NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JJEKAPCTBEHUS TPOAYKT

Metalyse 8 000 exuuuim (40 mQ) nmpax u pa3TBOPHUTEI 32 HHKEKIIMOHEH Pa3TBOP
Metalyse 10 000 equuunm (50 mg) npax 1 pa3TBOPUTEN 32 HHKEKIIUOHEH Pa3TBOp
2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Metalyse 8 000 enununm (40 MQ) npax U pa3TBOPUTEN 32 HHYKEKIIMOHEH Pa3TBOP

Beeku duakon crabpika 8 000 enunuim (40 mg) TeHekTemiase (tenecteplase).
Besika npeBapUTEIHO HATBIHEHA CIIPUHIIOBKA ChAbpKa 8 ml pa3TBOpHUTE.

Metalyse 10 000 exununum (50 MQ) npax U pa3TBOPHUTE 33 MHKEKIIMOHEH Pa3TBOP
Bceeku ¢uakon chappika 10 000 eqununim (50 mg) TeHektermase (tenecteplase).
Bcsika npeaBapuTeHo HaITbIHEHA CIIPUHIIOBKA chabpka 10 ml pa3TBopuTe.

Pexoncruryupanust pa3teop cbabpxka 1 000 exunurm (5 mg) Tenekremiase B 1 ml.

AKTHBHOCTTa Ha TeHEKTeIUIa3e ce u3passna B enuHuim (U) upes u3mon3BaHeTo Ha pedepeHTeH
CTaHJapT, KOUTO € crieu(HUYCH 3a TeHEKTeIa3e U He € CPAaBHUM C SAWHUIINTE, U3MOI3BaHH 32
JPYTUTE TPOMOOTIUTHUIIH.

Tenekremiase ¢ puOpUH-crieM(UUEH MIa3MUHOTEHEH aKTUBATOP, KOWTO C€ MOoJIy4yaBa OT KJIeThYHa
JIMHUS OT OBAPUATHU KIIETKH Ha KUTaHCKH xaMmcTep upe3 pekomOuHanTHa JJHK texnomorus.

IHomornHO(1) BerecTBo(a) ¢ U3BECTHO JIEHCTBHUE

Bceeku ¢uakon 40 mg cpappxa 3,2 mg nonucopbar 20 (E 432).
Bceeku dmakon 50 mg cpappika 4,0 mg momucopbar 20 (E 432).
3a mBJIHMS CIUCHK HA TIOMOIIHUTE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax u pa3TBOpUTEI 32 MHKEKIIMOHEH Pa3TBOP

[IpaxbT € Os11 1O MOUTH OSUT HA TIBST.

PazTBOpuTensaT € OUCTHP U OE31BETEH.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHU NOKA3AHUS

Metalyse e nokaszaH pu Bb3pacTHH 32 TPOMOOJIHTUYHO JICUCHUE Ha TI003UpaH HH(APKT HA MHOKap/Ia
¢ nmepcuctrpama ST-eneBanus Ui HOBOIOSBUII ce JisiB OeipeH OJI0K, B paMKHUTE Ha 6 4aca OT mosiBaTa
Ha CUMIITOMHTE Ha OCTHP HHGapKT Ha Muokapaa (OMM).

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

2 !031/1[ )OBKa

Metalyse Tpﬂ6Ba Ja c€ InpeamnurcBa Ot Jiekap, KOWTO MMa OIIUT B JICUCHHUETO C TpOM6OJ'II/ITI/ILII/I M KOHTO
pasnoJjiara € araparypa 3a npocCJCcAiaBaHC Ha TOBA JICUCHUC.

Jleduenueto ¢ Metalyse TpsiOBa J1a 3a1104HE Bb3MOKHO HAl-PaHO CJIS MOSIBATa HA CHMIITOMHMTE.



JlekapCTBEHUSAT MPOAYKT, ChIbPIKAI TEHEKTEIIa3e ¢ MOXOISIIOTO KOJTHYECTBO HA aKTHBHOTO
BEIIEeCTBO, TPsIOBa 1a Obae N30paH BHUMATEITHO U ChOOpa3HO MMOKa3aHUETO. JIekapcTBeHHUTE IPOTYKTH
no 40 mg u 50 mg ca npenHa3zHaueHH 3a yrnorpeda camo B cay4ail Ha ocTbp MH(GAPKT HAa MHOKap/a.

Metalyse TpsiOBa ja ce mpmiara crope]i TeJIeCHOTO TEero, Karo Makcumanuara j1o3a e 10 000 exuautm
(50 mg tenekremiasze). O6eMbT, HEOOXOANUM 3a MPUIIATAaHE HA TOYHATA 1032 MOXKE JIa CC U3YMCIH 110
ClIe[IHaTa cXeMa:

TenecHo Terio Ha Tenekrerase Tenekreriaze CpoTBEeTEH 00EM Ha
rmaruenTa V) (mg) PEKOHCTHTYHUPAHUS
(kg) pasTBop
(ml)
<60 6 000 30 6
>6010<70 7 000 35 7
>70 1o <80 8 000 40 8
>80 10 <90 9 000 45 9
>90 10 000 50 10

3a nmoBeye nHGpopMaIysl BIXKTE Touka 6.6: CrielualiHy NpeArna3Hi MEPKH MPU U3XBBPIIHE U paboTa

Cmapuecka év3pacm (> 15 200unu)

Metalyse TpsiOBa 1a ce mpuiiara ¢ 0COO€HO BHUMaHUE MPH MAIUeHTH B CTapyecka Bb3pacT

(> 75 ronunM) mopajau MO-BUCOKHUS PHCK OT KbpBeHE (BXkK. HH(OpMaIHsTa 32 KbpBEeHE B Touka 4.4 ¥ 3a
npoyuBane STREAM B Touka 5.1).

Ileouampuuna nonynayus
BeszonachoctTa u ehukacHocTTa Ha Metalyse npu mena (noz 18 ronuHu) He ca ycraHoBeHH. JlumicBar

JTaHHMU.

JIONBJIHUTEIIHO JISUEHUE

AHTHTPOMOOTUYHO JIOTIBITHUTEIHO JICUCHHUE C TPOMOOIIMTHN aHTHATPETAHTH U AHTUKOAT'YTaHTH
TpsiOBa Jla ce mpujiara Crope]; CbOTBETHUTE HACTOSINM IPEIOPHKH 3a JICUCHUE Ha MAIUEHTH C
uHpapkT Ha MUOKapaa ¢ ST-enepanus.

3a nH(opMaIus OTHOCHO KOPOHAPHA WHTEPBEHIIH BIDKTE TouKa 4.4.

B xnvHWM4HM npoyuBaHus ¢ Metalyse KaTo TOMBJIHUTEIHO aHTUTPOMOOTHYHO JICUeHHE ca W3IOI3BaHH
He(QpaKIHMOHUPAH XelapyuH U CHOKCaIlapHH.

AneTuiicanuiiioBa KUCETNHA TPOBa J1a ce MPUIIOKU BB3MOXKHO HaM-CKOPO CJIE MMOsBaTa Ha
CUMITOMUTE U Ja POJBIDKH KAaTO JIOKUBOTHO JISYSHHE, aKO HAMA IIPOTHBONIOKA3aHMSL.

HauuHx Ha npunoxxenue

PexkoHcTUTYMpaHUAT pa3TBOp TPsOBa /1a ce mpuiiara MHTPaBEHO3HO M Ja Ce U3I0JI3Ba He3a0aBHO.
PexoHCTUTYHpaHUAT pa3TBOP € OMCTHP U Oe31BETEH 10 O1e10 JKBIT Pa3TBOP.

Heobxonumara no3a TpsiOBa 1a ce MPHIIOKH KaTo eAMHNYHA HHTPaBEHO3Ha 00JIyC MHXKEKLIUS 3a
npubnuzutenHo 10 cexyHau.

3a yKka3aHHs OTHOCHO PEKOHCTUTYHPAHETO Ha JICKAPCTBEHUS MPOIYKT MPEAH MPHI0KEHUE BIKTE
TOukKa 6.6.




4.3 TIlpoTuBomoka3aHus

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MIOMOIIHUTE BEILIECTBA,
n30poeHu B Touka 6.1, WM KbM FeHTaMHUIWH (OCTaThYHU CIIEAU OT MPOU3BOJICTBEHUS Mpolec). AKO
HE3aBHCHMO OT TOBa JIeueHNEeTo ¢ Metalyse ce cunTa 3a HEOOX0ANMO, CHOTBETHOTO 00OPYIBaHE 3a
peannManus TpsAOBa n1a 6bJe He3a0aBHO JOCTHITHO B CIIydail Ha HYK7a.

OcBeH TOBa THI KaTO JICYEHNUETO C TPOMOOJIHUTHIIN € CBHP3aHO C TI0-BUCOK PUCK OT KbpBeHE, Metalyse
€ MPOTUBOIOKA3aH B CICIHUTE CITydan:

- 3HAYUTENTHO HapyLIeHUE, CBBP3aHO C KbPBEHE, KAKTO HACTOSIIO, TaKa U B MIPEIXOIHUTE
6 mecena

- MalUeHTH, TOTyYaBaily e(eKTUBHO MEPOPATHO JIeUeHHE C aHTHKOATyJIaHTH (HanpuMep
anTaronucty Ha ButamuH K ¢ INR > 1,3) (Bx. Touka 4.4, nmoarouka ,,KepBene”)

- aHaMHe3a 3a yBpeXK/1aHe Ha [IeHTpaHaTa HepBHA CHCTeMa (T.€. HeoIIa3Ma, aHEeBPH3Ma,
MHTPaKpaHUATHA WIN CITHHAIHA OTIePAIHs)

- W3BECTHA XEMOparuyHa auare3a

- TE)KKA HEKOHTPOJIMPaHa XUIIEPTOHHUS (BK. Touka 4.4)

- roJsiMa orepanysi, OMOIICHs Ha TAPSHXUMEH OpTaH WM 3HAYUTEITHA TPAaBMa B MTOCIICTHUTE
2 Mecena (TOBa BKIIIOUBA KaKBAaTO M J1a € TPaBMa, cBbp3aHa ¢ Hactosumsa OVM)

- CKOpOIIIHA TpaBMa Ha IiiaBaTa WM Yeperna

- OakTepHaeH eHJI0KAPIUT, IEPUKAPAUT

- OCTBp MaHKPEATUT

- TeXKKa YepHOAPOOHA AUCHYHKIUS, BKIIOUUTETHO YEPHOIPOOHA HEJJOCTATHUHOCT, IIUPO3a,
HOpTaTHa XUIEPTOHUS (BapHIIM Ha XPAaHOIIPOBOA) M aKTUBEH XETIaTHT

- aKTHBHO YJILIEPO3HO CTOMAIIHO-YPEBHO 3a00sIBaHe

- W3BECTHA apTepualiHa aHeBpU3Ma W/WIIK apTepraiHa/BeHO3Ha MalipopMaus

- HEOIUTa3Ma C MOBUIIEH PUCK OT KbPBEHE

- M3BECTHA aHAMHE3a 32 XeMOParn4eH WHCYJT WM HHCYJIT C HEU3BECTEH MPOU3XO0.T

- M3BECTHA aHAMHE3a 3a UICXCMUYCH NMHCYJIT WM NIPEXOAHA UCXEMHWYHA aTaKa B MMPEAXOIHHUTE
6 mecena

- JeMEHIIUS

4.4 Chnenuananu nmpeaynpesaeHus: U NpeANna3sHil MePKH MPU ynoTpeda

[Ipocaeaumoct

3a z1a ce Mo00pH MPOCIEANMOCTTa Ha OMOIOTMYHUTE JIEKApPCTBEHH IPOYKTH, THPTOBCKOTO UME U
NapTUIHUAT HOMEP Ha MPUIOKEHUS TPOAYKT TpsiOBa SICHO Ja Ce 3arncBar.

KopoHapHa HHTEpBEHIIN

TenexTeruaze He TpsAOBa Ja ce puiIara, ako € MIaHupaHa MEPBUYHA EPKyTaHHA KOpOHAapHa
untepsentus (IIKM), cnopen choTBETHHUTE HACTOSIIN IPETIOPHKH 32 JedeHue (BxK. ToUka 5.1,
npoyuBane ASSENT-4).

ITanmenTHTE, KOUTO HE MOTAT Ja OBIAT MO I0XKEHN Ha mbpBuyHa [IKW B pamkuTe Ha eauH dac,
CBIJIaCHO MPENOPBHKUTE 3a JIEUEHHUE, U NOJIy4aBaT TEHEKTEIIAa3€ KaTo MbPBUYHO JICUEHUE TTPU
KOpOHAapHa peKaHaIu3aIus, TpsiOBa He3a0aBHO J1a ObJaT MPEXBHPICHU KbM OT/ICIICHUE 32 KOPOHApHA
WHTEPBEHITUS 32 N3BBPINBAHE HA aHTHOTpadrs 1 HABpEMEHHA ClToMarareiiHa KOpoHapHa HHTEPBEHIINS
B paMKuTe Ha 6-24 vaca WM NO-PaHo, CIIOpe/l METUIIMHCKUTE MoKa3aHus (BXK. Touka 5.1, mpoy4yBane
STREAM).

Kbprene

Haii-yecTo cpemanoTo ycinoxHEHUE 0 BpeMe Ha JICUEHUETO ¢ TEHEKTEIIa3e € KbPBEHETO.
CeIrpTCTBaIaTa yHOTpEeOa Ha XEMapHHOBA AaHTUKOATYJIAIN MOXKE J1a IOTpHUHECe 3a KbpBeHeTo. Tt



KaTo TI0 BpeMe Ha TepalusTa ¢ TeHeKTera3e GUOPHHBT ce TU3UPa, MOXKE JIa BE3HUKHE KbPBEHE OT
MSICTOTO Ha CKOPOIITHO ITyHKTHpaHe. [1o Ta3u mpuunHa Je9eHneTo ¢ TPOMOOTUTHIIN U3HUCKBA Ja ce
OTJIe/TM BHUMAHUE HAa BCUYKH Bb3MOXHH MECTa Ha KbPBEHE (BKJIIOUMTEITHO MECTA Ha BHBEXIaHE Ha
KaTeTPH, MECTa Ha apTePUAITHO U BEHO3HO IIYHKTHPaHEe, CPS3HU MECTa U MeCTa Ha HHxekTupane). [1o
BpeMe Ha JICUCHHETO C TeHEeKTeIIa3e TPsIOBa /1a ce n30sATBa M3MOI3BAaHETO Ha TBHPIU KaTETPH, KAKTO
Y MHTPaAMYCKYJTHO HH)KEKTUPaHEe M HeHAIEKAIlld MAaHUITYJIAlliN BhPXY MAIMeHTa.

Haii-gecTo ce HaOmromaBa KPHBOMBIUB OT MSCTOTO HA HHYKEKTHPAHE U TO-PAIKO OT YPOT€HUTATHUS
TPaKT W BEHITUTE.

B citydaii Ha cepro3HO KbpBeHe, 0cOOEHO MO3bUEH KPHBOU3JIHB, CHITBTCTBAIIOTO IPUIIOKEHHE Ha
XemapuH TpsiOBa He3a0aBHO J1a ce TIpeKpaTH. AKO B paMKHTE Ha 4 Jaca IIpeId Ha9aJloTo Ha KEPBEHETO
€ TIPUJIOKEH XeTapuH, TpsiOBa 1a ce OOMUCIN NPUIIOKECHHE Ha MpoTaMuH. [Ipy MaIKkoToO malueHTH,
KOHMTO HE ce TOBJIMABAT OT T€3M KOHCEPBATHBHU MEPKH, MOXeE Jla € MOAXOAsIIa yrnoTpedaTta Ha
TpaHchy3HMOHHU NPOAYKTH. MoXe Jla ce HanpaBu TpaHCHY3Hs HA KPHONPEIUITUTAT, MPSICHO
3aMpa3eHa Iia3Ma U TPOMOOIIUTHA Maca, KaTo CIIe/ BCIKO MPUIOKEHUE Ce MPaBH NMpOCieIaBaHe Ha
KIMHAYHUTE U JJaOOpaTOpHUTE MoKa3arenu. [Ipu nHy3ust Ha KPHOTIPEIMITUTAT CE IeTTN TOCTUTaHe Ha
HUBO Ha ¢uOpuHoreH 1 g/l. KaTo mocnenHa antepHaTHBa MOTAT Ja C€ MPUIIOXKAT
aHTH(HUOPUHONUTHYHY cpeacTBa. [IpH ClIeHUTE ChCTOSIHUSI PUCKBT OT TEPAIUATA C TCHEKTEI1a3e
MOJKE J1a Ce TMOBUIIH U TPsIOBa J1a ObJIC ChIIOCTABEH C OUaKBAHUTE TIOJI3U:

- CHCTOJHO KpbBHO Haisirane > 160 mm Hg, BmxTe Touka 4.3

- CKOPOIITHO KbPBEHE OT CTOMAIIHO-YPEBHHUSI WIIM TEHUTOYPHUHAPHUS TPAKT (TIpe3 MOCIETHUTE
10 nuu)

- CKOPOLIHA UHTPAMYCKYJIHA MHXEKIHS WIIM MAJIKH CKOPOLIHH TPAaBMH, IIyHKIUS Ha TOJIEMU
CHIIOBE

- HalpeHajla Bb3pacT, T.€. MALMEHTH Ha 75 U OBEYE TOJUHU

- tenecHo Terio < 50 kg

- NalKMeHTH, IPUEeMallly IEpOPaIHA aHTUKOAryJIaHTH: YnoTtpebara Ha Metalyse Moxe na ce
00CBHIM, KOTATO I03UPAHETO WIIM BPEMETO OT MOCTICTHHAS IPUEM Ha aHTUKOATyJIaHTHATA
Tepanus MpaBsIT OCTaThuHATa €(PUKACHOCT MAJIKO BEPOSATHA M aKO Moaxoasusi(Te) Tect(oBe) 3a
AQHTHUKOAryJaHTHA aKTUBHOCT Ha 3aCETHATUTE NPOIYKTH HE IOKa3BaT KIIMHUYHO 3HAYuMa
AKTUBHOCT 10 OTHOLIEHME Ha KoarynanuoHHarta cucteMa (Hanpumep INR < 1,3 3a anTaronuctu
Ha BuTamuH K mwnn apyr(n) noaxosami(u) TecT(0Be) 3a APYTH NEPOpaTHA aHTUKOATYJIaHTH ca
0[] TOpHAaTa rpaHuULa Ha HOpMaTa)

- NPOABIDKUTENHA (> 2 MUHYTH) MJIM TPaBMaTHYHA KapIUOIMyJIMOHaIHA peaHUMaLusl, WK
CBHpPJEUEH Macax

Aputmuun

Koponapnata Tpom0Oom3a Moke J1a JOBe/le 1O apUTMHH, CBBP3aHu ¢ penepdysusra.
Penepdy3noHHnTE apuTMUM MOTaT Aa AOBEIAT 10 ChPIEYEH apecT, 1a ObJaT KUBOTO3aCTpaIlaBaIly 1
Jla U3MCKBAT MPOBEXJAHETO HA KOHBEHIIMOHAIIHO aHTHAPUTMHUYHO JieueHue. [Ipenoprunrenyo e,
KOTaTO Ce Mpuiiara TeHEeKTeriase, Jja € OCUTYPH Bb3MOXHOCT 3a TIPOBEX/IaHEe HA aHTHAPHUTMUYHA
Tepanus (melicMerKkbp, AeGuopuIaTop), B CIIydail ye Bb3HUKHAT OpajuKapaus n/Uiu KaMepHa
TaXUAPUTMHSL.

GPIIb/IIla aHTarOHUCTHU

CwrprerBaniara yrnorpeba Ha GPIIb/I11a antaroHrcTH MOBHIIABa PUCKA OT KbPBEHE.



TpomO0oeMOOIU3EM

VYnorpebara Ha Metalyse Moxe Jja MOBUIIM PUCKA OT MOSABa Ha TPOMOOEMOOINYHN CHOUTHS TIPH
MalMeHTH ChC ChIIECTBYBAIIM TPOMOH, Hamp. TPOMO B JIsIBaTa MOJOBHHA Ha CHPLETO (MUTpaIHA
CTEHO03a WM NPEACHPIHO MBXICHE U T.H.).

CBD’I)X‘{VBCTBI/ITCHHOCT/ INOBTOPHO NPUITOKCHHEC

Crnen nedeHue He € HAOMIOIaBaHO TPaHO 0Opa3yBaHe HA aHTHTENA KbM MOJIEKyJaTa Ha
TeHeKTeIu1a3e. Bee mak HiAMa cucTeMaTHYeH OMUT C MOBTOPHOTO NPHIIOKEHHE Ha TEHEKTEILIa3e.
Heo6xonnumo e moBuiieHo BHUMaHUE MIPH NPUIIOKEHNE Ha TEHEKTEIUIas3e IpH JIMIA C U3BECTHA
CBPBXYYBCTBHTEIHOCT (pa3inyHa OT aHa(MITaKTHYHA peaKnuns) KbM aKTHBHOTO BEIIECTBO, KbM HSIKOE
OT MOMOII[HUTE BEILECTBA WIIK KbM I'eHTAMUIIMH (OCTaThYHU CJICIH OT MPOM3BOCTBEHHS IIPOLIEC).
AKO Bb3HUKHE aHA(pUIAKTOUIHA Peakiys, HHXCKTHPaHETO TPsiOBa J1a ce cipe He3a0aBHO U Ja ce
3aM0YHe MMOIXO/MIO JieueHne. [Ipu BCHUKH cirydan, TEeHEKTeIIa3e He TpsOBa Ja ce mpuiiara
MTOBTOPHO, MPEJIN Ja Ce HANpPaBH OIEHKA Ha XeMOCTaTHIHHUTE (haKTOpH KaTo (hMOpHUHOTEH,
TUTa3MUHOTEH U anda2-aHTHILTa3MHUH.

[lenqmnaTpryHa MOMyJIams

Metalyse He ce nmpenopbyBa 3a ynorpeda npu aena (moja 18 roauamn) mopaay JiMiica Ha JaHHU 32
Oe3omacHocTTa 1 €(hUKACHOCTTA.

Metalyse cbpabpxka nomucopbdbar 20

Tosa nexapctBo chabpika 3,2 mg winu 4,0 mg nonucopdat 20 choTBeTHO BBB Beeku (rakoH 40 mg
w 50 mg. [Tonucop6aTute MoraT ja MPUUMHAT aJIEPTUYHU PEAKIIHH.

45 B3aumMmopeiicTBHE ¢ IPYTHU JeKAPCTBEHH MPOAYKTH U APYTrH (JOPpMH HA B3aUMOoO/eiicTBHE

He ca mpoBexanu ciennaiHy MPpOyUYBaHUS 3a B3aUMO/JICHCTBHATA HA TEHEKTEIIIa3€e C JIEKapCTBEHU
MPOAYKTH, 4ECTO M3IMONI3BaHM NpH nanuentu ¢ OMIM. Bbripekn ToBa, aHAIU3BT Ha JAHHNATE OT TIOBEYE
ot 12 000 marnuenTw, JiekyBanu 1o BpeMe Ha ¢aza I, I u Il He moka3Ba KIMHUYHO 3HAYUMU
B3aMMOICHCTBUS C JIEKAPCTBEHU MPOAYKTH, YECTO M3MOM3BaHU Npy narmentu ¢ OUM u
€JHOBPEMEHHO MPWJIATaHH C TEHEKTEILIA3E.

JlekapcTBa, HOBIMSBAIIH KO&FVHaIH/IﬂTa/dJVHKHI/IHTa Ha TDOM6OI_[I/ITI/ITG

JlexapcTBeHUTE NPOLYKTH, KOUTO IOBJIMSABAT KOAryJalysiTa Wi Te3H, IPOMEHSIIN (yHKIHUITA Ha
TpOMOOLIMTUTE (HapuMep TUKJIONUANH, Kinonuaorpen, LMWH), morar ga noBumar prucka ot
KbPBEHE IIpeJ, 110 BpeMe Ha U ClIe]] JIEUEHUETO C TeHEKTeIlIase.

CooprerBaniara ynorpeda Ha GPIIb/I1la anTaroHucTy moBuIaBa pucka OT KbpPBEHE.

4.6 @epTHANTET, O)PEeMEHHOCT H KbpMeHe

BpemeHHocT

Wma orpannvenu naHau ot ynotpedara Ha Metalyse npu OpeMeHHH KEeHH.

HexnvHUYHUTE JaHHU OT MPOYYBAHUS C TEHEKTEIUIA3¢ IIOKA3BaT KbPBEHE C BTOPUYHA CMBPTHOCT Ha
MakKuTe, IbIDKAIIN Ce HA U3BeCTHATa (JapMaKOJIOTHYHA aKTHBHOCT Ha aKTUBHOTO BEIIECTBO, KAKTO U
HSIKOJIKO CiTydasi Ha abopT u pe3opbOuus Ha peryca (epekTute ca HabIIOAaBaHU CaMO TIPU
MHOTOKPATHO IpHJIaraHe).

TeHeKkTemIase He Ce CUNTa 3a TepaToreHeH (BK. Touka 5.3).



B cnyuait Ha nHpapKT HA MEOKap/a o BpeMe Ha OpeMEeHHOCT Tpsi0Ba Jja ce IMpeleH  [10J13aTa OT
JICYCHUETO CIPSIMO MOTCHIIUATHHS PHUCK.

Kspmene

He e u3BecTHO nanu TeHEKTeIU1a3e ce eKCKPEeTUpa B KbpMara.

TpsbBa mxa ce BHIMaBa, korato Metalyse ce mpmiara Ha KbpMadka, ¥ TPSIOBa J1a C€ B3EMe pellieHne
JIAY JIa ce TIPEYCTAHOBH KbPMEHETO B PAMKUTE Ha MMBPBUTE 24 Yaca cJie]| MPHIOKEHUETO Ha
Metalyse.

depTunurer

JIMncBaT JaHHU KaKTO OT KJIMHHYHM, TaKa U OT HEKJIIMHUYHH POYYBaHUSA HA (pepPTUIUTETA C
terekrerniaze (Metalyse).

4.7 EdexTtn BbpXy cnoco0HOCTTa 32 modupaHe 1 padoTa ¢ MAIINHH
Henpunoxumo
4.8 Hexenanu JeKapcTBeHH peaKuu

O0600menue Ha npoduiia Ha 6€30MaCHOCT

KpbBOU3IUBBT € MHOTO YeCTa HEKENaHa Peakiiys, CBbp3aHa ¢ yrnorpedara Ha TeHeKTeIuiase. Buabt
Ha KPhBOU3JIMBA € TPEIMMHO MMOBHPXHOCTCH, OOMKHOBEHO Ha MSICTOTO Ha MHXKEKTHpaHe. Ekxumo3u ca
HaOJII0JaBaHU YECTO, HO OOMKHOBEHO HE U3MCKBAT crenuduyHa tepanus. ChoOIaBar ce ciaydyan Ha
CMBPT U TpaﬁHO HWHBAJIUINU3WUPAHC MTPU MMAIUCHTH, KOUTO Ca NPETHPIICIIN MO3BYCH UHCYJIT
(BKJTFOUHTETHO HHTPAKPAHHAIHO KbPBEHE) U IPYT'H CEPHO3HH €MTH30/1 Ha KbPBCHE.

CuchbK Ha HEXKEIIAHUTE PCaKIIU B TabanueH BUJL

N36poeHuTe No-/1071y HEXKENIaHH PEAKIIUU ca KITAaCU(PHUIUPAHU 110 YECTOTa U CUCTEMO-OPraHeH Kiiac.
I'pymupaHeTo 1Mo 4ecToTa € ONpe/esieHO ChITIACHO ClIeJHATa KOHBEHIIMS: MHOTO YecTH (> 1/10), yecTn
(> 1/100 mo < 1/10), mevectu (> 1/1 000 g0 < 1/100), pexku (> 1/10 000 mo < 1/1 000), MHOTO peaKH
(< 1/10 000), ¢ HeusBecTHa YecToTa (OT HATMYHKUTE JAHHH HE MOXKE J1a ObJie HAllpaBeHA OICHKA).



Tabmmia 1 moka3Ba yecToTaTa Ha HEXKEJIAHUTE PEaKITHH.

CucreMo-opraHeH Kiac

| Hexenana peakuust

Hapyimenns Ha IMyHHaTa CHCTEMa

Penxu

AnHadunakTouHa peakuys (BKIIOYUTEIHO 00PUB, YPTUKAPUS,
OpOHXOCMAa3bM, JAPUHTEAJICH OTOK)

Hapymenns Ha HepBHaTa cucTeMa

Heuectn

WnTpakpanuaneH KPbBOU3IUB (KaTO MO3bYEH KPbBOU3IINB,
MO3BbYEH XEMaTOM, XeMOparuueH UHCYJIT, HHCYJIT C XeMOparudHa
TpaHcpOpMaIus, HHTpaKpaHHaJIeH XeMaToM, Cy0apaxHOuaIeH
KPBBOU3IIMB), BKIIOYUTEIIHO CBbP3aHU CUMIITOMH KaTo
COMHOJICHTHOCT, ada3usi, XeMHUIape3a, KOHBYJICHH

Hapymenus Ha ounte

Heuectn | Ouen kpbBOM3IHB

Copeynn HapyIIeHUS

Heuectn Penep¢y3nonnn aputMuu (KaTo acCUCTOINSA, aKLeJIeprpaHa
HINOBEHTPHUKYJIApHA apUTMUS, apUTMUSA, €EKCTPACUCTOJIH,
MPeACHPIHO MBXKICHE, aTPHOBEHTPHUKYJIApEH OJIOK OT IbpPBa
CTEIleH [0 ITbJIeH, OpaguKapAns, TaXUKapAus, KaMEpHa apUTMus,
KaMepHO MBKJeHe, KaMepHa TaXUKapaAus), KOUTO ca B TSCHA
BpeMeBa BpB3Ka C JICUEHHETO C TeHEKTelJase.

Penku IlepukapaeH KpbBOU3IINB

Cb10BU HapYIICHUS

MHoro uectu

KpbBousnus

Penku Em0o1us (TpoMOOTHYHA eMO0IH3a1usl)
PecniupaTopHu, rpbAHU U METMACTUHAIHY HAPYIICHUS
Yectn Enucrakcuc
Penxu benoapobeH KpHBON3IINB
CromanrHo-4peBHU HapyIICHUs
Yectu CromanrHo-4peBeH KPbBOU3INB (KaTO CTOMAIIEH KPbBOU3IIUB,
KPBBOM3IIMB OT s13Ba HAa CTOMaXa, PeKTaJeH KPhBOU3IIHUB,
XeMmareMesa, MelieHa, KpbBOM3IIMB OT yCTaTa)
Heuectu Perponepuroneanen KpbBOU3IUB (KaTO PETPONIEPUTOHEATIEH

XeMaToM)

C HeHW3BECTHA YECTOTa

l"anene, moBpwIaHe

Hap}’H_IeHHSI Ha KO)XaTa M INIOAKOXHaTa ThbKaH

Yectn

| Exxumosa

Hapymienus Ha 6p0pernuTe ¥ MUKOYHUTE THTHINA

Yectn

YporenuraneH KpbBOU3IUB (KaTo XeMaTypHsl, KPbBOU3IUB B
YpUHAPHHS TPAKT)

OO0uw HapymeHus 1 eeKTH Ha MACTOTO Ha MPUIIOKEHHE

Yectn KpbpBoM3nmMB Ha MACTOTO HA WHKEKTUPaHE, KPHBOU3IUB Ha
MSICTOTO Ha TYHKTHPaHE
Wzcnensanus
Penkxn [ToHnkeHO KPbBHO HaJISITaHE

C HeusBecCTHA YyecToTa

IToBunieHa TejaecHa TeMneparypa

HapaHSIBaHI/ISI, OTpaBsAHHNA U YCJIOXHCHUSA, BbSHUKHAJIU B PE3YJITAT HA MHTCPBCHIIUU

C Heu3BecCTHA YeCTOTa

Mactha CM6OJ'II/I$I, KOATO MOXKE ga AOBCAC 10 CbOTBCTHHU
NOCJICAUIIU B 3dCCTHATUTC OpraHn

KaxTo nmpu apyru TpoMOOIMTHYHYN CPEACTBA, CIIETHUTE CHOUTHS C€ CHOOIIAaBaT KaTo MOCEICTBUE OT

MHQapKT Ha MUOKap/a /Wi MpUIaraHeTo Ha TPOMOOTUTHK:

- MHOT'O YECTH: XUIIOTOHUS], HAPYIICHHUS B ChPJICUHUS PUTHM U YE€CTOTA, CTEHOKAPAUS

- YEeCTH: pEKYpEHTHA UCXEMHsI, Chp/ICYHA HEJOCTATHYHOCT, MHPAPKT Ha MHOKAp/a, KapMOreHEeH
IOK, TIEPUKAPIUT, OETI0ApOOEH OTOK

- HEUYECTH: ChPICUCH apecT, HEAOCTaThUYHOCT HA MUTpPAIHATA KJlarna, IEpUKapAeH U3JIMB, BEHO3HA
TpoM003a, ChbpA€UHA TAMIIOHA/1a, PYNITYpa Ha MUOKapaa




- penxu: 6emoapobHa eMO0IHs
Te3u cbpACUHOCHAOBU CHOUTHS MOTAT J1a ObJaT dKUBOTO3ACTPAIIaBAIU U JIa TOBEAAT JI0 CMBPT.

Crpo0uiaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIINHT

Cro0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISBA Ja MPOIBIDKH HAOMIOJEHIETO Ha CHhOTHOIIIEHUETO MOJI3a/PUCK 32
neKapcTBeHUs NpoaAyKT. OT MEAUIIMHCKUTE CIISITUAMCTH CE M3MCKBA Ja ChOOIIaBaT BCSIKa
M0JTI03UPaHa HEXKEIaHa PEeaKIus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, MOCOYCHA B

[Ipwioxenue V.

4.9 TIlpemo3mpane
Cumnromu
B ciydaii Ha mpeio3upaHe MOXKe Ja UMa IOBHILEH PUCK OT KbPBEHE.

Tepanus

B ciy4aii Ha TEXKO U IPOIBIDKUTEIHO KbPBEHE MOXKeE J1a ce 00CHIU 3aMeCTUTENHA Tepanus (I1a3ma,
TPOMOOIINTH ), BUXKTE CHIIO TOUKa 4.4.

5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 d@apmakonMHAMMYHU CBOIiCTBa
dapmakoTepaneBTuiHa rpyna: AHTUTpoMOoTHYHH cpenctsa, en3umu; ATC koa: BO1AD11

MexaHu3bsM Ha JEUCTBUE

Tenekremaze e pekoMOMHaHTeH GUOPHH-crienupHUEH aKTUBATOP Ha IUIA3MUHOI€Ha, KOITO €
MOJIyYeH OT ecTeCTBeH t-PA upe3 Monuukanyu Ha MpOTEMHOBATa CTPYKTYypa Ha TpU Mecrta. Toii ce
CBBbP3Ba C (HYUOPUHOBUS KOMIIOHEHT Ha TpoMOa (KpbBEH ChCUPEK) U CEIEKTUBHO KOHBEPTUPA
CBBP3aHUsl ¢ TPOMOA TIA3MUHOIEH /10 IUIa3MUH, KOHTO pasrpaxkaa GuOpHMHOBHS MaTPUKC HA TpoMOa.
TenekTemnase uMa 1Mo-BHCOKa CeNUUIHOCT KbM (GUOPHH U MO-TOJISIMA PE3UCTEHTHOCT KbM
WHAKTHBUpPaHe OT eHjoreHnus: My naxuoutop (PAI-1) B cpaBHeHue ¢ ecrectBenus t-PA.

dapMakogMHAMUYHU e(DEKTU

Cren npuiioyKeHHEe Ha TeHEKTEIIa3e ce Ha0Jio/IaBa J0303aBHUCUMa KOHCYMaIIUs Ha 0L2-aHTUTUIA3MUH
(MHXHOUTOD Ha IUIa3MUHA B TeUHATa (a3a) ¢ mocjeBallo MOBUIIaBaHE HA HUBOTO HA CUCTEMHOTO
oOpasyBaHe Ha IU1a3MuH. ToBa OTroBapsi Ha OYakBaHM €EeKT OT aKTHBUPAHETO Ha IIa3MUHOTeHa. B
CPaBHUTEIHHUTE NMPOYYBAHMUS TIPH MAIMIEHTH, JICKYBaHH C MaKCUMalHa j03a TeHekTerniaze (10 000 U,
choTBeTcTBaIM Ha 50 mg), ce HabroaBa mo-Manko ot 15% HamaneHnue Ha pUOpUHOTEHA U TIO-MAaJIKO
oT 25% HamalieHHe Ha TUTa3MUHOT€Ha, JOKATO aJiTeriase BoAu 10 npubnusutento 50% Hamanenue
Ha HUBaTa Ha (GUOPUHOTEH U Ta3MUHOTeH. B paMkuTe Ha 30 1HM He ce yCTaHOBSABA KIIMHUYHO
3HaYMMO 00pa3yBaHe Ha aHTHUTEINA.

Kinanuna edukacHocT M 6€30aCHOCT

JlaHHUTE 3a IPOXOJMMOCTTA OT aHTHorpadcKuTe MpoyuBanus BsB ¢asa [ u Il npeamonarar, ye
TEHEKTeIU1a3e, MPUJIOKEH KaTo eIMHIYHA HHTPaBEHO3HA 00JIyC WHXKEKLUs, € e(peKTUBEH 3a
pa3TBapsHETO HA KPBBHHUTE ChCHPEIN B CBhp3aHaTa ¢ nHpapkTa aprepus Ha nanuentd ¢ OMM, karo
e(eKTHT 3aBUCH OT J03aTa.


https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

ASSENT-2

Enno mamabno npoyusane Ha cMbpTHOCTTa (ASSENT-2) npu npu6imsutendo 17 000 naruenTr
MOKa3Ba, 4e TCHEKTeIIa3e € TeparneBTHYHO eKBUBAJICHTEH Ha alTeIia3e 3a peAyrpane Ha
cmbpTHOCTTA (6,2% 32 Bere eueHws, cien 30 qau, ropHa rpanuna Ha 95%-uus Cl 3a koeduiuenra
Ha OTHOCHUTeNeH puck 1,124) u 4e ynorpebaTa Ha TeHEKTEIIa3e € CBbP3aHa ChC CTATHCTUIECKU
3HAYMMO IMO-HUCKA YeCTOTa Ha M3BBbHYEPEIHO KbpBeHe (26,4% crpsimo 28,9%, p = 0,0003). Topa
03HaYaBa CTATHCTUYECKH 3HAYMMO TO-HUCKA HE0OXommumocT oT TpaHnchys3uu (4,3% crapsmo 5,5%,

p = 0,0002). MaTpakpanuaneH KppbBOU3IUB Bh3HUKBA ¢ yecToTa 0,93% crupsmo 0,94% choTBeTHO IPU
TEHEKTeIl1a3e U alTeruiase.

KoponaphaTta mpoxoJuMOoCT U OTPAaHUYCHUTE JAHHU 33 KIMHUYHUS U3XO0/]T ITOKA3BaT, 4e MaIllUeHTUTE C
OHM ca nexyBaHH yCIIEIIHO B MIEPUOJA e 6-1s 9ac OT MosiBaTa Ha CHMITTOMHUTE.

ASSENT-4

[MpoyuBanero ASSENT-4 PCI e npennaznadeno na nmokaxe nanu npu 4 000 narmeHTr ¢ o0mupeH
MH(apKT Ha MUOKapa MPEAX0KAAIIOo JICUeHHE C ITbJIHA 1032 TeHEKTEIJIa3e U ChIIbTCTBALA CAMHUYHA
ooyc umkekuus ¢ 10 4 000 [U nedpakimonnpan xenapuH, NPUIOKEHH MPEAN U3BBPIIBAHETO HA
mepBryHa [IKU B pamkute Ha 60 no 180 MUHYTH, BOAM 10 TIO-A00pU KpailHU pe3yATaT B CpaBHEHUE
ChC CaMOCTOSATENHOTO NpoBexaane Ha nbpBuuHa [IKU. IIpoyuBaneTo e npexaeBpeMeHHO
MpeKpaTeHo Npu nocturade Ha 1 667 paHqOMU3MpaHH MAMEHTH MOPaIy 3HAYMMO [10-BUCOKATa
CMBPTHOCT Tipu rpymnata ¢ yaecHeHa [IKU, nmpuemara Tenekremnase. YectoTara Ha Bh3HHKBAHE Ha
I'bPBUYHATA KpaliHa TOYKA, ChCTaBEHA OT CMBPT WJIM KapAUOTCHEH ILIOK, WM 3aCTOWHA ChpAeYHa
HEIOCTAThYHOCT B paMKuTe Ha 90 IHU, € 3HAYMMO M0-BUCOKA MIPU rpynara, MoJjio’keHa Ha
MPOYYBaHUS PEKHUM C TCHEKTEILIa3e, Moclie[BaH OT pyTuHHa He3abaBHa [TKU: 18,6% (151/810) B
cpaBHenue ¢ 13,4% (110/819) B rpynara camo ¢ I1IKU, p = 0,0045. Ta3u 3HaurMa pa3nnka MExXIy
IpyNUTE 110 OTHOLICHKE HA TbPBUYHATA KpaiiHa Touka Ha 90-1s neH Beue e Ouiia Hanu4IHa
BBTPEOOJHUYHO U Ha 30-us JICH.

UrcneHo BCHYKH OT KOMITOHEHTUTE Ha KJIMHWYHATA ChCTaBHA KpaifHa TOYKa ca B I10JI3a Ha peXUMa
camo c [IKU: crorBeTHO CMBPT: 6,7% crpsmo 4,9% p = 0,14; kapauorenen mok: 6,3% capsamo 4,8%
p = 0,19; 3acroitna cepaeuna HegocTarbuHoCT: 12,0% crpsmo 9,2% p = 0,06. Bropuyaute KpaitHu
TOYKH MTOBTOPEH WH(APKT U IOBTOPHA PEBACKYJIapU3aIisl Ha TAPTETHHS ChJI Ca 3HAUUTEITHO
MO-BHUCOKH TIPH TPYIIaTa ¢ MPEIX0KIaIIo JISYSHHEe C TeHEKTeIu1as3e: MoBTopeH nHpapkr: 6,1% crpsmo
3,7% p = 0,0279; noBTOpHA peBacKyjapu3alys Ha TapreTHus ¢hia: 6,6% crapsmo 3,4% p = 0,0041.
CrneHATE HEXKENaHU CHOUTHSI Ca BH3HUKHAIH MO-YECTO MPH MPUIOKEHNE Ha TEHEKTeTlIa3e peIu
IIKH: naTpakpanuanes kpsousnus: 1% crapsmo 0% p = 0,0037; nuncynt: 1,8% copamo 0%

p < 0,0001; romemu kpsBOU3IUBHU: 5,6% crpsimo 4,4% p = 0,3118; manku kpsBOU3TUBHU: 25,3%
cipsimo 19,0% p = 0,0021; He0OXOAUMOCT OT MPOBEKIAHETO HA KPpbBHA TpaHchy3us: 6,2% crpsMo
4,2% p = 0,0873; BHe3amHO 3ayIIBaHe Ha KpbBOHOCEH cbA: 1,9% crpsimo 0,1% p = 0,0001.

[Ipoyusane STREAM

IIpoyuBanero STREAM e npenHazHa4yeHo /1a OleHU epUKAaCHOCTTa U 0€30MaCHOCTTA Ha
(hapMaKOWHBA3UBHUS TIOJIXO/1 CITPSIMO TI0IX0/1a, BKITFOUBAIl cTaHaapTHa mepBudHa [IKW npu
MAICeHTH, IPETHPIEIIA OCThP MH(BAPKT Ha MUOKapaa ¢ ST-emeBanust B paMKUTe Ha 3 aca OT
HAYaJI0TO Ha CUMIITOMUTE, TIPY KOUTO HE € OMII0 Bh3MOXKHO J1a Objie HanpaBeHa mppBruyHa [IKU B
PaMKUTE Ha €IMH Yac OT IbPBUS MEAUIIMHCKA KOHTAKT. DapMakOMHBa3UBHUSAT ITOIXO]] CE ChCTOU B
paHHO (GUOPUHOTUTHYHO JICYSHHE C O0JTYC MHXKEKIIUSA ¢ TEHEKTEIIa3e U JOMbIHUTETHO
AHTUTPOMOOTHYHO U aHTHKOATYJIAHTHO JICUCHHE, IIOCIICIBAHO OT aHrHorpadus B paMKUTE Ha

6-24 vaca WM criacUTeTHAa KOpOHApHA HHTEPBEHIINS.

Uscnensanara momynaius ce cbetou ot 1 892 manmenTH, paHIOMU3NPAHU Ype3 HHTEPAKTUBHA
cHcTeMa 3a I1acoB oTroBop. [IbpBUYHATA KpaiiHa TOUKA, ChCTaBEHA OT CMBPT WM KapIHOTCHEH IIOK,
WITY 3aCTOIHA Chp/ICYHA HEIOCTATHYHOCT, WM MIOBTOPEH HH(PAPKT B pamMkuTe Ha 30 1HH, €
HaoOmonaBaHa pu 12,4% (116/939) or rpymnara Ha hapMakOMHBA3UBHO JieueHue crnpsmo 14,3%
(135/943) ot rpymnarta ¢ mepsuuna ITKU (otHOcuTenen puck 0,86 (0,68-1,09)).

OTZ[CHHI/ITC KOMIIOHCHTH Ha IIbpBUYHATa CbCTaBHA KpaﬁHa TOYKa, CbOTBETHO IIPpU
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(hapMakoMHBa3UBHUS 01X01 cripsiMo bpBruuHa [TKH, ca HaOmoqaBaHu ChC CIACAHUTE YECTOTH:

®apmaxounBazused | IIspeuuna IIKHU p

TOIX 0T (n =948)

(n =944)
ChcraBHa KpaifHa TOYKa — CMBPT, IIOK,
3aCTOMHA ChPICYHA HEIOCTAThYHOCT,
MOBTOPECH WH(DAPKT 116/939 (12,4%) 135/943 (14,3%) 0,21
CMBPT MOpaan BCAKAKBA IPHYNHA 43/939 (4,6%) 421946 (4,4%) 0,88
Kapauorenen mok 41/939 (4,4%) 56/944 (5,9%) 0,13
3acToifHa Chp/ieduHa HEJOCTATHYHOCT 57/939 (6,1%) 72/943 (7,6%) 0,18
IToBTOpEeH MHpAPKT 23/938 (2,5%) 21/944 (2,2%) 0,74
Chpaedna CMBPT 31/939 (3,3%) 32/946 (3,4%) 0,92

HabmtomaBanute 4ecTOTH Ha FOJIEMH M MAJIKU HEMHTPaKpaHUATHI KPbBOM3IIMBY Ca CXOJIHH B ABETE
rpymnu:

®apmakounsasus | IIspeuuna ITIKHA p
€H MOAXO0J (n =948)
(n=944)
I'osiiM HEMHTpaKpaHUAlleH KPHBOU3IINB 61/939 (6,5%) 45/944 (4,8%) 0,11
MairbK HEHHTPaKpaHHaIeH KPbBOU3IIHUB 205/939 (21,8%) 191/944 (20,2%) 0,40

YecToTa 001110 Ha MO3BYHU UHCYJITH U HA HHTPAKPaHUAJICH KPbBOU3JIMB

®apmakounsasus | IIspeuuyna ITIKHA p
€H MOAXO0J (n =948)
(n=944)
OO1110 MO3BYHH UHCYJITH (BCHYKH THIIOBE) 15/939 (1,6%) 5/946 (0,5%) 0,03*
WHTpakpaHuaaeH KPbBOM3IHB 9/939 (0,96%) 2/946 (0,21%) 0,04**

WHTpakpaHuaieH KpPbBOU3IUB CIIE]T
IPOTOKOJIMpaHa IPOMSIHA Ha J103aTa
HAIOJOBUHA MPH MAIMEHTH > 75 ro/IMHU: 4/747 (0,5%) 2/758 (0,3%) 0,45

* yecToTara B JIBETE I'PyIH € OYaKBaHaTa MpH nanueHTuTe B npoyuBanero STEMI, nexyBanu c
¢ubpunomuTriy win mepBruHa [IKU (kakto e HaGmoqaBaHo B IPEUIITHA TPOYYBAHHUS).

** yecToTara npu GpapMakOMHBAa3UBHATA IPyIIa € OYaKBaHaTa NpH (PUOPHUHONN3A C TEHEKTEIUIa3e
(xaKkTo € HabMI01aBaHO B MPEIUIIHYU MPOYYBAHHUS).

Cren HaMansiBaHe Ha J103aTa Ha TEHEKTEIIa3e HAIIOJIOBUHA NP MMALMEHTUTE Ha BB3pacT > 75 roAuHH
HE ca HaOJII0JJaBaHu IpyTy cilydad Ha MHTpakpaHuaieH kpbBousnus (0 ot 97 nauuentn) (95% Cl:
0,0-3,7) capsimo 8,1% (3 ot 37 nmaumentn) (95% CI: 1,7-21,9) npeau noHmwkaBaHeToO Ha J03aTa.
['panuunTe Ha TOBEPUTEIIHUS HHTEPBAJ HA YECTOTUTE Ha CHOUTHATA, HAOIIOIaBaH! TIPEAX U CIe]
MOHM)KaBaHE Ha J103aTa, C€ MPUIIOKPHUBAT.

IIpu marmenTy > 75 roAauHM, HaOIIOAaBaHATA Y€CTOTA HA TFPBUYHATA ChCTaBHA KpaifHa TOYKa 3a
edpukacHocT npu GpapmMakonHBa3UBHUS noaxox 1 mepeuyHarta [IKU ca, kakto cnensa: mpeau
moHmkaBane Ha go3ara 11/37 (29,7%) (95% CI: 15,9-47,0) cupsimo 10/32 (31,3%) (95% Cl:
16,1-50,0), cnen HamansiBaHe Ha go3ara: 25/97 (25,8%) (95% CI: 17,4-35,7) cupsimo 25/88 (24,8%)
(95% CI: 19,3-39,0). B nBere rpynu rpaHUIUTE HA TOBEPUTEITHUS HHTEPBAJI HA YECTOTUTE Ha
cpOuTHATA, HAOII0IaBaHU NIPEAM U CJIe]] TOHKAaBaHEe Ha JO3UTE, Ce MIPUIIOKPHUBAT.

5.2 @apmakoKHMHeTHYHHM CBOWCTBA

AOcopOnus 1 pasupeieneHue

Tenekreriase ¢ peKOM6I/IHaHTCH MPOTCHUH 3a UHTPABCHO3HO IMPUJIOKCHUC, KOHTO AKTHUBUpa
IJIa3MHUHOT' CHA.
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Crenn M”HTPaBEHO3HO MPIIIOKEHHE HA 0oiyc mo3a 30 mg TeHeKTeIIaze MpH MaIleHTH ¢ OCThP
WH(APKT Ha MUOKap/ia MbPBOHAYAIHO H3YHCIICHATA [Ta3MeHa KOHIICHTPAIUS Ha TCHEKTeIas3e €
6,45 + 3,60 ug/ml (cpenno = SD). da3ata Ha pasnpeaenenue e 31% = 22% mo0 69% + 15%
(cpenno * SD) ot obmrara o mox kpusata (AUC) cinen npuioxeHue Ha 1034 oT 5 10 50 mg.

JlaHHUTE 32 pasnpeeICHUETO B ThKAaHUTE ca TIOYYCHH OT POYYBaHUS C PAIHOAKTHBHO MapKHUPaH
TEHEKTeI1a3e npH mrbxose. OCHOBHUSIT OPraH, 10 KOWTO ce pasmpeaens TeHEKTeIiase, € YepHus
npo0. He e sicHO fanm 1 10 KakBa CTETNeH TeHEKTEIIase ce CBbP3Ba ¢ IUIA3MEHHUTE MMPOTEHHU MPH
xopa. CpegHoTo octaThYHO BpeMme (mean residence time, MRT) B TsmoTo e mpubnmsutenso 1 h, a
cpenuust (= SD) 00eM Ha pasmpeeieHue B CTallmoOHapHO cherosHue (Vss) Bapupa ot 6,3 £ 2 1 10
1571

buorpanchopMarug

TenexTeraze ce U3BeXXaa OT NUPKYJIAUATA Ype3 CBbP3BaHE ChC CIIENN(UIHHA PELETITOPH B YUEPHUS
P00, KOETO € IMOCIEIBAHO OT Pa3rpakJaHeToO My J0 Mallku nienTu . CBbP3BAHETO C YEPHOAPOOHNUTE
peuenTopu obaue e mo-cnabo B CpaBHEHHE C TOBA Ha ecTecTBeHus t-PA, KoeTo Boau 10 yIbIKEH
TIOJTY>KHUBOT.

Enumunupane

Cren elMHUYHA HHTPABEHO3HA 0OITyC MHKEKIUS C TEHEKTEIIa3e P MalMeHTH C OCThP WH(APKT Ha
MHOKapaa TCHCKTCIIa3€ aHTUI'CHBT UMa I[Byq)af}HO CJIMMUHHUPAHE OT IJIa3MaTa. KJ'II/Ip’bHC'BT Ha
TCHCKTCIIA3€ B TCPAINICBTUYHMNA J030B JUAINla30H HE 3aBUCHU OT J03aTa. Hauanuusr JOMHWHAHTCH
MOITYKUBOT € 24 + 5,5 (cpeana croiHOCT * SD) min, KOMTO € 5 TbTH MO-ABIBT OT TO3U Ha
ecrectBeHus t-PA. TepmuHATHAAT IOMY)UBOT € 129 + 87 min, a mma3MeHUAT KIUPHHC €

119 + 49 ml/min.

[ToBHUIIIEHOTO TENECHO TErJIO0 BOAU OO YMEPCHO NNOBUIIIABAHE HA KIIMPBHCA HAa TCHEKTCILJIA3€, a
YBCIMYaBaHETO Ha Bb3pacTTa — A0 JICKO HaMaJIIBaHEC. Kenwnte xaTo I4J10 UMAT MO-HUCHK KIIMPBHC OT

MBKETEC, HO TOBA MOXKE Ja C€ 00sICHM ¢ OOMKHOBEHO O-HUCKOTO UM TEIECHO TETJIO.

JInHeiHOCT/HETNHEWRHOCT

AHanmu3bT HA IMHEMHOCTTA B 3aBUCUMOCT OT Jj03aTa Bb3 ocHOBa Ha AUC npennonara, ye
TEHEKTeIUIa3e MMa HelTMHeHa (hapMaKOKMHETHKA B U3CJICIBAHUS JI030B JTMAMa30H, T.e. oT 5 10 50 mg.

bu0OpeuHo 1 uepHOoapOoOHO YBpPEXKAAHE

Tl KaTO TEHEKTeIIIa3e ce eTMMUHIpA Mpe3 YepHHs Apo0, He ce 0YakBa ObOpevHaTa AuchHyHKINS 1
OKaKe BIUSHHE Ha (hapMaKOKHMHETHKATa Ha TeHEKTeriase. ToBa ce MOoAKpens U OT TaHHUTE OT
NPOYYBaHUATA NIPU )KUBOTHU. Bbrpeku ToBa epekThT Ha ObOpeuHaTa 1 YepHOAPOOHATA TUCYHKIHS
BBPXY (papMakOKMHETHKATa Ha TEHEKTeIIa3e IPY Xopa He € CrielranHo uicneasan. CiegoBaTeIHO He
Morar Ja ObJaT 1aJieH! MPETOPHKH 32 KOPUTHUPAHE J103aTa Ha TCHEKTETIa3e MPH HAIUeHTH C
YyepHOApoOHa U TexKa ObOpedHa HeJOCTAThYHOCT.

5.3 IlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

MHTpaBeHO3HOTO MPUIIOKEHUE HA €IMHUYHA J103a MPU ILUTHXOBE, 3allM U Ky4eTa BOJU CaMo JI0
JTI0303aBUCHMH B 00paTHMU TPOMEHH B MTapaMETPUTE Ha KoaryJarusiTa ¢ JJOKaJIeH KPbBOU3IINB Ha
MSCTOTO Ha MHXEKTHPAHE, KOMUTO CE CUMTA 3a MOCIICNICTBHE OT (papMakoIuHAMUIHUS eeKT Ha
TeHekTeruase. [I[poyuBaHusaTa 3a TOKCUYHOCT MPU MHOTOKPATHO IpUJIaraHe Mpu IIbXOBE U Ky4yeTa
MOTBBPKIaBAT TOPECIIOMEHATHTE HAOIIOACHUS, HO TIPOIBIDKUTEIIHOCTTA HA MTPOYYBAHUSATA €
OoTrpaHWYeHa JI0 IBE CEIMUIIN TTopaay oOpa3yBaHe HA aHTUTEA KbM YOBEIIKUS TIPOTCHH
TEHEKTEIUIa3e, KOeTO BOJIHU 10 aHa(UIaKCHsI.

DapMaKoIOrHYHUTE JaHHH 332 O€30MacHOCT IPY ABJITOOMAIIATH MaKaIll pa3KpuBaT peayKIrs Ha
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KPBBHOTO HaJsIraHe, mociieaana ot nmpoMeHu B EKI, HO Te3n edekTr B3HUKBAT MPH €KCIIO3UIIHNH,
3HAYUTEITHO MTO-BUCOKU OT KJIMHWYHATA EKCITO3UIIHSL.

IIpoyuBaHusTa 32 penpOAyKTUBHA TOKCUYHOCT, C OTJIE] Ha IOKa3aHUETO U MPUJIOKEHUETO Ha
eIMHUYHA JT03a IPH X0pa, ca OTPAHWYECHHU J0 €THO MPOYyIBaHE 32 EMOPHOTOKCUIHOCT TIPH 3allIH,
KOHUTO Ca YyBCTBHUTEJEH BU. TeHEeKTemIa3e mpeJu3BUKBa CMBPT Ha IAJI0TO KOTHIIO B cpeaTa Ha
emOproHanHus nepuo. Korato TeHekTenase ce nmpujiara npu OpeMeHHH )KUBOTHU B cpellaTa Wid B
Kpasi Ha eMOPHOHATHS TTepro/ € HabIoJaBaHO BarMHAIHO KbPBEHE Ha CJIE/IBAIHS JISH CJIe/T TbpBaTa
no3a. BropuuHa cMBPTHOCT € HaOIrogaBaHa 1-2 qHHU MO-KbCHO. JIMIICBAT JaHHU 3a IPUIIOKEHHE IIPe3
¢beTanHusg IepHoA.

3a To3M KI1ac pCKOM6I/IHaHTHI/I IIPOTECNHHN HE C€ OYaKBa Aa Ca MyTarcHHU UJIW KaHUEPOI€HHU U HE €
HeO6XOHI/IMO MPOBCKAAHCTO HA MPOYyYBaHUA 3@ TCHOTOKCUYHOCT U KaHLICPOIrCHHOCT.

Crel HHTPaBEHO3HO, HHTPAaPTECPHUAIHO HIIM IapaBEHO3HO IPUIOKCHHE Ha KPalHUS ChCTaB Ha
TEHEKTeIl1a3e He ¢ HaOJTI0JaBaHO JIOKATHO Bh3MAICHHE Ha KPHbBOHOCHHUS ChH/I.

6. OAPMAIIEBTUYHU JAHHU

6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

[Ipax

Apruaua

Konnentpupana dpochopua kucenuna (E 338)

IMomucop6ar 20 (E 432)

OcTtaThbuHHu CJI€au OT NPOU3BOACTBCHUS MPOLECC: TCHTAMUIIMH

PazrBoputen

Boja 3a nmkekimmn

6.2 HecnLBMECTHMOCTH

Metalyse e HechBMeCTUM ¢ UH(Y3MOHHU Pa3TBOPU Ha TIIIOKO3a.
6.3 Cpok Ha rogHocT

CpOK Ha TOJHOCT, KAKTO € OIMAKOBaH 3a IIpoaak0a

3 roauHu

PexoHcTUTYHPAH pa3TBOD

XvuMuyHaTa ¥ PU3NYHATA CTAOMITHOCT B TIEPHOJIa Ha U3IIOJI3BAHE € JI0Ka3aHa 3a 24 Jaca npu
temneparypa 2-8 °C u 3a 8 yaca npu temmeparypa 30 °C.

OT MUKpOOHOJIOTYHA TJIeIHA TOUKA PEKOHCTUTYHPAHUAT pa3TBOP TPAOBa Jla ce M3I0JI3Ba He3a0aBHO.
AKo He ce U3MoJI3Ba He3a0aBHO, BPEMETO Ha ChbXPAaHEHNE B IIEPHO/Ia Ha N3MOJI3BAHE U YCIOBUSTA HA
ChXpaHEeHHE TIPEeNIN YIoTpeda ca OTTOBOPHOCT Ha MOTPeOUTENst 1 OOMKHOBEHO HE TPsOBa Ja
HazBuIIaBaT 24 yaca npu temneparypa 2-8 °C.

6.4 Cneuua.mm yYdioBus Ha CbXPaHCHUE

[Ha ue ce cpxpansiBa Hax 30 °C. CexpansaBaiiTe (hpjakoHa B KApTOHEHATa ONAKOBKA, 32 J1a Ce MPeArnasu
OT CBETJIMHA.
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3a yclIoBHATA Ha ChXpAaHEHNE HA PEKOHCTUTYNPAHHS JICKAPCTBEH NPOIYKT BIKTE TOUKa 6.3.
6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa

Metalyse 8 000 exmuanmm (40 MQ) mpax ¥ pa3sTBOPUTEN 334 MHKEKIIMOHEH PA3TBOD

®nakon 20 ml ot cTeKIIO TUT | ChC CHBa TyMeHa 3amyliaika ChbC CHIIMKOHOBO TIOKPUTHE U CBAJIAIIA CC
KaIrayka, HalThJIHEH C ITpax 3a HHKEKIHOHEH pa3TBop. Beekn dmakon crappika 40 mg TeHeKTeIna3e.
IImacTMacoBa mpeIBapuTEITHO HambJIHEHA cripuHIioBka 10 ml ¢ 8 ml pasrBopuTen.

Crepuien amantop 3a (aakoH.

Metalyse 10 000 eguauim (50 mQ) npax B pa3TBOPUTEI 3a MHKEKIIMOHEH PA3TBOD

®nakon 20 ml ot cTeki0 THI | ChC CHBa r'yMeHa 3aMyIIajika ChC CUIIMKOHOBO TIOKPUTHE U CBAJIAIIA CE
Kallauka, HallbJIHEH C IIPax 3a MHXKEKLIHUOHEH pa3TBop. Beeku ¢dmakoH chabpxa 50 mg TeHeKTeiase.
[ImactmacoBa nmpenBaputenHo HamrbiaHeHa crpuHiioBka 10 ml ¢ 10 ml pasrBopurenn.

CrepuiieH aganTop 3a (iakoH.

6.6 CrhenuajaHu NMpeIna3Hu MEPKHU MPH U3XBHPJIsiHE U padoTa

Metalyse ce pekoHCTHTYHpa Ype3 J00aBsHe Ha IJI0TO KOJTUYECTBO Pa3TBOPHUTEI OT MPEABAPUTEIIHO
HaITbJIHEHATa CIPUHLIOBKA BbB ()JIAKOHA, ChABPIKALL IIpaxa 3a HHKEKIHOHEH Pa3TBOP.

1. VYo6enere ce, ue cTe u30paiu GUIaKOH C MOAXOIAIIMS 00eM CIIOPE]T TEJIECHOTO TErJIo Ha
MaIKeHTA.
TenecHo Terno Ha O0em Ha Tenexreraze Tenexremnnaze
MayeHTa PEKOHCTUTYHUPAHUS V) (mg)
(kg) pasTBOp
(ml)
<60 6 6 000 30
> 60 10<70 7 7000 35
> 70 no < 80 8 8 000 40
>80 1o <90 9 9000 45
>90 10 10 000 50
2. ITpoBepeTe Aanu He € HapyIIeHA [IEIOCTTa Ha KarnaykaTa Ha (prakoHa.
3. OTcTpaHeTe cBajIAINATa CE Karadyka OT ()IakoHa.

4, OTBOpeTe ropHaTa 4acT Ha ajgantopa 3a (iakon. OTcTpaHeTe Kanavkara OT Bbpxa Ha
NpeIBAPUTETHO HATBJIHEHATA CIIPUHIIOBKA ¢ pa3TBopuTes. He3abaBHO 3aBUiiTE MITBTHO
NpeBAPUTEITHO HATBJIHEHATA CIIPUHIIOBKA BHPXY aJ1anTopa 3a (pJIakOH U MPOOHNTE
3aIymaikarta Ha (JiakoHa B cpejiara ¢ [IHIa Ha alanTopa.

5. JlobaBeTe pa3TBOpUTENIS BBB (h1aKOHA, KATO HATHCHETE OaBHO OYTANOTO HA CIIPUHIIOBKATA
HAJI0NTy, 3a Jia ce M30erue oopa3yBaHe Ha TISHA.

6. JIpBKTe CIIPUHIIOBKATA 3aKperieHa KbM aJanTopa 3a (paakoH M PeKOHCTUTYUpaiiTe upe3
BHUMATEJIHO 3aBbPTaHE.

7. PeKkOHCTUTYHpPAHUAT HHKEKIIMOHEH Pa3TBOP € OE31BETEH J0 OJCI0KBIT, IPO3pAUeH Pa3TBoOpP.
TpsiOBa 1a ce U3M0a3Ba cCaMO OUCTBP PA3TBOP O€3 HAIMYKME HA YACTHIIH.

8. HemocpeacTBeHo mpein MPUIOKEHUETO Ha pa3TBopa 00bpHETE (pilaKoHa C BCE OIIE
NpUKaYeHaTa CIPUHIIOBKA TaKa, Yy CIIPUHIIOBKATA Jia € MO/ HEro.

9. W3rernere B CIPUHIIOBKATA MOAXOASIIOTO KOJHUECTBO Metalyse pekOHCTUTYHpaHHUs pa3TBOP B

3aBHCUMOCT OT TETJIOTO Ha TallUEeHTA.

10. Pa3BuiiTe cpuHIIOBKAaTa OT aJanTopa 3a (QpIaKkoH

11. Metalyse Moxxe 1a ce IPUIIOXKHU U IIPE3 BEUe ChIIECTBYBAIl HHTPABEHO3EH BT, CAMO B Pa3TBOP
Ha HaTpueB xyopua 9 mg/ml (0,9%). B umkekmoHHUs pa3TBOp He TpsiOBa J1a ce 100aBs
HHUKAKbB JPYT JEKAPCTBEH MPOAYKT.

12. Metalyse TpsOBa 1a ce MPUIIOKK HA MAlMEHTa HHTPABEHO3HO 3a okoio 10 cexynau. He TpsioBa
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Jla ce TIpuiiara B CUCTEMa, Ype3 KOSTO Ce€ BIUBAT PA3TBOPH, ChIIbPIKAIIH TTFOK03a, Thi KaTo
Metalyse e HeChbBMECTHUM € pa3TBOP Ha TIHOKO3A.

13. Cucremara TpsiOBa 1a ce IpoMue cje] MHKEeKTHpaHeTo Ha Metalyse, 3a J1a ce OChIIecTBsBa
MIPABIITHO JIOCTaBsIHE.

14. Hew3non3BaHUAT PEKOHCTHTYHPAH Pa3TBOP TPsIOBa Ja Ce U3XBBHPIIH.

Karo npyra Bb3MOKHOCT PEKOHCTUTYHPAHETO MOXKE J]a C€ U3BBPIIH C UTJIa BMECTO C BKJIFOUCHUS B
KOMITIEKTAa afganTop 3a GJiaKoHa.

Hewusnon3sauusar JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp516Ba Ja C€ USXBBPIIAT
B CBbOTBETCTBHUEC C MECTHUTC U3HUCKBAHU.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Metalyse 8 000 exuuunim (40 MQ) nmpax ¥ pa3TBOPUTEN 3a UHKEKLIMOHEH DA3TBOD

EU/1/00/169/005

Metalyse 10 000 equunum (50 MQ) nmpax v pa3TBOPUTEN 332 UHKEKIIHMOHEH DA3TBOD

EU/1/00/169/006

9. JATA HA ITbPBO PASPEIIABAHE/ITIOJJHOBSBAHE HA PABPEHIEHUETO 3A
YINOTPEBA

[Jara Ha mepBO pazpemanane: 23 depyapu 2001 r.

[ara Ha nocnenHo noxHoBsiBaHe: 23 depyapu 2006 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

TMoxpoOHa uHbopMaIlrs 3a TO3M JEKApCTBEH MPOYKT € Mpe0CTaBeHa Ha yebcalita Ha EBporneiickaTa
areHIus o JiekapcTeaTa https://www.ema.europa.eu.

15


https://www.ema.europa.eu/

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Metalyse 5 000 egunuiu (25 mg) npax 3a HHKEKIIHOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Metalyse 5 000 exunwmim (25 MQ) npax 3a MHKEKIIHOHEH PA3TBOD
Bceku ¢uiakon cpappika 5 000 enuannm (25 mg) TenekTemnase (tenecteplase).

PexonctuTyupanusar pa3top ceaspxka 1 000 equnuim (5 mg) Tenekreriase B 1 ml.

AKTHBHOCTTa Ha TCHEKTEIUIa3e ce u3passna B enuuuim (U) upes U3mon3BaHeTo Ha peepeHTeH
CTaH/apT, KOMTO € Crelu(rIeH 3a TCHEKTEIUIa3e U HE € CPABHHUM C CIMHUIINTE, U3MOI3BaHu 3a
JIPYTHTE TPOMOOIIUTHIIH.

Tenekreriase ¢ puOpUH-crieM(UUEH MIA3MUHOTEHEH aKTUBATOP, KOWTO €€ MoJIy4yaBa OT KJIeThYHa
JUHYS OT OBapHATHU KIIETKH Ha KUTAalCKH XaMmcrep upe3 pekomOnHanTHa JIHK TexHomorms.

IMomomHO(1) BemecTBO(a) ¢ M3BECTHO ACHCTBHE
Bceeku ¢uakon 25 mg cpaspxa 2,0 mg nonucopbar 20 (E 432).
3a TBJIHYS CIIMCHK Ha TIOMOIITHHUTE BEIIECTBA BIKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA
[Ipax 3a MHKEKIMOHEH pa3TBOP

[Ipax®bT € Ost1 1O MOYTH OSUT HA TIBST.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHHU MOKA3AHUSA

Metalyse e nmoka3aH npu Bb3pacTHH 32 TPOMOOJIUTHUYHO JEYEHHE Ha OCThP ucxeMuueH nueyat (OMN)
B paMKuTe Ha 4,5 yaca cjiel HauaJl0TO Ha CUMIITOMUTE U CJe]] U3KIII0OYBAHE HAa BEPOSITHOCTTA 32
WHTpaKpaHUaJIeH KPbBOU3JIMB.

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

gOBH[)OBKa

Metalyse TpsiOBa J1a ce peAucBa OT JIieKap ¢ OIUT B HEBPOBACKyJIapHATA TPUKA H JICUCHUETO C
TPOMOOJHUTHIIN, KOWTO pasIojiara ¢ armaparypa 3a mpociie/[IBaHe Ha TOBA JICUCHHE.

Jleuenneto ¢ Metalyse TpsiOBa J1a 3armo4He BE3MOXKHO Hali-paHO M HE IMO-KBCHO OT 4,5 Yaca ciej
Ha4YaJI0TO Ha CUMIITOMUTE U CJICA U3KIIFOUYBAHEC HAa BEPOATHOCTTA 3a UHTpaKpaHHUAJI€CH KPbBOU3JINB
Yype3 ChbOTBETHATA anaparypa 3a o0paszHa JuarHocTuka. EQekTsT ot ieuenunero 3aBucH ot hakropa
BpEMeE, CJIEI0BATEIIHO KOJIKOTO [10-PAHO 3all0YHE JIEYEHUETO, TOJIKOBA II0-TOJIsIMA € BEPOSITHOCTTA 32
OJIaronpusTeH U3XO0/.

JlexapCTBEHUSAT MPOAYKT, ChIbPIKAII TEHEKTEIIa3e ¢ MOAXOISMIIOTO KOIUYECTBO HA aKTUBHOTO
BEIIECTBO, TpsI0Ba J1a Ob/1e M30paH BHUMATEITHO M ChOOpa3HO MOKa3aHUeTo. JIekapCTBEHHUAT POYKT

TeHEKTeI1a3e OT 25 mg e npeaHa3HaueH 3a yrnoTpebda caMo B Cliydail Ha OCThp HCXEMUYEH UHCYIIT.

Metalyse TpsiOBa &la ce mpuiara Criopeja TEJIEeCHOTO Teryio, KaTo MaKCHMallHaTa EAWHWUYHA /1032 €
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5 000 exuuuim (25 mg TeHEKTEILIa3¢e) 3a MOKa3aHUETO OCThP UCXEMHUUEH UHCYJIT.

CBHOTHOIIICHHETO TI0JI33/PUCK OT JICYCHUETO C TEHEKTEIUIa3e TPIOBa BHUMATEIHO [1a Ce OLCHH TNPH
MaIMeHTH ¢ TenecHo Terto 50 kg uin mo-mMaako mopaay HATHYUETO Ha OrpaHHYeH 00eM TaHHU.
O0emBbT, HCOOXOIMM 3a MpUJIATaHe Ha TOYHATa 00IIIa 1032 MOXKE JIa C€ N3YMCIIH M0 CIIeTHATa CXeMa:

TenecHo Terio Ha TenekTremase Tenekreriaze CpoTBEeTEH 00EM Ha
rmaruenTa V) (mg) PEKOHCTHTYHUPAHUS
(kg) pasTBop
(ml)
<60 3000 15,0 3,0
>6010<70 3500 17,5 3,5
>70 no <80 4000 20,0 40
>80 10 <90 4500 22,5 45
>90 5000 25,0 50

3a moBeue I/IH(bOpMaHI/IH BIOKTE TOYKa 6.6: CHCHI/IaJ'IHI/I npeaInasHiy MCPKHU NIpU U3XBBPJIIHE U pa60Ta

Cmapuecka ev3pacm (> 80 coounu)
Metalyse TpsiOBa fia ce mpuiara ¢ 0co0eHO BHUMaHHUE NIPH ITALMEHTH B CTap4YecKa Bb3pacT
(> 80 roauHm) mopaay Mo-BUCOKHUS PUCK OT KbpBeHE (BK. HH(opMalusTa 3a KbpBeHE B TOUKa 4.4).

Tleouampuuna nonyrayus
BbeszonacHocTTa M ehukacHocTTa Ha Metalyse mpu ena Ha Bb3pacT oA 18 ronuHu He ca yCTaHOBEHH.

JIumncsar maHHU.

JIONBIHUTEIIHO JICUEHUE

Jlexapemea, nosnusieawyu Koazyiayusama/pynkyusma na mpomooyumume

BesomacHocTTa M epUKACHOCTTA HA Ta3W CXeMa ChC CHITHTCTBAIIO MPHIOKEHHIE HA XCTIAPUH I
HHXHOUTOPH Ha TPOMOOIIMTHATA arperalis, KaTo aleTHICATHIINIOBA KHCETHHA, TPE3 TbPBUTE

24 gaca crent ieyeHueTo ¢ Metalyse He ca IpOydYeHH B A0CTaThuHa cTeneH. CleoBaTelHO mpe3
nbpBHTE 24 Yaca cie iedeHreTo ¢ Metalyse TpsiOBa j1a ce u305rBa MPUIIOKECHUETO HA HHTPABEHO3EH
XeTapyH MW HHXUOWTOPH Ha TPOMOOIIMTHATA arperamus, KaTo areTHICAIHIIOBA KHCETHHA, TIOPaIn
MOBHIIIEH PUCK OT KPHBOU3JIHB.

AKO IpUEMBT Ha XEMapyuH € HeoOXO0 MM 3a JIPYTH TIOKa3aHusl, J103aTa He TPpOBa J1a MpeBUIlaBa

10 000 IU Ha nmeH, mpuiiaraHy MOIKOXKHO.

Hauun na NOPHUITOKCHUC

PexoHCTUTYHpaHUST pa3TBOp TPsiOBa Ja ce mpuiiara MHTPaBEHO3HO U J1a Ce M3I0JI3Ba He3a0aBHO.
PexkoHCcTUTYMpPaHUAT pa3TBOP € OMCTHP U Oe3UBETEH 10 010 KBIT Pa3TBOP.

Heobxoanmara no3a TpsOBa 1a ce MPUIIOKH KaTo eIMHUYHA HHTPABEHO3HA 0O0JIyC MHXKEKIHA 3
npudmm3uTenHo 5 10 10 cexyHau.

®nakonute TeHekTeraze 40 mg u 50 mg He ca mpeAHa3HauYeHH 3a yHoTpeda Mpu OCThP UCXEMUYEH
WHCYIIT. 32 yKa3aHHUs OTHOCHO PEKOHCTUTYHPAHETO Ha JICKAPCTBEHUS MPOYKT MPEIU MPHIIOKESHNE
BIXKTeE TOUYKa 6.6.

4.3 IIpoTuBONOKA3aHUSI

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEILIECTBO WJIM KbM HSIKOE€ OT IOMOIIHUTE BEILIECTBA,
n30poeHM B TOUKA 6.1, FUIM KbM TeHTAaMHUITNH (OCTAaTHYHU CJIEIH OT MPOU3BOACTBEHUS TIPOIIEC).

OcBeH TOBa, Thii KaTo JICYEHHETO C TPOMOOIHUTHUIIN € CBBP3aHO C ITO-BHCOK PHCK OT KbpBeHe, Metalyse
€ TIPOTUBOIIOKA3aH B CIEAHUTE CIy4Yau:

- SHAYUTCIIHO HAPYIICHUC, CBbP3aHO C KbPBCHEC, KAKTO HACTOANIO, TaKa U B IPECAXOAHHUTC
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6 mecena

- NAlMEHTH, oJIydaBaliy e(eKTUBHA aHTUKoaryjanus (HapuMep aHTaroHucTH Ha ButamuH K ¢
INR > 1,7) (Bxk. Touka 4.4, nonrouka ,,KppBene”)

- M3BECTHA aHaMHe3a WM CbMHEHUE 32 HHTPaKpaHUAJICH KPHBOU3IINB

- CHUMIITOMH, NIpeIoiaraiy cybapaxHouaaeH KpbBOU3IUB, JOPH IIpyU HOpManHu f1aHHu ot KT
U3CIEBaHE

- TEXBK UHCYAT criope]l KIMHIYHa oueHka (Harnp. NIHSS > 25) n/unu onenka ¢ moaxoasmy
TEXHUKH 32 00pa3Ha AUArHOCTHKA

- OCTBP UCXEMUYEH MHCYAT 0€3 MHBAINAU3HUPAL HEBPOJIOTHYEH Ae(UINT WM CUMIITOMHU Ha
0bp30 NoAOOpEeHKE IPEeU MPUCTHIIBAHE KbM HHXEKTHPaHE

- aHaMHe3a 3a YBpeKIaHe Ha LIEeHTpalHaTa HepBHa cucTeMa (T.e. HeoIIa3Ma, aHeBpHU3Ma,
MHTpaKpaHUAJIHA WIN CIIMHAIIHA OIEPAaLusl)

- M3BECTHA XEMOparuiHa auare3a

- TEKKa HEKOHTPOJIMPaHa apTepHalHa XUIICPTOHHS (BXK. Touka 4.4)

- rojsiMa oreparys, OMOICUs Ha IapeHXUMEH OpraH WK 3HaYMMa TpaBMa IIpe3 [10CIeTHUTE
2 mecena

- CKOpOIIIHA TpaBMa Ha riiaBaTa WX Yeperna

- OaxTepuaneH eHOOKapIUT, HEPUKAPAUT

- OCTBP HAHKPEATUT

- TeXKa YepHOAPOOHA AUCHYHKIUS, BKIIOUUTETHO YEPHOIPOOHA HEJJOCTATHUHOCT, IIMPO3a,
MOpTaJIHa XUNIEPTOHUs (BapUIM Ha XPAaHOIIPOBOA) ¥ aKTHBEH XEMaTUT

- AKTUBHO YJILEPO3HO CTOMALIHO-YPEBHO 3a00IsIBaHe

- W3BECTHA apTepualiHa aHeBpU3Ma W/WIIK apTepraliHa/BeHO3Ha MapopManus

- HEOIUTa3Ma C MOBUIICH PUCK OT KbPBEHE

- NPUIOKEHUE Ha XeTapyH Npe3 npeauinHuTe 48 yaca ¥ TpoMOOIIIaCTHHOBO BPpEME OT
n1a00opaTOpHUTE U3CIICABAHN, IPEBUILIABAIIO [OPHATA IPAaHHULIA HA HOpMaTa

- MaIMeHTH C aHaMHe3a 32 MPEIUIIeH HHCYNT U ChITBTCTBAI AHaleT

- MIPEeIUIIEeH HHCYIT Mpe3 MocieHuTe 3 Mecela

- Opoit TpomOonTy oz 100 000/mm3

- cucronHo KpbBHO Hansirane (KH) > 185 mmHg wnu quacronro KH > 110 mmHg, nnm koraro
KH ne Moxe Ja ce MOHMKH MOJ] Te3U TPAHUIH CIIe]] TOIXO/IAII0 JIeUeHUE

- kpbBHa 3axap < 50 mg/dl (Bx. Touka 4.4) wu > 400 mg/dl (< 2,8 mM wu > 22,2 mM)

4.4 Chnenuananu nmpeaynpesaeHus: U NpeANna3sHil MePKH MPU ynoTpeda

[Ipocaeaumoct

3a z1a ce mo00pH MPOCIEANMOCTTa Ha OMOIOTUYHUTE JIEKApCTBEHH IPOIYKTH, THPrOBCKOTO UME U
NapTUIHUAT HOMEP Ha MPUIOKEHUS TPOAYKT TpsiOBa SICHO Ja Ce 3arucBar.

TpoMOOIUTHYHOTO JICUCHHE U3UCKBA MOJXOIAII0 HabmoaeHue. Jleduenuero TpsiOBa Jia ce mpoBee
OJT PHKOBOJICTBOTO U IIPH MPOCIIE/IIBaHE OT O0OYUYCSHH JIeKapy C ONUT B chepara Ha
HEBPOBACKyJIapHaTa MOMOII] ¥ TIPUIIOKEHUETO HAa TPOMOOJIUTHYHY JISYCHHS, C araparypara 3a
HaOJIIOICHIE HAa TOBA IPWJIOKEHHE. 3a MPOBEPKA Ha MOKA3aHUETO MOXKE J1a C€ OOMHUCITH MPUJIaraHeTo
Ha JIUCTAaHIIMOHHY TUAarHOCTUYHH MEPKH, CIIOpe Ciydast, BUxTe Touku 4.1 u 4.2.

Kbprene

Haii-yecTo cpemanoTo ycinoxHEHUE 0 BpEME Ha JICUEHUETO C TEHEKTEIIa3e € KbPBEHETO.
ChIrbTCTBaIIATA YIIOTPEOA HA APYTH aKTUBHH BEIECTBA, OBJIUABAIIM KOAryJIalusaTa Wik QyHKIuATa
Ha TpOMOOIMTUTE (HAIPUMED XeTIapuH) MOKeE Jia JOIPUHECE 3a KbPBEHETO, BIKTE TOUYKHU 4.2 1 4.3.
Tbif KaTo MO BpeMe Ha TepamnusiTa ¢ TeHeKTeIuiaze GUOPUHBT ce JIN3UPa, MOXKE J1a Bh3HUKHE KbPBEHE
OT MSCTOTO Ha CKOPOIIHO IMyHKTHpaHe. [1o Ta3u nmpuynHa 1e4eHneTo ¢ TPOMOOIUTHIIA U3UCKBA JIa Ce
OT/IeNTM BHUMAaHHE Ha BCHYKHA Bh3MOXKHU MECTa Ha KbPBEHE (BKIIFOUUTEIIHO MECTA HAa BHBEXKAHE HA
KaTeTpH, MeCTa Ha apTepHUaTHO U BEHO3HO IIyHKTUPAHE, CPE3HN MECTa M MECTa Ha MHKeKTupane). [1o
BpEMe Ha JICUCHHETO C TCHEKTeIIa3e TPsIOBa J1a ce n30sATBa M3MOI3BAHETO HA TBHPIIU KaTETPH, KAKTO
Y MHTPaMYCKYJTHO HH)KEKTUPaHE M HeHAJIEKAIld MaHUITYJIallid BbPXY MaIHeHTa.
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B ciy4aii Ha cepro3HO KbpBeHE, 0COOEHO MO3bYEH KPhBOU3IIHB, ChITPTCTBAIOTO MPUIIOKEHUE HA
XeTapHH TpsiOBa He3a0aBHO /1a ce MpeKpaTh. AKO B paMKUTE Ha 4 yaca Mpe Ha4aluoTo Ha KbPBEHETO
€ IIPUJIOKEH XelapuH, TpAOBa Jja ce 0OMUCIIN NPUIIOKEHNE Ha TPOoTaMUH. [Ipy MankoTo manueHTw,
KOHTO HE Ce TIOBJIHSBAT OT T€3U KOHCEPBATUBHU MEPKH, MOXeE Jia € TIOAXO/sIIIa yrnoTpedara Ha
TpaHchy3HMOHHU NPOAYKTH. MoXe Jla ce HanpaBu TpaHC(HY3Hs HA KPHONPEIUITUTAT, MPSICHO
3aMpaseHa Mja3Ma U TpOMOOIMTHA Maca, KaTo ciie]l BCSIKO MPUIIOKEHHE CE TIPaBU MPOCIesBaHe Ha
KIMHAYHUTE U JIA0OpaTOpPHUTE Moka3areny. [Ipr nHY3us Ha KPUOTIPEIMITUTAT CE [eJTU MOCTUTaHe Ha
HUBO Ha ¢uOpuHoreH 1 g/l. KaTo mocnenHa antepHaTBa MOTAaT Ja c€ MPUIIOXKAT
aHTU(OUOPUHOIUTHYHH CPEACTBA.

HpI/I CICOIHUTEC CBCTOSAHHUA PUCKBT OT TCpaIlUiATa C TCHEKTECILIA3€ MOXKE J1a CE€ ITOBUIIHN U Tpﬂ6Ba aa
6’bﬂe CBIIOCTABCH C OYAaKBAHUTC I10JI3U:

- CKOPOLIHA UHTPAMYCKYJIHA MHXXEKIIHS WM MAJIKH CKOPOLIHH TPAaBMH, ILyHKIUS Ha TOJIEMU
CHIIOBE

- MalUeHTH, TPUEeMally TIepOpaTHA aHTUKOAryJIaHTH: YToTpebara Ha Metalyse Moxe aa ce
00CHIN, KOTaTO MOIXOIAIIHMAT(TE) TeCT(0BE) HE MOKa3BaT KIMHUIHO 3HAYNMa aKTHBHOCT 10
OTHOIIIEHWE Ha KoarynannoHHaTa cuctema (Hampumep INR < 1,7 3a anTaronuctu Ha Butamud K
Wi aApyr(1) noaxonsui(u) TecT(oBe) 3a APYru NepopaiHi aHTUKOAryJIaHTH ca T0/ TOpHaTa
rpaHMlla Ha HOpMaTa), BIXKTe TouKa 4.3

- NPOABIDKUTENHA (> 2 MUHYTH) MJIM TPaBMaTHYHA KapIUOIyIMOHAIHA PeaHUMAaLusl, WIN
CBp/ICUYCH Macax

HHTpanepeOparHUAT KPHBOU3IIHB € CepHO3HA HEXKelaHa PeaKIysl IPH JIEYSHUETO Ha OCTHP
ucxemMuueH HHCynT (mpu A0 19% ot maumentute, 6e3 yBennueHHe Ha o0IaTa 3a001€BaeMOCT UITH
CMBPTHOCT).

C ynotpebata Ha Metalyse Mose J1a ce TIOBUIIIN PUCKBT OT HHTPAKpaHHUAIECH KPbBOU3IHUB MPU
HAalUEeHTH C OCThP HCXEMHYEH WHCYIIT.

ToBa Bayku MO-CHEMATHO B CIIEAHUTE CIIy4au:

- YCTaHOBEHO 3aKbCHEHUE BBB BPEMETO OT HAYAIOTO Ha cuMnToMuTe. ClieIoBaTeIHO
npuiiokeHueTo Ha Metalyse He TpsiOBa na ce 3a0aBs;

- MAIMEeHTHTE, JIEKyBaHHU MIpe/In ToBa ¢ aneTwicannuuiosa kuceinna (ACK), moxe na ca
W3JI0)KEHU Ha TI0-BHCOK PUCK OT MHTpalepeOpaieH KpbBOU3IHNB W/UIIM CMBPTHOCT, 0COOEHO
KOTraTo JieueHueto ¢ Metalyse ce 3a0aBu;

- B CpaBHEHHUE C MO-MJIQIUTE NALMEHTH NPY MaLMeHTUTE B HaIlpegHana Be3pacT (Hax 80 rogunn)
JI0 U3BECTHA CTEICH U3XOIBT MOKE J1a € TI0-JIOI HE3aBUCHMO OT JICYSHHETO U Te MOXKe Jia ca
M3JI0’KEHH Ha TOBHILEH PUCK OT HHTpanepeOpaieH KpbBOU3INB, KOTaTo ca MOAJI0XKEH! Ha
TpomOonu3a. B o0mus ciydaii CbOTHOEHUETO MOI3a/PUCK OT TPOMOOIM3aTa P! MALEHTH B
HampeHajla Bb3pacT ocTaBa nojoxuteaHo. TpomOonusaTa npu mauuentu ¢ OUU tpsioBa na ce
OIIEHH B3 OCHOBA HAa WHJIUBHUJIyaTHOTO ChOTHOIICHHUE MOJI3a/PUCK.

TpomboemMO0IU3BEM

VYnorpebarta Ha Metalyse Moske /1a TOBHIIIK pUCKa OT Bh3HUKBAaHE HA TPOMOOEMOOIHUYHU CHOUTHS TIPU
MAIMEeHTH ChC CHINECTBYBAIM TPOMOH, HAITP. TPOMO B JIsIBaTa MOJIOBMHA HA CHPIETO (MUTpaIHA
CTEHO03a WJIH MPEACHPIHO MBXKACHE U T.H.).

Ha6J’HO,E[eHI/Ie Ha KPbBHOTO HAJIATAHC

Heo6xonum e monutopunr Ha KH no Bpeme Ha mbpBuTe 24 yaca ciefl ISUSHUETO C TEHEKTeIlIase.
[IpenopbuBa ce MHTPaBEHO3HA AaHTUXUTIEPTEH3UBHA Teparus, ako cuctoHoto KH e > 180 mmHg nmu
muacronnoTo KH e > 105 mmHg.

19



CrelyaiHy rpyny ¢ HaMajJeHO ChOTHOIIICHHE HOJI?)a/DI/ICI(

CBHOTHONICHUETO TI0J13a/PUCK MPU TPOMOOJTUTHYHATA TEPAIUS CE CUYUTA 3a MTO-MAJIKO OJIArONPHUSITHO
MIPH MAIUCHTH, KOUTO Ca UMAJIM TIPEJXO/ICH UHCYJIT WIX NIPU NAIMEHTH C HEKOHTPOJIMPAH J1a0eT, HO
BCE OIIIE € TTOJIOKUTEITHO TIPY TE3W MalUeHTH (BXK. CBITO Touka 4.3).

CBHOTHONIIEHNETO TIOJI3a/PHUCK OT MPIIIOKeHNeTo Ha Metalyse TpsiOBa BHIMATEIIHO J1a c€ OOMMUCIH MIPH

naruerTn ¢ OV u criieqauTe CHhCTOSHIS:

- I'bpPY B HAYAJIOTO HA WHCYATA (TPOMOOIUTHIHO JIUCHUE TIPU TE3H MAIMEHTH TPSIOBa /1a ce
00OMHCIIH cCaMO KOTaTo HsIMa ChMHEHHUE 33 ChbCTOSIHHE, IMUTHPAILO UHCYJIT, UIH 3HAYUMa
TpaBMa Ha I'JlaBaTa.);

- ITpu manueHTH, KOUTO MEPBOHAYAIHO ca UMaK KpbBHA 3axap < 50 mg/dl, moxe 1a ce oOMuciu
TpOMOOJH3a Cclie[] KOPUTHpaHe Ha CTOMHOCTHTE Ha KPhBHATA 3axap J0 HOPMAIHUTE, aKo
muarnoszata O ocraBa (Bx. Touka 4.3).

HpI/I IMalIqMECHTHU C UHCYJIT BEPOATHOCTTA Ja HACTBIIN 6HaFOHpI/I$[T€H N3XO0/J HaMaJIsIBa € yAbJIDKaBaHE Ha
BPEMCETO OT IOsIBaTa Ha CUMIITOMUTE 10O TpOM6OHI/ITI/I‘-IHOTO JICYCHUC, C YBCINYaBaHC Ha Bb3pacTTa, C
IMMOBUIIIaBaHE HAa TCXKECTTA HAa MHCYJITA U IIPU NOBHUIICHW HWBA HAa KPbBHATa 3axap IIpH MOCTHIIBAHE,
JOKaTO BEPOATHOCTTA 3a TEKKa MHBAJIMAN3ALUA U HACTBIIBAHE Ha CMBPT UJIKM CUMIITOMATUYHO
HWHTpaKpaHUAITHO KbPBCHE CC IMMOBHIIABa, HE3aBUCUMO OT JICHCHUCTO.

IlepebpasieH 0TOK

Penepdysusara Ha ncxeMuyHaTa 30Ha MOXKe Jla [IPeAN3BUKa LiepeOpaieH OTOK B 30HaTa Ha HH(papKTa.

CBpPBXYYBCTBUTEIHOCT/IIOBTOPHO IPMIIOKEHNE

HNmyHOMenMupaHHuTe peakiii Ha CBPhX4YYBCTBUTEIIHOCT, CBBP3aHHU C MPUIIOKEHUETO Ha Metalyse,
MO’ JIa ca MPUYMHEHHU OT aKTUBHOTO BEUIECTBO TEHEKTEIlIa3e, FTeHTAMUIINH (OCTaThUHU CIIEAN OT
MIPOM3BOCTBEHUS NIPOIIEC) WIIM HIKOE OT MOMOIIHUTE BEIIECTBA, BUKTE TOUKH 4.3 1 6.1.

CJ'IC,I[ JICYCHHUC HEC € Ha6J'IIOILaBaHO TpaﬁHO 06pa3yBaHe Ha aHTUTCJIa KbM MOJICKYJIaTa Ha
TeHeKTeIa3e. Bee mak HIMa CHCTEMATHYEH OIUT C MMOBTOPHOTO IMPUJIOKCHUC HAa TCHCKTCIIIA3C.
C’I:IIIGCTBYBa ChbIIO TaKa PHCK OT I10ABa Ha pCaKIMM Ha CBPBbXUYBCTBHUTCIHOCT, MCAUHNPAHU YPE3
HCUMYHOJIOTHUYCH MCXAaHHU3bM.

AHTHOEIEMBT € Hai-4eCcTO cpelllaHaTa peakiius Ha CBPbXUyBCTBHTEIHOCT, ChoOIIaBana 3a Metalyse.
To3u pucK MOXKe J1a € TIOBHIICH NPU MOKa3aHUETO OCTHP UCXEMUYEH MHCYJT W/HIIH OT ChITbTCTBAIIIO
neuenne ¢ ACE unxuburopu. [lanmenTu, nexyBanu ¢ Metalyse, Tpsa6Ba na ce HabmtoaaBart 3a
aHTHOE]IEM TI0 BPEME Ha U B IPOIBIDKEHUE Ha 10 24 Jaca cieI MPUIOKESHHUETO.

AXO Bb3HUKHE TEXKKa pcaKkuurd Ha CBPbX1YBCTBUTCIIHOCT (Hanp. aHFI/IOC,Z[eM), TpH6Ba BEaHara gaa ce
3aIlI04YHC MIOAXO0AAII0 JICUCHHUC. To moxe Ja BKJIFOYBa I/IHTY6I/IpaHe.

He)_H/IaTDI/I‘IHa nonyJianuvsa

JIuriceaT nanHu 3a Ge3omacHocTTa M edrukacHocTTa Ha Metalyse pu nema Ha BB3pacT mox 18 roguuu.
Cnenosatennno Metalyse He ce npenopbuBa 3a yrnorpeda npu jaena noj 18 roauHu.

Metalyse cpabpprka moaucopoar 20

Tosa nexkapcTBo chabpika 2,0 mg monucopbart 20 BbB BeekH (piakon 25 mg. [Tonmucopbarure Morat na
MPUYUHAT aJeprUUHU pEaKIUm.

4.5 B3zaumopaeiicTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMu HA B3auMo/elicTBHE

He ca mpoBexaHu crieliuaiHyi POyYBaHUS 3a B3auMoieiicTBusTa Ha Metalyse ¢ iekapcTBeHu
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IMPOAYKTH, YECTO MU3ITOJI3BAHU IIPU MAITUCHTH C OCThP UCXEMUYCH UHCYIIT.

JIekapcTBa, HOBIMSBAILM KO&FVJ'IaIII/IﬂTa/d)VHKHI/IﬂTa Ha TDOM6OHI/ITI/ITC

JlekapcTBEHUTE POIYKTH, KOUTO TIOBJIMSABAT KOATYJIAIMATA, WA TE3H, IPOMEHSIIU (YHKIUSITA HA
TPOMOOLIMTUTE, MOTAT JIa IIOBHUIIIAT PUCKA OT KbpPBEHE (KOTaTo ce mpuiaraT Mpeau, o BpeMe Ha HiId
CJIe]T JICYCHUETO C TeHEeKTeIIase). Te3u mpoIyKTH TpsOBa Ja ce u30srBar mpe3 mbpButTe 24 Jaca cliel
JICUCHUETO Ha OCTHP McXeMUdeH HHCYNT ¢ Metalyse. [1o oTHOIIEHHE HA TPEBAPUTEITHOTO JICUCHHE C
TE3M BEIEeCTBA BIKTE TOUkU 4.2, 4.3 u 4 .4.

ACE nuxuburopu

C’I)H’I)TCTBaIIIOTO neuenue ¢ ACE I/IHXI/I6I/ITOpI/I MO3JKE 1a TOBUIIX pUCKaA OT MOJIydYaBaHC Ha pCaKlrd Ha
CBPBXTYBCTBUTCIHOCT, BUXKTC TOUKA 4.4,

[TyOnukyBaHWUTE aKaJIeMIYHH PaHIOMHU3UPAHU H3MUTBAaHUs, BKIroUBamy nosede ot 2 000 marmenTw,
JICKYBaHH1 C TCHEKTCILIA3€, HE ITIOKa3BaT KIIMHUYHO 3HAYUMU B3aHMOI{eI>'ICTBI/I$I C ApYyTH JICKapCTBCHU

MPOJYKTH, U3IOI3BAaHU YecTo Npu nauuentu ¢ ONUN.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeEHe

BpemenHoct

Wma orpanndeHu JaHHU OT ynoTpebaTta Ha Metalyse nipu OpeMeHHH jKEHH.

HexvHUYHUTE JaHHU OT MPOYYBAHMUS C TEHEKTEIUIA3¢e MOKA3BaT KbPBEHE C BTOPUYHA CMBPTHOCT Ha
MaiKuTe, TbIDKAIIN Ce HAa U3BeCTHATA ()apMaKOJIOTUYHA aKTHBHOCT HAa aKTHBHOTO BENIECTBO, KAKTO U
HSKOJIKO CJTy4asi Ha abopT u pe3opO1ust Ha ¢eTyca (epekTuTe ca HabI0JaBaHu CaMo MPH
MHOTOKpAaTHO TpHJIaraHe).

TeHekTeruase He Ce CUMTA 3a TepaToreHeH (BK. Touka 5.3).

ITo Bpeme Ha OpeMEHHOCT TpAOBa Jla ce MPEIEHH M0JI3aTa OT JICYCHUETO CIIPSIMO MOTEHIMATHUS PUCK.

Kopmene

He e u3zBectHO AaJin TCHCKTCIIa3€ C€ CKCKPETHPA B KbpMaTa.

TpsbBa n1a ce BHUMaBa, korato Metalyse ce mpriara Ha KbpMadka, 1 TpsOBa Jja ce B3eMe pelieHre
JlaJii J1a ce TIPEYCTaHOBH KbPMEHETO B PAMKHTE Ha MbpBUTE 24 Yaca clie]] IPUI0KEHUETO Ha
Metalyse.

Deprunurer

JIuncBat JaHHW KaKTO OT KJIMHUYHHM, TaKa U OT HEKJIMHUYHH NPOYYBaHUs Ha (epTuimureTa ¢
tenekreruiasze (Metalyse).

4.7 EdexTn BbpXy cnoco0HOCTTa 32 modupaHe 1 padoTa ¢ MALINHH
Henpunoxumo
4.8 HexenaHu JeKapCTBeHH PeaKkIUM

O0600mmenre Ha npoduiia Ha 6E30MaCHOCT

Kp’BBOI/I3J'II/IB’I>T € Hali-uecTara HeKeJlaHa pcaknuus, CBbp3aHa C yHOTp€6aTa Ha TCHCKTCILIAa3€. BI/I}ILT
KPBBOM3JIMB MOXKE Jia € IOBLPXHOCTEH HA MACTOTO HAa MHXKCKTUPAHE WX BbTPCHICH HAa BCAKO MACTO
HJIK TCJICCHA KyXWHA.

C’I)06I]_[aBaT CC CJIyuau Ha CMBPT U ’I‘paﬁHO HUHBAJIMIU3UPAHC ITPU MMAUCHTU, KOUTO Ca NPCTHPIICIIN
€IIM3041 Ha KbPBCHCE.
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CHHCBK Ha HEXXEIIAHNUTE PEAKIIMN B TAOJIHMUEH BU

N30poeHUTE T0-0JTy HeKETaH! PEaKIUK ca KIacH(DUIIMPaHH MO YeCTOTa U CUCTEMO-OPTaHeH KJlac.
I'pynmpaneTo 1o 4ecToTa € Ompe/esieHO ChITIACHO ClIeAHAaTa KOHBeHIHA: MHOTO YecTh (> 1/10), yectn
(> 1/100 mo < 1/10), meuectn (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), MHOTO peaKu
(< 1/10 000), ¢ Hen3BecTHa yecToTa (OT HATMYHKUTE JAHHH HE MOXKE J1a O'bJie HallpaBeHa OIICHKA).

C usKIimoueHune Ha TosABaTa Ha perepy3nOHHU apUTMHH KaTo HeXxennaHa Jiekapcrsena peakuus (HJIP)
MIPH MOKA3aHUETO OCThP UH(PAPKT HA MHOKAP/Ia M YSCTOTaTa HA MHTPAKPAHUAICH KPHBOU3IIUB KaTO
HJIP npu noka3aHueTo OCThP UCXEMHYCH MHCYJIT, HAMa MEIUIIMHCKO OCHOBAHUE JIa CE JIOMTYCHE, 4
nmpodrTbT Ha 6e30macHOCT Ha Metalyse Ipy MOKa3aHUETO OCTHP UCXEMHUYEH HHCYIT € Pa3IndeH OT
TO3U MPU MOKA3aHUETO OCTHP MH(MAPKT Ha MUOKap/Ia.

Tabymia 1 moka3Ba yecToTaTa Ha HEXKEJIAHUTE PEaKITHH.

CucreMo-opraHeH Kjiac

| Hexenana peakuust

HapyuieHus Ha MMyHHaTa CHCTEMA

Penxu

AnHadunakTouHa peaknus (BKIIOYHTEIHO 00PUB, YPTHKApHS,
OpOHXOCTIa3bM, JIAPHHTEANICH OTOK)

Hapymenns Ha HepBHaTa cucTeMa

MHoro yectu

WnTpakpanuaieH KpbBOU3IHB (KaTO MO3bYEeH KPHBOU3IIUB,
MO3BUYCH XEMATOM, XECMOpPAruicH MHCYJIT, MHCYJIT C XeMOparniHa
TpaHchopManus, HHTpaKpaHUAICH XeMaToOM, CyOapaxHOUAaIeH
KPBBOM3JIMB), BKIIOYHTEITHO CBBP3aHN CUMIITOMH KaTO
COMHOJICHTHOCT, a(a3usl, XeMHUIape3a, KOHBYJICUH

HapyueHnus Ha ounte

Heuectu | OyeH KpbBOU3IHB
ChbpliIeuHH HapyIIEHUS
Penku | ITepukapaeH KpbBOU3IINB

Cp10BH HapyIICHUS

MHoro uectu

KpbBOusnus

Penxu EM60mnust (TpoMOoTHYHA eMO0TH3aIus)
PecrimpatopHu, rpbIHU ¥ MEIMACTUHAITHU HAPYIISHWSI
Yectu Emmcrakcuc
Penku Benoapoben KppBOU3IUB
CromanrHo-4YpeBHU HApYIICHUS
Yectu CromairHo-4peBeH KPbBOU3IHB (KaTO CTOMAIIEH KPhBOU3IIUB,
KPBBOM3JIUB OT s13Ba HA CTOMaxa, PeKTaJICH KPbBOU3IIUB,
XeMaTeMesa, MeJieHa, KpbBOM3JIUB OT yCTAaTa)
Heuectn Perponepuroneaner KpbBOU3IUB (KaTO PETPOIIEPUTOHEATICH

XEMAaTOM)

C HeusBeCTHA YecToTa

T'anene, noBpbllaHe

HapymeHI/m Ha KOoXXaTa M IIOJKOXXHaTa ThbKaH

Yectu

| Exxumosa

Hapymenus Ha 0p0penuTe 1 MUKOYHHUTE TBTHILA

Yectu

YporenuraneH KpbBOU3IHB (KaTO XeMaTypHsi, KPbBOU3JIUB B
YpUHAPHHUS TPAKT)

O061u HapymieHus ¥ eheKTH Ha MICTOTO Ha MPHIIOKEHUE

Yectn KpbBOM31IMB Ha MACTOTO HAa HHXKEKTHUPAHE, KPbBOU3IINB Ha
MSICTOTO HA IIYHKTHPAHE
N3cnenanus
Penku IToHMXKEHO KPBBHO HAJISITaHE

C Heu3BeCTHA YeCTOTa

[ToBuiIeHa TesecHa TeMuepaTypa

HapaHSIBaHI/IH, OTpaBsHHA U YCJIOKHCHUSA, BbBHUKHAJIK B PE3YJITAT HA UHTCPBCHIIUU

C HeHu3BecTHA YeCTOTA

Mactha CM6OJ'II/I$I, KOATO MOXKE ga JOBCAC 10 CbOTBCTHHU
IMOCJICAUIIN B 3aCETHATUTE OpIraHu
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XI/IpprI/I‘lCCKI/I 1 MCAUIWMHCKU MHTCPBCHIIUN

C Hem3BecTHa 4eCTOTa | Tpanchysus

C’I)06HlaBaHC Ha 110031 pPaHu HCXKCJIaHU PCaKIINH

Cro01aBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHHUS
MPOAYKT € BaKHO. TOBa MMO3BOJIsBA Ja MPOIBJKHM HAOIIOICHUETO Ha ChOTHOIICHUETO IMOJI33/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
[I0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIlMOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B
IIpunoxenne V.

4.9 Ilpemo3upane
CumnromMu
B ciiyuaii Ha npeno3upaHe MOKe Ja UMa MOBHILEH PUCK OT KbPBEHE.

Tepanus

B ciy4aii Ha TeXKO U IPOABIDKATETHO KbPBEHE MOKE J1a c€ 00CHAN 3aMECTUTEHA Tepanys (Iuia3ma,
TPOMOOILIUTH), BIKTE CHIIO TOuKa 4.4,

5.  ®APMAKOJOIMYHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOHCTBA
dapmMakoTepaneBTHUHA Tpyma: AHTUTpOMOOTHYHH cpezcTBa, enzumu; ATC kox: BO1ADI11

MexaHu3beM Ha JIEUCTBUE

Tenekremnaze € pekoMOMHaHTeH (HUOPHH-CIIENU(pHUSH aKTUBATOP Ha TUIa3MUHOTeHa, KOMTO e
HOJTy4YeH OT ecTecTBeH t-PA upe3 Moaudukanmy Ha MpoTeMHOBATa CTPYKTYpa Ha TpH MecTa. Toii ce
CBBbp3Ba C GUOPUHOBHUS KOMIIOHEHT Ha TpoMOa (KPBbBEH ChCHPEK) U CEJICKTHBHO KOHBEPTHPA
CBBbp3aHMs ¢ TpoMOa IIa3MHHOTEH JI0 TUIa3MUH, KOWTO pa3rpaxa GuOpUHOBUS MaTPUKC Ha TpoMOa.
TenexTeruiaze nMa MO-BUCOKA CIEIU(PUYHOCT KbM (PUOPHH M TO-TOJIsIMAa PE3UCTEHTHOCT KbM
WHAKTUBUpPAHE OT eHnoreHHus my naxuourop (PAI-1) B cpaBHeHue ¢ ecTecTBeHus t-PA.

dapmakoguHAMUYHN €(DEKTH

Cren npuiiokeHHE Ha TEHEKTeI1a3e ce Ha0JioJaBa 0303aBUCUMa KOHCYMalus Ha 0L2-aHTUILIA3MUH
(MHXHOUTOD Ha IUIa3MUHA B TEUHATa (pa3a) ¢ MOCIeBaIlo NOBUIIaBaHE HA HUBOTO HA CHCTEMHOTO
oOpa3yBaHe Ha 11a3MuH. ToBa OTroBapst Ha OYaKBaHUS €(PEeKT OT aKTUBHPAHETO Ha IJIa3MUHOTeHa. B
CPaBHUTEIHUTE NMPOYYBAHHUS NP NMALMEHTH, JIEKyBaHH C MaKCUMalHa 103a TeHekTerniaze (10 000 U,
cboTBeTcTBalM Ha 50 mg), ce HabronaBa mo-Manko ot 15% Hamanenue Ha puOpUHOTEHA U TIO-MAaJIKO
oT 25% HamasieHHe Ha IIa3MUHOT€HA, JOKATO alTeIuia3e Boau A0 mpubmausutenHo 50% HamaneHwe
Ha HUBaTa Ha puOpHHOTEH U mazMuHoreH. B pamkute Ha 30 1HU He ce YyCTAaHOBSBA KIMHUYHO
3HaYMMO 00pa3yBaHe Ha aHTHUTEIA.

Kinnnnuna edukacHocT 1 6€300aCHOCT

IIpoyuBane AcT

WznuTBaHeTo 3a cpaBHEeHWE Ha anTermiase ¢ TeHekTemtase (Alteplase Compared to Tenecteplase, AcT)
€ MPOEKTUPAHO KaTO MparMaTHYHO, OCHOBABAIIIO CE Ha PETHCThP, MPOCIIEKTHBHO, PAHIOMH3HUPAHO,
KOHTPOJIMPAHO, OTKPUTO (ChC 3aciiernieHa OleHKa Ha KpalHHUTE TOYKH) H3MHUTBAHE Ha TEHEKTEILIA3e
CIIPSIMO aJITeInIase, MpUIAraHd HHTPABEHO3HO, 32 JOKa3BaHe, 4e TEHEKTEIUIA3e € C He Mo-MaJika
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e(pUKaCHOCT OT aJTeIuia3e MpH MalUeHTH ¢ OCThP HCXEMHUYEH HHCYJT B paMKUTe Ha 4,5 yaca cien
HAYaJI0TO Ha CHMIITOMHUTE, HHAYE OTIOBapSII HA N3MCKBAHUATA 32 HHTPABEHO3HA TPOMOOIIN3a
CBIJIACHO HACTOSIMTE HACOKH. M3MUTBaHETO MOCTHUTA IIBPBUYHHS CH PE3yJTAaT, KaTO JEMOHCTPHpA HE
no-Majika e(puKacHOCT MpH NpuiIokeHne Ha TeHekreriase 0,25 mg/kg (Make. 25 mg) cupsmo
anterutase 0,9 mg/kg (makc. 90 mg): 296 (36,0%) ot 802 mareHTH B rpyrara Ha TCHEKTEIIa3e 1

266 (34,8%) ot 765 nmar@eHTH B TpyIara Ha aJiTeria3e IMaT CKOp 1o Moau(UIMpaHaTa ckajia Ha
Rankin (modified Rankin scale, mRS) 0-1 na auu 90-120 (HekopurupaHa pa3jinka B CTEIICHTa Ha
pucka 2,1% [95% CI -2,6 no 6,9]. Pesynrature npu mogudunmpanata [TT nomynarms (mITT) u
MoAUQHUITIPaHaTa MOMyJIaIs 1o mpoTtokoi (mPP) ca cxomxmam.

KnrouoBure pe3ynTatu, cCBbp3aHu ¢ 6€30IacCHOCTTA, Ca CUMIITOMAaTHYSH HHTpanepeOpaieH
KPBHBOM3IINB, OPOJIMHTBAJICH aHTHOEIEM M eKCTPaKpaHUAITHO KbPBEHE, HaJlaramo KpbBOIpeInBaHe,
BCHUYKHU HACTBIBAIIY B paMKHUTE Ha 24 h clie mpUI0KEHHETO Ha TPOMOOJIUTHK, U CMBPTHOCT TIOPaIH
BCSIKAKBa MPUYMHA B paMKuTe Ha 90 aHHU.

Hsima 3HauMMu pa3ivky B 4ECTOTaTa Ha CUMIITOMAaTHYECH HHTpaLepeOpaneH KPbBOU3INB, HACTHIINI B
pamkute Ha 24 h. YUecToTHTe Ha OIpeieieH Ype3 oOpa3Ha JUarHOCTHKA HHTPAKpaHUAICH KPbBOU3IIHB
(OLICHEH KaTo 3acyeleH 3a CTaTyca 0 OTHOLIEHHE HAa CHMIITOMUTE U HA3HAYEHOTO JICUEHHE) HE
MOKAa3BaT pa3ifKa MEXIy ABETE IPYyIH, a ONpelesieHUTe ype3 00pa3Ha IMarHOCTUKA YECTOTH Ha THII 2
MapeHXUMEH XeMaToM (T.e. xeMarom, ooxBarnani > 30% ot uHdapkTa ¢ iBeH epekT Ha Macara) ca
CXOJIHU ¢ HaOII0JaBaHUTE YECTOTH HAa CUMIITOMAaTHYCH MHTpalepeOpalieH KpbBOU3INB B
M3NUTBaHeTO. [leBeTaeceT JHU Clel JICUCHUETO He ce Hab0AaBaT 3HaYMMHU PA3jIMKH B 4ECTOTAaTa Ha
CMBPTHOCTTA B paMkuTe Ha 90 auu. CiryyanTe Ha OPOJIMHTBAJICH aHTHOEAEM H TIepUQEepHO KbpBEHE,
HaJaraimio KpbBOIMpEIUBaHe, ca PEIKU U CXOIHU U B BeTe rpymnu (Bk. Tabmuma 2).

Tabmura 2. YecToTa Ha KIIFOUOBHUTE PE3YITATH, CBBP3aHU C 0€301MacHOCTTA, B TPYIHTE Ha
TEHEKTeIUIa3e U alTeIuiase.

I'pyna nHa I'pyna nHa Pasnuka B pucka
TCHEKTEIIa3e anTerase (95% CI)
CumnTomMaTu4eH HHTparepeOpaicH 27/800 (3,4%) 24/763 (3,2%) 0,2 (-1,5 mo 2,0)

KPHBOU3JIMB B paMKUTEe Ha 24 h

Omnpenesen ¢ 00pa3Ha AMArHOCTHKA 154/800 (19,3%) | 157/763 (20,6%) -1,3 (-5,3 10 2,6)
WHTpaKpaHUaJIeH KPbBOM3JIUB

Excrpakpanuanno kbpBene, Hanaramo | 6/800 (0,8%) 6/763 (0,8%) 0,0 (-0,9 10 0,8)
KPBBOIPEIHBAHUSI

CMmbpT B pamkute Ha 90 qHE cliel 122/796 (15,3%) | 117/758 (15,4%) -0,1 (-3,7 1o 3,5)
pargomusaiys (n = 1 554)

OposMHTBaJIEH aHTHOEIEM 9/800 (1,1%) 9/763 (1,2%) -0,1 (-1,1 5o 1,0)
[TapeHXUMEH XeMaTOM THIT 2 21,800 (2,6%) 18/763 (2,4%) 0,3 (-1,3 1o 1,8)

(xemarom, obxBamarni > 30% ot
nH(papKTa ¢ BEH eeKT Ha Macara)

IIpoyuBane EXTEND-IA TNK

EXTEND-IA TNK e npenHa3zHaueHO 3a OLIEHKa Ha HE IMO-MaJIKaTa e()UKacCHOCT Ha TEHEKTeIlIase
CIIPSIMO JITETIa3e [0 OTHOIICHNE Ha TIOCTHTAHETO Ha perepdy3ust TPy MbPBOHAYAIHA aHTHOTPaMa
NIpY TIPUIIOKEHHE B paMKHTe Ha 4,5 h OT HAYaN0TO HA HICXEMUYHHUSI HHCYJT MPU TAIUEHTH, 32 KOUTO
ce MyIaHupa aa ObAaT MOAI0KEH! Ha €HI0BACKyJlapHa Tepamnus.

[NarnuenTy ¢ BCXeMUYeH UHCYIT C OKITY3Hs Ha BhTpEIIHATA KapOTHIHA, Oa3uiiapHaTa WK CpeTHATA
MO3bYHA apTepHsl ¥ KOUTO ca MOIXOAALIM Aa ObAAT MOAJI0KEHN Ha TPOMOCKTOMHUS Ca PaHIOMHU3UPAHH
na nonyyar teHekrerase 0,25 mg/kg nnm anreraze 0,9 mg/kg B pamkure Ha 4,5 h cien HavyaioTo Ha
cumntomMute. BB Besika rpyna Ha siedenue uma 101 nanuenTn. [ITspBuuHHAT pe3ynTar e penepdysust
Ha noBeye oT 50% OT aHraxupaHata HCXEMUYHA 30Ha WX JIMTICAa Ha TPOMO, KOHTO /1a Ob/ie U3BJICUEH,
KbM MOMEHTA Ha ITbpPBOHAaYalIHaTa aHruorpadcka oueHka. M3cieaBana e He mo-Mankarta euKacHOCT
Ha TEHEKTEeIUIa3e, MOCIeIBaHO OT OI[EHKA Ha NPEBB3X0CTBOTO.
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[IspBUYHUAT pe3ynTaT ce moctura mpu 22% OT MaIeHTuTe, JeKyBaH! ¢ TeHeKTerntase crpsamo 10%
OT JIEKyBaHHTE C ajiTerJiase (pa3inka B yectotara, 12%; 95% CI 2, 21; choTHOIIEHHE HAa YECTOTHTE,
2,2;95% Cl 1,1; 4,4).

Bropuunute pesynratu BKiIrouBaT ckop 1o mRS Ha 90-Tus neH. JlenbT Ha MAIMEHTUTE ChC CKOP 110
MRS 0-1 Ha 90-Tus nex e 51% npu rpynarta Ha TeHeKkTeruase u 43% mpu rpymnara Ha anTeriase
(xopurupano croTHomeHue Ha yectotute 1,2; 95% CI 0,9 no 1,6).

CuMnToMaTHueH UHTPAKpaHHAIeH KPbBOM3IIMB Bb3HUKBA ITPU 1% OT MallMeHTHTE BB BCSKA IpyIa.
Nwma 10 cmbptaE ciny4ast (10%) B rpynaTa Ha TeHekTeruiase 1 18 (18%) B rpynata Ha anrernase,
KOETO HE ce SBSIBa 3HaYMMa pa3jifKa B IPEABAPUTEIIHO ONPEAeNICHHS JJOTUCTUIHO-PETPECUOHEH
a"anm3. [loBe4eTo CMBPTHH CITydau ca CBBP3aHH C IPOTPECHst Ha TEXBK HHCYNT (9% B rpymnara Ha
TeHeKTeIu1a3e u 14 B rpynara Ha antermiase). TeHekreruase 0,25 mg/kg mokasBa cxoJeH npoQui Ha
Oe3omacHocT B cpaBHeHue ¢ anreriaze 0,9 mg/kg.

Hsaxonko HeMHTepBEHIIMOHAHA MTPOyYBaHus cpaBHsBaT TeHekterniase (0,25 mg/kg) cipsmo
anrerase (0,9 mg/kg) npu OUU cbe unm 6e3 oKiTy3usi Ha TOJISIM ChJI B paMKUTE Ha 4,5 yaca cien
HayaJoTO Ha CUMIITOMUTE. B Te3n oOcepBaiioOHHE NPOYYBaHUS c€ ChOOIIaBa 3a KOPUTHPAHH (HIIH
TICEBAOPAHIOMHU3UPAHH ) TPOTHO3HN CTOWHOCTH, BKIIFOUEHH ca 00110 > 2 900 manmenTtn ¢ OUU (ot
npoyuBanus ¢ Haj 100 manueHTH, JeKyBaHH C TEHEKTEIUIa3€e) U ce ChoOIIaBa 3a MmocjenoBaTeseH
cX0JieH Mpo¢ui Ha 6€30MaCHOCT U e(hHKACHOCT HAa TEHEKTEIUIa3e B CPaBHEHUE C aTeIuiase.

5.2 dapmakoKMHeTHYHH CBOWCTBA

AOGcopOuust ¥ pasnpeaeicHue

TeHekTemiaze ¢ peKOMOMHAHTEH MTPOTEHH 32 HHTPABEHO3HO MPHUJIOKEHHUE, KOUTO aKTUBUPA
IJIa3MUHOTEHA.

Cren MHTPaBEHO3HO MPHUJIOKEHUE Ha Oomyc 1o3a 30 mg TeHEeKTeIIase NPy MalMeHTH € OCThHP
MHGAPKT Ha MHOKap/a IIbPBOHAYAIIHO U3YKCIICHATA TUIa3MEHA KOHIICHTPAIUs Ha TCHEKTEeIlIase e
6,45 + 3,60 ug/ml (cpenno = SD). dazata Ha pasnpeaenenue € 31% + 22% mo 69% + 15%
(cpenno * SD) ot obmrara ruronr mox kpuBata (AUC) cnen mpuioxeHue Ha 1034 oT 5 10 50 mg.

JlanHuTe 32 pa3npeeeHUETO B ThKaHUTE Ca MOJIYUYCHH OT MPOYUYBAHUS C PaJMOAKTUBHO MapKUpaH
TeHEeKTeIl1a3e Npy mrbxoBe. OCHOBHUSIT OPraH, /10 KOWTO ce pa3mpeieis TCHEKTease, € YepHusl
npo0. He e sicHO faiu 1 10 KakBa CTENeH TeHEKTEIIase ce CBbP3Ba ¢ IUIAa3MEHHUTE MPOTEHHU MPH
xopa. CpeaHoTo ocTaThuHO BpeMe (mean residence time, MRT) B Tsi1oT0 € nipubnusutento 1 h, a
cpenuusT (= SD) o0eM Ha pasmpeienieHue B CTallmoOHapHO cherosiHue (Vss) Bapupa ot 6,3 £ 2 1 10
15+£71.

Buorpanchopmarus

TeHekTemIase ce U3BEXKa OT MUPKYJIAIUATA Ype3 CBhP3BaHE ChC CIIENU(UIHH PELICTITOPU B USPHUS
Jpo0, KOETO € MOCIeBAHO OT PasrpaKaaHeTo My 10 MKy nenTiIu. CBBP3BaHETO C YePHOJAPOOHHUTE
perienitopu obave e 1mo-ciiabo B CpaBHEHHUE C TOBA Ha ecTecTBeHUs t-PA, KoeTo BOJH 110 yABIKEH
MOJIYKUBOT.

EnumMunupane

Crnen emuHMYHA UHTPABEHO3HA 00JTYC WHXKEKIUSI ¢ TEHEKTeIIa3e MPH MalueHT! C OCThp HHDAPKT Ha
MHOKap/a TeHEeKTeIUIa3e aHTUreHbT MMa JIBY(a3HO eTMMHHMAPAHE OT Iia3mMaTa. KnupbsHCHT Ha
TEHEKTEIUIa3e B TEPAIleBTUYHUS JO30B AHAIIa30H HE 3aBHUCH OT Ao3ara. HavamHusAT ToMUHAaHTEH
MOJTYKUBOT € 24 + 5,5 (cpeana croiiHOCT = SD) min, KOMTO € 5 TbTH NO-ABIBT OT TO3U Ha
ecrectBenus t-PA. TepMuHamHUAT NOMYKUBOT € 129 + 87 min, a riia3MeHHT KIUPBHHC €

119 + 49 ml/min.

TloBUIIIEHOTO TEIECHO TETJIO BOJU JI0 YMEPCHO MOBHUIIABAHE HA KIIMPBHHCA HAa TCHEKTCILIA3€C, a
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YBCINYaBaHETO Ha Bb3pacTTa — A0 JICKO HaMaJIsIBaHEC. JKeHnnTe kaTo 1510 ©UMAT MO-HUCHK KIIMPBHC OT
MBIXETC, HO TOBAa MOJKEC Ja CC 005ICHH ¢ OOMKHOBEHO IO-HHCKOTO UM TEJIECHO TETJIO.

JInHelHOCT/HETUHENHOCT

AHaM3bT HA TMHEHHOCTTA B 3aBUCHMOCT OT J[03aTa Bh3 ocHoBa Ha AUC mpemmonara, ge
TEHEKTeIUIa3e MMa HeJTMHEHa (hapMaKOKMHETHKA B U3CJICIBAHUS JI030B JIUANa3oH, T.¢. oT 5 10 50 mg.

Bbr0Opeuno n 4uepHOaAPOOHO YBpEKIAHE

Tbii KaTO TEHEKTeIIa3e ce eMMMUHHpPA Mpe3 YepHHs Apo0, HE ce OYakBa ObOpeuHaTa AUCHYHKIUS 1a
OKa)Xke BIMSAHME Ha (hapMaKOKMHETHKATa Ha TeHEeKTerase. ToBa ce MOJKperns 1 OT JaHHUTE OT
NPOYYBaHUATA NIPU )KUBOTHHU. Bbrpeku ToBa epekThT Ha ObOpeuHaTa 1 YepHOAPOOHATA TUCHYHKIHS
BBPXY (apMakOKMHETHKATa Ha TEHEKTeIIa3e MU Xopa He € CIeluanHo uicneasad. CleoBaTeIHO He
Morart 1a ObaaT JaJeH IPENOPBKH 3a KOPUTHPAHE 103aTa HA TEHEKTEIIa3e PH HAUEeHTH C
4YepHOAPOOHA U TeXKa OhOpedHa HeIOCTaThYHOCT.

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

HNHTpaBeHO3HOTO MPHIOKEHUE HA €IUHUYHA J1032a MIPH ILTHXO0BE, 3aMIM U Ky4eTa BOJU CaMo JI0
JI0303aBUCHMHU U 00OpAaTUMU IMPOMEHHU B MIapaMETPUTE Ha KoaryJalusTa ¢ JIOKaJICH KPhbBOU3IUB Ha
MSICTOTO Ha WH)KEKTHpaHe, KOMTO ce CUHTa 3a TOCIEeICTBIE OT (PapMaKOAWMHAMUYHUS ePeKT Ha
TeHekTeruiaze. [I[poyuBaHusTa 32 TOKCUYHOCT MPU MHOTOKPATHO IIpUJIaraHe MpH IUTbXOBE U Ky4yeTa
MOTBBPXKJIABAT rOPECIIOMEHATHTE HAOIIOACHHUS, HO TIPOIBIDKUTEIIHOCTTA HA MTPOYYBAHUSATA ©
OTpaHHMYEHa JI0 JBE CEIMUIIH MTOpaar 0Opa3yBaHe HA AaHTUTENIA KbM YOBEIIKHS TPOTEHH
TEHEKTeIUIa3e, KOeTO BOJIU 10 aHA(DHUIaKCHsI.

DapMaKkoIOTHYHUTE JaHHU 33 0€30MaCHOCT TPH IBJTOONAIIATH MaKaly pa3KpUBaT peAyKLHUs Ha
KPBBHOTO HalArase, nociensana ot npomenu B EKI', HO Te3u edekTr Bb3HUKBAT IPH €KCIIO3ULINH,
3HAYUTEITHO MO-BUCOKH OT KJIIMHUYHATA €KCIIO3HIIHA.

IIpoyuBaHusATa 32 pENPONYKTUBHA TOKCHYHOCT, C OTJIE] Ha OKa3aHUETO U MPHIIOKEHUETO Ha
€AMHUYHA J103a [IPU XO0pa, ca OTPaHUYEHH [0 €IHO MPOYYBaHe 32 eMOPHOTOKCUYHOCT NPH 3alLly,
KOWTO Ca 4yBCTBUTENEH BUJ. TeHEKTenase MpeIu3BUKBa CMBPT Ha LSUIOTO KOTUJIO B CPEAATA HA
emOproHanHus nepuoz. Korato TeHekTenase ce npujiara npu OpeMeHHH XUBOTHU B cpesiaTa Wid B
Kpasi Ha eMOPHOHAIIHUS [IEPUO/I, € HaOJII0JaBaHO BarMHAIIHO KbPBEHE Ha CJIEABAIINS ICH CIel
mbpBaTa 7103a. BropuiHa cMBPTHOCT € HaOMoJaBaHa 1-2 THU no-KbCHO. JImceBaT qanHu 3a
NpUIOKEeHHUE Tipe3 (eTamTHus IEPHOI.

3a To3H KJ1ac peKOMGI/IHaHTHI/I IIPOTENHU HE CC OYaKBa Jla Ca MyTarcHH! WJIM KaHIOCPOIr€HHU U HE €
HeO6XOIII/IMO MMPOBCKAAHETO HA MPOYyYBaHUA 3@ TCHOTOKCUYHOCT U KaHILICPOIrCHHOCT.

Cren MHTPaBEHO3HO, MHTPAaapTEPUAIHO WK apaBeHO3HO NPHIIOKEHUE HAa KpalHUsI ChCTaB Ha
TEHEeKTeIl1a3e He € HaOJIt0JaBaHo JIOKAITHO Bh3MalleHHe Ha KPBbBOHOCHHUS Ch/I.

6. DAPMALIEBTUYHU JAHHU

6.1 Chnucbk HAa IOMOIIHHUTE BelleCTBA

Apruaua

Konuenrpupana pocdopna kucenuna (E 338)

[ommcop6ar 20 (E 432)
OcraTbh4HU CJIe/IM OT MPOU3BOJICTBEHHUS MPOIIEC: TCHTAMHUIINH
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6.2 HecnbBMecTHMOCTH
Metalyse e HeCbBMECTUM ¢ HH(DY3HOHHHU Pa3TBOPH Ha TIIIOKO3a.
6.3 Cpok Ha rogHocT

CpoOK Ha TOIHOCT, KaKTO € OIMaKOBaH 3a Impoaaxoa

3 roaguHu

PexoHCTHUTYHpaH pa3TBOp

XvuMuyHa U (pU3NIHA CTAOWITHOCT B IEPHOJIa Ha U3IOJ3BaHE € JIoKa3aHa 3a 24 yaca Ipu TeMIeparypa
2-8 °C u 3a 8 vaca npu temmieparypa 30 °C.

OT MUKpOOHOJIOTYHA IJIEAHA TOUKA PEKOHCTUTYHPAHUAT Pa3TBOP TPsAOBa J1a ce M3I10J13Ba He3a0aBHO.
AKo He ce U3M0J13Ba He3a0aBHO, BPEMETO Ha ChXpaHEHHUE B NIEpHO/ia Ha M3IMOJI3BAHE U YCIOBUATA Ha
ChXpaHEHHE Tpey yIoTpeda ca OTTOBOPHOCT HA MOTPEOUTENS 1 OOMKHOBEHO HE TPsiOBa Aa
HajBHUIIABaT 24 Jaca npu Temneparypa 2-8 °C.

6.4 ChnenuaJHM ycJI0BUS HA ChbXpaHeHHe

[a He ce cpxpansBa Hax 30 °C. CrxpansBaiite iakoHa B KapTOHEHATa OMaKOBKa, 32 Ja ce Mpe/na3u
OT CBETJIMHA.

3a ycloBuUATa Ha ChbXPaHEHHUE HA PEKOHCTUTYUPAHHSI JIEKAPCTBEH MPOAYKT BIDKTE TOUKa 6.3.

6.5 Bwuxu chabpkaHNe HA ONAKOBKATA

Metalyse 5 000 eguaum (25 mg) npax 3a HHKEKIIMOHEH PA3TBOD

®akon 10 ml ot po3payvHO CTHKIIO ChC CMBA 'yMEHa 3amnymiaika ¢ nokpurtue (B2-44) u obkatka,
HaIBJTHEH C TIPax 3a HHXKEKIIMOHEH pa3TBop. Beekn (akoH chabpika 25 mg TeHEKTerase.

6.6 ChenmuaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa
Metalyse ce pekoHcTUTYHpa upe3 A0OaBsHe Ha 5 ml cTepuiiHa BoJa 3a HHXKEKLMH BbB (JIaKOHa,

ChABPIKAIIL ITPaxa 3a MHKEKIIMOHEH Pa3TBOP, C TIOMOIITAa Ha UTJIa U CIIPUHIIOBKA (HE ca MPeI0CTaBeHU
B OTIaKOBKATa).

1. OtcrpaneTe oOKaTKaTa OT (IIaKoHa.

2. Hambnaere cnpuHIoBKa ¢ 5 ml cTeprIitHa BOJa 32 MHXKEKIMH U IPOOUHTE 3aITylanKaTa Ha
¢rakoHa B cpenara ¢ uriara.

3. JloGaBeTe sUI0TO KOJMYECTBO CTEPUITHA BOJIA 32 HH)KEKIMY BbB (pJIaKOHA, KATO HATUCHETE
0aBHO OyTaIOTO HA CIIPUHITOBKATA HAIOMIY, 32 J1a ce m30erHe oOpazyBaHe Ha TIsHA.

4. JIpbXKTe ClIpUHIIOBKATa 3aKperieHa KbM (pIlakoHa M PeKOHCTHTYUpAiTe upe3 BHUMATEITHO
3aBbpTAHE.

5. PeKOHCTUTYUPAHUST UHKEKIIMOHEH Pa3TBOP € OE3IBETEH 10 OJICI0KBIT, IPO3PAUCH Pa3TBOP.
TpsiOBa 1a ce U3M0a3Ba cCaMO OUCTBP PA3TBOP O€3 HAIMYKME HA YACTHIIH.

6. HemnocpeacTBeHo mpean NpHiIokKeHUETO Ha pa3TBopa 00bpHETE (pJlaKoHa C BCE OILE
NpUKaYeHaTa CIPUHIIOBKA TaKa, e CIPUHIIOBKATA J1a € MO/ Hero.

7. HW3rernere B COPUHIIOBKATA OAXOISAIIOTO KOJIMUecTBO Metalyse peKOHCTHUTYHpaH pa3TBOp B

3aBUCUMOCT OT TCIJIOTO Ha IMalMCHTA.
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TenecHo Terio Ha O0eM Ha TenexTterniase Tenekrerniase

maruenTa PEKOHCTHTYUPAHUS V) (mg)

(kg) pasTBop

(ml)
<60 3,0 3000 15,0
>6010<70 3,5 3500 17,5
>70 1o <80 40 4000 20,0
>80 10 <90 45 4500 22,5
>90 50 5000 25,0
8. Metalyse Moxke Ja ce IpHUII0KH | TIPe3 Beue ChIIeCTBYBAIl HHTPABEHO3€H TbT, CAMO B PAa3TBOP

Ha HaTpueB xyuopua 9 mg/ml (0,9%). B nmkexnuonnus pa3tBop He TpsOBa aa ce 100aBs
HHUKAKbB JPYT JEKAPCTBEH IPOIYKT.

9. Metalyse TpsiOBa 1a ce MPUIIOKHU HA MAIIEHTa HHTPABEHO3HO 3a okoio 5 10 10 cexynau. He
TpsiOBa J1a ce MpuJlara B CUCTeMa, 4pe3 KOSTO ce BIMBAT Pa3TBOPHU, ChABPIKAIY TIIFOK03a, Thid
kato Metalyse € HeCbBMECTHM C pa3TBOP Ha TIIIOKO3a.

10. Cucremara TpsiOBa 1a ce mpomue cie]] HHKeKTUpaHeTo Ha Metalyse, 3a 1a ce JOCTaBH ISLTOTO
KOJITYECTBO.

11. Hewusnon3BaHMAT pEKOHCTUTYHPAH Pa3TBOP TPSOBA a CE U3XBBPIIU.

Heunsnon3BaHuAT IeKapCTBEH MPOIYKT WX OTHAIPUYHUTE MATEPUAITH OT HETO TPsIOBa J1a Ce U3XBBPIIST

B CBbOTBETCTBHUEC C MECTHUTC U3UCKBaHU.

7. HPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/00/169/007

9. JATA HA ITbPBO PASPELIABAHE/IIOJJTHOBABAHE HA PAZPEIIEHUETO 3A
YIHOTPEBA

[Jara Ha epBO pa3pemanane: 23 depyapu 2001 r.

[ata Ha nocnenHo nmoxHosiBade: 23 dhepyapu 2006 r.

10. [ATA HA AKTYAJIM3BUPAHE HA TEKCTA

TMoxpoOHa uHpopMaIlrs 3a TO3H JEKApCTBEH MPOIYKT € Mpe0CTaBeHa Ha yebcalita Ha EBpomneiickaTa
areHIysl mo jekapcraata https://www.ema.europa.eu/.
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https://www.ema.europa.eu/

MPUJIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOUTEJI(M), OTTOBOPEH(HHU) 3A
OCBOBOJKJIABAHE HA TAPTUIN
YCJIOBUSI WJIM OTPAHUYEHUSI 3A IOCTABKA U YIIOTPEBA

APYI'N YCJIIOBUA N UBNCKBAHUA HA PASPEHHIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA 1 EQEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A.  NIPOU3BOAUTEJI(M) HA BUOJOI'MYHO AKTUBHOTOMTE) BEIIECTBO(A) 1
INPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKXJIABAHE HA ITIAPTUAN

Hwme u anpec Ha npousBoauTessi(MTe) Ha GHONOTMYHO akTUBHOTO(MTE) BeuecTso(a)

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65
88397 Biberach/Riss

T'epmanus

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC)., OTFOBODCH(HI/I) 3a OCB060)KI[aBaHe Ha MapTHuauTe

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65
88397 Biberach/Riss

I'epmanus

Boehringer Ingelheim France

100-104 avenue de France

75013 Paris

Dpanuus

IlewaTHaTa TUCTOBKA Ha JIGKAPCTBEHHS MPOAYKT TPIOBa Ja ChIbPrKa KMETO U ajpeca Ha
IMPOU3BOJUTCIIA, OTTOBOPEH 3a OCBO60)KILaBaHCTO Ha CbOTBCTHATA MapTuaa.

b. YCJIOBUS NJIA OTPAHUYEHMNA 3A JOCTABKA U YIIOTPEBA
JlekapCTBEHUST MPOAYKT CE OTIYCKA M0 OrPaHUYCHO JIeKapcKo npeanucanue (Bx. [Ipunoxenwue I

KpaTka xapakTepucTika Ha IPOyKTa, Touka 4.2).

B. JPYI'U YCJIOBUS U UBUCKBAHUSA HA PASPELIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokjaanau 3a oezonacuoct (ITA/IB)

Usuckpanusra 3a nomasane Ha [TAJIb 3a To3u nekapcTBEH MPOIYKT ca MOCOUCHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EUDR cniuchk), npeasuaes B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyJIN3allH, TTyOJIMKYBaHH Ha €BPOTCHCKHS
yeOnopTain 3a JeKapcTBa.

. YCJIo0BUus UJinn OrPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

Henpunoxxumo
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NPUJIOXKEHHUE Il

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Metalyse 8 000 U (40 mg)
mpax v pasTBOPUTEI 3a NHKCKIIMOHCH pa3TBOP
TCHCKTCILJIa3€

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku dnakon chanpika 8 000 eqununm (40 mg) TeHEeKTeILIase.
Bcsika mpeaBapuTeTHO HAITbJIHEHA CIPUHIIOBKA ChABPKa 8 ml pa3TBopHTeL.
[Mpurorsenust pa3tBop cbabpxka 1 000 eqununu (5 mg) reHekreriaze B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Ipax: apruauH, KoHIEHTpHUpaHa (GocdopHa KucenuHa, moaucopdat 20
OcTtaThbuHu CJIeau OT NpOU3BOJACTBCHUS MPOLECC: TCHTAMUIIMH
PasTBOpuTEN: BOAA 32 MHIKEKIIUU

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpUTEN 32 MHXXEKIIHOHEH Pa3TBOP

1 ¢akon npax 3a MHKEKIIMOHEH Pa3TBOP
1 npenBapuTEIIHO HAITBIHEHA CIIPUHIIOBKA C Pa3TBOPUTEN
1 crepuiien aparntop 3a QiakoH

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BbBEXK/JIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
HHTpaBeHO3HO NPUIIOKEHHE cliell pa3TBapsHe ¢ 8 ml pa3TBopuTed.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIEIIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.
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‘ 7. JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

CrenBaiiTe TOUYHO yKa3zaHMATA 3a ynorpeda. HecmazBaneTo mM Moske J1a oBeJie 10 IPHIIOKEHNE Ha
mo-roJsiMa oT Heobxoaumara fo3a Metalyse.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpansgsa Hax 30 °C.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa c€ TPEAIa3u OT CBETINHA.

10. CHEINHUAJIHHU IIPEAIIASHU MEPKU ITPU U3XBBPJISTHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKNBA

‘ 11. HUME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/00/169/005

13. TAPTHUJAEH HOMEP

ITapt. Ne

14. HAYUH HA OTIIYCKAHE
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‘ 15. YKA3AHUNA 3A YIIOTPEBA

JlaHHU, KOUTO TPsIOBA J1a ChABpPKA BHTPEIIHATA CTPAHA HA Kalaka Ha KApTOHEHATa OTMIaKOBKa TIOJT
(dhopmMara Ha MUKTOrpama

Yxka3anus 3a ynorpeda

OtBopere omakoBKara Ha ajantopa 3a ¢guakoH. OTCTpaHeTe KarmavykaTa OT BbpXa Ha CIIPHHIIOBKATA.
OtcrpaHeTe cBassIIaTa ce Karnavka oT (JIakoHa.

P) I11bTHO 3aBHIATE IPEIBAPUTEIHO HATBIHEHATA CIPHHIIOBKA B 4/1aIITOPa 3a (IIAKOH.

€l [Tpo6uiite 3amymankara Ha GIaKoHa B CPEIaTa ¢ IIAIIA HA aJanTopa 3a (IaKkoH.

| lo6aBeTe BOJATA 33 HHKEKIIUH, KATO HATHCHETE GABHO OyTanoTo Ha CIIPUHIIOBKATA HAJIOIY, 32 Ja
ce nzberne oOpasyBaHe Ha IsHA.

[ Jipsxre cipummoBKaTa 3aKkpernena KbM (IaKOHA W PA3TBOPETE UPE3 BHUMATEIIHO 3aBbPTAHE.

§ O6bpHETe (I1aKOHA/CIPHHIIOBKATA U H3TEIVIETE B CIPHHLOBKATA IOAXOIALLHS 00eM OT pasTBopa
cIiope]l yKa3aHusATa 3a JO3UpaHe.

Pa3BwmiiTe ciprHIIOBKaTa OT afanTopa 3a ¢uakoH. Cera pa3TBOPHT € TOTOB 32 HHTPaBeHO3Ha O0ITyC
MHXCKIUS.

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mMepeH 0apKoJ ¢ BKIIIOYCH YHUKAICH HICHTU(UKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Metalyse 8 000 U (40 mg)
Mpax 3a UHXKEKIIMOHEH Pa3TBOP
TCHCKTCILJIa3€

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Beeku duakon chappika 8 000 enuauim (40 mg) TeHEKTeILIa3e.
[MpurorsenusT pa3rop chabpka 1 000 eqununim (5 mg) TeHekreriase B 1 ml.

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

ApruHuH, KOHIICHTpHUpaHa GocdopHa KucennHa, moaucopoar 20
OcraTpuHy ClIeIN OT NPOU3BOJICTBEHHUS MIPOIIEC: TeHTAMUIINH

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

IIpax 3a MHXXEKIMOHEH Pa3TBOP

1 ¢iakon npax 3a HHKEKIIMOHEH Pa3TBOP

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

i.v. cnen pa3tBapsine ¢ 8 ml pa3rBopuTen

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEITA

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

EXP

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha =e ce cbxpansBa Hax 30 °C.
CoxpansBaiiTe ()IakoHa B KapTOHEHATa OMAKOBKa, 3a JIa Ce MPEJnas3u OT CBETIIMHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/00/169/005

13.

ITAPTUJAEH HOMEP

Lot

HAYMH HA OTITYCKAHE

YKA3AHUSA 3A YIIOTPEBA

HUH®OPMAIIMSA HA BPAJIOBA A3BYKA

| 17,

YHUKAJIEH HAEHTUO®UKATOP — JIBYU3BMEPEH BAPKO/{

Henpunoxxumo.

18.

YHUKAJIEH HIEHTUO®UKATOP — JIAHHU 3A YETEHE OT XOPA

Henpunoxxumo.
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA CIIPUHIIOBKATA 3A PA3TBOPUTEJI

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJIAHE

PastBopuTen 3a Metalyse 8 000 U (40 mg) nHTpaBEHO3HO MPUIIOKEHHE CIIE IPUTOTBSIHE

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

8 ml Bosa 3a MHXKEKLIUU

| 6. JIPYTO

Crnier mpUroTBsiHe, 3a MalMeHTy ¢ TenecHo terio (kg):
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Metalyse 10 000 U (50 mg)
mpax v pasTBOPUTEI 3a NHKCKIIMOHCH pa3TBOP
TCHCKTCILJIa3€

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku dnakon chabspka 10 000 equnuiy (50 mg) TeHeKTeIa3e.
Bcesika mpeaBapuTeHO HATBITHEHA CITPUHIIOBKA Chbpxka 10 ml pasTBopuren.
[Mpurorsenust pa3tBop cbabpxka 1 000 eqununu (5 mg) reHekreriaze B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[Ipax: apruanH, KOHIEHTpHUpaHa (GocdopHa KucenuHa, moaucopdat 20
OcTtaThbuHu CJIeau OT NpOU3BOJACTBCHUS MPOLECC: TCHTAMUIIMH
PasTBOpuTEN: BOAA 32 MHIKEKIIUU

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpUTEN 32 MHXXEKIIHOHEH Pa3TBOP

1 ¢akon npax 3a MHKEKIIMOHEH Pa3TBOP
1 npenBapuTEIIHO HAITBIHEHA CIIPUHIIOBKA C Pa3TBOPUTEN
1 crepuiien aparntop 3a QiakoH

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BbBEXK/JIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
HHTpaBeHo3HO NpuiIokeHue ciex pazreapsHe ¢ 10 ml pazrBopurenn.

6. CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TIOCET'A HA JIEIIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.
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‘ 7. JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

CrenBaiiTe TOUYHO yKa3zaHMATA 3a ynoTpeda. HecrmazBanero mM Mosxe 1a oBeJie 10 IPHIOKEHNE Ha
mo-roJsiMa oT Heobxoaumara fo3a Metalyse.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpansgsa Hax 30 °C.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a JIa c€ TPEAIa3u OT CBETINHA.

10. CHEINHUAJIHHU IIPEAIIASHU MEPKU ITPU U3XBBPJISTHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKNBA

‘ 11. HUME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/00/169/006

13. TAPTHUJAEH HOMEP

ITapt. Ne

14. HAYUH HA OTIIYCKAHE
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‘ 15. YKA3AHUNA 3A YIIOTPEBA

JlaHHU, KOUTO TPsIOBA J1a ChABpPKA BHTPEIIHATA CTPAHA HA Kalaka Ha KApTOHEHATa OTMIaKOBKa TIOJT
(dhopmMara Ha MUKTOrpama

Yxka3anus 3a ynorpeda

OtBopere omakoBKara Ha ajantopa 3a ¢guakoH. OTCTpaHeTe KarmavykaTa OT BbpXa Ha CIIPHHIIOBKATA.
OtcrpaHeTe cBassIIaTa ce Karnavka oT (JIakoHa.

P) I11bTHO 3aBHIATE IPEIBAPUTEIHO HATBIHEHATA CIPHHIIOBKA B 4/1aIITOPa 3a (IIAKOH.

€l [Tpo6uiite 3amymankara Ha GIaKoHa B CPEIaTa ¢ IIAIIA HA aJanTopa 3a (IaKkoH.

| lo6aBeTe BOJATA 33 HHKEKIIUH, KATO HATHCHETE GABHO OyTanoTo Ha CIIPUHIIOBKATA HAJIOIY, 32 Ja
ce nzberne oOpasyBaHe Ha IsHA.

[ Jipsxre cipummoBKaTa 3aKkpernena KbM (IaKOHA W PA3TBOPETE UPE3 BHUMATEIIHO 3aBbPTAHE.

§ O6bpHETe (I1aKOHA/CIPHHIIOBKATA U H3TEIVIETE B CIPHHLOBKATA IOAXOIALLHS 00eM OT pasTBopa
cIiope]l yKa3aHusATa 3a JO3UpaHe.

Pa3BwmiiTe ciprHIIOBKaTa OT afanTopa 3a ¢uakoH. Cera pa3TBOPHT € TOTOB 32 HHTPaBeHO3Ha O0ITyC
MHXCKIUS.

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mMepeH 0apKoJ ¢ BKIIIOYCH YHUKAICH HICHTU(UKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

41



JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Metalyse 10 000 U (50 mg)
Mpax 3a UHXKEKIIMOHEH Pa3TBOP
TCHCKTCILJIa3€

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceeku duakon crappika 10 000 equanmm (50 mg) TeHeKTerase.
[MpurorsenusT pa3rop chabpka 1 000 eqununim (5 mg) TeHekreriase B 1 ml.

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

ApruHuH, KOHIIGHTpHUpaHa GocopHa Kucennna, moaucopoar 20
OcraTpuHy ClIeIN OT NPOU3BOJICTBEHHUS MIPOIIEC: TeHTAMUIINH

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHTEN 32 HHXKEKIIMOHEH Pa3TBOP

1 ¢iakon npax 3a HHKEKIIMOHEH Pa3TBOP

‘ 5. HAYHMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXJIAHE

i.v. cnen pasztBapsine ¢ 10 ml pazrBopuren

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEITA

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha =e ce cexpansBa Hax 30 °C.
CrxpansBaiiTe ()JI1aKOHa B KapTOHEHATa OMAKOBKa, 32 JIa C€ MPEJINa3u OT CBETIIMHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/00/169/006

13.

ITAPTUJAEH HOMEP

Lot

HAYMH HA OTITYCKAHE

YKA3AHUSA 3A YIIOTPEBA

HUH®OPMAIIMSA HA BPAJIOBA A3BYKA

| 17,

YHUKAJIEH HAEHTUO®UKATOP — JIBYU3BMEPEH BAPKO/{

Henpunoxxumo.

18.

YHUKAJIEH HIEHTUO®UKATOP — JJIAHHU 3A YETEHE OT XOPA

Henpunoxxumo.
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA CIIPUHIIOBKATA 3A PA3TBOPUTEJI

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJIAHE

PastBopuTen 3a Metalyse 10 000 U (50 mg) uHTpaBeHO3HO MPHIOKEHHE CIIE]] IPUTOTBIHE

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

10 ml Bozxa 3a MHXKEKIUU

| 6. JIPYTO

Crnier mpUroTBsiHe, 3a MalMeHTy ¢ TenecHo terio (kg):
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Metalyse 5 000 U (25 mg)
Impax 3a MHKCKIIMOHCH Pa3TBOP
TCHCKTCILJIa3€

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ¢nakon ceappka 5 000 enuanim (25 mg) TeHeKTem1a3e U apriHIH, KOHICHTPUPaHa
¢dochopra kucennna, nonrcopoat 20.
[MpurorBenust pa3rBop cbabpxa 1 000 exuuuim (5 mg) Tenekremiaze B 1 ml.

3.  CHOUCHK HA HOMOUIHUTE BEIECTBA

OcTaTbuHM CIEOU OT IMPOMU3BOACTBEHHS MTPOLEC: TCHTaMHUIIUH

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

IIpax 3a MHXXEKIMOHEH Pa3TBOP

1 ¢iakon nmpax 3a HHKEKIMOHEH Pa3TBOP

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
1.v. cien pasTBapsiHe ¢ 5 ml cTepuiiHa Bozia 32 MHXKEKLIUHU

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

I[a CE€ CbXpaHsiABa HA MACTO, HEJOCTHITHO 34 JICIIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOIUMO

CreiBaiiTe TOYHO yKa3aHMATa 3a ynorpeda. HecrmazBaneTo M Moske J1a 0BeJIe 710 MPHIOKEHNE Ha
Mo-rojisiMa OT HeoOxoaumara jo3a Metalyse.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ue ce cexpansgsa Hax 30 °C.
CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a Jia ce TPeIna3u OT CBETINHA.

10. CHELHAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/00/169/007

13. TAPTHIAEH HOMEP

ITapT. Neo

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHUKAJIEH U AEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoj ¢ BKIIOYECH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

ETUKET HA ®JTAKOHA

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MIIA) HA BbBEXKJIAHE

Metalyse 5 000 U (25 mg)
Impax 3a MTHKCKIIMOHCH Pa3TBOP
TCHCKTCILJIa3€

2. HAYMH HA ITPUJIOKEHUE

1.v. cieq pa3TBapsiHe ¢ 5 ml Boja 3a UHX.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

‘ 5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 ¢iakoH npax 3a HHKEKIIMOHEH Pa3TBOP

|6.  JIPYTO

CoxpansBaiiTe (1akoHa B KApTOHEHATa ONIAKOBKa, 3a J1a C€ IPEAINa3u OT CBETINHA.
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Metalyse 8 000 equnumm (40 MQ) mpax u pa3TBOPHUTEJI 32 HH:KEKIHOHEH Pa3TBOP
Metalyse 10 000 exmanuu (50 mQ) mpax u pa3TBOpPUTE 32 HHKEKIIMOHEH Pa3TBOP
TeHekTemase (tenecteplase)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, peau 1a Bu 0b/e NPWIokeHO TOBA JeKaAPCTBO, Thil
KaTo T4 ChAbpKka BaxHa 3a Bac undgopmauns
- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.
- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmarieBt.
- AKO TIOJTyYuTe HAKAKBU HEXEJIAHU PEaKllny, yBeoMeTe Bammus jiekap wiu gapmarieBT. ToBa
BKIIFOYBA M BCHYKH BH3MOKHU HEXKEJIaHW PEaKINK, HEOMMCAHH B Ta3M JINCTOBKA. BikTe
TouKa 4.

KakBo chabp:xa Ta3y JHCTOBKA

Kaxkso npencrasisa Metalyse u 3a kakBo ce u3mon3Ba

Kakso TpsiOBa na 3naere, npenu na Bu 0b1e npunoxxen Metalyse
Kak ce mpuiara Metalyse

BBb3M0KHM HEXETaHU pEaKIUU

Kak na cpxpansiBate Metalyse

ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk wdE

1. Kakso npencrasiasipa Metalyse u 3a KakBo ce U310J13Ba
Metalyse npezncrasisBa npax U pa3TBOPUTEN 32 HHXKEKIHOHEH Pa3TBOP.

Metalyse nprHaUIeKH KbM I'pyTia JISKapCTBA, HAPSUSHN TPOMOOIMTHYHY cpeacTBa. Te3n nekapcTBa
TIoMarar Jia ce pa3TBOPSAT KPBBHUTE ChcHpelln. TeHekTemnase € pekoMOnHanTeH GuOpHH-criennpuieH
aKTUBATOP Ha TUIa3MUHOTEHA.

Metalyse ce n3no:nssa 3a jedeHre Ha HH(PapKT Ha MUOKapaa (chbpAeyeH nHApPKT) B pPAMKUTE Ha

6 yaca OT HA4aJIOTO Ha CUMIITOMHUTE U [TIOMara Jia ce pa3TBOPAT KPbBHUTE ChCUPEIH, 00pa3yBaHU B
KPBbBOHOCHHTE ChI0OBE Ha ChpLETO. ToBa oMara J1a ce IpeioTBPaTAT YBPEKAAHUATA, IPHIYNHEHU OT
ChbpAedeH UH(APKT, U € JOKA3aHO, Ye € )KUBOTOCTIACSIBAILO CPEACTBO.

2. Kakso TpsdBa na 3Haere, npeau A1a Bu 0bae npuiioxen Metalyse
Metalyse nsima na Bu 0b/Je npeanucan u npuio:keH ot Bammus nexap

- aKo TMpean CTe UMK BHE3aITHa )KMBOTO3acTpaIaBalia ajepruaHa peakifus (TexKa
CBPBXYYBCTBUTEITHOCT) KbM TEHEKTEIUIA3€, KbM HSKOSI OT OCTAHAIIMTE ChCTABKH Ha TOBA
JIEKapCcTBO (M30pOEHU B TOUYKA 6) MM KbM T€HTAMHIIMH (OCTATHYHU CIICTU OT MTPOU3BOICTBEHHUS
mporiec). AKo He3aBUCHMO OT TOBa JiedeHneTo ¢ Metalyse ce cuuta 3a He0OX0 MO,
CHOTBETHOTO 00OPYABaHE 32 peaHuMaIus TpsOBa Jia Objie He3a0aBHO JOCTHITHO B CIy4ail Ha
HYX]1a;

- aKo MMaTe WM CKOPO CTe MMaiu 3a00JsIBaHe, KOSTO yBeIUdaBa prcka Bu oT KbpBeHe
(KpBBOM3IHB), BKIIOYBAILO:

D3

*  HapylIeHHE, CRhP3aHO C KbPBEHE MM CKIOHHOCT KbM KbpBEHE (KPHBOU3IINB);

MO3bYEH HHCYIIT, IPUYMHEH OT KbPBEHE B MO3bKa (XeMOparndeH HHCYJT) WX HHCYIT 10
HEU3BECTHA NPUYNHA;

MO3bY€H UHCYJIT, IPHYMHEH OT KPBBEH ChCHPEK B apTepHsi Ha MO3bKa (MCXEMUYCH
MHCYJIT) TIpe3 IpeIXxoIHuTe 6 Mecera;

X3

%

O/
0.0
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O/
.0

-,

MHOTO BHCOKO, HEKOHTPOJIHMPAHO KPHBHO HAJISTAHE;

TpaBMa Ha TJIaBara;

TEXKKO YEPHOAPOOHO 3a00JIsIBaHE;

s3Ba Ha CTOMaxa WJIM si3Ba Ha YepBaTa;

BapUKO3HY BEHH HA XPaHOIIPOBOa (BapHIIM HAa XPaHOIIPOBOA);
aHOMaJHsI Ha KPbBOHOCHHTE CHIOBE (HAIIPUMEP aHEBPU3MA);
HSKOU TYMOPH;

J/
.0

7 7
0.0 0.0 -,

/
.0

*,

J/
.0

7
0.0 -,

/
.0

*,

CHPACYHUTE KAy (€HIOKAPINT);
JICMCHITHSL.

7
0.0

BB3MAJICHHE Ha 0OBUBKATa Ha CHPIIETO (IIEPUKAPANT), Bh3MMaJICHHE WIH HHOEKITHSI Ha

- aKo rpuemMare TabJIeTH/KaIcyJIM, U3M0JI3BaHu J1a ,,pa3peaar’” KpbBTa, HAPUMEP KyMapHHOBH

MIPOM3BOAHM KaTO BaphapwH (aHTUKOATYJIaHTH);

- aKo MMaTe Bh3IMaJIeHNe Ha MaHKpeaca (MaHKpeaTuT);

- aKO HACKOPO CTE MPETHPIIENN roJisiMa OIepalns, BKIFOUUTEITHO MO3bYHA HITH CIIHATHA
oreparus.

IpenynpesxaeHus U Npeana3sHu MePKH

BamusiT Jekap me oobpHe crienHaJTHO BHUMaHUe npH Jedenuero ¢ Metalyse

- AKO CTC MMaJIM HAKAKBa aJICPrudHa pCakiua, pasjinidda OT BHE3allHa ) XUBOTO3acCTpallaBalla

aJlepruyHa peakuus (TeXKa CBPbXUYBCTBUTEIHOCT) KbM TEHEKTEIIa3€, KbM HSIKOS OT
OCTaHaJINTE ChCTaBKH Ha TOBA JIEKAPCTBO (M30pOEHU B TOUKA 6) WIIM KbM T'€HTaMUIIMH
(ocTaThuHU cIEaU OT MPOU3BOACTBEHHSI MTPOIIEC);

- aKo MMaTe BUCOKO KPBbBHO HAJISATAHE;

- aKO CTC MMaJIM CTOMAIIHO-YPEBHO UJIKM TCHUTOYPHUHAPHO KBbPBCHEC B PAMKUTE Ha MOCICAHUTE

JieceT JTHU (TOBAa MOJKE JIa IPEIU3BUKA MOsIBa Ha KPBB B M3MPAKHEHUSTA W YPHHATA);

- aKo MMaTe aHOMAJHS Ha ChPJICYHUTE KIanu (HampuMep MUTpPaTHA CTEHO3a) C HapyIlIeH
CBhpJEYEH PUTHM (HAIPUMED MPEICHPIHO MBKICHE);

- aKo Hackopo Bu e mocTaBsiHa MHTPaMyCKYJTHA HHKEKITHUS;

- aKo CTe Ha BB3PacT 75 U MoBeUe rO/INHHU;

— aKko TenecHoTo Bu termo e mox 50 Kg;

- ako Bu e okazBaHa KapIMOITyJIMOHAITHA peaHuMalus (TpbIHa KOMIIPECHS) 3a TIOBEUYE OT
2 MUHYTH;

- aKko HsAKora npeau ToBa Bu e 6wt npumaran Metalyse.

Jleua u roHOIIHN
He ce npenopwsuBa ynorpebata Ha Metalyse mipu jielia U F0HOIIH HA Bh3pacT A0 18 roauHu.

Apyru nexkapcrBa u Metalyse

TpsiOBa na kaxxere Ha Bamms nexap wim GapMmaiieBT, ako pueMare, HaCKOpoO CTe PUEeMallH WA €

BB3MOJKHO JIa TIPUEMAaTe APYTH JICKapCTBa.

BpeMeHHOCT U KbpMEHE

AKO cTe OpeMeHHa WM KbpMUTE, CMATATE, Y€ MOJKE J1a CTe OpeMeHHa WK IUIaHupaTe OPeMEHHOCT,

IOChBETBalTE ce ¢ Bammus JICKap, nmpeau na Bu 6’[),[[6 IMPUIIOKCHO TOBA JICKAPCTBO.

Metalyse cbabpska mosmcopoar 20

ToBa nexapcTBo chabpika 3,2 mg uinu 4,0 mg nonucopOat 20 cboTBETHO BBB Beeku (uakoH 40 mg
win 50 mg. [onmucopbarute MoraT Aa NPUYMHAT ajJepruuHu peakuuu. TpsOBa na kaxkere Ha Bamms

JICKap, ako UMaTC YCTAHOBCHH aJICPIrUuu.
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3. Kak ce npuaara Metalyse

Jlexapsat uzuncisBa Bammata no3a Metalyse criopen tenecHoto Bu Terino o cieanara cxema:

Tenecno termo (kg) oz 60 60 o 70 70 no 80 80 mo 90 Hayg 90

Metalyse (U) 6 000 7000 8 000 9 000 10 000

3a ;a mpeIoTBpaTH 00pa3yBaHETO Ha KPBBHU Chcupeny, Bammsr nekap e Bu npunoxu
JIOTIBJTHUTEITHUS JIEKAPCTBEH MPOAYKT 3aeaHo ¢ Metalyse, Bb3M0OXHO Haii-CKOpO e/ mosiBaTa Ha
TpbIHA OOJIKA.

Metalyse CC IMpwJiara 4pe3 €¢AMHN4YHa WHKCKIUA BbB BE€HA OT JICKAp, KOWTO MMa OIIUT C yHOTpe6aTa Ha
TO3U BUI JICKAPCTBEHU MMPOAYKTH.

Bammsr nexap me Bu npunoxu Metalyse Bb3M0XKHO Haii-CKOpO Clie/1 IosiBaTa Ha rpbHa 00JIKa, KaTo
eIVMHUYHA J103a.
4. Bb3MOKHHM HeKeJIaHU peakluu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKECIAaHNU pCaKIUK, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

OnucaHuTe MO-A0Jy HEXKEIAHN PEAKLIMY ca HOJYUYEHH OT JIMIA, Ha KouTo € npuiarad Metalyse:

Mmoro gectu (Morar fa 3acerHar mosede ot 1 Ha 10 xymm):
- KvpBene

Uectu (Morar na 3acersat mo 1 Ha 10 gymm):

- KbpBeHe Ha MSCTOTO Ha HHXKEKTUPaHE U YOOXKTaHe

. KbpBene ot HOCa

- I'ernToypuHapHO KbpBEHE (MOXE /]a YCTAHOBUTE KPHB B ypHUHATA)

. CuHuHI

- CromaimrHo-4peBHO KbpBEHE (HaIpuMep KbPBEHE OT CTOMAaxa HITM YepBara)

Heuectu (Morar na 3acernar g0 1 Ha 100 gymm):

- HepaBHoMepeH chpaedeH puThM (pernepdy3uoHHH apUTMHN ), TIOHSIKOTa BOJIEIIN 10 ChpACUeH
apecT. ChpJeUHHUAT apecT MOKe Ja OB/ )KMBOTO3aCTpAaIaBalil.

- BrTpemHo kbpBeHe B KOpEeMHATa KyXHUHa (PETPOIIEPUTOHEATHO KbPBEHE)

- KbpBeHe B MO3bKa (MO3B4EH KPHBOU3IHUB). BE3MOXKHE ca CMBPT WM TPAHHO HHBATUAN3UPAHE
cJie]l TI0SIBa Ha KbPBEHE B MO3bKA WIIH JPYTU CEPUO3HU CHOUTHS Ha KbPBEHE.

- KbpBene B ounrte (04eH KPHBOU3IUB)

Penxu (morar ga 3acernar a0 1 Ha 1 000 mymm):

- Hucko kxpbBHO HaJsiTaHEe (XUTIOTOHHUS)

- KbpBene B Oenure npodose (6em01poOeH KPHBOU3IUB)

- CBpBXUYBCTBUTEITHOCT (aHA(PWIAKTOUIHN PEAKIINH), HAIIPUMED ChpOEkK, KOTIPUBHA TPECKA
(ypTukapus), 3aTpyiHEeHO nuinaHe (OpOHXOCMa3bM).

- KbpBene B 001acTTa OKOJIO CHPIETO (XeMOIIepUKap.)

- KpbBen cheupek B 6enus apod (0e1oapodHa eMO0IIns) U B KPbBOHOCHHUTE ChJIOBE Ha IPYTH
OpTaHHH CUCTEMH (TPOMOOTHYHA eMOOTH3AIIHS)

C Hem3BecTHa yecToTa (0T HATMYHUTE JIaHHU HE MOXKe Jia ObJle HanpaBeHa OIeHKa Ha YeCTOTAaTa):
- MactHa eM0o0nus (3ammyiBaHe Ha ChIOBETE OT MAacTH)

— T"anene

— IToBpbiane
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- [loBumiena TenecHa Temmneparypa (Tpecka)
- KpbBomnpenuBane, BcieAcTBHE Ha KbpBEHE

KakTo mpu gpyru TpoMOOJIMTHYHN CPEACTBA, CIEIHUTE CHOUTHS CE€ CHOOIIABAT KATO CIEICTBUE OT
“H(aApKT HAa MUOKapAa W/ OPWIOKEHNE HA TPDOMOOJIUTHII:

Mmoro gectn (Morar fa 3acersar mosede ot 1 Ha 10 mymm):
- Hucko kpbBHO HansiTaHEe (XUTIOTOHUS)

- HepaBHnomepeH chpiiedeH puTbM

- I'ppana 6omKa (CTeHOKApPIUA)

Yecrtu (Mmorar aa 3acersar jo 1 Ha 10 qymm):

- IMocnenpamnia rpbaHa 60aKa/cTeHOKAPANS (PEKYPEHTHA HCXCMUS)
- CepreyeH mpucTb

— CobpaedHa HeJOCTaTHYHOCT

- [oxk, BceAcTBUE HA ChpJIeYHA HEAOCTATHYHOCT

- Br3nanenue Ha 00BUBKaTa HA CHPLIETO

- Ch0upaHe Ha TEUHOCT B OenuTe poboBe (0enoapodeH OToK).

Heuectu (Morar ga 3acernar go 1 Ha 100 gymm):

- CobpaedeH apect

- [IpobGiieM cbe chpAeYHATA KIana I OOBHBKATa Ha CHPIETO (HEIOCTATPYHOCT HA MATpATHATA
KJ1ana, nepuKapAnaIeH U3JIuB)

- Chcupeny BbB BeHUTE (BEHO3HA TPoM003a)

- TedHOCT MEXTy CHPIIETO U HETOBaTa OOBHBKA (ChP/ICYHA TAMIIOHA/IA)

- Pa3kbcBane Ha chpredHMS MyCKYJ (pYNITypa Ha MUOKap/a)

Penxu (morar ga 3acernar a0 1 Ha 1 000 mymmm):
- KpbBeH crcupek B 6enute npodoBe (OernoapodHa emOo0ms)

Te3u CbpAEUHOCHIOBU CHOUTHSI MOTAT Jia ObJaT )KUBOTO3ACTPAIIIaBAIlU U JIa TIOBEAAT JI0 CMBPT.

B ciyyait Ha KbpBEHE B MO3bKa Ce ChOOIIaBaT ChOUTHUS, CBbP3aHU C HEPBHATA CUCTEMA KaTO
CHHJIMBOCT (COMHOJICHTHOCT), TOBOPHU HaPYIIICHUsI, TTapajir3a Ha YacTH OT TSUIOTO (XeMurapesa) u
MIPUITATBIH (THPUYOBE).

Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKXO NOJTyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHH PEaKlny, yBeoMeTe Bamus iexap uin MeJUIuHCKa
cectpa. ToBa BKIIF0OUBa BCHUYKH BH3MOKHHM HEOIIMCAHU B T3 JIMCTOBKA HEXKEJIaHH peakiuu. Moxere
CBIIO J]a ChOOIIUTE HEXKEJIAaHHU PeaKIUy JUPEKTHO upe3 HAllMOHAJIHATa CHCTEMa 3a ChOOIaBaHe,
nocodeHa B [Ipunoxenue V. Karo cro0maBare He)xeTaHN peakluy, MOXKETe Jla ]aJieTe CBOS IIPHHOC
3a MoJIy4aBaHe Ha MoBeue HH(opMalrs OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Metalyse

Jla ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTa.

He u3non3BaiiTe TOBA JIEKapCTBO CIIE]] CPOKA HA TOJHOCT, OTOCNA3aH BhPXY €THKETa H KaPTOHEHATa
orakoBka cien ,,l'oned no:/EXP”.

[a ne ce cpxpansiBa Hax 30 °C.
CoxpansBaiiTe (1akoHa B KapTOHEHaTa OMAaKOBKa, 3a JIa c€ MpeAIa3u OT CBETJIMHA.

Benubx cien karo e paztBopeH, Metalyse moxe na ce chbxpansBa 24 yaca npu Temneparypa 2-8 °C u
8 yaca npu Temneparypa 30 °C. Bce nak, mo MUKpoOHOIOTHYHH ChOOpaskeHHs, BamusT gexkap
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O0OMKHOBEHO 1€ M3MOJI3Ba IPUTOTBEHUST HHXEKIIHOHEH Pa3TBOP HE3a0aBHO.

He H3XB’BpJ’IﬂI7[Te JICKapCTBAaTa B KaHAJIM3aluATa UJIU B KOHTCI;’IHepa 3a JOMAalIHH OTIIaaAbIn.
IlonuraiiTe Bammus q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYEC HC M3IOJI3BATC. Te3u
MCPKH 1II€ CIIOMOI'HAaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.

6. ChbabpikaHue HA ONIAKOBKATA U JONbJIHUTEIHA HHOpManus
Kakso cpabp:ka Metalyse

- AKTHBHO BEIIECTBO: TEHEKTEIIa3e.

- Emun ¢nakon chabprka 8 000 enununim (40 mg) tenexreruiasze. Enna npenBaputento
HaITbJTHEHA CIIPUHIIOBKA ChIbpka 8 ml pasrBopuren. Cien pasrBapsine ¢ 8 ml
pastBopuTteln Beceku ml chaspika 1 000 U TeHekTemase.

20078

- Enun daakon ceaspka 10 000 exuaunum (50 mg) Tenekremiase. Exna npeasapuTeaHo
HaIbJIHEHA CIPUHIIOBKA Chabpika 10 ml pasrBopuren. Cuen pasrBapste ¢ 10 ml
pastBopuTten Beceku ml cpaspka 1 000 U TeHekTemnaze.

- Jpyru cheraBku: apriuHuH, KoHeHTpupaHa ¢pochopHa kucennHa (E 338) u monucopbar 20

(E 432).

- Pa3TBOpUTENAT € BOJA 32 HH)KEKIHH.
- I'eHTaMUIMH ce ChABPKA KATO OCTATHYHU CICTU OT MPOU3BOACTBEHHUSI MTPOIIEC.

Kaxk u3riie:kna Metalyse 1 KakBO ChABPKA ONIAKOBKATA

KapTtonenaTa onakoBka chAbpiKa:

- enaunH (iakoH ¢ mnoduindupad mpax ¢ 40 mg TeHeKTemIase, eiHa roToBa 3a yrnorpeoda
MIpeIBapUTETHO HAIThJTHEHA CIIPUHITOBKA ¢ § ml pa3TBOpHUTEN U €UH afanTop 3a (IaKoH.

501051

- eanH (iakoH ¢ Tnoduin3upan mpax ¢ 50 mg TeHeKTemase, eJiHa roToBa 3a yrnorpeoa
MIpeIBapUTeTHO HAITbITHeHa cipuHIoBKa ¢ 10 ml pa3TBopuTen u equH amanTop 3a (GrakoH.

IIpuTesxkaTes Ha pa3pelIeHHETO 32 YNOTpeda U MPOU3BOAUTEN
ITpuTexaTen Ha pa3peLIEHUETO 3a ynoTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

TIpousBoauTen

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

88397 Biberach/Riss

I'epmanus

Boehringer Ingelheim France
100-104 avenue de France
75013 Paris

®paHuus
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPXKETE CE C JIOKATHHUS
MIPE/ICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Boehringer Ingelheim SComm
Tél/Tel: +322 77333 11

Bbbarapus

Bbropunrep Uurenxaiim PIIB I'm6X u Ko. KI" —
KJIOH bparapus

Ten.: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.o.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf.: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EArada

Boehringer Ingelheim EALGc Movonpoconn A.E.

TnA: +302 10 89 06 300

Espafia
Boehringer Ingelheim Espaiia, S.A.
Tel: +34 93 404 51 00

France
Boehringer Ingelheim France S.A.S.
Tél: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

island
Vistor ehf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
Boehringer Ingelheim SComm
Tél/Tel: +322 77333 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fidktelepe

Tel.: +36 1 299 89 00

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim B.V.
Tel: +31 (0) 800 22 55 889

Norge

Boehringer Ingelheim Danmark
Norwegian branch

TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel.: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaéania

Boehringer Ingelheim RCV GmbH & Co KG
Viena — Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organizacna zlozka

Tel: +421 25810 1211



Italia Suomi/Finland

Boehringer Ingelheim Italia S.p.A. Boehringer Ingelheim Finland Ky
Tel: +39 02 5355 1 Puh/Tel: +358 10 3102 800
Kvbzpog Sverige

Boehringer Ingelheim EAAGc Movorpécmnn A.E.  Boehringer Ingelheim AB

TnA: +30 2 10 89 06 300 Tel: +46 8 721 21 00

Latvija

Boehringer Ingelheim RCV GmbH & Co KG

Latvijas filiale

Tel: +371 67 240 011

JlaTa Ha NMOCJIeTHO npepasriexaane Ha jucropkara {MM /ITTT}

Apyru u3rounuuu Ha nHpopmauus

IMonpoOHa uH(popMaIus 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JiekapcTBata https://www.ema.europa.eu.

Tasu nucroBka e HannyHa Ha Bcnuku e3ui Ha EC/EUII Ha yeOcaiita Ha EBpornieiickata areHnus mo
JIEKapCTBaTa.
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JlncroBka: undopmanus 3a norpeduTeNs

Metalyse 5 000 equnumm (25 mg) mpax 3a HHKEKIIMOHEH Pa3TBOP
TeHeKkTeruiase (tenecteplase)

IIpoyeTeTe BHUMATEIHO USJIATA JJUCTOBKA, Ipeau 1a Bu 0bae npuiioxkeHo ToBa JeKapcTBO, Thil
KaTo TH ChAbp:Ka BaxHa 32 Bac nundopmanus
- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.
- AKO UMate HIKaKBH JIOTBIHUTETHA BBIIPOCH, TTonuTaiiTe Bamms nekap ninu gapmarest.
- AKO TOITyunTe HAKAKBU HEXXEJIaH! peakiuH, yBeaomere Bamms nexkap win apmanent. Toa
BKJIFOUBA M BCHUKH Bb3MOKHHU HEKEJaHU PEeaKlUU, HEOMMCAHU B Ta3H JUCTOBKa. BrxkTe
TOuKa 4.

KakBo chbIbLpsKa Ta3M JUCTOBKA

KakBo npencrasnsiBa Metalyse u 3a kakBo ce H3moi3Ba

Kakgo Tpsi0Ba na 3Haete, npeau aa Bu 6bae npunoxen Metalyse
Kak ce mpuara Metalyse

Bb3MOXKHHU HEXKETaHH PEaKIU

Kak na cpxpansiBate Metalyse

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wd P

1. Kaxkso npeacraBiasasa Metalyse u 3a KakBo ce N310J13Ba
Metalyse npencrapisBa npax 3a HHXEKLHUOHEH Pa3TBOP.

Metalyse nprHaAIeKU KbM Ipyla JeKapcTBa, HApPEUeHU TPOMOOIUTHYHH cpeicTBa. Te3u eKapcTBa
1IoMarar Jia ce pa3TBOPST KPbBHUTE ChcUpeln. TeHeKTemase € pekoMOnHanTeH GpuopuH-cennpudeH
aKTHBATOp Ha IUTa3MUHOT€Ha.

Metalyse CC M3II0JI3Ba IIPpU Bb3PACTHH 3a JICHCHUC Ha MO3BbUCH MHCYJIT, IPUYUHCH OT KPBBCH ChbCUPCK
B apTCpHd HA MO3bKa (OCT’Lp HCXCMHUYCH HHCYJ'IT), KOoratro ca usMuHaJIi 11o-MaJIKO OT 4,5 gaca oT
Ha4yaJI0TO Ha CUMIITOMHUTE Ha UHCYJITA.

2. Kakso TpsadBa 1a 3HaeTe, npeau na Bu 0bae npuiioxxen Metalyse
Metalyse nsima 1a Bu ObJe npeanucan u npuiio:ked ot Bammus gexap

- aKo TIpey CTe MMaJli BHE3aITHA )KHBOTO3acTpalllaBalla ajJepruyHa peakius (TexKa
CBPBXYYBCTBUTEITHOCT) KbM TEHEKTEIIIa3¢e, KbM HAKOS OT OCTAHAINTE ChCTABKH HA TOBA
JIeKapcTBO (M30pOeHU B TOUKA 6) WM KbM T€HTAMUIIMH (OCTAThYHH CIIEIN OT MPOU3BOICTBEHUS
mporiec). AKo He3aBHUCHMO OT TOBa JiedeHneTo ¢ Metalyse ce cuuta 3a He00OX0 MO,
ChOTBETHOTO 000OPYABaHE 32 peaHuMallus TPsAOBa Jia Objie He3a0aBHO JOCTHITHO B CIydail Ha
HYXKIa,;

- aKo MMaTe WM CKOPO CTe MMalu 3a00Js1BaHe, KOETO YBEINYaBa PUCKA OT KbPBEHE
(KpBBOM3INB), BKIIOYBAIIIO:

7
0'0

HapyIICHUE, CBBP3aHO C KbPBEHE WM CKIIOHHOCT KbM KbpPBEHE (KPHBOH3IINB);
MHOTI'0 BUCOKO, HCKOHTPOJIMPAHO KPbBHO HAJIATAHE,

TpaBMa Ha IjlaBaTa;

BB3MAJICHHE HA OOBUBKATA HA ChPIETO (TIEPUKAPIUT), BH3MAICHNES WK UHPEKITUS Ha
CBHPJICYHUTE KIIAIHU (€HIOKAP/INT);

TEXKO YepHOAPOOHO 3a00IIsIBaHE;

BapUKO3HY BEHU Ha XPaHOMPOBO/Ia (BapHIIM HA XPAHOIPOBOIA);

K/
.0

*,

K/
.0

*,

X3

%

O/
.0

-,

7
0.0
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O/
.0

-,

s3Ba HA CTOMaXa WITH sI3Ba Ha YepBaTa;
aHoOMaJHsI Ha KPbBOHOCHHTE CHIOBE (HAIPUMEDP aHEBPH3MA);
HSKOU TYMOPH;

KbPBEHE B MO3bKa WJIU Yepera.

7
.0

-,

7 7
0.0 0.0

aKo mpuemMare TaOJIETKHU/KaIcyu, U3MON3BaHH 32 ,,pa3pexkaaHe’” Ha KPbBTa (aHTHKOATyJIaHTH),
OCBEH aKO TIOIXO/IAII0 U3CIIeIBaHE HE TIOTBbPKIaBa KIMHUYHO 3HAYMMOTO AEHCTBUE HAa TOBA
JIEKapCTBO;

aKo CTe MPeThPIEIN MHOTO TeXbK WHCYIIT;

aKo MHCYNTHT Bu npenn3BrUKBa caMo JIEKH CUMIITOMU;

aKo CUMIITOMHTE OBP30 ce moo0psaBart, npeau aa Bu 0bae npunoxen Metalyse;

aKO MMa OTKJIOHEHUsI B CTOMHOCTTa Ha TPOMOOIUIACTHHOBOTO BpeMe (KPbBHO M3CIIEBaHE 32
IpOBEpPKa JTIOKOJIKO T00pe ce cheupBa KpbBTa Bu). ToBa n3cneaBane Moxe 1a naae
OTKJIOHEHHS, aKO CTe MOJTy4aBaIM XeMaprH (JIEKapCTBO, M3IIOJI3BAHO 32 ,,pa3pekaaHe’ Ha
KpBbBTa) B paMKHUTE Ha npeauniauTe 48 Jaca;

aKo cTe TMadeTHK M HAKOTa MPEAN TOBA CTE HMAJI HHCYIIT;

aKo CTe UMAIIM MHCYJT Npe3 U3MHHAINTE TPH MECela;

aKo OposAT Ha TPOMOOIIUTUTE B KPbBTa Bu € MHOT'O HUCHK;

aKo MMaTe MHOTO BHCOKO KpbBHO Hamsrane (Hag 185/110), koeto Moxe na Ob/ie MOHUKEHO
caMo ¢ MH)KEKTHpaHe Ha JIEKapCTBa;

aKo KOJIMYEeCTBOTO 3axap (TIr0Ko03a) B KpbBTa Bu ¢ Muoro Hucko (mox 50 mg/dl) niu muoOTO
Bucoko (max 400 mg/dl);

aKO HACKOPO CTE MMAJIH TOJISIMa ONepanys, BKIIOYUTEIHO OIeparys Ha MO3bKa WIH Ha
rppOHaKa,

ako Hackopo Bu e Onia mpaBena Ouornicus (Tporeaypa 3a B3eMaHe Ha ThKaHHa 1mpooa);

aKo MMaTe Bh3MANCHNE Ha TaHKpeaca (TTaHKPEeaTHT).

IpenynpesxaeHus 1 NpeaNna3sHu MePKH

Bamusit Jekap me oobpHe crienHaTHO BHUMaHUe NpH JedeHnero ¢ Metalyse

aKo CTe UMaJI HIKaKBa ajepruyHa peakiys, pa3jInyHa OT BHE3allHa )KHUBOTO3acTpalllaBaiia
aJlepruyHa peakuus (TeXKa CBPbXUYBCTBUTEIHOCT) KbM TEHEKTEIIa3€, KbM HSIKOS OT
OCTaHaJINTE ChCTABKH HA TOBA JIEKAPCTBO (M30pOEHH B TOUKA 6) WIIM KbM T€HTaMUIIMH
(ocTaThuHU cIE€aU OT MPOU3BOACTBEHHS MIPOLIEC);
aKo MMaTe WIM HACKOpO CTe UMaJIH JPYTH ChCTOSHUS, KOUTO MOBHILIABAT PUCKA OT KbPBEHE,
KaTo:

—  HUHTPaMyCKYJIHA HHXEKLHS;

— JIEKO YBpeXIaHe, HallpuMep IMYHKLUs Ha TOJIEMU ChJIOBE;
aKo cTe Ha Bb3pacT HaJ 80 rOAWHU, Pe3yNTaThT MOXE J1a € N0-HeOIaronpusITeH, He3aBUCHMO OT
nedeHueTo ¢ Metalyse.
Karo 1510 06ave choTHOIMIEHUETO TI0N3a/prck 3a Metalyse rmpu manueHTH Ha Bb3pacT HaJI
80 roguHM € MOJIOKHUTEIHO U Bb3pacTTa cama 1o cebe CH He MPeCTaBiIsIBa IPeUKa 3a JISYEHHUE C
Metalyse;
ako Bu e oka3zBaHa kapauoIyJIMOHaIHA peaHuManus (rpbiHa KOMIPECHs) 3a MOBEYE OT
2 MUHYTH;
aKo HJIKOTa CT€ UMaJId MHCYJT, IPUYMHEH OT ChbCUPEK B apTepus Ha MO3bKa (MCXEeMHUEH
MHCYIIT);
aKo MMaTe aHOMaNHA Ha ChPACYHHUTE Kianu (HampuMep MUTpAIHA CTEHO3a) C HapyIIeH
ChpACYEH PUTHM (HaIIpUMep MPeIChPAHO MBKICHE);
aKO MMaTe BUCOKO KPbBHO HAJISATAHE;
aKo CTe UMaJI I'bpUOBe (KOHBYJICHH) B HAYaJIOTO HAa MHCYJITA,
aKo cTe JUabeTHK;
aKO MPU3HALUTE HA OCThP MCXEMUYEH MHCYIT MPOABIDKABAT CIIE] HOPMAIU3UPAaHE HAa HUCKOTO
KOJINYECTBO 3axap B KpbBTa By, BamusaT nexap Moxxe nak 1a 0OMUCIIH IIPUIIOKEHUE Ha
TPOMOOJTUTUYHO JICUCHHE,
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- aKo HsKora rnpeau ToBa Bu e Oun npunaran Metalyse.

Jeua v roHOIIN
He ce npenopbuBa ynorpedara Ha Metalyse mpu feria v 10HOIIN Ha Bb3pacT 10 18 roauHu.

Apyru aexapcrea u Metalyse

Tps6Ba na kaxxete Ha Bamms nexap wnn apmaneBT, ako MpreMaTe, HACKOPO CTE MPHUEMaTH WA €

BB3MOXKHO J1a TipreMaTte apyru jJekapctBa. OcoOeHo BaKHO € Aa KakeTe Ha Bamms jgexap, ako

TpreMaTe MM HaCKOPO CTe MpHeMalu:

- JIeKapcTBa, KOUTO Ce U3IOJ3BAT 34 ,,pa3pekaane’ Ha KPbBTa,

- HSKOHM JICKapCTBa, KOUTO CE M3ITOJI3BAT 32 JICUCHHE Ha BUCOKO KpbhBHO Hajsrade (ACE
UHXUOUTOPH).

bpemeHHoOCT U KbpMeHe

AKo cTe OpeMeHHA WITH KbPMHTE, CMATATE, U¢ MOXKE J1a CTe OpeMeHHA WM IUIaHupaTe OpeMEeHHOCT,
nochBeTBaiTe ce ¢ Bamms nekap, npenu qa Bu Ob1e NpritokeHo TOBa JIEKapCTBO.

Metalyse cbabp:ka moaucopoar 20

Toga nekapcTBo chabpka 2,0 mg monucopbar 20 BbB Bceku ¢uiakoH 25 mg. [TomucopbaruTe Morar aa
NPUYHHSAT aJepTUYHU peakuu. TpsOBa na kakeTe Ha Bamms nekap, ako uMate yCTaHOBEHH aJiepTUu.

3. Kax ce npuaara Metalyse

Jlexapsit uzuncisisa Barata go3a Metalyse criopen tenecnoto Bu Terio 1o cieanara cxema:

TenecHo teryo (kg) oy 60 60 10 70 70 1o 80 80 o 90 Hax 90

Metalyse (U) 3000 3500 4 000 4500 5000

Metalyse ce nmpuara 4pe3 eAMHHYHA HHKEKIUsI BbB BEHa OT JIEKap, KOWTO MMa OITUT C yrnoTpedara Ha
TO3U BHJI JICKAPCTBEHU IPOAYKTH.

Bamust nekap e Bu npunoxu Metalyse B3M0XKHO Hall-CKOPO Clie]] HAYaJI0TO Ha HHCYJTa, KaTo
eMHUYHA J103a.
4. Bb3MOKHN HeKeTaHN peakiuu

Kakro Bcuukn JICKApCTBaA, TOBA JICKAPCTBO MOXKE J1a NTPECAN3BHUKA HCKCIIaHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Onucanure IO-A0JY HEXKECIaHW PCaKIMM Ca ITOJYYCHH OT XOpa, Ha KOUTO € IIpujIarad Metalvse:

MHoro gectu (Morar fa 3acertart moseue ot 1 mHa 10 mymm):

- KspBene

- KbpBeHe B MO3bKa (MO3bUYEH KPHBOHU3IIMB). BB3MOXKHU ca CMBPT HITH TPaitHO MHBATUAN3UPAHE
CJIe]T TI0IBa Ha KbPBEHE B MO3bKA WIIH JPYTH CEPUO3HU CHOUTHS Ha KbPBEHE.

Uectn (Morar na 3acerrat mo 1 Ha 10 gymm):

- KbpBeHe Ha MACTOTO Ha MHXKEKTUPaHE WK yOOKJaHe

- KspBene ot HOCca

- I'eanroypuHapHO KbpBEHE (MOXKE J1a YCTAHOBHUTE KPHB B ypUHATA)

- CuHuHI

N CromairHo-4peBHO KbpBEHE (HAIIpUMep KbPBEHE OT CTOMAaxa WM YepBara)
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Heuectu (Morat ma 3acernat mgo 1 Ha 100 mgyrmm):
- BbTpemHo kepBeHE B KOPEMHATa KyXUHA (PETPOIIEPUTOHEATHO KhPBEHE)
- KbpBeHe B ounte (04CH KPHBOU3IIHURB)

Penxu (morar ga 3acernar g0 1 ma 1 000 mymm):

- Hucko kpbBHO HaisATaHe (XUITOTOHHMS)

- Kspsene B Oenute npodose (0emonpodeH KPHBOU3IHB)

- CBpPBXYYBCTBHTETHOCT (aHA(PMIAKTONIHN PEaKIH), HAPUMED ChpOek, KOTPUBHA TPECKA
(ypTukapus), 3aTpyHEHO auinaHe (OpOHXOCTa3bM)

- KbpBeHe B 001acTTa OKOJIO CHPIETO (XEMOIIEPUKAP/T)

- KpbBen creupek B 6enust 1pod (OenonpodbHa eMO0musi) v B KpbBOHOCHUTE ChJIOBE HA APYTH
OpraHHU CUCTEMH (TPOMOOTHIHA eMOOIIH3AITH)

C Hem3BecTHa YecToTa (OT HATMYHUTE JaHHHU HE MOKe J1a ObJie HallpaBeHa OIIEHKa Ha YeCTOTaTa):
- MacTtHa em00:1usl (3amyBaHe Ha ChJIOBETE OT MACTH )

- l'anene

- IToBpbiane

- [ToBureHa TenecHa Temmeparypa (Tpecka)

- KpbBomnpenuBane, BcieAcTBHE Ha KbpBEHE

B ciydaii Ha KbpBeHE B MO3bKa Ce ChOOIIABAT CHOUTHSI, CBBP3aHH C HEPBHATA CUCTEMa KaTo
CHHJIMBOCT (COMHOJICHTHOCT), TOBOPHU HAPYIICHMsI, TTapajir3a Ha YacTH OT TSUIOTO (XeMHIIape3a) u
MPUITATBIH (THPUYOBE).

Cho0maBaHe HA HesKeJIAHH PeaKINu

Axo IMMOJIYYUTEC HAKAKBH HCXKCIIaHU JICKAPCTBCHU PCAKIINU, YBEIOMETC Bamus JICKap Wi MCAUIMHCKA
cectpa. ToBa BKIIOYBa BCHUYKH BH3MOXKHH HEOIIMCAHU B Ta3W JINCTOBKA HEXEIaHH peakiuu. Moxere
CBIIO J]a ChOOIIUTE HEXKEJIAHU PeaKIUy JUPEKTHO upe3 HAlMOHAJIHATa CUCTEMa 3a ChOOIIaBaHe,
nocoueHa B Ipunoxenne V. Kato cro0maBare HeXkellaH! Peakiuy, MOXKETe Jia aJieTe CBOS IIPHHOC
3a 1oJTyyaBaHe Ha OBeYe HHQOpMAIUsI OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBate Metalyse

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTa.

He uznomn3Baiite TOBa JIEKapCTBO CJIE] CPOKa Ha TOJHOCT, OTOEI3aH BEPXY €TUKETa U KapTOHEHATa
orakoBka cien ,,l'onen n10:/EXP”.

Ja ne ce cexpansBa Hax 30 °C.
CoxpaHsBaiiTe prakoHa B KApTOHEHATa OMIAKOBKA, 32 J]a C€ Mpe a3y OT CBETINHA.

Crnen karo ce pa3TBopH, Metalyse Moske na ce chxpansiBa 24 yaca npu temmeparypa 2-8 °C u 8 yaca
npu remnepatypa 30 °C. Bee nmak, o MEKpOOHOIOTHYHHE CHOOpakeHus1, BammsaT nexap 0OMKHOBEHO
1€ W3TI0JI3Ba MPUTOTBEHHS HHKEKIIMOHEH Pa3TBOP He3a0aBHO.

He PI3XB’LpJ'I$H71TC JICKApCTBATAa B KaHAJIM3aluATa WU B KOHTCﬁHCpa 3a JOMAIllHH OTIIaaAbIIn.

Ilonuraiite Bamms Q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATa, KOUTO BEYC HC M3IOJI3BATC. Te3n
MEPKH 1II€ CIIOMOIrHAaT 3a OIla3BaHC HAa OKOJIHATa Cpeaa.
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6. ChbabpikaHHue HA ONIAKOBKATA U JONbJIHUTEIHA HHGOpMAaLust
Kakso cpabp:ka Metalyse

- AKTHBHO BEIIIECTBO: TEHEKTEILIA3€.
- Enun daakon ceabpika 5 000 eqununim (25 mg) tenekrermnase. Cien pa3rBapsae ¢ 5 ml
BoJa 3a uHkekImu Beceku ml crabpika 1 000 U tenekreniase.

- Jlpyru chCTaBKU: apruHUH, KOHIIEHTpUpaHa ¢pochopHa kucenmHa (E 338) u momucopbar 20
(E 432).
- I'eHTaMUIMH ce ChIIbpXkKa KaTO OCTAThYHH CJICIU OT POU3BOJICTBEHUS MPOIIEC

Kaxk m3rie:kna Metalyse 1 KakBO ChABbPKa ONIAKOBKATA

KapTOHeHaTa OINaKOBKa CbAbpiKa €IUH Q)HaKOH c25 mg TCHCKTCIIA3€ KAaTOo J'H/IO(i)I/IJ'II/I?;I/IpaH mpax.

IIpuTeikaTes HA pa3pelIeHUETO 32 YIOTPeda H MPONU3BOUTE
[IpurexaTen Ha pa3penIeHHETO 3a yroTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmannus

[IpousBoauten

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

88397 Biberach/Riss

I'epmannus

Boehringer Ingelheim France
100-104 avenue de France
75013 Paris

Opanius
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3a JOBIHHUTENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPXKETE CE C JIOKATHUS
MIPE/ICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Boehringer Ingelheim SComm
Tél/Tel: +322 77333 11

Bbbarapus

Bbropunrep Uurenxaiim PIIB I'm6X u Ko. KI" —
KJIOH bparapus

Ten.: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.o.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf.: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EArada

Boehringer Ingelheim EALGc Movonpoconn A.E.

TnA: +302 10 89 06 300

Espafia
Boehringer Ingelheim Espaiia, S.A.
Tel: +34 93 404 51 00

France
Boehringer Ingelheim France S.A.S.
Tél: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

island
Vistor ehf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
Boehringer Ingelheim SComm
Tél/Tel: +322 77333 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fidktelepe

Tel.: +36 1 299 89 00

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim B.V.
Tel: +31 (0) 800 22 55 889

Norge

Boehringer Ingelheim Danmark
Norwegian branch

TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel.: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaéania

Boehringer Ingelheim RCV GmbH & Co KG
Viena — Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organizacna zlozka

Tel: +421 25810 1211



Italia Suomi/Finland

Boehringer Ingelheim Italia S.p.A. Boehringer Ingelheim Finland Ky
Tel: +39 02 5355 1 Puh/Tel: +358 10 3102 800
Kvbzpog Sverige

Boehringer Ingelheim EAAGc Movorpécmnn A.E.  Boehringer Ingelheim AB

TnA: +30 2 10 89 06 300 Tel: +46 8 721 21 00

Latvija

Boehringer Ingelheim RCV GmbH & Co KG

Latvijas filiale

Tel: +371 67 240 011

JlaTa Ha NMOCJIeTHO npepasriexaane Ha jucropkara {MM /ITTT}

Apyru u3rounuuu Ha nHpopmauus

IMonpoOHa uH(popMaIus 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
1o JiekapcTBata https://www.ema.europa.eu.

Ta3u nucroBka e HannyHa Ha Bcnuku e3uiin Ha EC/EUII Ha yeOcaiita Ha EBporneiickara areHIus mno
JIEKapCTBaTa.
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