IHCTPYKIIISI
AJISI MEAUYHOI'O 3aCTOCYBAHHA Ipenmapary
JICTPEH
(DISGREN)

Cknao:
Oioua pevosuna. 1 xancyna mictuth 300 Mr Tpudy3amny;
00noMidiCHa pe4osuna: KeNaThH, 3ajiza okcua yeponuii (E 172).

Jlikapcbka ¢opma. Kancynu.

dapMmakoTepaneBTHYHA rpyna. AHTUTPOMOOTHYHI 3acobu. [HribiTopu arperaiiii TpOMOOIMTIB 32 BUKIIOUEHHIM
rernapuHy.
Kon ATX BO1A C18.

KutiHiyHI XapaKTepUCTHKH.

Ilokazanna. IpodinakTHKaMOBTOPHUX CYAMHHUX MOPYIICHD IMIEMIYHOTO XapaKTepy, TAKUX SK:
— iHbapKT MioKapaa;

— crabinpHa 1 HecTaOlIbHA CTEHOKAPis;

— 11epeOpoBacKyIISIpHI HEreMOpariyHi TPaH3UTOPH1 a00 MOCTIHHI MOPYIIEHHS KPOBOOOITY.
[TpodinakTrka OKITIO311 HIYHTIB MicCIs Oneparii a0pTOKOPOHAPHOTO ITYHTYBaHHSI.

Ilpomunokazanuna. [ligBuiieHa iHAMBIAyaTbHA Yy TIUBICTH JI0 TIFOY0T pEYOBHHH 200 70 1HIIHMX CATIIHAJIATIB.
AKTHBHA MENTHYHA BUpa3Kka B aHaMHe31 Ta ii yckinaaHeHHs. ['ocTpa kpoBoTeya.

Cnocio 3acmocysanna ma 003u. 3aCTOCOBYBATH JIOPOCIUM MallieHTaM BHYTpilIHbO. PekomenioBana go3a — 600
MT (2 Karcysu) Ha 100y 0JIHOpa30Bo abo po3moisieH Ha 1Ba mpuitoMu, ad6o 900 mr (3 karcynu) Ha 100y,
posnoaineHi Ha Tpu npuiiomu. [Ipenapat pekoMeHyeTbCs 3aCTOCOBYBATH I1iJ] 4ac MpUHOMY XK.

Ilo6iuni peaxyii. Haituacrie no6iuHi peakilii BUHUKAIOTh y KUIIKOBO-IIITYHKOBOMY TPaKTi 1 3a3BHuYail MUHAIOTh
Yyepe3 KiTbKa JIHIB HaBiTh 03 BIIMIHU Mpernapary.

3 60Ky wKipu:

HEYacTO: BUCHITAHHS, CBEPOiK.

3 60Ky yenmpanvnoi i nepugepuunoi Hepeogoi cucmemu:

4acTO: TOJIOBHUMN O1JIb.

HeuacTo: crutyTaHIiCTh CBIZJOMOCTI, 3alIaMOPOYEHHSI, BEPTUTO, CYIOMH.

3 boky opeanie cayxy:

HEYacTo: IIyM Yy ByXax, FnaKys3is.

3 boky opeanie wymms:

HEYacTo: PO3J1a Iy CMAaKOBUX BIIUYTTIB.

3 6oky mpasHno2o mpaxkmy.

JTy’Ke 4acTO: TUCIETICUYHI PO3JIau.

YacTo: 6111k Y )KMBOTI, HYJI0TA, 3a110p, OJIOBAHHS, METEOPU3M, AaHOPEKCIs.

HeuacTo: aiapes, HTyHKOBO-KHUIIKOBI KPOBOTEU1, MEJIEHA, KPOBOTEU1 MPSIMOi KUIIIKH.

3 60Ky cepyego-cyounHoi cucmemu.

HEYacTo: apTepiaibHarinepTeH3isd, TPaH3UTOPHA illIeMiYHa aTaka, KPOBOBHIIUB Y MO30K.
3 60ky Juxanvhoi cucmemu:

HEYacTo: siayxa, iH(peKiii BepXHiX AUXATbHHUX IIJISXIB.

3 6oky cucmemu KpOBOMBOPEHHSL!

HeyacTo: aHeMis. [lopymieHHs koaryssiuii Ta KpoBoTe4a: HOCOBa KpOBOTeUa, FeMaToMa, My pIrypa, KpOBOTOUUBICTb
SICEH.

3 6oky cevocmamesoi cucmemu:



HEYacTo: reMaTypis, iHpeKiii CeYOBUBIIHUX IUISAXIB.
3azanvmi peaxyii:

HEYacTo: 3yTTs )KUBOTA, rapsuka, FPUIONOAI0OHI CUMIITOMH.
Ornucani okpeMi BUTIAAKU POTOCCHCHOLTI3aITi.

Ilepeoosysanna. Bunanku nepeno3yBaHHs HE onucaHi. Y pas3i NpuiiomMy Ay»e BUCOKOI JO3H MOXKYTh BUHUKHYTH
CUMITOMH 1HTOKCHKAIIIT caninuiaaTaMu (TOJIOBHUMN O1b, IIIyMU, 3alIaMOPOYEHHS, HYI0Ta, OIOBAaHHS, PUCKOPEHE
TUXaHHS). Y [[bOMY BHITQJKy MOTPIOHO MPHUITMHUTH 3aCTOCYBAHHS NpenapaTy Ta MPU3HAYUTH CUMIITOMATUIHY
Tepartio.

3acmocysannsa y nepiod eazimnocmi abo 2o0ysanna 2pyooio. Jlani npo aito Tpudury3any y nepioJ BariTHOCTI
BIJICYTHI, TOMY HE PEKOMEHIYEThCSI 3aCTOCOBYBATH Ipemnapar y 1ei nepio. Ilimac 1ociipkeHHs Ha TBapuHaX He
OyJ10 BUSBIIEHO MPSMUX 200 HEMPSIMUX HETaTUBHUX €(EeKTIB Ha BariTHICTh, PO3BUTOK IUIO/A, TIOJIOTH Ta
ITICIJISITIOIIOTOBHI PO3BUTOK. BiIcyTHI 1aHi Ipo MPOHUKHEHHS TpUIy3ally Y TPYIHE MOJIOKO, TOMY HEOOXiTHO
3BAKUTH PU3MK OUIKYBaHOI KOPUCTI JUIsl MaTepira MOKIMBUN PU3MK JUI Tu1oa abo nuTuHU. Ha nepion nikyBaHHS
CJIIJ1 yTPUMYBATHCS B/l TOJyBaHHS IPYIJL0.

/Jlimu. be3neka Ta epeKTUBHICTb 3aCTOCYBAHHS MIpenapaTy JITSIM HE BCTAaHOBJICHI.

Ocooaueocmi 3acmocysannsn. HupkoBa ab0 meviHKOBa HEIOCTATHICTh: KIIIHIYHUAN JTOCB1J] 3aCTOCYBaHHS
npernapary namieHTam 3 HHPKOBOIO a00 MMEeYiHKOBOIO HEJJOCTATHICTIO oOMekeHHi. ToMy pekoMeH1y€eThes
OPUILIATH 0COOIMBY yBary IpH JIKyBaHHI MAlI€HTIB 3 JAHOIO MATOJIOTIE0.

V nmami€eHTiB 3 TAKKOIO HUPKOBOIO HEJJOCTATHICTIO, SIK1 OTPUMYIOTh JIIKYBaHHS 'eMOIialli3oM, KOHIICHTpaLlis y
TUIa3Mi KPOBi TOJIOBHOTO MeTaboMiTY Tpudty3any, 2-rinpokcu-4-(tpudropmerni) 6enzoitnoi kucinoru (I'Th),
CYTT€BO HE 3MIHIOETHCS, TOMY KOPEKIIisl 103U HE TOTpiOHa.

Xoua TpuQuTy3a]I IPOAEMOHCTPYBAB HU3bKUI PIBEHh KPOBOTEY y KIIIHIYHUX BUMIPOOYBAHHSIX, IIPETIapar CIiJg
3aCTOCOBYBATH 3 00EPEKHICTIO MAI[IEHTaM 3 MiJBUIICHIM PU3UKOM KPOBOTEY1 BHACTIOK TpaBMHU ab0 1HIINUX
MaTOJIOTIYHKX CTaHiB. [Ipu JIiKyBaHHI TpUQITy3a710M HEOOX1THO 3 00EPEIKHICTIO 3aCTOCOBYBATH MpENapartH, sSKi
MOKYTb CIIPUYUHUTH KPOBOTEUY, TaKi SIK alleTHJICANIILMIIOBA KMCIIOTA Ta 1HIII HECTEPOIAHI MPOTH3aNajIbHi
npenapati (HIT3I1). [Tpu 3ammanoBaHux XipypriuHux BTPyYaHHSIX NOTPIOHO 3BAKUTH PU3HK BHHUKHEHHS
KpOBOTEYI1 Ta MpH HEOOX1AHOCTI MPUIIMHUTH JIiKyBaHHA JlicrpeHOM MpHHAalMHI 3a 7 THIB JI0 3aIJIaHOBAHO1
omepariii.

30amuicms ennueamu Ha wieUOKICMb peakyii npu KepyeanHi A6mMompancnopmom abo pooomi 3 iHuwuUMuU
Mmexanizmamu. He onucano, ajne ciii BpaxOByBaTH MOXKJIMBICTh MOSBU MOOIYHUX peakiliii 3 60Ky HEpBOBOT
CUCTEMH.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€Mo0ill.

Hocniau in vitro moka3anu 3017bIIeHHS BUTbHOI Ppakiii romoBHOro MeTabomiTy Tpudmysany, 2-riapokcu-4-
(rpudropmetin) 6ensoiinoi kuciot (I'Th) mpu nasBrocti HIT3II. 3 iHmoro 60Ky, miABUIIEHHS KOHIICHTPALii
I'TB 36inburye edexr HIT3II, rmicentuny ta Baphapuny. MoxinBo, moTpiOHO 3MIHUTH 03y LIMX MpenapaTiB, SKIIO
X 3aCTOCOBYBATH Pa30M 3 TPUQITY3AIOM.

V marni€eHTiB i3 rocTpuM 1H(GApKTOM MioKapAa olLiiHIOBajacs Oe3rneka 3acTocyBaHHs TpU(DIy3ady pa3oM i3
TpoMOoiTHaHIMHE 3acobamu (rt-PA ta cTpenTokinaza). KinbKicTh BUNIAIKIB BHYTPIITHHOMO3KOBOT KPOBOTEUi OyJiia
MEHILIO0, HIXK Y XBOPHX, SIK1 32CTOCOBYBAJIN alleTWIICATILMIOBY KHCIOTY Ta TpoMOoiThyHi 3acodu (0,1 %
nopiBHsHO 3 1,1 % p=0,04).

dapMaKoJIOTiYHi BJIaCTHBOCTI.

Dapmaxoounamika.

Tpudmysan 3MeHmye 6i0cHTE3 TPOMOOKCAHY IIITXOM HE3BOPOTHOTO 1HTiIOYBaHHS TPOMOOIIUTAPHOT
LIUKJIOOKCUT'€HA3H, 3aB/SIKM HE3HAYHIH i1 Ha CyJJMHHY LMKJIOOKCUIeHa3y y TepaneBTHUHIH 1031 HE BIUIMBAE Ha
0iocHHTE3 IPOCTAMUKITIHY. TaKoX TOJIOBHHUIA METa0OMIT Tpudiy3any, 2-Tigpokcu-4-(Tpudropmerni) OeH30iHA
kucnota (I'Th), € 3BOpoTHUM 1HT10ITOPOM TPOMOOIIMTAPHOT IMKIIOOKCUTEHA3H Ta 3aBISKU CBOEMY



JOBrOTpUBAJIOMY HamiBpo3nany (mpubiau3Ho 34 TOJUHM) CIIpHsie aHTUTPOMOOTHYHIN A1 Tpudmy3any. Sk
tpudmysan, tak i 'Th MOXyTh 301IbIIyBaTH KOHIIEHTPAIIIO IIUKIIIYHOTO aIcHO3UHY S-MoHOpochaTy (1I-AMDy
TpoMOoLMTaxX NUTSIXOM 1HTi0yBaHHs TpoMmOonuTapHuX ocdoaiectepas. Kpim Toran vitro ta ex vivo 6yno
MIPOJIEMOHCTPOBAHO, 10 TPU(DITY3aT CTUMYJIIOE€ BUBIIILHEHHSI OKCUTY a30TY y HEUTpoduIax JIFOAUHH, 10 TAKOXK
crpusie aHTUTpoMOoTHuHIN Aii. Tpudirysan mpoaeMoHCTpyBaB iHTIOyBaHHS arperailii TPOMOOIUTIB K Y 3J0POBHX
JIOOPOBOJIBIIIB, TAK 1 y MAIMIEHTIB. Y MOCIIIa¥X Vivo y 3I0POBUX TOOPOBOJIBIIIB MICHIS 3aCTOCYBaHHS TPUQITY3aly y
1031 600 Mr uepe3 24 roauHU iHAYKOBaHA apaxiJOHOBOIO KUCIOTOIO arperaiisi TpoMOOIUTIB 3MeHIIIIack Ha 65 %.
[ToBTOpHE 3acTocyBaHHs TpudIy3any (600 mr/noly npotsrom 7 ni0) nmpusBeno 1o inrioysanus 50-75 % arperartii
TPOMOOIINTIB, IHAYKOBAaHOI apaxioHoBo0 kucioTo, AJID (agenozunaudocdarom), enineGpuHoM abo
KOJIar€HOM.

Dapmarokinemuxa.

[Ticnst mpuiioMy BHYTPIIIHBO TpUiy3an mBuako abcopoyeTnes {4 Ka = 0,44 ronunn), 1eMOHCTPYIOUU

abcomoTHy 6i0g0cTynHICT B 83 % 10 100 %. I1ig miero ectepas mpenapat MIBUAKO T1APOITI3YETHCS,
MIEPETBOPIOIOYHNCH HA CBii TOJIOBHHI aKTHBHHI META0OIT - 2-T1APOKCH-4-(TpUPTOPMETIIT) OCH30HHY KUCIIOTY
(I'TB). Bropunnuii kon'toroBanuii metabomiT I Th-rmiiun — BusBnseTscs y cedi. [lepion HamiBXUTTA y ma3Mmi
KpoBi (1) cranoButs 0,53 + 0,12 roguan, mist tpudmysany ta 34,3 + 5,3 — st [ 'Th. BuBenenns BinOyBaeTscs B
OCHOBHOMY HUpPKaMu (HUpKOBHH KiipeHC > 60 % 3a 48 rofauH). Y ceui BU3HAYAEThCS HEMETA00I130BaHUI
tpudmysan, ['Th ta 3’eqnanns ['Th-rinus.

[Ticns 3acTocyBaHHS mepopaibHO ofHieT 103U Tpudmysary — 300 a6o 900 Mr — 370poBUMH JOOPOBOIBIISIMH,
CepeHil MOKa3HUK MaKCUMaIIbHOI KOHIICHTpalii Tpugy3aty y 1uia3Mi KpoBi (§gax) cTaHoBUB 3,2 £ 1,9 MKr/mn

1 11,6 £1,7 mxr/mn BianmoBimHO. Cmax A I'Th carae 36,4 +

6,1 mxr/mi Ta 92,7 £ 17,1 mxr/mut. Yac, HeoOXigau 1 TOCATHEHHS Gnax (tmax), cTaHoBuTh 0,88 + 0,26 ronunwy,
qutst Tpudurysany ta 4,96 = 1,37 roguau — anst I'Th mpu 1031 900 mr. @apmakokinetnyni mapametpu I'Th micns
MOBTOPHOTO 3acTocyBaHHs (Tpudiy3an, 300 mr 3 pa3u/no0y a6o 600 mr 1 pa3/noly npotsrom13 ai6) mokazamnm,
0 Cmax ' Th y mna3mi kpoBi B cTabibHOMY CcTaHi (§hax cc) CTaHOBUTH 178 & 42 mkr/mi ta 153 + 37 mkr/mi,
BianoBigHo. ['TH y TepaneBTn4HIl KOHIIEHTpAIlil Ma€ TIOKa3HUK 3’ €THAHHS 3 aJTbOyMIHOM IIa3MH KpoBi Bix 98 110
99 %. Jlane 3’€THaHHS CYTTEBO HE 3MIHIOETHCS TP HAsIBHOCTI KOo(einy, TeodiiHy, I1iCEeHTH Y, CHAJANpUIly,
muMeTuanHy Ta Bapdapuny. Oxnak BimsHa (paxiis ['Th 3HauHo 30inbmyerbes npu HasiBHOCTI Takux HIT3IT sik
JuKinodeHak, 10ynpodeH, iHA0METaluH, HAPOKCEH, MIPOKCHKaM a0 callilluiioBa KMCI0Ta. Y BUCOKIN
koHuenTpauii I'Th 3amimye HIT3II, rmicenTun Ta BapdapuH y 3B’ I3y0unX AUITHKaX npoTeiniB. L{i pedoBuHM
MaroTh aiHHICTh 10 OJHUX 1 TUX K€ 3B’ SA3YI0UNX JUISHOK OLIKIB, BOHU MOKYTh B3a€MO3aMIIIlyBaTUCS 3aI€KHO Bij
iXHBOI CIIOPITHEHOCTI IO MPOTEiHy Ta KOHLEHTPAIIil 3aMilllyBaHOT pEUOBHHH.

VY 100poBOJIBLIB JIITHROTO BiKy micist 3actocyBaHHs 300 Mr Tpudiy3any 2 pa3u Ha 100y KOHLEHTpallis Tpudiy3any
ta I'Th y ma3mi kpoBi jgocsirae moctiiHo1 piBHOBaru 3a 3-5 nidIlokazuuku [TIOK, Cyax ta tmaxy 10OPOBOIIBIIB
JITHBOTO BIKY CYTTE€BO HE BIAPI3HAIOTHCS BiJ MOKA3HUKIB3a()iKCOBAHUX Y MOJIOAUX TOOPOBOMBINB. i, y Ma3Mi
KkpoBi ctaHoBUTh 0,92 £ 0,16 rogunam, i Tpudury3any ta 64,4 + 6,6 ronuau aist ' Th; o0uBa MoKa3HUKH BHIIT,
HIX Y MoJloiuX 10OpoBobIlB. [IpoTe naHe 301bIICHHS HE Ma€e KIIHIYHOTO 3HAYEHHS 1 HE MOTpe0ye KOPEeKIii 103U
JUTS TIAII€HTIB JIITHBOTO BIKY.

VY martieHTiB 13 XpOHIYHOIO HUPKOBOIO HEJIOCTATHICTIO y TePMiHANIBHIN CTall, K1 MPOXOAUIN TPAAULIIHHAN
reMoiani3, mokazHuku konueHrpamii ['Th y mna3mi kpoBi mepen Ta micis reMoaianily Oyid iIeHTHYHI.

dapmaleBTHYHI XapaKTePUCTUKH.

OcHoeHni izuko-ximiuni enacmuegocmi: 6€30apBHI TBEP/I )KEITATUHOBI Karcyu, po3Mipy Ne 1, 3 Hanncom
4yepBOoHOTO KOIHOpY «DISGRENY Ha 0nHiH 3 MOJOBUHOK KaIICYJIH, SIKi MICTSITh O1JI0T0 200 Maiike 01710T0 KOJIBOPY
HOPOUIOK.

Tepmin npuoamnocmi. 4 poxu.
YMoBu 30epiranns. 30epiratu B OpuUriHajibHIM ynakoBUinpu temnepatypine suuie 25 °C. 36epiratuy
HEJIOCTYITHOMY JIJIsl JITEH MICIII.

He 3actocoByBatu miciist 3aKiH4€HHS TEPMiHY IPUAATHOCTI, 3a3HAUYEHOI0 Ha YIAaKOBLII.

YnakoBka. 10 karcyn y 6iictepi,3 6icTepy B KApTOHHIHM KOpooO1i.



Kareropia Biamycky. 3a peuentom.
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