IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

NICIPEH
(DISGREN)

Cknag:

Aitoya peyosumHa: Tpuy3an;

1 kancyna mictuTb 300 Mr Tpudnysany;
[OMOMIXKHA PEYOBUHA: YKENaTUH.

Jlikapcbka thopma. Kancynw.
OCHOBHI (hi3nKO-XiMiYHi BnacTVBOCTi: 6e36apBHi TBEPAI XKeNaTUHOBI Kancynm posmipy 1, aki MicTATb 6i10ro abo maike 6i10ro Kosbopy NOPOLLIOK.

dapmakoTepaneBTMYHa rpyna.
AHTUTPOMOOTUYHI 3aC06W. IHTIBGITOPKM arperauii TPOMOOLUTIB, 33 BUHATKOM renapuHy.
Kog ATX BO1A C18.

dapmMaKonoriyHi BnacTmBoCTI.

PapmakognHamika.

Tpudnysan 3MeHWYye 6GIOCMHTE3 TPOMOOKCaHY LUASAXOM HeOB60POTHOrO iHribyBaHHS TPOMOOLMTAPHOT LMKIOOKCUreHasmn, 3aBASKW He3HauHil fii Ha CYAMHHY
LIMKNOOKCUIeHasy y TepaneBTUYHIA [03i He BNAMBae Ha GIiOCMHTE3 MPOCTaUMKAiHY. TakoX FOn0BHWUIA MeTabonitT Tpudnysany, 2-rigpokcn-4-(TpudtopmeTin)
6eH3olHa kucnota (F'Th), € 060POTHUM IHFiBITOPOM TPOMOOLMTAPHOIT LMKIOOKCUTeHa3M Ta 3aBAAKM CBOEMY [OBroTpMBasIoMy HaniBpo3nagy (NpubnusHo 34 roguHmn)
Crpusie aHTUTPOMOOTMYHIN AiT Tpudny3any. AK Tpudnysan, Tak i F'Th MOXyTb 30i/bLUYBaTV KOHLEHTPALi0 LUKIIYHOro afeHo3uHy 5-MoHogochaty (4-AM®) y
TpombounTax LWASXOM iHribyBaHHS TpomboumuTapHUx docdgogiectepa3. Kpim Toro, in vitro ta ex vivo 6yno npoAeMOHCTPOBaHO, WO Tpudy3an CTUMYOE
BMBINIbHEHHA OKCUAY a30Ty Yy HeNTpoinax MAUHN, WO TaKoX CNpUse aHTUTPOMOOTHYHIN Ail. Tpudnysan NpoAeMOHCTPYBaB iHribyBaHHS arperawii TpoMooumMTIB
AK Y 3[0pOBUX A06POBO/BLLIB, TaK i Y NauieHTIB. Y Aocnigax ex vivo y 340poBUX A06PO0BO/bLIB NICAA 3aCTOCyBaHHSA Tpudysany y aosi 600 Mr yepes 24 roguHu
iHAYKOBaHa apaxifloHOBOK KMC/IOTO arperawis TpoM6oumTiB 3MeHLKnnach Ha 65 %. MoBTopHe 3acTocyBaHHSA Tpudy3any (600 mr/goby npoTtarom 7 4i6) npusseno
[0 iHribyBaHHA 50 — 75 % arperadii Tpomo6ouuTiB, IHAYKOBaHOT apaxifOHOBOK KucnoTo, AP (ageHo3nHaudochaTom), eniHepPUHOM abo KonareHoM.
PapmakoKiHe TuKa

Micna npuitomy BHYTPILWHBLO TpUdy3an Wweuako abeopbyetbcs (t, Ka = 0,44 rogunHun), AeMOHCTPYOUM abcontoTHY 6iogocTynHicTb Big 83 go 100 %. Mig Aieto
ecTepa3 npernapar LUBMAKO rigponi3yeTbCs, NePeTBOPIOKOYNCE Ha CBIN FOIOBHUIA aKTUBHUIA MeTaboniT — 2-rigpokcun-4-(Tpudtopmetnn) 6eH30iMHy kucnoty (FTb).
BTOpUHHMIA KOH'IOroBaHU MeTaboniT, I TB-rNiLuuH, BUABNAETLCA Y cedi. [Nepiod HaniBXUTTA y nnas3mi Kposi (ti,) cTaHoBUTL 0,53 + 0,12 roanHu, Ana Tpudysany

Ta 34,3 £ 5,3 rognHu gna 'Tb. BuBeaeHHs Bif0yBaeTbCA B OCHOBHOMY HUpKamu (HUPKOBUIA KiipeHe > 60 % 3a 48 rofuH). Y cedi BU3Ha4aeTbCAa HeMeTab01i30BaHNI
Tpunysan, F'TE Ta cnonyka ' TB-rniuuH.

[Micna 3acTocyBaHHA NepopasibHO OAHIET 403K Tpudnysany 300 a6o 900 Mr y 340p0oBUX 40OPOBO/bLIB CepefiHiA NOKa3HNK MaKCUMaslbHOT KOHLUEeHTpauil Tpudnysany
y nna3mi KpoBi (Cyyax) CTaHoBuB 3,2+ 1,9 Mkr/mn i11,6+ 1,7 mkr/mn BignoBifHo. Cyax A8 I'TH carae 36,4 =



6,1 mkr/mn Ta 92,7 £ 17,1 mkr/mn. Yac, Heo6XifHWiA ans gocArHeHHs Cax (tnax), CTaHoBMTL 0,88 + 0,26 roguHm ana tpugnysany Ta 4,96 + 1,37 roguHn ana '

npu go3si 900 mr. dapmakoKiHeTUYHI napameTpu N'TE nicns NOBTOPHOro 3acTocyBaHHA (Tpudysasn, 300 mr 3 pasn/goby abo 600 mr 1 pas/goby npotarom 13 fi6)
nokasanu, Wo Cpax B y nnas3mi Kposi B cTabinbHOMy CTaHi (Cax cc) CTaHOBUTL 178 + 42 mkr/mn Ta 153 + 37 mKr/mn BignosigHo. B y TepaneBTUYHIi

KOHLEHTpaLiT Mae NOKasHWK 3B’A3yBaHHSA 3 a/ibbymMiHOM niasmMu Kposi Bif 98 fo 99 %. [aHe 3B’A3yBaHHS CYTTEBO He 3MIHIOETLCSA MPU HAsABHOCTI KO(EiHy,
TeoiniHy, rniceHTMaAy, eHananpuny, UMMeTManHy Ta BapapuHy. OaHak BifibHa thpakuis 'TB 3Ha4YHO 36iNbLUYETLCSA NpY HasgBHOCTI Takmx HIM3M, K AMknoteHak,
ibynpodeH, iHgoMeTaLuMH, HaNPOKCeH, NipoKcKaM abo caniumnoBa KUCAoTa. Y BUCOKIV KOHUeHTpauil M'TB 3amitye HIM3MM, rniceHTU Ta BapghapuH y 3B’ S3yH0UNX
AiNAHKax MpoTeiHiB. Lii peyoBMHU MatoTb aiHHICTb 4O OAHMX I TUX >Ke 3B’A3YI0UMX AINAHOK OifKiB, BOHW MOXYTb B3aEMO3aMilLlyBaTUCA 3a/1eXKHO Bif, TXHbOT
CNopiAHEHOCTI A0 NPOTETHY Ta KOHLEHTPaL,iT 3amilllyBaHOT pe4yoBMHMN.

Y [06poBoMbLIB NiTHLOrO BiKy nicns 3actocyBaHHs 300 Mr Tpugnysany 2 pasu Ha fo6y KOHUeHTpauis Tpudaysany 1a F'TB y nna3mi KpoBi focsirae NOCTiAHOI
piBHoBary 3a 3 — 5 fi6. MokasHukK MPK, Cyax 1a tmax Y A0OPOBOMLLIB NITHLOTO BiKY CYTTEBO He BifPI3HAIOTLCA Bif MOKAa3HMKIB, 3a(iKCOBaHWX Y MOMOAMX

[06poBO/bLIB. ti, Y Nasmi Kposi ctaHoBUTbL 0,92 + 0,16 roguHun ana tpudnysany Ta 64,4 £ 6,6 roguHn gna 'Th; o6uasa NMOKasHUKWU BULL, HIXK Y MONOANX
[06poBoNbLiB. [poTe AaHe 36i/bLIEHHSA He Mae K/TIHIYHOMO 3HaYeHHS | He NOTpebye KOPeKLiT 03K A/14 NALIEHTIB TITHLOTO BIKY.

Y nauieHTiB i3 XPOHIYHOK HUPKOBOK HEOCTATHICTHO Y TepMiHa/bHIN CTagil, AKi NPOXOAUNN TPaaULIMHWIA remogiani3, NoKasHUKM KOHUEeHTpauii F'TB y nna3mi Kpos.i
nepeg Ta nicns remogianisy 6ynu ifeHTUYHI.

KniHIYHI XapaKTepPUCTUKWN.

lNoka3aHHA.

MpodpinakTnkKa NOBTOPHMX CYAMHHMX MOPYLLEHb iLLIEMIYHOIO XapakTepy, Taknx AK:

— iH(hapKT Miokapaa;

— cTabinbHa i HecTabinibHa CTeHOKapAis;

— LlepebpoBacKynsipHi HereMopariyHi TpaH3UTOPHI abo MOCTIHI NOPYLLUEHHS KPOBOOOIrY.
MpoinakT1Ka OKMKO3IT LWYHTIB NiC/A onepawii aOPTOKOPOHAPHOT O LLYHTYBaHHS.

MpoTuUnokasaHHs.
MigsuLieHa iHAMBIAYaIbHA YYT/IMBICTL A0 AIHOYOT pevyoBMHM abo 0 iHWMX caniyunaTie. AKTMBHA NenTMYHA BMpaska B aHaMHe3i Ta 1 yCKnagHeHHs. [ocTpa
KpoBOTeua.

B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

Jocnign in vitro nokasanu 36iNbLUEHHSA BiNIbHOT hpakLiT ronoBHOro Metabonity Tpudnysany, 2-rigpokcun-4-(Tpudtopmetnn) 6eH3oliHol kucnotu (F'TB), npw
HasBHoCTI HIM3MM. 3 iHworo 60Ky, nigBuweHHA KoHueHTpauil T 36inbwye eekt HIM3MM, raiceHTnay ta BapgapuHy. MoXnvMBo, NOTPIOHO 3MIHUTU LO3Y LMX
npenaparis, AKLLO iX 3aCTOCOBYBATM Pa3oM 3 TPUPY3a/I0M.

Y naui€eHTiB i3 roCTpMM iH(hapKTOM MioKapaa OLjiHioBasacs 6e3neka 3acToCyBaHHSA TPUMIy3any pas3oM i3 TPOMOONITUYHMMK 3acobami (rt-PA Ta CTpenToKiHa3a).
KinbKicTb BUNagKis BHYTPILLHLOMO3KOBOT KPOBOTeUi 6y/1a MEHLLO, HIXK Y XBOPUX, fKi 3aCTOCOBYBa/IM aLleTUICaNILMIOBY KUCNOTY Ta TPOM60AITMYHI 3acobm (0,1 %
nopisHsaHO 3 1,1 % p=0,04).

Oco6MBOCTI 3aCTOCYBaHHSA.
HupkoBa abo neyiHkoBa HefOCTATHICTb: KNiHIYHWIA LOCBIf 3aCTOCYBaHHS MpenapaTy nauieHTam 3 HMPKOBOK ab0 MeviHKOBOK HeLOCTATHICTIO 06MeXxXeHuid. Tomy



PEKOMEHAYETLCA MPUAINATA 0COONMBY yBary npu NikyBaHHI NauieHTIB 3 4aHOK NaTO/OTIEL.

Y naujieHTIB 3 TSXKKOK HUPKOBOK HEAOCTaTHICTIO, SIKi OTPUMYIOTb NiKyBaHHA reMofiani3oM, KOHLEHTpaLis y naasmi KpoBi ro/loBHOro metabonity Tpudnysany, 2-
rigpokcun-4-(TpudtopmeTinn) 6eH3oiHoT Kucnotun (IF'Th), CyTTEBO He 3MIHIOETLCS, TOMY KOPeKLis 403K He NoTpibHa.

Xoua Tpucnysan NpoaeMOHCTPYBaB HU3bKWIA piBeHb KPOBOTEY Yy KIHIYHMX BUMNPOOYBaHHAX, Mpenapar Chij 3aCcTOCOBYBAaTM 3 OOEPEXHICTIO nauieHTam 3
NiABWLLEHMM PU3MKOM KPOBOTEYI BHACNIAOK TpaBMM abo IHLIMX NaTONOriYHMX cTaHiB. pu NikyBaHHI Tpudny3anoM HeobXifHO 3 06epeXHICTHO 3aCTOCOBYBATM
npenapaTu, SKi MOXYTb CIIPUYMHUTY KPOBOTEYY, Taki fK aueTuncanilmioBa KUCNoTa Ta iHLWi HeCTepoigHi npoTusananbHi npenapatu (HM3M). Mpwy 3annaHoBaHUX
XipypriyHnx BTPYYaHHSX MOTPIOHO 3BaKUTW PU3MK BUHWKHEHHS KPOBOTEYI Ta MpW HEOOXiAHOCTI MPUMUHWUTKL NiKyBaHHA [icrpeHOM MpuHaiMHi 3a 7 AHIB A0
3annaHoBaHol onepadii.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyasto.

[aHi npo gito Tpugnysany y nepiog BaritTHOCTI BIACYTHI, TOMY He PEKOMeHAYETLCA 3aCTOCOBYBATM npenapart y uei nepiog. Mig yac JOCNigKEHHA Ha TBapuHaX He
6y N0 BUSIBNEHO NPSMUX ab0 HENPAMUX HEraTUBHMX eEKTIB Ha BariTHICTb, PO3BUTOK M104a, MOMOrK Ta MiCASN0A0roBuiA po3BUTOK. BiaCyTHI AaHi MPO NPOHUKHEHHS
Tpudaysany y rpyfHe MosIOKO, TOMY He0oOXifHO 3BaXXUTU PU3MK OYiKyBaHOI KOPUCTI A4/ MaTepi Ta MOX/IUBWUIA pU3UK 418 AMTUHW. Ha nepiog nikyBaHHS Chig,
YyTPUMYBATUCA Bif, rOAYBaHHS rpyAato.

34aTHICTb BNAMBAT Ha WUBMAKICTb peakLii Npy KepyBaHHIi aBTOTPaHCNOPTOM abo iHLIMMKU MeXaHi3mamu.
He onucaHo, ane cnif BpaxoByBaTV MOX/IMBICTb NOSABK NOBIYHUX peakLiii 3 60Ky HEPBOBOI CUCTEMMU.

Cnoci6 3acTocyBaHHs Ta [03W.
3acTocoByBaTK AOPOCMM NalieHTamM BHYTPILLIHbO. PeKomeHA0BaHa fo3a — 600 Mr (2 kancynum) Ha o6y o4HOpa30Bo abo 3a Aga npuiioMm abo 900 Mr (3 kancynm) Ha
[006y 3a Tpu npuitomu. MNpenapaT peKOMeHAY€eTLCA 3aCTOCOBYBATU Mif, Yac Npuinomy ixi.

aiTn.
Be3neka Ta e()eKTMBHICTb 3aCTOCYBaHHS Npenapary AiTdM He BCTaHOB/IEHI.

Nepepo3yBaHHA.

Bunagky nepegosyBaHHA He OMNWcCaHi. Y pasi NpuinoMy Ay»e BUCOKOT J03U MOXYTb BUHWKHYTWM CUMMITOMM IHTOKCUKaLiT caniumnatamu (ronoBHUI Ginb, Wymu,
3arnamopoyeHHs, Hya0Ta, 6/110BaHHSA, NPUCKOPEHe AMXaHHS). Y UbOMY BUMNaAKy NOTPIGHO NMPUNUHUTK 3aCTOCYBaHHA NpenapaTty Ta MpPU3HavYuTu CUMMTOMATUYHY
Tepanito.

Mo6iyHiI peakuil.
HaliuacTiwe no6ivHi peakuii BAHMKaKOTb Y KMLLIKOBO-LL/TYHKOBOMY TPaKTi | 3a3BMYali MUHatOTb Yepe3 KiflbKa AHIB HaBiTb 6€3 BigMiHW npenapary.
3 6OKy LLKipw:
HeYyacTO: BUCUMAHHS, CBepPOIX.
3 60Ky LieHTpabHOT i nepudepryHoT HePBOBOT CUCTEMU:
4acTOo: rOI0BHWUIA Bifb;
HeyacTo: Cn/yTaHiCTb CBiJOMOCTI, 3aMNamMmOpOYeHHS, BEPTUIO, CYJOMMU.
3 6OKy opraHis cnyxy:



HeyacTo: LWyM Yy ByXaX, rinakysis.

3 60Ky OpraHiB 4y TTH:

HeyacTo: po3nafM CMakoBuX BiAUYTTIB.

3 60Ky TpaBHOro TPaKkTy:

[Y>Ke 4acTo: AUCNENCUYHI po3nau;

4acTo: 6iNb Y XKMBOTI, Hy0Ta, 3arnop, 6/110BaHHSA, METEOPU3M, aHOPEKCIA;

HeyacTo: fiapes, LYHKOBO-KMLLIKOBI KPOBOTEYI, Me/ieHa, KPOBOTEYi MPAMOT KULLKW.

3 60Ky CepLeBO-CYyANHHOT CUCTEMU:

HeyacTo: apTepiasibHa rinepTeHsis, TPaH3UTOPHa iLLeMiYyHa ataka, KPOBOBU/IMB Y MO3OK.
3 60Ky AnXanbHOT CUCTEMMU:

HeyacTo: Aayxa, IHEeKLIT BEPXHIX ANXaSIbHUX LLUNAXIB.

3 60Ky CUCTEMMN KPOBOTBOPEHHS:

HeYyacTO: aHeMist; NOpYLLEHHS Koarynsauii Ta KpoBoTeya: HOCOBa KpoBOTeYa, remaToma, nyprypa, KpOBOTOUMBICTb ACEH.
3 60Ky ceyocTaTeBOI CUCTEMU:

HeyacTo: remMatypis, iIHPeKLiT Ce4OBMBIAHMX LUNAXIB.

3aranibHi peakuii:

HeyacTO: 34yTTA XMBOTA, rapsAyvka, rpunonoAibHi CMMNToMu.

OnwncaHo oKpeMi BMNafKy (hoToceHCMbinizauii.

TepMiH NpUAATHOCTI. 2 POKMN.

YM0BM 36epiraHHs.
36epirati B OpuriHanbHiin ynakoBLi npyu TemnepaTypi He BuLle 25 °C. 36epirati y HeloCTYNHOMY ANs AiTein Micui.
He 3acTocoByBaTy nicns 3akKiH4eHHs TEPMiHY NPUAATHOCTI, 3a3HAYEHOI0 Ha YMaKoBL.

YnakoBKa.
Mo 10 Kkancyny 6nicTepi; no 3 6nictepn y KopoobL,i 3 KapTOHY.

KaTeropis Bignycky.
3a peuenTom.

BupobHuK.
X. ¥piaki Komnanis, C.A. / J. Uriach y Compania, S.A.

Micue3HaxomMkeHHSA BUPOOHMKaA Ta afpeca Micua NpoBafyKeHHS NOro 4isNIbHOCTI.
AB. Kami Paianb 51-57, [MoniroH IHgycTpianb Piepa ge Kanbgec, 08184 Manay-Conita i MneramaHc (bapcenoHa), Icnanis / Av. Cami Reial, 51-57, Poligon
Industrial Riera de Caldes, 08184 Palau-Solita i Plegamans (Barcelona), Spain.



