IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OICTPEH

(DISGREN)

Cknao:
ditoua pevosuHa: TpudIy3ar;
1 kanncynma mictuts 300 Mr TpudIy3any;

0ONOMIJCHA PeYOBUHA: XKeNaTuH.

JlikapcbKka ¢popma. Kamcynmu.

OcHogHi ¢izuko-ximiyHi 81acmueocmi: 6e30apBHi TBEPi XKeTaTUHOBI Kalcynau po3mipy 1, axki
MicTaTh 6ioro abo mMatizke 6i710T0 KOJIHLOPY ITOPOILIOK.

®dapMakoTepaneBTHUYHa Irpyna.

AutrTpoMOOTHYHI 3acobu. IHTibiTopu arperailil TPOMOOLXTIB, 3a BUHATKOM TellapuHYy.

Kon ATX BO1A C18.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

Tpudnysan 3meHnurye 6iocuHTe3 TPOMOOKCAHY MITITXOM HEOO0OPOTHOTO iHTiOyBaHHS TPOMOOIIMTAaPHOI
IIMKJIOOKCUTeHa3H, 3aBAsSKY He3HaYHIiW Oil Ha CyIMHHY IIMKJIOOKCUTeHa3y y TepalleBTU4Hil [03i He
BIIJIMBA€E Ha 0i0CHHTE3 MpocTaluKIiHy. TakKoxX rojioBHUN MeTaboJIiT Tpudmysany, 2-Tifpokcu-4-
(TpudTopmeTnn) 6en3oiiHa Kucuorta (I'TE), € 00opoTHUM iHTiIGiTOPOM TpOMOOIMTApHOL
IIMKJIOOKCUTE€HAa3! Ta 3aBOSKU CBOEMY [OBTOTPUBATIOMY HamiBpo3nany (mpubnu3no 34 TonuHu)
cIpusie aHTUTPOMOOTHYHIM Oil Tpudmy3any. Ak Tpudnysan, Tak i ['Th MoXyTh 306inbIIyBaTH
KOHIIEHTPAIIil0 IIUKIIIYHOT0 afieHo3uHy 5-MoHodochaTy (1-AM®) y TpomOomuTax UIIIXOM
inribyBaHHS TpoMmbonuTapHux gocdomiectepas. Kpim Toro, in vitro ta ex vivo 0y1o
IIPOJIEMOHCTPOBAHO, 1110 TPUGIy3al CTUMYJIIOE BUBIIbHEHHS OKCUAY @30Ty y HeUTpodinax ITIOONHHY,
110 TAKOXK CIIPHUsiE aHTUTPOMOOTHYHIM mil. Tpudiy3an mpogeMoHCTPyBaB iHTriOyBaHHS arperartil
TPOMOOLUTIB SIK Y 3MOPOBUX JOOPOBOJIBINB, TaK i y mamieHTiB. Y gocrigax ex vivo y 30pOBUX



noOPOBOJIBIIIB MiCyIsg 3acTOCYBaHHS Tpuday3any v no3i 600 Mr yepes3 24 roguHu iHIyKOBaHa
apaxioHOBO KUCJIOTOIO arperarfisi TpPOMOOIUTIB 3MeHIIUIach Ha 65 %. [ToBTOpHE 3aCTOCYyBaHHS
tpudmysany (600 mr/moOy mpotsirom 7 mi6) mpuaseno fpo iuribyBanus 50 - 75 % arperatiii
TPOMOOLMTIB, iIHIYKOBaHOI apaximoHoBoio KucjaoToi, AP (ameHo3unpudochaTom), eninehpuHOM
ab0 KoJlareHoM.

dapmaxoKiHemuxka.

[Ticns npuiioMy BHYTpilHLO TpudIy3an mBugko abcopbyerses (t, Ka = 0,44 rogunm),
neMOHCTpPYyoun abcomoTHy 6iomoctynHicTs Big 83 mo 100 %. ITim mieto ecTepas mpemnapaT IIBUAKO
rifmponi3yeThcs, MepeTBOPIOIOYNUCH Ha CBill TOJIOBHUYM aKTUBHUMN MeTabOJIiT - 2-TimpoKkcu-4-
(TpudTopmeTnn) 6en3oitHy kucnaoty (I'TB). BropunHuii KoH'toroBaHuit Metaborit, ['Th-ruinuH,
BUSIBIISIETHCA Y cedi. [Iepiof HamiBXKUTTSA y ma3Mi Kposi (t,) cranosuts 0,53 + 0,12 rogunu, ois
tpudmnysany ta 34,3 + 5,3 rogunu ans ['Th. BuBeneHHs BinOyBaeThCs B OCHOBHOMY HUPKaMU
(nupkoBu# KiipeHc > 60 % 3a 48 ronuH). Y ceui Bu3HayaeThcsi HeMeTabomizoBanuit Tpudmysan, I'Th
Ta crnonyka ['Th-rminus.

[Ticns 3acTocyBaHHS IepopanbHO omHiel mo3u Tpudny3any 300 a6o 900 Mr y 30opoBuX HOOPOBOJIBIIIB
CepenHil MOKa3HMK MaKCHUMaJIbHOl KOHILIeHTpalil Tpudiy3any y mia3mi kposi (C,,.,) cTaHOBUB 3,2 *
1,9 mxr/mn i11,6 £ 1,7 Mmxr/mn BignosigHo. C,,, onga ['TB csarae 36,4

6,1 Mxr/mn ta 92,7 = 17,1 mxr/mn. Yac, HeoOxigau# s gocsruenss C,,, (t,..), cTaHoBuTs 0,88 +
0,26 ropuuu g tpudnysany ta 4,96 + 1,37 rogunau ansa I'TB npu gosi 900 mr. ®apmMakoKiHETUYHI
napaMmeTtpu ['TE micisg moBTOpHOTO 3acTocyBaHHs (Tpudmnysan, 300 mr 3 pa3u/moOy abo 600 mr 1
pa3/moby npotsarom 13 mi6) nokasanu, mo C,,. ['TE y nma3mi KpoBi B cTabineHOMy cTaHi (C,,y )
cTtaHoBUTh 178 + 42 mkr/mn Ta 153 = 37 mkr/mn BignoBigHo. I'TE y TepaneBTUYHiM KOHIIEHTPAIlil
Ma€ TOKa3HUK 3B’sI3yBaHHS 3 albOyMiHOM Ija3Mu KpoBi Bif 98 mo 99 %. [TaHe 3B’s13yBaHHS CyTTEBO
He 3MIiHIOETHCS IIPY HasIBHOCTI Kodelny, Teodininy, TIiceHTURy, eHalanpuily, TUMeTUOUHY Ta
Bapdapuny. OnHak BinbHa ¢pakiis ['TE 3HauHO 36iMbIIyETHCS IPU HasiBHOCTI Takux HII3II, gk
nukiodeHak, i0ynpodeH, iHmoOMeTallMH, HallPOKCeH, MipoKcuKaM abo casiluioBa KUCI0Ta. Y BUCOKIl
kKoHUeHTpaMil ['Th 3amimtye HII3II, rmiceHTun Ta BappapuH y 3B’ I3yI0UMX AiNIsSHKAX npoTeinis. 1li
PEYOBHHU MalOTh aiHHICTE 10 OOHUX i TUX XKe 3B’I3yI0UUX OiTHOK Oi/IKiB, BOHM MOXKYTb
B3a€EMO3aMilllyBaTUCS 3a/I€3KHO Bifl IXHLOI CIIOPiIHEHOCTI 10 TPOTEIHy Ta KOHIIeHTpallil 3aMilyBaHol
PEYOBUHHU.

Y noGpoBonbliB TITHEOTO BiKy micisa 3acTocyBaHHa 300 Mr Tpudmysany 2 pa3u Ha 100y
KOHIIeHTpalis Tpudny3any Ta ['Th y mma3mi KpoBi mocsrae mocTifiHoi piBHOBaru 3a 3 - 5 [il.
[Mokazuuku [1OK, C, ., .t ¥ JOOPOBOIBINB IITHROT'O BiKY CYTTEBO He Bimpi3HSIOTHCS Bifl TOKA3HUKIB,
3a(dikcoBaHMX ¥ MOIOOUX HOOPOBOBLIIB. t, ¥ mma3mi KpoBi ctaHoBuTh 0,92 = 0,16 rogunu ays
Tpudmy3any ta 64,4 + 6,6 rogunu s ['Th; o0uaBa MOKa3HUKY BUIL, HiXK y MOJIOTUX OOOPOBOJIBIIIB.
[TpoTe maHe 30inMbIEHHS HE Ma€ KITiHIYHOTO 3HA4YEHHS 1 He MoTpebye KOPEKIIil 103U [JIs MallieHTiB
JIITHBOTO BIKY.

Y marieHTiB i3 XpOHIYHOI0 HUPKOBOIO HEOCTATHICTIO ¥ TepMiHaJIbHIN CTafil, IKi MPOXOAUIn

TPaguIiiHUY reMOfiai3, IoKa3HuKY KoHIeHTpalil I'TE y nmia3Mmi KpoBi lepefn Ta micis reMogianisy
Oynu imeHTUYHi.

Kniniuni xapakKTepuCTHKH.

IToka3auHs.



[TpodinakTvka MOBTOPHUX CyAUHHUX IMOPYIIEHD iIEMiYHOTO XapakKTepy, TaKUX SK:

- iHpapKT MioKapaa;

- crabinpHa i HecTabinbHA CTEHOKAPMAis;

- 1epebpoBaCKYIIPHi HereMopariydi TpaH3uTOPHiI abo MOCTiMHI MOPYIIEHHST KPOBOOOITy.

[TpodinakTuKa OKII03il IIYHTIB MiCc/s onepallil aOpTOKOPOHAPHOTO IIyHTYBaHHS.

IIpomunoka3aHHs.

[TipBuieHa iHOUBiAyalibHA YYTIHUBICTH M0 Oil0Y0I pe4oBMHH a00 o iHIIUX caminunaTiB. AKTUBHA
IeNTAYHA BUPa3Ka B aHaMHe3i Ta 1l yCKlagHeHHs. ['ocTpa KpoBoTeda.

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

Hocnigu in vitro nmoka3anu 30inblIeHHS BibHOI (ppakiil ronoBHoro Metabonity Tpudmysany, 2-
rinpokcu-4-(tpudpropmeTun) 6en3oinoi kucnotu (I'TH), mpu HasBHOcTi HIT3II. 3 inmoro 60Ky,
nigBuineHHs KoHIeHTpalil I'Th 36inemye edext HII3II, rnicentuny ta Baphapury. MoxkiuBo,
OTPiOHO 3MiHUTH [03Y LIKX IpelaparTiB, SKIIO iX 3aCTOCOBYBaTH pa3oM 3 TPU(DITy3aIoM.

Y natieHTiB i3 rocTpuM iHpapKTOM MioKappa olliHioBasacs 6e3reKa 3aCTOCyBaHHS TpudITy3amy
pa3oMm i3 TpombomiTuuHuMHU 3acobamu (rt-PA Ta cTpemnTokina3za). KinbKicTh BUIIQMKiB
BHYTPIIITHEOMO3KO0BO1 KPOBOTEYi OyJla MEHIIIOI0, HiXK ¥ XBOPUX, SIKi 3aCTOCOBYBAJIM alleTUJICATIIIUIOBY
KUCIIOTY Ta TpoMOomiTuuni 3acobu (0,1 % mopiBusHO 3 1,1 % p=0,04).

Oco6.1ueocmi 3acmocyeaHHsi.

HupkoBa a0o me4iHKOBa HEAOCTATHICTh: KITIHIYHUHN HOCBig 3aCTOCYBaHHS IIperapary nalieHTaM 3
HUPKOBOIO a00 MeYiHKOBOIO HENOCTATHICTI0O 06MexkeHUM. ToMy PEKOMEHAYEThCS MPUOINATA 0COOIUBY
yBary IIpu JIiKyBaHHI IIaLi€HTIB 3 JaHO0 IIaTOJIOTIEN.

Y manuieHTiB 3 TAXKKOI0 HAPKOBOI HENOCTATHICTIO, IKi OTPUMYIOTH JIIKyBaHHSA IeMOofiani3oM,
KOHIIEHTPAIlis y IIJ1a3Mi KPOBi TOJIOBHOTO MeTaboJiTy Tpudiy3any, 2-Tifpokcu-4-(TpupTopMeTin)
6en3zonnoi kucnotu (I'TH), cyTTEBO He 3MIHIOETHCS, TOMY KOPEKIist 03U He MOTPiOHa.

Xouya Tpudy3as IPONEMOHCTPYBAB HU3bKUYM PiBEHb KPOBOTEY Y KITIHIYHUX BUIIPOOYBaHHSX,
mpernapar CJIiff 3aCTOCOBYBATH 3 00ePeXKHICTIO MallieHTaM 3 MigBUINEHUM PU3UKOM KPOBOTEUi
BHACJIIIOK TpaBMU a00 iHIIKX MaTONOTiYHUX cTaHiB. [Ipu nmikyBaHHI Tpudmy3anoM HeoOXimHO 3
00epexkHiCTI0 3aCTOCOBYBATH IMIperapaTH, IKi MOXKYTh CIIPUYMHUTH KPOBOTEUY, TaKi K
aleTUIICAIIIIAIIOBA KUCIOTa Ta iHII HecTepoigHi mpoTulananbHi npenapatu (HII3II). Ilpu
3alJIaHOBaHUX XipypriyHUX BTPY4YaHHAX MOTPiOHO 3BaKUTU PU3UK BUHUKHEHHS KPOBOTEYi Ta IIpH
HeOoOXiIHOCTI IPUIIMHUTH JTiKyBaHH4 [[icTpeHOM NprWHAaNMHI 3a 7 OHIB [0 3aljlaHOBAHOI OIleparfil.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyo0oto.



Hani po gito Tpudy3any y nepiof BariTHOCTI BifiCyTHi, TOMy He PEKOMEHOYEThCS 3aCTOCOBYBATH
npemnapar y uel nepiop. [1ig 4ac gocnigkeHHS Ha TBapuHax He OyJio BUSBIEHO IPSMUX abo
HeNPSAMUX HeTaTUBHUX €(eKTiB Ha BariTHICTb, PO3BUTOK I1JI0fa, IIOJIOTH Ta IiCISII0I0T OBUM
PO3BUTOK. BificyTHi maHi npo NpoHUKHEHHS TpUdIy3any y TpyHe MOJIOKO, TOMY HeOOXiTHO 3BaXKUTU
PU3UK O4YiKyBaHOI KOPUCTI AJIS MaTepi Ta MOXKJIMBUM PU3UK s OUTUHU. Ha nepiofn nmikyBaHHA CIif
yTPUMYBATUCA Biff TOLyBaHHS I'PYALLO.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexdaHismamu.

He omucano, ajne i BpaxoByBaTH MOXKJIUBICTh MTOSBY MOOIYHUX peakliii 3 60Ky HEPBOBOI CHCTEMH.

Cnoci6 3acmocyeaHHss ma do3u.

3acTOCOBYBaTH JOPOCIIKM ITallieHTaM BHYTPiIIHL0. PeKoMeHOoBaHa f03a - 600 Mr (2 Kamcynu) Ha
no6y omHOPa30Bo abo 3a mBa npuitomu abo 900 mr (3 kancynu) Ha foby 3a Tpu mpuiiomu. [Ipenapat
PEKOMEHIYEThCS 3aCTOCOBYBATH il YaC IPUUOMY 1XKi.

Himu.

Besneka Ta eeKTUBHICTh 3aCTOCYBaHHS MpeMapaTy AiTIM He BCTAHOBJIEH.

Ilepedo3yeanHsi.

Bumagku mepefo3yBaHHSA He OMKCaHi. Y pa3si mpuiioMy gyxKe BUCOKOI 03U MOXKYThb
BUHUKHYTU CUMIITOMHU iHTOKCHKaAIIil caminunaTaMu (roJIOBHUM Oinlb, ITyMH, 3allaMOPOYEHHS,
HYy[OTa, OJII0BaHHS, IPUCKOPEeHe OUXaHHS). Y IIbOMY BHITAAKY IMOTPIOHO MPUIUHUTH
3aCTOCYBaHHA IIpenapaTy Ta IPU3HAYUTU CUMIITOMaTAYHY Tepalliio.

ITobiuni peakuii.

Hattyacrime no6iuHi peakilii BAHUKAIOTh Y KUIIKOBO-IIJTYHKOBOMY TPaKTi i 3a3Buydall MUHAIOThL Yepe3
KiNlbKa [HiB HaBiTh 6e3 BiIMiHU IIpemapary.

3 60Ky wkipu:
HeYaCTO: BUCUIIAHHS, CBEPOixK.
3 6oky ueHmpasavHoi i nepugepuyHoi Hepaosoi cucmemu:
YacTO: TOJIOBHUM Oifb;

HevacTo: CIJIyTaHICTh CBiIOMOCTI, 3allaMOPOY€EHHS, BEPTUT0, CYAOMHU.



3 6oky opaaHis cayxy:

HeyYacTo: IIyM Yy ByXaX, rirnakysid.

3 6oky opaaHie yymms:i:

HevyacTo: po3Jlafy CMaKOBUX BiJUYYTTIB.

3 6oxy mpasHo20 mpakmy:

OyXKe 4acCTO: OUCIENICUYHI PO3/lagy;

yacTo: Oifib y KMBOTI, HYZOTa, 3a1op, O/1I0BaHHS, METEOPU3M, aHOPEKCis;

HeYacTo: fliapes, IITYHKOBO-KUIIIKOBI KPOBOTEUi, MejleHa, KPOBOTeYi MPSMOl KUIIKH.
3 boky cepueso-cyOuHHOI cucmemu:

HeyacTO: apTepiajbHa riepTeHsis, TpaH3UuTOPHA ieMiyHa aTaka, KDOBOBUJIUB Y MO30K.
3 6oky duxaabHoi cucmemu:

HeYacTo: siayXa, iHpeKIlil BepXHiX AUXaTbHUX IISXIB.

3 boky cucmemMu KpOBOMBOPEHHS:

HEYacTO: aHEeMis; IMOPYHUIEHHA KO&FYJ'IHU;ﬁ Ta KPpOBOTE€Ya: HOCOBA KPOBOTE€Ya, reMaToOMad, IIypIIypa,
KpOBOTO‘-II/IBiCTB SCeH.

3 60Ky cevocmamesoi cucmemu:

He4YacTo: TeMaTypis, iHpeKIlil Ce40BUBIAHUX IIIIXiB.
3azanvHi peakuii:

HEeYacTo: 3MYTTS XUBOTA, rapsuka, FPUIONONiOHI CHUMITOMH.

Omnucano okpemi Bumagku ¢hoToceHcuOimi3arii.

Tepmin npudamHocmi. 2 POKH.

YmoBH 30epiranssi.

30epiraTu B opuriHaibHiN yIAKOBIN IIPU TeMepartypi He Bumie 25 °C. 30epiratu y HEIOCTYIITHOMY
IJIsT miTed MICIIi.

He 3acTocoByBaTtu micng 3aKiHYeHHS TEPMIHY IPUOATHOCTI, 3a3HAYEHOr'0 Ha yIaKOBIIl.

YnakoBka.



ITo 10 xamcyn y 6micTepi; mo 3 GricTepu y KOpoOIli 3 KapTOHY.

Kareropisi Bigmycky.

3a perenToM.

BupoOHHUK.

X. Vpiak i Komnasis, C.A. /]J. Uriach y Compania, S.A.

Miciie3HaxoIKeHHsI BUPOOHHKA Ta afipeca MicIisi IPOBaXKeHHs HOTr0 Tis/IbHOCTI.

AB. Kawmi Partane 51-57, Ilomniron [aayctpians Piepa me Kanbmec, 08184 Ilanay-Corita i [Tneramanc
(Bapcenona), Icnanis / Av. Cami Reial, 51-57, Poligon Industrial Riera de Caldes, 08184 Palau-Solita
i Plegamans (Barcelona), Spain.



