeMHAasi SKCIIO3WIMS NazonaHumba yBeJIWYMBaeTCs NMpH mpueMme ¢ nuined. [IpuMenenue
nasonaHuba ¢ MUIei ¢ BBICOKUM M HU3KHMM COJIEPYKAHHUEM JKUPOB IIPUBOMT MPHOIM3UTENBHO K
2-xkpatHoMy yBenuueHHi0 AUC u Cmax. Takum 00pa3som, masonanu® cliiefyeT NPUHEMATh IO
MeHbIIeH Mepe 3a 1 yac 1o WM yepe3 2 waca mocie mnpuema mumm (cM. paszen «Crocob
IPUMEHEHHS U J103bI»).

I[Tpumenenne 400 Mr nazonann6a B BUJIE PACKPOIIEHHOH TabJIETKU BBI3BIBACT YBE/IMUECHHE AUC -
72) ¥ Cmax TIPEOJIM3UTENBHO B 2 Pa3a M YMEHBUICHHE tmax (BPEMs JOCTHXKCHHUA MaKCHMaJIbHOI
KOHIIGHTPAIMK B [UIa3Me KPOBH) IPUOIM3UTENBHO Ha 1,5 Yaca 10 CpaBHEHHIO C IPUMEHEHUEM B
BUJIE 1€JI0M TabseTKH. BHOIOCTYIIHOCTE M cTeneHb abcopOuuy nasonanuba npu nepoparbHoOM

pueMe yBEIHYMBAEeTCS NpH [PHEME PACKPOUICHHOW TabJeTKH 10 CPaBHEHHIO C IEJIoH
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