KPATKA XAPAKTEPUCTHKA HA TITIPOAYKTA

1. HUME HA JIEKAPCTBEHUSA MPOAYKT

AKTHJIM3E 20 mg npax 1 pa3TBOpUTel 32 MHKEKUMOHEH U HHDY3HOHEH, DAZTPIR 1 HA AFEHUMS 110 /IEKAPCTBATA

ACTILYSE 20 mg powder and solvent for solution for injection and be'f?xk‘i‘k S T i

KoM Pez. Ne .......... aZﬂja}’@/lL{K

2. KAYECTBEH U KOJJUYECTBEH ChCTAB S———

!BG/MA/MP- ....... if oZiLO /”~

1 (b.ﬂaKOH C rnpax C'bJ.l'l;p)Ka:
20 mg aJjTerniasa (a”ep[ase) (CLOTBCTCTBaUJ.O Ha 11 600 000 IU)- Ogoqpe”“ﬁ L e P veemno e

Antenna3sa e nponsseneH ype3 pekomOuHanTHa JIHK TexHonorus, ninosispaia oBapHaiHa KJieTbuHa JIHHHUS
OT KuTaicku xamctep. CneumdryHaTa aKTHBHOCT Ha ajTernsiasa Npy W3MNoM3BaHeTo Ha pUpMeH pedepeHTeH
cranaapt e 580 000 IU/mg. Topa ce noTebp#/1aBa NpH CPaBHIBAHETO C BTOPHSA MEX/yHapO/JeH CTaHIapT 3a
t-PA na C30. Cneunduranumsra 3a cnenrduyHaTa akTHBHOCT Ha anteruiasa e ot 522 000 no 696 000 1U/mg.

[TomouHo(H) BewecTBo(a) ¢ H3BECTHO AEHCTBHE
Bceeku ¢nakon 20 mg ceaspxa 2,0 mg nonucopbar 80 (E 433).
3a NbJIHKA CNHCHK HA MOMOLLHWUTE BELLECTBA, BHXKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA
IIpax u pa3TBOpUTEN 32 MHXKEKLIMOHEH H HH(Y3HOHEH pa3TBOP.

[Tpax®T npezcrasnssa Ge3uBerTeH 10 61e10KbAT HA UBAT JHOGUAN3aT. [OTOBHAT pa3TBOp € npo3paveH u
Oe3uBeTeH 10 OJ1€I0KBIT Ha LBSAT.

4. KIIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

TpomMOOAUTHYHO JIeHEeHHE MPH OCThP HHGhAPKT Ha MHOKapaa (OHUM)

- yckopeH 90 MHHYTEH peXXHM Ha J03HpaHe (BK. Touka 4.2): MpH NauHeHTH, TIPH KOHTO JIEYEHHETO MOKE
na ObJe 3an04YHATO B paMKHTE Ha 6 yaca OT MosiBaTa Ha CHMITTOMMTE.

- 3 4yacoB pe:KHM Ha J03HpaHe (BXkK. Touka 4.2): MpH NaLMEHTH, NPH KOUTO JICYEHHETO MOXKe /1a Obae
3ano4Haro Mexay 6-12 vaca cnen nosBata Ha CHMITOMHTE H NPH KOMTO IMArHO3aTa € KATeropu4HO
NOTBbpAEHA.

Jokasano e, ue AKTHJIM3E namansea cmbpTHOCTTa 10 30-M8 A€H NPH NAaLKEHTH ¢ OCTbP HH(DAPKT Ha

MHOKap/a.

TpomGonuTHYHO JiedeHHe Ha OCTBP MacHBeH OenoapobeH eMOOIM3bM ¢ XeMOIMHAMHYHA HECTAOHIHOCT
(bE)

Juarnozara TpsabBa 1a 6b1e NOTBBpPAEHA, aKO € Bb3MOKHO ¢ 00EKTHBHH METO/IM HA M3C/IEIBAHE KATO
6enoapobHa aHrorpadus WM HEMHBA3HBHH MPOLIEAYPH, KaTO cKaHHpaHe Ha Oenute npobose. Hama
Jl0Ka3aTeJICTBa 3a MOJ0XKHUTENEH e(eKT BbpXY CMBPTHOCTTA M KbCHATA 3a00/1€BAEMOCT, CBBP3aHH C
denoapobHaTa emboHs.

TpoMOOIMTHYHO NIeYeHHE HA OCThP MCXxeMHYeH Mo3byeH HHeyaT (OMM) B pamkure Ha 4.5 yaca che,
HAYAJ0TO Ha CHMITOMMTE W CJl€/l H3KJIFOYBRAHE HA BEPOSTHOCTTA 32 MHHTPAKpPaHHANEH KPbBOMU3JIUE,




4.2 [do3ApoBKA H HAYHA HA NPHRJOKEHAE

AKTHUJIN3E Tpsbra aa ce MpeANHCBa OT NEKapH, KOUTO HMAT OMHT B JIEYSHHETO ¢ TPOMOOIHTHLIA H KOMTO
pa3noJarat ¢ anapatypa 3a MpocjieiiBaHe Ha TOBa JICYCHHE.

AKTHUJIN3E Tpsbea aa ce npunara KOJIKOTO € Bb3MOXKHO NO-PaHO cliel] noapaTta Ha cumnromute. M3nonssa
CE CJIE[HATA CXEMA Ha I03HMpaHe.

Octbp MHOKapAEeH HHDAPKT

Hozuposxa

a)} 90 MuHYTEH (YCKOPEH) PeXKHMM Ha NO3MPAHE 32 NALMEHTH C OCThP MHOKAPACH HHAPKT, IPH KOUTO
JICYEHHETO MOJKE Ja OBl 3aMOYHATO B PAMKHTE Ha 6 yaca oT nossaTta Ha CHMITTOMHTE.

[pH naupeHTH ¢ TenecHo Tero > 65 kg:

O6em, kxoiiTo na ce npunara,
criopesl KOHLUEHTpaLUMATA Ha

anreniasa

1 mg/ml 2 mg/ml
15 mg nHTpaBeHo3HO Homyc, nocneaBal BeaHara ot | 15 ml 7,5 ml
50 mg karo MHTpaBeHO3Ha HHIY3HA C OCTOAHHA 50 ml 25 ml

CKOPOCT B TeYeHHe Ha TbpBHTE 30 MEHYTH,
MOC/eABaHA BEIHATA OT

35 mg Karo HHTpaBeHO3HA HHGY3HA C MOCTOAHHA 35ml 17,5 ml
ckopocT 3a 60 MUHYTH 10 JOCTHTaHe Ha
MaKcHManHa oblia ao3a ot 100 mg

[Ipu naumenTH ¢ TenecHo Terno < 65 kg obwara nosa Tpabsa na 6bae NpHBeAeHa B CHBOTBETCTBHE €
TEJIECHOTO TErJ10, KaKTo ClieBa:

Ob6em, xo#iTO na ce npunara,
crnopeJ KOHLEHTPALHATA Ha
anTernasa
1 mg/ml 2 mg/ml
15 mg uHTpaBeHo3Ho Oonyc, nocaeaBaH BeaHara ot | 15 ml 7,5 ml
0,75 mg/kg TenecHo Terno (1T) kKaro uHTpaBeHo3Ha | 0,75 mbkg Tt | 0,375 ml/kg
WH(}Y3US ¢ MOCTOAHHA CKOPOCT Npe3 MBPBUTE T
30 MHHYTH, nocneaBaHa BejHara ot
0,5 mg/kg TenecHo Teryo (TT) KaTo HHTPaBeHO3Ha 0,5 ml/kg 1T 0,25 ml/kg Tr
HH(Y3HA C MOCTOSHHA CKOPOCT B MPOABIKEHHE Ha
60 MHHYTH

6) 3 4acoB pexKHM Ha 103HpAHE 3a NALHEHTH C OCThP MHOKapAeH HHapPKT, MPH KOMTO JIEYEHHETO MOXe Ja
Obae 3anoynaTo Mexay 6-12 vyaca cnel NoABaTA HA CUMITTOMHETE.
IlpH nauxeHTH c TenecHo Terno > 65 kg:

Obem, KOHTO 112 Ce MpHara,
CNopea KOHLUEHTpaLIHATA Ha
arTenasa

A ‘
1 mg/ml 2mg/m//§§ l
(B

10 mg uHTpaBeHO3HO Oomyc, mocneasaH Beaxara ot | 10 ml
50 mg kaTO HHTpaBeHO3HA HH(Y3HA C MOCTOAHHA 50 ml




CKOPOCT Npe3 MbPBHA Yac, NocJie/IBaHa BEHAra OT
40 mg kaTo HHTpaBeHO3Ha HH(GY3HA C NOCTOsHHA 40 ml 20 ml
CKOPOCT B MPOZR/DKEHHE Ha 2 Maca B0 AOCTHrAHE Ha
MakcHManHa ofwa no3a or 100 mg

Ipu nauneHTH ¢ TenecHo Terno <65 kg:

O6em, KokTO Aa ce npuiara,
Cropel KOHLEHTpALMATA HA

anTeriasa
1 mg/m} 2 mg/ml
10 mg uHTpaBeHO3HO OoNyc, nocieiBaH BegHara oT | 10 ml Sml
HHTPAREHO3HA HH(Y3MA C NOCTOAHHA CKOPOCT B 1,5mbkgrr | 0,75 ml/kg Tr

NPOaL/DKEHHE Ha 3 Yaca 10 AOCTHUraHe Ha
MakcumMansa obwa nosa ot 1,5 mg/’kg TenecHo
Terno (TT)

Honvanumenno nevenue: AHTUTPOMOOTHYHO JOITLIIHUTEITHO JIEHEHHE C€ MPENOPHYBA CIIOPEA ChOTBETHHTE
HACTOAUIM MEXAYHAPOIHH NPETIOPRKH 3a IeHeHHe Ha MauMeHTH ¢ MHOKap/aeH uHdapkr ¢ ST encpaums.

Havuw na npunoxcenve
'oToBuAT pastRop TpaOBa Aa ce nmpwiara MHTpaBeHo3HO. [Ipunara ce peaHara.
3a MHCTPYKUHH Npeay pa3TBapsHe/TIpuiarase, Bx. Touka 6.6.

Octep MacuBeH Senoapoben eMGonHIEM

Hozuposxa
[1pu naumenTH ¢ TenecHo Terno > 65 kg:

OGara ao3a ot 100 mg arreruiasa Tpabea na 6bae npunoxera 3a 2 yaca. HanuuuusaT onut € npy caeaHure
PEXHMH HA AO3HPAHE!

Obem, kofiTo f1a ce npunara,
CNOpea KOHLEHTPALMATA HA

arTeruiasa
1 mg/ml 2 mg/ml
10 mg uaTpaBeHo3HO Gomyc 3a 1-2 MHHYTH, 10 ml 5ml
nocneiBaH BeAHara ot
90 mg xaTo HHTPaBEHO3HA HHY3HA C MOCTOAHHA 90 ml 45 ml
CKOpOCT B MPOABL/DKEHHE Ha 2 4aca 0 JOCTHraHe Ha
MakcumanHa obma nosa or 100 mg




TIMpu naupeHTH C TenecHo Terno < 65 kg:

Ob6em, KoliTO Na ce Npunara,
CHopea KOHLUEHTPALMATA Ha

aTenasa
1 mg/ml 2 mg/ml
10 mg uHTpaBeHo3HO Gomyc, B NPOAB/IAKEHHE Ha 10 ml 5ml
1-2 MHHYTH, NOC/ICIBAH BEAHAra OT
HHTpaBeHO3Ha HHQY3UA C MOCTOAHHA CKOPOCT B 1,5mlkgtr | 0,75 ml/kg 1T
npoab/DKeHHe Ha 2 Yaca 0 JOCTHIaHe Ha
MakchuManHa obia nosa ot 1,5 mg/kg TenecHo
Terno (TT)

Honvanumenna mepanus

Cnen neuenne ¢ AKTHJIM3E tpsa6ea na 61ae 3anouHato (WK BL300HOBEHO) IeYEHHE ¢ XeTlapyH, KoTaro
cToiiHocTuTe Ha aPTT ca no-HHCKH OT yABOEHATa rOpPHA rPpaHHLA Ha HopManHarta croinocT. Undysuara
Tpabea na 6bae cbobpazeHa na noaaspxka aPTT-crofinoctn mexnay 50-70 cexynau (1,5 10 2,5 meti OT
pedepeHTHaTa CTOIHOCT).

Hauun na npunoscenue
TotosusT pa3ztBOp Tpsbera na ce npunara unTpaBeHo3Ho. [Ipunara ce BeaHara. 3a HHCTPYKLMH Npeay
pasTBapsAHe/npinarake, Bx. To4Yka 6.6.

OcTbp HCXEMHYEH MO3BYEH HHCYITT
JleyeHueTo TpAOBa 1a ce NpUiara M NpocjiesBa CaMo OT CMELHaNHCT HERPOJIOT, BiK. TOUKH 4.3 1 4.4,

Jleuennero ¢ AKTHJIM3E Tpa6ea na ce 3anovyHe NpH Bb3PAaCTHH M IOHOWIH > 16-roaMiliHa BB3pacT (BiK.
TOYKH 4.3 H 4.4) KOJMKOTO € BEIMOMKHO TIO-CKOPO, HO HE MO-KBCHO OT 4,5 Haca clieA HA4aloTo Ha
CHMITTOMHTE H CJIe[l H3KJTIOYBAHE HA BEPOATHOCTTA 32 MHTPAKPAHHAJICH KPEBOHIIHB Ype3 ChOTBETHATA
anapartypa 3a o0pasHa auarHoctHka. EQexTsT 0T nedenrero 3aBucH OT akTopa BpeME, CASAOBATENHO, MO~
PaHHOTO 3aMoYBaHe Ha ledyeHHE NOBHINABa BEpOATHOCTTA 3a Gnaronpusaren naxon. Caen 4,5 yaca ot
noABaTa Ha CAMITOMMTE Ha HHCYJT CHOTHOLIEHHETO MONI3a/PHCK, CBBP3aHO C MPHIATaHeTo Ha
AKTHMH3E, € oTpHuaTeHO H 3aTOBa He TpAGBa Ja ce npuiara (B#. To4ka 5.1).

Hozuposka

[Tpenopbumrennara obia go3a e 0,9 mg anrernaza’kg TenecHo terno (MakcumyM 90 mg), xato 10% ot
obilara Ao3a ce MPUNAraT B HAYAIOTO KaTO HHTpaBeHo3Ha 6oiyc 103a, noc/ieBaHa BeAHAra OT OCTaThKa OT
obLuaTa n03a, NPHIOKEH KATO HHTPaBEHO3HA HH(Y3HA B NPOAB/LKEHHE Ha 60 MHHYTH.

TABJIMLA 3A TO3UPAHE ITPU OCTBP HCXEMHWYEH UHCYJIT
Karo ce u3non3ea npenopbMUTENHaTa CTAHAAPTHA KOHUEHTpauua ot 1 mg/ml, obemsT (ml), koiiTo
TpsaOBa fa ¢e MPUIOKH, € paBeH Ha NpenopbYHTelHaTa 1034 (mg)
Terno O0ma xo3a bonyc noza Jo3a 3a uHby3ua*

(kg) (mg) (mg) (mg)
40 36,0 3,6 32,4
42 37,8 3.8 34,0
44 39.6 4,0 35,6 PN
46 414 4,1 37,3 ,Z\SQ_W_“’%},
48 432 43 389 //&‘5“ - c e
50 45,0 4,5 40,5 AY:
52 46,8 47 42,1




54 48,6 4,9 43,7
36 50,4 5,0 45,4
38 32,2 5,2 47,0
60 54,0 54 48.6
62 35,8 5,6 50,2
64 57,6 5,8 51,8
66 594 5,9 53,5
68 61,2 6,1 55,1
70 63,0 6,3 56,7
72 64.8 6,5 38,3
74 66,6 6,7 59,9
76 68,4 6,8 61,6
78 70,2 7,0 63,2
80 72,0 7,2 64,8
82 73,8 7,4 66,4
84 75,6 7,6 68,0
86 774 7,7 69,7
88 79,2 7,9 71,3
90 81,0 8.1 72,9
92 82,8 83 74,5
94 84,6 8,5 76,1
96 86,4 8,6 77,8
98 88,2 8.8 79,4
100+ 90,0 9,0 81,0

* MIPHOXKEHA KaTo KOHUEHTpauua ot 1 mg/ml 8 npoanmxkenye Ha 60 MUHYTH xaTto WHQY3HS ¢ NOCTOAHHA
CKOpOCT.

Honvanumenna mepanus

Jexapcmeq, noeaussquiu Kogzyiayusma/mpomboyumnama Qyuxyus

BezonacHocTTa M ehHKACHOCTTA HAa TO3H PEXKHM, C SAHOBPEMEHHO TIPUIIOKEHHE HA XENAPHH HITH
KHXHOMTOpPH Ha TPOMOOLIMTHATA arpeTalHa KaTo aUeTHICATHLIMIOBA KHCEIHHA 110 BpEME Ha ITbPBHTE

24 yaca cnen nevennero ¢ AKTHIIM3E, Bee olle He € IOCTATBYHO H3CNeABaHa. 3aToOBa, NPHAOKEHHETO Ha
XenapuH HHTPaBEHO3HO HWIH HHXHOHMTOPH Ha TPOMOOLMTHATA arperaiius Kato aueTHICATHLAIOBA KHCEHHA,
TpabBa na ce u3barea npes mupeuTe 24 uaca cnen nevenneto ¢ AKTHIIM3E nopanu nosuiieH xemMoparuueH
PHCK. AKO XeNapHH € NpeaHa3Ha4YeH Aa ce NPWiara NpH APYrH HHAHKALUMH (Hanp. npeAna3BaHe OT ABIGoKa
BEHO3Ha Tpombo3a), no3aTa He TpA6Ra Aa Haasuwara 10 000 1U aHeBHO, NMpWiIoKeHa CYOKYTAHHO.

Havun na npunoscenue
loToBuAaT pasreop Tpabea na ce nmpWiara WHTpaBeHozHO. [Ipuiara ce BeqHara.
3a MHCTPYKUMH MpeiHd pa3TBapsHe/pHIaraHe, B, TOuKa 6.6.

INeanaTpuynaa nonmynanus
Onutet ¢ npunaradeto Ha AKTWJIH3E npu neua # 1oHomn e orpanideH. AKTUIU3E e nporHsonokasaH 3a

NEYEHHE HA OCTHP HCXEMHYEH HHCYNT NP ACLA H IOHOLIHK Ha BB3pacT noa 16 rogunu (Bx. Touka 4.3). Ho3zata
TNPH IOHOLUH HA BB3PacT > 16 TOJAHHH € ChILaTa KaKTO NPH BB3pacTHH (BXK. TOUKa 4.4 32 NPENnoOpbKHTE OTHOCHO
o0pa3HaTa TEXHHKa, KOATO Tpsi0Ba Aa Ce U3NON3Ba NPEAH JIEYEHHETO),

4.3 IIpoTHBOonOKa3’aHMA

CBpPBXYYBCTBHTE/THOCT KbM AKTHBHOTO BELLECTBO HIIH KbM HAKOE OT MOMOIIHHTE BELECTBa, H30poeHH B
TO4YKa 6.1.

TpoTHROonoOKa3zaHuMA NTPH OCTEP MHOAPKT HAa MUOKA OCTpa MacKBHa DenoapobHa eMGonRHd H

HCXEMHYCH HHCYITT:




AKTHJIU3E e npoTHBONOKA3aH B CITy4aHTe, CBbP3aHH C FOMAM PHCK OT KbpPBEHE KaTo:

" 3HaYHTENHO HApYLIEHHE, CBEP3aHO C KbPBEHE, KAKTO HACTOALLO, TaKa H B [IPEIXOAHHTE 6 Meceua

*  Y3BECTHA XEMOparHyHa JHaTe3a

®  J0Ka3aH WX CKOPOILIEH TEXKbk HIH ONaceH KPLBOH3IHB

* aHamHe3a 3a yepexzaane Ha L[THC (Hanp. HeomuiasMa, aHeBpH3Ma, HHTpaKpaHHATHA WIH rpbOHaYHa
onepanms)

®  ckopowHo (mpe3 nocneAHKTe 10 IHH) pakaHe, CKOPOLUHA ITYHKLHMA Ha HEKOMITPECHPAHH
KPBBOHOCHH CBAOBE (Hanp. nyHKUHA Ha v.subclavia WM MyHKUAA Ha v jugularis)

®  TEeXKa HEKOHTPOMHpPaHa apTepHaIHa XHNEPTOHHA (BK. ToYKa 4.4)

*  QakTepuaneH eHAOKAPAWT, NEPHKAPIUT

*  OCTBp MAHKPEaTHT

*  aKTHBHA A3BEHA racTPOMHTECTHHAIHA GOJIECT, BAPHLIH HA XPaHONPOBOAA, H3BECTHA ApTEpHATIHA
aHeBpH3Ma W/ITH apTepHanHO/BEHO3HH ManopMaLuK

®  HEOIMIa3Ma C YBENHUYEH PHCK OT KbpBEHE

®  TeXKO YepHOoOpoOHO 3abonABaHe, BKIIIOYHTETHO YEPHOAPOOHA HEAOCTATHYHOCT, 1IHPO34a, MOpTaNHa
XHMNEPTOHHA (BapHLH HAa XPAHONPOBOLA) U AKTUBEH XeNaTUT

®  ro/fieMH ONepallMH WITH 3HAYHTEHA TPaBMa B MOCAEAHUTE 3 Mecella

EOIIT:J}HHTCJ]HH NPOTHBONOKA3AHHA TIPH OCTHP HHQ&QKT Ha MHOKApDAA H OCTHP MACHBCH 6enonpoben

eMOONH3BM:
*  aHAMHE3a 3a XeMOparH4eH UHCYJIT HIH HHCYNT ¢ HEH3BECTEH NIPOH3XOA,
"  AHAMHE3d 332 HCXEMWYEH MHCYIT WK HNPEXONHa HCXEMHUHA ataka B peaxoaHure 6 Mecella, ¢
H3KJTIOUEHHE HA HACTOAW OCTHP HCXEMHUYEH HHCYT, Bh3HUKHAN B paMKHTE Ha 4,5 yaca
®  MAalMeHTH, NoTyyaBainy eeKTHBHO MEPOPATHO AHTHKOATY/IAHTHO JIeueHHe (Hanp. aHTarOHHCTH Ha
puTaMHH K ¢ INR > 1,3) (B:k. Touka 4.4).

JOMbJIHHTEIHH OPOTHBONOKA3aHHA IPH OCTHP HCXEMHYEH HHCYIIT:

®  JieK HEBPOJOTHYEH AeHLMT HIIH CHMIITOMH, KOHTO 61p30 ce noaoOpaBaT npeaH 3anoysaHe Ha
HH(pYMATA

"  TeXBK MOZBUEH HHCYIT, OlleHeH KIHHHYHO (Hanp. NIHSS>25) w/wmu nocpencTeoM noaxoasuia
obpa3Ha TexHHKa

®  H3IBECTHA AHAMHE3a HWIH NORO3MPAH BLTPeYEpeneH KPLBOUIIHB

®  JaHHH OT KOMITIOTEPHATA TOMOrpaHs 3a HATHYHE HA HHTPAKPaHHANTHA XEMOparus

®  CHMITTOMH, NipeAnonaraly cy6apaxHoHIHa XEMOPArud, JOPK KOraTo JaHHHTE OT KOMMIOThpHATa
ToMorpagus ca HOpMaTHH

"  MAUMEHTH, MOMYYaBallH ePeKTHBHA aHTHKOArynaums (Hamp. aHTArOHHCTH Ha BuTamMuH K ¢
INR > 1,7} (Bk. TOuKa 4.4).

" NpHIOKCHHE Ha XEMapHH B PAMKHTE Ha MpeamecTeaiinTe 48 yaca H TpoMGOILIaCTHHOBC BpeMe Hajl
rOpHaTa rpaHHLIa Ha HOPMANHATA CTORHOCT

®  nauMEHTH C aHaMHe3a 3a MpeJHLIeH HHCYAT H ChIThTCTBALL KHabeT

"  aHaMHe3a 3a NpeJHIleH WHCYNT npe3 nocaeHHTe 3 Meceta

»  Gpoii Ha TPOMOBOLMTH No-Manbk oT 100 000/mm?

®  CHCTOJIHO KPBBHO HangraHe > 185 mm Hg wiu anactonno KH > 110 mm Hg, wnm xorato KH He
MOJKE 1a C€ MOHIKH NMOA TE3W rPAHHLM Ype3 NOAXOJALLO JICHEHHE

* KpbBHa 3axap < 50 mg/dl (Bx. Touka 4.4) win > 400 mg/dl (< 2,8 mMunn > 22,2 mM).

Vnorpe6a npu Aeua u ©OHOUIH
AKTHJIU3E He e noka3aH 3a le4eHHE HA OCTLP HCXEMHYEH HHCYJIT NPH Aella noA 16-roaniuHa Bb3pacT

(oTHOCHO HOHOIIH = 16 rogHHH, BX. Touka 4.4).
4.4 CnennajHu npeiynpe;xaeHns U NpeinasHl MepKH npH ynorpela

Ipocneaumoct
3a na ce nonobpu nNpocaeaHMocTTa Ha OMONOrHYHHTE JeKapCTBEHH NPOAYKTH, HMETO H NapTHA
Ha MPHIOXKEHHA NPOIYKT TpAOBa ACHO Aa ce 3anHcBar.




IMonxonsuara KOHUEHTpaLHA Ha IPOYKTa anTennasla Tpa6sa Aa 6eae H30paHa BHHMATENHO H B COTBETCTBHE
C NMpeaHA3HAYEHHETO 32 ynoTpeba.

Ilpenoprusa ce npu ynorpedara Ha AKTHJIM3E na nMa 3aIb/1KHTENHO Ha paznoNoKeHHe CTAHAAPTHO
o0opyIaBaHe H MEIHKAMEHTH 3a PECYCHHTAIIHS.

CBPBXYYBCTBHTENHOCT

HMmyHHO-MeaNHpaHHTE peakuMK Ha CBPBXYYBCTBHTENHOCT, CBBbP3aHH ¢ npuaokenHero Ha AKTHJIN3E,
MOZKe /12 ¢a MPEAU3BHKAHH OT aKTHBHOTO BELLECTBO aITerU1asa WK HAKOe OT MOMOLIHUTE BewecTsa. Cren
neyeHHeTo He ce Habmoaasa TpaiiHo ¢opMHpaHe Ha aHTUTeNa cpeLLy MOJIEKY/IATa Ha PeKOMOHHAHTHHS
YOBEILKH ThKAHEH 8KTHBATOP Ha IUTa3MHHOTeHa. HaMa cHcTemaTiueH ONMT ¢ MOBTOPHOTO MPHIOKEHHE HA
AKTWIN3E.

ColuecTBYBa CBUIO PHCK OT PEAKLIMH HA CBPBbXYYBCTBHTETHOCT, MEAHHPAHH UPe3 HEMMYHOIOTHYEH
MEXaHH3bM.

AHrHoenemMsT MPeACTAaB/IABa HAH-YeCTaTa PEaKilMA Ha CBPBXYYBCTBHTENHOCT, ChOGLUARAHA NIPH
AKTHJIHU3E. To3u puck Moxe Ja ce yBEIHYH NPH NOKa3aHHETO OCThDP HCXEMHYEH MO3bYEH HHCYIT W/ WIIH
npH chbTeTRamO neueHde ¢ ACE naxubutopH (Bxk. Touka 4.5). ITaunentu, nexysanu ¢ AKTUJIN3E,
Tpsbea na 6xaaT HabmomaBaHy 3a aHTHOEZIEM NO BpeMe Ha M 10 24 yaca cnen MHGY3us.

AKO Bb3HHKHE TEXXKa PEaKUMA Ha CBPBXYYBCTBHUTEITHOCT (Hanp. aHrHoeaem), HHQy3uara Tpabea aa ce cnipe
H He3abaBHO na ce 3anovHe noaxoasiwo gedeHue. To Moxe Aa BKIIOYBA HHTYOHpaHe.

Kbpeene
Haii-uecToTo ycnokHEHHe, KOeTO ce NoARgBa o BpeMe Ha eueHue ¢ AKTHIIU3E, e kupBeHero.

CrirpTeTBaliaTa ynotpeba Ha ApYrH aKTHRHH BELLECTBA, KOMTO MOB/HABAT KOATYJIALHATA HIK
TpoMOOLMTHATA (DYHKLIMA MOXKE A IOTIPHHECE 33 KbpBeHeTo (BX. Touka 4.3) (Bx. Touka 4.2 32 OMH). Trii
kato GpuOpHHBT ce nu3Hpa no Bpeme Ha nedeHHeTo ¢ AKTUJIHU3E, Moxke na ce NosiBY KbpBEHE OT CKOPOLIHA
myHkuua. [opanu ToBa, 1eyeHneTo ¢ TPOMOONIUTHYHH cpencTsa TpsOBa qa ce mpoeexaa 0cobeHo
BHHMATEJTHO, B3¢MaiKH MpeABHI BCHUKH Bb3MOXHH MECTa Ha KbpBeHe (BIUTIOUHTEITHO CJIEA MOCTABAHE Ha
KaTeTbp, apTepHaIHa WIH BEHO3HA IMyHKLIHA H MyHKLH OT Mria). Ynorpebara Ha TRBPOM KaTeTpH,
HHTPaMYCKYJ/IHH HH)KEKLIHH H NIOCTaBsHeTO UM Ge3 Aa ¢ JkH3HeHO Heo0XoauMo, Tpabea na ce usbarea no
BpeMe Ha nevenne ¢ AKTHIIN3E.

B cnyuaii Ha noTeHUHaNHO ONACHO KbpBEHe, 0COOEHO MO3BYHO, TPOMGOMHTHYHOTO NeueHue TpadBa na ce
NPEKPaTH M CEMBTCTBALIOTO NIPIICKEHHE HA XETIAPHH J1a ¢e crpe BeAHara. Brnpeku ToBa, MO MPHHLMI He e
Heo0X0AMMO 3aMECTBAHE Ha KOAry/lalHOHHNTE GaKTOpH NOpagH KPaTKUS NONY)KMEOT H MHHEMANHHS ebekT
BLPXY CHCTEMHHTE KOAarynanHoHHH (akTopH. [ToBeYeTO NaUMEHTH, KOHTO HMAT KbPBEHE, MoraTt Aa 6uaaT
OBNAICHH upe3 NMPEKLCBAHE Ha TPOMOONUTHYHOTO H AHTHKOAryJIJaHTHOTO JieueHue, 00EMHO 3aMeCTBaHE M
PBUHO IPHTHCKAHE H YBpPEIEeHHA KPEBOHOCEH Chbl. AKO B PAMKHTE Ha 4 yaca NpeaH HayaloTo Ha
KPBBOH3/THBA € H3NONI3BAH XEMapHH, TpaGBa na ce 06chaAN W3noN3BaHeTO Ha npotaMuH. [Ipy Mankara yacr
NAlLMEHTH, KOMTO HE CE MOBIUABAT OT Te3H KOHCEPBATHBHA MEPKH, TpAGBa na ce 05CHAH NOAXOAALLO
M3MIOJI3BAHE HA XEMOTpaHC(y3na. Modke fa ce HanpaBH BIHBaHE HA KPUOTIPELIMNATAT, IPACHO 3aMpajeHa
mnasma ¥ TpoMOOUHTHA Maca KaTo el BCAKO NpHaraHe ce NpaBH NpociesBaHe Ha KITHHHYHHTE H
naboparopuuTe nokasateaH. [Ipu KpHONPELMNMTATHO BIHBAHE CE LIENH NOCTHIAHE Ha HUBO HAa QUOPUHOTEH
ot 1 g/l. Kato nocneana anrepHaTiBa MOraT Aa ce NPUIOXKAT aHTHOUOPHHONHTHYHH CPeCTRA.

PHCKBT OT MHTpaKpaHHa/IHa XeMOparua € yBeJHYEH TNPH NaLHEeHTH B CTAPUECKa Bh3PACT H N0 Ta3H NPUYMHA
MpH TAX TpAOBa BHUMATEJHO A2 Gb/ie NPeLeHeHO CHLOTHOLLEHHETO PHCK/NoN3a.

Tpabpa BHHMATEITHO 1A Ce MPELEHH ChbOTHOLIEHHETO Ha MOTEHUHAIHHTE PUCKOBE H 04aKBaHHTE
TEPAaneBTHYHH TI0/13H, 0COGEHO NPH MALMEHTH ¢!
®  MAJIKH CKOPOLIHH TPABMH KaTo OHONCHH, MMyHKLMA Ha IOJIeMH CBAOBE, HHTPAMYCKYJTHH HHKEKUY M =,
®  NPOOBIKHTENHA (> 2 MHHYTH) HIH TPaBMaTHYHA KAPAHOITY/IMOHAIHA PECYCLMTALHS, WIIH CHY: wvw%
Macax
®  [NEUMeHTH, NPOBEKIALH NMEPOPATHO AHTUKOAryJaHTHO NeveHHe: Ynorpebara Ha AKT
Aa ce UMa NpenBui, KOraTo I03aTa HIIH BPEMETO OT NOCACAHHA PHEM Ha aHTHKoaryna
JIeYEeHHE NpaBH OCTATb4HATa eEeKTHBHOCT MAJIKO BEPOATHA, MOTBEPAEHA ¢ NoaxoAaLi(u




33 HIMEPBAHE HA AHTUKOArYJaHTHA AKTHBHOCT Ha CHOTBETHUA(HTE) NPOIYKT(HTE), KaTo
CBIIEBPEMEHHO HE M0Ka3Ba KWIHHHYHA 3HAYHMOCT BBPXY KOaryJalHoHHATa CHCTeMa (Hamnp.

INR < 1,3 (OUM u BE) wn INR < 1,7 (OHH) 3a Buramun K-auraronucts wiu apyr(m) rect(ose),
NOaXoAA(1) 32 APYrH AHTHKOATYNAHTH, Ca B PAMKHTE Ha ChOTBETHMTE POPHH MPAHHMLM Ha
HOpMATA).

TpomboemGonuzsm
VYnotpebata Ha AKTHJIM3E Moxe na noBHILK PUCKA OT BE3HHKBaHE Ha TpomMOoeMOOIHYHH cBOHTHA IpH

MaLKeHTH ChC ChILECTBYBALIH TpoMOH, HaMp. TeBokamepHa TpomGo3a (MUTpalHa CTEHO3a WIH NpeachpARo
MBKIEHE, H JAp.).

[NenuarpuyHa nomynaugKs
3acera e HanuLe OrpaHUYeH oNUT BLB BpL3ka ¢ ynorpeba na AKTHJIM3E npu aeua M 10HOIIH.

Axo ce obmucng npiiarasero Ha AKTWUIN3E 3a neuenue Ha oCcThp HCXeMHYEH HHCYAT IPH BHUMATENHO
W30paHH IOHOILH Ha Bb3pacT > 16 roauHy, nom3ara TpAGBa BHHMATEHO Aa C€ MPELECHH CNIPAMO PHCKOBETE
Bb3 OCHOBA Ha HHAMBHAyanHa OLEHKA, KaTo ToBa TpsAbBa na ce o6chaH ¢ ponuTens/HacToiHuka. KOHomMTE
Ha Bb3pacT > 16 roauHH Tpabra na ObaaT NeKyBaHH CNOPEA CHOTBETHHTE YKa3aHHUA 3a MPHJIaraHe NpH
BB3PACTHH MALIMEHTH, KaTo ¢€ NPOBEAaT CLOTBETHHTE 00pa3sHH H3CJIeABAHHA, 32 Ja e M3KIIFOUH MPHBHACH
HHCYINIT ¥ A3 ce MOTBbPJH apTepHaHa OKTYy3HA, OTTOBapALLa HA HEBPOJOTHYHHA AeDHUMHT (BX. Touka 5.1).

JONBAHUTENHH crielBanHy NpeynpexaeHnd U IpeAnatHl MepkH npH ynorpeba npu ieyeHnne Ha OCThD
HHapKT HA MHOKapaa W OCTEP MacHBeH Genoapoben emMOONHIBM:

Jo3a, Hagsrasama 100 mg anrennasa He TpabGBa Aa ce npunara, ThH KaTo TOBA € CEBP3AHO C
JONBJIHUTENHO YBell4YaBaHe Ha HHTPAKPAHHANHOTO KBPBEHE.,

TMopan# Ta3H NPHYHHA € HeOOXOOMMO CTICLHATHO BHHMaHHE, 3a J1a e OCHIYpH HH(}Y3Ha Ha 03a alTeruiasa,
KOATO € Cropel YKa3aHHATa B Touka 4.2,

OuakBasHTe TepaneBTHYHH NOM3M TpA6Ba Aa 6BLAAT BHHMATETHO CBIIOCTABEHH C BE3MOXKHHA PHCK, 0c00eHo
NpH MalHEHTH:
® CBbC CHCTONHO KphBHO Hairade > 160 mm Hg (Bxk. Touka 4.3)
® TenecHo Terno < 50 kg
® B Hanpe/Hala Bb3PacT, HAMp. MALMEHTH Ha 75 TOHHH H MOBEYE, KOETO MOJKe 1A MOBHIIH PHCKA OT
BBLTPEMO3BLYEH KPbBOHIIIHB.

I'nukonpotens I1b/1lla anTaronscru:
CrenpreTBamoTto u3nonssaie Ha GPIIb/illa aHTaroHHCTH MOBHILIABA PHCKA OT KbpPBEHE.

JonbaHHTENHN cNEUHAIHH NPeayNpeXacHHA H NpeAna3HH MEPKH NpH ynorpeda npH JAe4eHHe Ha OCThP

HHQapKT Ha MHOKapia

Aput™mus:

Koponaprarta TpomGonnsa Moxe Ja A0BEJE 10 APHTMHA, CBbp3aHa ¢ penepdy3us.

ApHTMEA, AbJUKALLA Ce Ha penepdy3us, MOKe Ja N0BEAE A0 CHPASUEH apecT, KOHTO MoXe Ja e
JUBOTOIACTPALABAIL K MOXKE J2 HANIOXKH NPUIAraHE HA KOHBCH{HOHAITHH AHTHAPHTMHYHH TeparuH.

JonbNHUTENHH CNEUHATHH NMpCIYNPEXKACHHA K ITpeanaitii MEPKH TIPH ynorpeba npu 1eyeHne Ha OCThp
HCXEMHYCH HHCYIIT!

TpomGoTHuHOTO NleueHHe M3KCcKBa NOAXOAANI0 HabmoAeHHe. JledeHHeTO H ipocieasBaHeTo TpiabBa na ce
nposexa oT 00y4eH JIeKap ¢ ONUT B HEBPOBACKYTAPHATA FPHXKA H NPWIOKEHHETO HA TPOMOONUTHYHM
JICUEHHS, C anapaTypa 3a MpocieaaBaHe Ha TOBA eueHHe. OOpa3HO-AHarHOCTHHHHTE MEPKH MOXeE Ja ce
CUMTAT 33 NOAXOJALLH, 33 3 Ce MOTBBPJAT TEPANSBTHHHHTE NOKa3aHHUA (BX. Touka 4.1 1 4.2).

Cneyyanum npenynpemcﬂua/ycnonuu € HAMAJIEHO ChOTHOLLUEHHE IIO.TISa./pHCKZ

Kupgene
BBbTpeMo3bYUHHAT KPbBOHIIMB € OCHOBHA HEXETIaHa peaKlus NPU JieeHHe Ha OCTHP HCXEMHYEH
{10 15% ot nauxenTHTe G€3 nosHLiaBaHe Ha obLIaTa CMBPTHOCT M 0€3 3HAYMMO NOBHLIABAHE HA
CMBPTHOCT, KOMOHHHpaHa ¢ TexXka HHBANTMAW3ALMA, T.¢. MOAH(HIHpaHa cKana Ha Pankuu [mRS



B cpasHenue ¢ ApyruTe HHAHKALUMH, alHeHTHTE, NeKyBaHd ¢ AKTHIM3E npu vHAMKALMATA OCTBLP
HCXEMHYEH MO3ZBYEH HHCYAT ¢a HAIOXKEHH Ha 3HAMHTEIHO T10-TOMAM PHCK OT HHTPaKpaHHAIHA XEeMOparus,
THil KATO KbPBEHETO € JIOKATH3HPAHO NPEeAUMHO B 30HaTa Ha HHGapkTa. Topa Baxku 0coGEHO B clleIHHTe
Cllyyau:
®  yBeIM4aBaHE HA BpeMEBHMs HHTEPBAU 3a 3aMO4BAHE HA JICYSHHE CJIEA HAYAIOTO Ha CHMIITOMHTE Ha
HHCYNIT, HAMQTABA KIMHHYHATa nonza. 3atosa npwioxkeHuero Ha AKTWIN3E ne Tpa6ra na ce
ornara.
* [ANHEHTH C NMPEeaLIECTBALIO JIEUYEHHE ¢ AUSTHICANHLMIOBA KHceHHa (ASA) Moxke 14 ca MINOKEHH
Ha [O-TronAM pUCK OT KHTpalepebpaneH KPBBOHITHB H/IWIK CMBPT, 0COOEHO KO JIEYEHHEeTO ¢
AKTHJIH3E ¢ 3abaseHo.
®  M3XOABLT MPH NaLMEHTH B HanpeaHana pb3pact (Hazn 80 roguuu) moxe na e HebnaronpHaATeH B
CpaBHeHHe ¢ MO-MJIalH NaLMEHTH, HE3aBUCHMO OT JieueHMeTo. [Ipy Te3u nauMeHTH € No-BepoATHO
HHCYNITBT 13 € NIO-TEXKBK, KOETO € CBBP3aHO ¢ N0-BHCOK abCONIOTEH PHCK OT HHTPaKpaHHAIEH
KPBBOHRJIHB MPH CpaBHABaHe Ha TPOMOONH3a NPH [O-EKH MHCYITH NMPH NaLMeHTH Cbe WM Ge3
TpomMOoM3a. Benpekn ToBa HANWYHHMTE NAHHH MOKa3Bat, ve obmara nonza ot AKTWIM3E npu
naieHTH Haj 80-romgMiuHa BE3pacT € Mo-Majika B cpaBHeHHE ¢ no-mnanyn naupeHTd. AKTHIIU3E
MOJKe 1a ce Mpuiara rpK NaUMeHTH Ha Bb3pacT Haj 80 roaMHH caMo aKo HHAMBMIyallHaTa Nojiza
HaJBHLIABa pHcka (BX. Touka 5.1). [launeHTHTe B HanpeHana ps3pact Tpsabpa 1a ce H3OUpaT MHOTO
BHHMATENHO MpPeABAA TAXHOTO 00110 3ApaBOCIOBHO CHCTOAHHE ¥ HEBPONOIHYHHUSA HM CTaTYyC.

Cheyuannu 2pynu ¢ HaManeHo CrONMHOUEHUE NON3A/PUCK:
CroTHoLIeHHeTo non3a/prck ot npunoxkeHHero Ha AKTHJIM3E tpabea na 6nae MHOrO BHHMaTENHO
npeneHeHo npu naiyeHTd ¢ OUH cbe cnenHuTe cheTOAHKA:

®  TepancBTHYHATA NOJ3A € HAMAJICHA TIPH NALHEHTH ¢ NPEAX0AEH HHCYAT (BXK. ChILO TouKa 4.3),
KaKTO M TIPH MAllHEHTH ¢ HEKOHTPOJIMpaH nuaber, Thil KaTo ce CHMTA, Ye CHOTHOLIEHHETO
MOJ3a/PUCK € NO-MANKO OJIATONPHATHO, HO BCE NAK € NMOJIOAKHUTENHO NPH Te3 NalMeHTH.

®  [pH NALMEEHTH, TIPH KOHTO CTENEHTA HA HHCYJIT € MHOI'O JiEka, PHCKBT MPERHIIARA OYAKBAHATA NOM3a
(Bx. Touka 4.3).

®  MAUWEHTH ¢ MHOTO TEXEBK HHCYJIT Ca B NO-TONAM PHCK OT HHTPaKPaHHAJIEH KPBBOHIIHB H CMBPT H
He Tpabpa Aa 6bAaT NekysaHH (Bxk. Touka 4.3).

*  [AUMEHTH ¢ MACHBEH MH(APKT ca C M0-rOAAM PHCK OT HEOIArONpPHUATEH H3XO, BKJIKOUYHTENHO TEXKKH
KPBBOU3IHBH K cMBPT. [1pH TaxHBa NallHEHTH CHOTHOIIEHHETO NMOA3a/pHCK TpAOBa na 6bae MHOTO
BHHMATEHO MpeLEHEHO.

®  [IpH NALUHCHTH C HCXEMHYEH MO3BMEH HHCYJIT BEPOATHOCTTA 3a OIaronpHATEH H3X0/ HAMANABA ¢
OTJIaTaHE HA BPEMETO AQ MpHAAraHe Ha JieueHHe CJICA NOsSBaTa HA CHMITTOMM, YBETHYABAaHE HA
BBAPACTTA, MOBHLIABAHE TEKECTTA HA MHCYIITA M NPH NO-BHCOKH HHBA HA KPBBHA 3axXap NpH
3aN04BaHe Ha IEYEHUETO, NOKATO BEPOATHOCTTA OT TEHKKH YBPEKIAHUA 1 CMBPT HIH CHMITTOMH Ha
HHTPAKPAHHATTHOTO KbPBEHE CE YBEJIN4aBa, HE3ABHCHMO OT JIEYEHHETO.

®  rbpY B HAYAJOTO Ha HHCYJITA (TPOMOOIMTHYHO leYyeHHe NMPH Te3H NaluueHTH TpAOBa Aa ce 0OMHCTH
€aMO KOTaTo HAMAa ChbMHEHHE 3a ChCTOSHHE, HMUTHPALLO HHCYT, WK 3HaYMMa TPaBMa Ha rilagara)

®  [IpH NaUHEHTH, KOHTO ITBPROHAYATHO Ca HMANH KPBBHA 3axap < 50 mg/dl, Mmoxe na ce oGMHCIH
TpoMbONIH3a clel KOpHrupaHe Ha CTORHOCTHTE Ha KPBhBHATA 3aXap 0 HOPMANHHTE, AKO AHArHO3aTa
OHH ocrapa (k. Touka 4.3).

Ipocneonsane na kpveromo nanszane

HeobxoauMo e npocnenssadero ua KpreHoTO Hanarade (KH) no speMe Ha nprioxkeHne Ha NeyeHHeTo,
KaKTo Y npe3 mbpBuTe 24 Yaca cnea Toea. [Ipenopnusa ce MpHIGKeHHE Ha HHTPaBEHO3HA
AHTHXHIICPTEH3HBHA Tepanui, ako cuctonHoto KH > 180 mm Hg wnk auacronnoro KH > 105 mm Hg.

Hpyau cneyuannu npedynpescienus
Penepdy3na Ha HexeMHUHATa 30HA MOXKE a HHAYLHpa LepeGpalieH OTOK B 30HaTa Ha MH(apkTa.

INopanu NOBKLICH XEMOparuieH pHcK, JJeYeHHeTo C MHXHOHTOPH Ha TPOMOOLMTHATA arperauus He Tpab
Ja ce 3ano4pa npe3 mLpBUTEe 24 yaca cnen TpoMOONM3aTa ¢ aJTTernnasa.

AKTHUJIU3E cvabprxa noaucopbar 80
Toea nexapcTBo cbabpxka 2,0 mg noaucopbar 80 puB pnakon 20 mg. [NonucopSaruTe MoraT na




aNepTHYHH peaKkLHH,
4.5 BianmoaeiicTBHe ¢ APYIH JieKaPCTBEeRAH NPOIYKTH H APYTrH GopMA A& B3aHMoOIeHcTBRE

He ca npaBenn opnumanyu npoyusaHus Ha 3auMozekcTeHero Ha AKTHUIIM3E ¢ apyru nexapcTsend
MPOAYKTH, YECTO HNOI3BAHH MPH TALHEHTH ¢ OCTHP HHGAPKT HA MHOKApAa, OCTEP MacHBeH GenonpobeH
€MOONH3BM H OCTBP HCXEMHYEH HHCYIIT.

JlekapcTBa, NOBNHABALIH KOArynauuaTa/QyHKIMATa Ha TPOMOOLWTHTE

JlekapcTBEHHTE MPOAYKTH, KOHTO TIOBJIKABAT KOAryJalMaTa, WiH TE3H, MPOMEHALIH (QYHKLIHATA Ha
TpoMOOLIMTHTE, MOTaT J1a MOBHINIAT PMCKA OT KbpBeHE (KOTATO CE MPWIAraT NpeaM, o BpEME Ha WIH Cliel
NleyeHHeTo ¢ antemnasa). Tesu npoRyKkTH TpAOBa Ja ce W30ATBAT Npe3 MbpBHTe 24 yaca ciel JeHeHHeTO Ha
ocThp HexemuyeH HHCYNT ¢ AKTHUJIM3E. Mo oTHOIWEHHE Ha NPeBAPHTENHOTO NIEYEHHE ¢ TE3H BEILECTBA
BiDKTe Toukn 4.2, 4.3 u 4.4,

ACE unxuGuropu
CronprerBamo nevetne ¢ ACE HHXHOHTOPH MOXe 1a YBENMUM PHCKA OT BB3HUKBAHE Ha PeaKLis Ha
CBPBLXYYBCTBHTEIHOCT (BK. ToUKa 4.4).

ConpreTBauiore #3nonssane Ha GPl1b/IIla aHTaroHHCTH NoBHILIABA PHCKA OT KbpBEHE.

4.6 DeprramTer, 6peMEHEOCT H KbPMEHE

BpemenHoct
Hma orpaHiueHH AaHHK ot ynoTpebaTa Ha anTeruiaia npH GpeMeHHH xeHl. HexnuuuyHuTe npoyusanus,

NIPOBEJCHH C aJITETUIA3a NPH JO3H, NO-BHCOKM OT JO3HTE, NPHIATaHH NPH XOpa, MOKa3BaT (eTanHa
HEIPANOCT H/WIH eMOPHOTOKCHYHOCT, KOATO € BTOPHYHA HA W3BECTHATA apMAKOIOTHYHA aKTHBHOCT Ha
JICKAPCTBOTO. ANTTENNA3a HE C€ CYHTA 3a TepaToTe¢HHA (BX. ToYKa 5.3).

B cny‘{aﬁ Ha TEXKO XKHBOTO3ACTpalllaBallo 3abonsBaHe TpﬂGBa Aa cE MNMpEUEHH CHOTHOLWEHHETO MEKIY
NON3aTa OT JISUEHHETO H BB3MOKHHA PHCK.

KnpmeHe
HeusBecTHO € A4TH anTemia3a ce eKCKpeTHpa B HOBELIKATA KBPMa M HAMA AOCTAThUHA HHpOpMaLH 3a

EKCKpeLMATa Ha aJITeflasa B MIISKOTO Ha JXKHBOTHH.
H3nckea ce BuuMaHHe, korato AKTHIIM3E ce w3nonssa npH kbpMelld skeHd H TpsabBa na ce BleMe
peIleHHE AaNH KEPMEHETO € HeOoOXOIHMO Aa C¢ NPEYCTAHOBH Npe3 MbPBUTE 24 yaca cien ynorpebara Ha
AKTWJIHU3E.

DepTunuTeT
Jluncear KIHHMYHM JaHHH 3a deprunuTera npy npunarade Ha AKTUIIH3E. HexiuHHUHHTE HaHHH,

NONy4YeHH MPH MPHIAHE Ha aNTena3a, He NoKa3BaT HexeNaH edekT BxpXy depTundTeTa (BXK. Touka 5.3).
4.7 Edexrn BLpXy cnocofHocTTa 3a modHpane H paboTa ¢ MALIHAH

Henpunoxumo.

4.8 HexenanH JeKapcTEeHH PeaKIHH

Haki-uecTtara HexkenaHa peakuus npu npunoskeruero Ha AKTUJIM3E e xupeenero, Boaemo oo HaMansaBaHe
Ha XEMaTOKPHTa WHIIH CTOHHOCTHTE Ha XeMOTJIOOHHa.

Hesxenanure peakumu, H36poeHH MO-A0My ©a ONPEACTEHH 110 YECTOTA W CHCTEMO-0OpraHeH knac. ['pynure
YECTOTH ¢a ONPEOEeHH CRIIACHO CleaHaTa KOHBEHIHA: MHOTo YecTH {=1/10), yecTn {=1/100 po <1/10),

HeuecTH (=1/1 000 o <1/100), peaky (=1/10 000 no <1/1 000), mHOrO peaku (<1/10 000), ¢ HenIBEEFHT
4ecToTa (OT HATMYHHTE JaHHK He MOXKe Aa Obaec HanmpaBeHa OLCHKa). \ug,\\@,__ i

C mToveHHe Ha BLTPEMO3bYEH KPbBOM3/IME KaTo HEXENaHa peakLis NpH NMoKa3aHHe HeXe
HHCYJIT, KaKTo H penepdy3HOHHH apUTMHH TIPH NMOKa3aHHe ocThp HHAPKT Ha MHOKAPAA, HINE
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NPHYHHM Ja c¢ npeanonara, ve¢ npogunsT Ha GesonacHocT Ha AKTHUJIM3E npu nokazanusTa ocThHp
MACHBCH GCJIOII,]JOGCH eMOOIH3BM H OCTBpP HCXEMHUYEH MO3BYEH HHCYIIT € pa3siH4Y€H OT TO3H IpH
NOKa3aHHETO OCTHP HHGAPKT HAa MHOKApAa.

Tabnuua 1. Hexxenanu peakuyu npu ocTsp MHOKapAeH HHapKT, ocTbp MackseH GenonpobeH eMOONUIbM U

OCTBP HCXCMHYCH HHCYNT

C HCTEMO-0PraHeH
KJ1ac

Hexenana peaknas

XeMOoparuu

MHOTr0O 4€CTH

BRETPEMO3IBYEH KPBBOHAIHB, MIPEACTABJNIABALL OCHOBHA HEXKENAHA PCAKLIHA ITPH
JIEYCHHE Ha OCTHP UCXEMHUUYECH HHCYAT

BCHYKH KPbBOH3JIHBH, BKJIIICHMEHH B Ta3H mﬁnuua, T.€. HHTpAKpaHHAaMHA
XEMOpardad 1 He-HHTpaKpaHHallHa XeMOoparua

YECTH

BLTPEMO3bYHA XEMOpArng (KaTo MO3LYHA XEMOparua, MO3bUeH XeMaToOM,
XEeMOparuyeH HHCYJT, XeMOparu4Ha TpancGopMaLMa Ha HHCY T,
HHTPaKpaHUANeH XeMaToM, cy0apaxHOMAANEH KPBBOHAIHB) MPH JIEYEHHETO Ha
OCTBP MHOKapAeH HH(ApPKT H OCTHP MacHBeH OenoapobeH eMOOMHIBM

(apunreansa xemoparus

racTPOHMHTECTHHAIIHA XeMOparus (KaTo CToMallieH KPLBOU3HB, KbPBEHE OT
CTOMAIIIHA A3Ba, PEKTATHO KbPBEHE, XEMATEME3a, MENIEH, KbPBEHE OT YCTaTa,
KbpBEHE OT BEHLIUTE)

eKXHMO3H

YPOTeHHTANHA XeMoparus (Kato XeMaTypHA, KbpBEHe B YPOF€HHTAIHUA TPaKT)
KBbPBEHE 0T MACTOTO Ha HIDKEKTHpaHe (XeMOparud Ha MACTOTO Ha IMyHKLHS,

XEMaTOM Ha MACTOTO Ha [I0CTABAHE HA KATETHPA, XEMOPAarHa Ha MACTOTO Ha
MOCTABAHE HA KATETHPA)

HECYCCTH

GenoapobHa xemoparus (kaTo XeMo(TH3a, XEMOTOPAKC, XeMOparus Ha
PECMHPATOPHHA TPAKT)

CIHCTAKCHC

YIIHH XeMOPar1u

penxu

O4YHH XEMOPAru{
XEMOMEPHKApS

PETPONEPHTOHEATHO KbPBEHE (KATO PETPONEPHTOHEANICH XEMATOM)

C HEH3BECTHA
yecToTa* **

KbpBEHE B [TApeHXMMHHTE OPraHH (KaTo YepHoApoOHa XeMoparus)

HapyuieHH HA HMYHHATA CHCTEMA

penku

peaKLMH Ha CBPBLXHYBCTBUTETHOCT (KaTo 0GpHB, ypTHKApHs, GPOHXOCNAILM,
AHTHOEEM, XHITOTOHNS, IOK)*

MHOro peikKH

TeXKa aHAQHIAKCHA

Hapymeuml HA HEPBHATA CHCTEMA

MHOT0 peakH

CbOWTHA, CBbP3aHH ¢ HEPBHATA CHCTEMa (KaTo EMWIENTHYEH NPHISARR,
KOHBYJICHH, aha3nd, rOBOPHH HAPYILEHHS, AETHPHYM, OCTBD MOFHUEH. o
CHHAPOM, TPEBOXKHOCT, CObpKBaHe, AENPECHS, NCHX03a), YECTO Bpil
NpHApYAapallld HCXEMHYHH HAHM XeMOPAarH4HH MO3bMHO-CBACB
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Chpacusn aapymenua**

MHOIO YeCTH PEKYpEeHTHA HCXeMHA/CTeHOKAPAHS, XHITOTOHHA H ChpPICYHA
HepocTaThuHOCT/Genoapoben eaem

YecTH KapJWOT€HEH LIOK, Chp/AEUEH apecT H MOBTOPEH HHGapKT

HEYECTH penepdy3HOHHH apHTMHH (KaTO ApHTMHA, eKCTpacucTonH, AV 6710k or 1-a

CTeNeH a0 mbjieH AV 6110k, npeachpAHO MBKACHE/ TpeNTeHe, Spaaukapaus,
TaXHKap/iHs, KAMEPHA apHTM4A, KAMEPHA TAXMKADAHS/MBXKIEHe,
eNIEKTpOMeXaHnyHa aucowarus [EM/I])

MHTpanHa peryprutaiis, 6enonpobeH eMOONHIBM, APYT CHCTEMEH
eMOoIH3BM/MO3BYHA eMOOTHA, NedekT Ha MeXTykaMepHaTa nperpaja

ChbaoBR HapymeHns

peaKH eMO0/IHA, KOATO MOXE Ja JIOBeAE A0 ONpPEAENEeHH NOCIe B B 3aCerHaTHTe
OpraHH

CTOMANIHO-YPEBHHE HAPYIIEHAS

peakH rageHe

C HEH3BECTHA NOBpPBIIAHE

yecToTa***

Hacneapanus

HEYeCTH NOHH)KEHO KPBBHO HAJIATAHE

¢ HEH3BECTHA NOBHLIEHA TENECHA TEMIEpPaTypa

yecToTa* **

Hapangpannsg, oTpaBIHHA H YC/IOXKHERHS, Bb3HAKHAJIA B PE3YJITAT HA HATEPBCHIAR

¢ HEH3IBECTHA MacTHa eMOonM3aLHa (EMOOIH3ALNS ¢ KPHCTAITH XOJIECTEPOIT), KOATO MOXKe 1a

yecToTa*** JOBeJE A0 ONpEAE/IeHH NOCASIHLH B 3ACETHATHTE OPraiH

XHpYPrudeckH H MEAHIMHCKH HHTEPBCHIAH

¢ HECH3BECTHA Kpneonpennrane (ako e Heobxoamumo)

yecToTa***

*Bx. Touku 4.4 u 4.5

**ChbpaeyHH HApPYICHUS

Kakro ripy npyru TpoMGONHTHYHH CPeNCTBa, ClIEAHATE HEKENaHH Peaklliu ce chobImarar KaTo
NOC/IEACTBHE OT HHGADKT Ha MMOKapZa W/WTH NPUNAFAHETO HA TPOMOOIMTHYHATA Tepanus. Te3n chpaeyHH
CBOMTHA MOTaT Ja ca XHBOTO3ACTPALIABALIM M 1a AOBEJAT A0 CMBPT.

** ¥ suncnapaHe HA YeCTOTATA

Tasu HexenaHa peakuus e HabnKonaBana npes NepHOAA C1ell IyckaHe Ha nazapa. 95% e CHIypHo, ue
4YeCTOTaTa He € NO-BHCOKA OT ,,peIKH”, HO MOXe Aa Obje U no-HHcka. TOYHATA OLIEHKA HA YECTOTATa He €
BE3MOKHA, Thi KATO HEXENIGHATA PEAKLHMA HE € OTKPUTA B 6a3aTa JAHHH OT KIMHHYHO H3TMTBAHE NPH

8 299 naumenTH.

Crobuarar ce ciyyau Ha CMBPT W TpaiHO HHBATHAM3MPAHE NPH MALHEHTH, KOHTO Ca NPEThPNEIH MO3BYEH
HHCYNT (BKJTFOYHTEHO HHTPAKPAHHAIHO KbPBEHE) H APYTH TEXKH €ITH30AM HA KbPBEHE.

CrollaBane Ha MONO3UPAHU HEXKENAHH PEAKIIHK
CpobmasaHeTo Ha N0J03MPAHH HEXKETAHH PEAKLMH Clie]l pa3peLiaBaHe 3a yNnoTpeba Ha TeKapCTBEHHS

MPOAYKT e BaxHo. ToBa no3BonsBa Aa MPOALIDKHM HAGNIONEHUETO HA CHOTHOLIEHHETO MO/ T3a/PHCK 34
NeKapCTBEHHA MPOAYKT. OT MEAMLMHCKHTE CICUMANHCTH CE H3HCKBA 1a ChOOLIABAT BCAKA MOJO3MpPAHA
HeXXe/laHa peakLps Hpe3

H3mbnHUTEIHATA areHIHs MO IEKAPCTBaTA
yn. ,,Jdamau Fpyes” Ne 8

1303 Codusa

Ten.: +35928903417

yebcaiit: www.bda.bg.
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49 Ipenocsnpane

CuMnroMH

AKO ce HABHIIW MAaKCHMANHATA NIPENopbUKTElHa J032, C& NOBHIIABA PUCKA OT MHTPaKpaHHAJIEH
KPBBOH3/IHB.

BrnpexH oTHocHTeIHaTa GUOpHHOBA cneLudyYHOCT, cael npeJo3dpaHe Moxke Ja Obae HabnloaapaHa
KIHHHYHO 3HaYMMa PEeAYKLHA Ha GHOpPHHOreH M APYrH KOMIOHEHTH HA KOAryNalMATa Ha KPbBTa.

Jleyenue

B noseuero cnydan, cnen karo tepanuata ¢ AKTHUJIM3E e npekbcHata, € 1OCTaTH4YHO Aa CE H34aKa
¢H3IHONOrHYHATA pereHepauis Ha Te3n GakTopH. AKO BBIIPEKH TOBa BL3HHKHAT TEXKH CIIy4aH Ha KbpBEHE,
MpenopeYBa ce HHOY3HA HA MPACHO 3aMpPa3eHa Mia3Ma, a ako € HeoGX0AMMO, MOKe Ja ce NPIIIOKAT H
CHHTETHYHH aHTH(HOPHHONUTHLA.

5.  ®APMAKOJIOTHYHH CBOHCTBA
5.1 ®PapmakoauHAMHYHHE CBOHCTEA
®apmakorepanepTH4Ha Tpyna: AHTHTpoMGoTHuHH cpeactea, ATC kxox: BO1ADO2

Mexanu3sM Ha JeiicTBHe

Axrusroto Bewectpo Ha AKTHIMSE e anrennasa, pekoMOHHAHTEH YOBCLIKH THKAHEH aKTHBATOD Ha
TUIa3MHHOT€Ha, ITHKONPOTEHH, KOHTO JMPEKTHO NPeBpbILa RAa3MHHOreHa B IasmMiH. Korato ce npunara
HHTPaBEHO3HO, A/TENIa3a OCTABA OTHOCHTEIHO HEAKTHBHA B LIMPKY/aTOpHaTa cHcrema. Beadbk cBbp3aHa ¢
¢GHOPHH, T ce AKTHBHPA, NPOBOKHPAHKH KOHBEPCHATA Ha IUIA3MHHOTEH /10 [LU1a3MHH, KOETO BOMIH J0
pasTeapaHe Ha GpHOPHHOBHA CHCHpeEK.

QapMakoJHHAMHYHH edeKTH

B pe3synrar Ha oTHocHTeTHaTa QHOpHEOBA cneldHUHOCT anTennasa npH a03a or 100 mg 3a 4 yaca
HJOBEXKIA A0 YMEPEHO HaMajIsBaHe Ha HHBaTa Ha UMpKynupamua ¢ubpuHoreH ao 60%, koifro cnen 24 vaca
o6wo ce pr3cTaHOBsABA B Hal 80%. [InasMuHoreH H anda-2-aHTHNNAIMMH cliell 4 Yaca HaAMATABaT A0
¢boTBeTHO 20% H 35% H ce yBennuasar 0THOBO A0 noBeve oT 80% 3a 24 yaca. 3HAUHTENHO K
NPOALDKHTEHO HaMalABaHe Ha HHBaTa Ha UKMPKy/IHpalHa ¢uOpuHoreH € HabmonaBaHO caMO MPH HAKONKO
NaLHeHTa.

KnunnyHa edukacHocT 1 6e30macHocT

B npoyusane, Bxmouramo noseye ot 40 000 naumeHTr ¢ ocTbp MUOKapaeH uHgapkT (GUSTO),
npunoxeHHeTo Ha 100 mg anrennasa 3a 90 MHHYTH NPH CHITLTCTBALIA BEHO3HA HH(Y3HUA HA XENAPHH BOAH
A0 N0-HKUCKA CMBPTHOCT, oTueTera cnel 30 oHH (6,3%) B cpaBHEHME C MPHIOKEHHETO HA CTPENTOKHHA3A, B
Ao3y 1,5 MuioHa eIMHALM 32 60 MHHYTH, 3a€1HO Cbe CyOKYTAHHO MITH MHTPABEHO3HO NPHIOKEH XEMapHH
(7,3%). JlexyBanurte ¢ AKTHJIM3E nanHeHTH ca noKasaiM No-BHCOKA HeCTOTA Ha Bb3CTAHOBABAHE HA
MNPOXOAMMOCTTA Ha ChAOBETE, CBbP3aHH ¢ HHbapkTa Ha 60-Tata 1 90-TaTa MUHYTH clieq TPOMGOITH3ATA B
CPaBHEHHE C NALMEHTHTE, IEKYBaHH CbC CTpenTokHHa3a. He ca orOenssanm pasznuku B 180-tata MHHYTa #
N0-KBCHO.

[Toumxena € cMBPTHOCTTA Ha 30-HA [ed B cpaBHEHHE ¢ NALMEHTHTE, KOMTO HE Ca JIEKYBaHH ¢
TPOMOOIHTHYHA Tepanus.

Ocpoboxnasanero Ha anda-xuapoxcubyrupar-aexuaporenaza (HBDH) e nonskeHo. O6umara kamepaa
(yHKUKMS, KAKTO M ABMAKEHHETO HA ChpPIEYHATA CTEHA B JafieHa 06J1acT € M0-MallKO 3aCErHaTo B CPaBHEHHE C
NaLUHEHTHTE, KOWTO HE ca /IeKYBaHH ¢ TPOMOOIHTHLM.

Ocrep HHbapKT Ha MHOKapaa
ITnane6o-konTponupano npoyurase ¢ 100 mg anrennasa 3a 3 yaca (LATE) e nokazano
CMBPTHOCTTA Ha 30-HMs AeH B cpaBHEHHE ¢ I1ane6o 2a NaLMEHTH, JIEKYBaHH MeXTy 6-1
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Ha cMMNTOMHTE. B ciTydan, NpH KOMTO ca HasHLie ACHH CHMITTOMHM Ha MHOKap/ieH HHapKT, eueHHeTo,
3aM104HATO 10 24 Yaca criell NOSABATA HA CHMITTOMHTE Moxke fa OBae ycnelHo.

Octbp MacupeH benoapobeH eMO0NHIBEM

IIpH nauueHTH ¢ ocThp MacueeH 6enoapobeH eMOOIHIBEM ¢ XeMOAHHAMHYHA HecTabMHOCT,
TpomBonuTHuHOTO Neuenne ¢ AKTHIIM3E nosexna no 6bp3o HamanasaHe Ha pasMepa Ha TpoMOa
HaManABaHETO Ha Hanaraneto B Genoapobuara aprepus. Hama naHHH OTHOCHO CMBPTHOCTTA.

T[1alHEHTH ¢ OCTBp HCXEMHYEH HHCYNT
Ilpu nee npoyusanus, nposeaeH B CALL (NINDS A/B) e otenszaHo 3HAUMTEIHO NOBHILABAHE Ha

NpoLIEHTa NALMEHTH ¢ OnaronpuaTed uaxon (6€3 WiIH ¢ MEHHMANHE YBPEXIaHHA), NIPH NPWIOKEHUE HA
anTeruia3a B cpaBHeHHe ¢ Tianebo. Te3u pesysiraTd ca noTebpAeHH npH winutsaHero ECASS 11 (ex. no-
A07y), HO He ca OWIH NoTBBpAeHH Npy nBe EBponeticku u enHo aonbiaHuTenHo winureane B CAlLL kouto
He ca ycMe/H Aa NONY4YaT CLOTBETHH PE3yTaTH MPH YC/IOBHA, KOWTO HE ChOTBETCTBAT Ha HACTOALIATA
eBpomnelicKa NpoayKToBa HHOpMAaLIA.

ECASS III e nnane6o koHTpoMHpaHo, ABOHHO-CIIANO NPOYYBAHE, MPOBEICHO MPH MALMEHTH ¢ OCTBP HHCYT
BBB BpeMeBH npozopell ot 3 no 4,5 yaca  Espona. Ilpunaranero na neyennero B ECASS Il e
croTBeTcTBaO ¢ eBponeiickara KXIT Ha AKTHJIM3E 3a nokasaHHATa 3a HHCYJIT, ¢ H3K/IOUEHHE Ha ropHaTa
FpaHHLA Ha BPEMEBUA Npo3opell, T.€. 4,5 yaca. [TspBHuHaTa kpafina 1len e HHBANMAHOCTTA, OTUETEHA Ha 90-
HA IEH, pa3felicHa Ha TakaBa ¢ GnaronpuarteH (onpeaeneHa no MoaudHuMpatara ckana Ha Rankin [mRS] ot
0 no 1) unu Hebnaronpuated (MRS ot 2 a0 6) pesyarar. Panaomuszupanu ca 821 naunenty (418 Ha
anrerviasa/403 Ha iaue6o). [o-ronam Spoii natmeHTH ca NocTHrHanK 61aronpHATEH pe3ynTarT ¢ anTeniasa
(52,4%), B cpaBHenHe ¢ mwauebo (45,2%; BepoarHoctHo cvoTHoleHue [OR], 1,34; 95% JIH 1,02-1,76;
P=0,038). YectoraTa Ha Bcaka WHTpakpaHuanHa xeMoparua (MKX)/cumMnroMaTiyla HHTpaKpaHHanHa
xemoparus (cMKX) npu anrennasa e no-sucoko B cpaBHeHHe ¢ ruiauebo (Beaka cHKX 27% cnpamo 17,6%,
P=0,0012; cHKX no ECASS Ill aejmnuuuns 2,4% cnpamo 0,2%. P=0,008). CMBbpPTHOCTTa € HHCKa H C
HE3HAYHTeIHa pa3iHKa Mex Iy anrerutasa (7,7%) u nnane6o (8,4%; P=0,681). Pesynrarure or ECASS 111 B
noarpynara noTBbLPAK/JAaBar, ue No-rojieMHUs BpEMEBH NMPO30PELL € CBBP3aH ¢ MOBHUIEH PHCK OT CMBPTHOCT M
CHMITTOMATHYHA HHTpaKkpaHHaiHa xeMoparus. Pesyarature ot ECASS III nokaseaT nonoxurenHa
KJIHHHYHa Nno/3a npH npuiokeHnere Ha AKTHJIM3E pwB BpeMern mposopel oT 3 H 4,5 uaca, aokato
0b00iIeHHTe TaHHH NOKA3BaT, Y€ HETHATA KITMHAYHA MON3a He € Beye ONaronpHaTHA M0 OTHOLIEHHE Ha
JITeIUIa3a pH BpEMEBH Nposopelt Haa 4,5 vaca.

besonacHocTTa H edprkacHocTTa Ha AKTUJIM3E npu neyeHHe Ha OCTLP HCXEMHYEH HHCYAT B PAMKHTE 10
4,5 yaca OT Ha4aJOTO HAa CHMIITOMHTE A0 3aMQ4BaHe Ha JIEUEHHETO (stroke onset time to start of wreatment
(OTT)) ca oLieHeHH OT NPOBEXKAALINA C€ PETUCTHP 3a OCTHP HexeMuueH HHCyNT (SITS-ISTR: The Safe
[mplementation of Thrombolysis in Stroke registry). B ToBa o6cepBauMOHHO NMpoyUBaHe KpaiiHaTa TOYKa 3a
6ezonacHocT npu 21 566 nexyBaHH NaLMEHTH, JICKYBaHH BEB BpEMEBHA nposopell oT 0 1o 3 yaca, ca
CPaBHEHH ¢ JAHHHTE NpH 2 376 nalMeHTH, NeKyBaHH Mexay 3 H 4,5 yaca ciell HaYaJloTO Ha CUMATOMMTE Ha
OCTpPHA HCXEMHYEH HHCYNT. YecToTaTa Ha CHMITTOMAaTHYHA HHTpaKpaHHalHa XeMoparks (ChIJIacHO
onpeneneHnero Ha SITS-MOST) e 6una no-eucoka NpH BpeMEBHA Npo3opel oT 3 1o 4,5 yaca (2,2%) B
CpaBHeHHe ¢ npo3opeua Ao 3 yaca (1,7%). HueaTta Ha cMBPTHOCT Ha 3-HA MECEL ca CXOHH, CpaBHABaKH
BpeMeBHs npo3opell oT 3 ac 4,5 yaca (12,0%) ¢ Bpemerns nposopen ot 0 fo 3 yaca (12,3%) ¢ HEeKOpHrHpaH
OR 0,97 (95% OH: 0,84-1,13, p=0,70) u xopurupan OR 1,26 (95% AH: 1,07-1,49, p=0,005).
O6ceprauuonHuTe AaHHH OT SITS noakpenaT KIMHHYMHATE JI0XA3aTE/ICTBA 33 BPEMETO OT HAYANOTO HA
CHMITTOMHTE /10 3aMO4YBaHE Ha JIEYEHHETO, KATO BAJKEH Npelcka3sat GakTop 3a H3X0[a OT Noc/IeBalloTo
JIEYEHHE C anTerniasa.

Cmapuecka ev3pacm (rao 80 z00unu)
3a oLieHABaHe Ha MOJI3aTa CIIPAMO PHCKA Ha anTeiasa MpH NalMeHTH Ha Bb3apact > 80 roaHHH ca
H3MO0I3BAHH HHANBUIYATHO KOPHTHPAHH AAHHH OT METa-aHaNM3H 3a 6 756 nauueHTH, BKIIIOYBA
MaLKHeHTH Ha Bb3pacT >80 roauHH, oT AeBET paHAOMHU3IUPAHH KJIWHHYHH H3NHTBAHKSA, CPABHAB
anTernasa c nauebo, KaKTo U OT OTBOPEHH KOHTPOJIHPaHH H3NHTBaHuA. BeposTHocTTa OT 6na
H3x0a oT HHcyATa (MRS 0 - 1 Ha aen 90/180) ce noBHaBa K € CBbP3aHa C NO-rOJAAMa N0J3a 1
BL3PACTOBH IPYIH, aKO JICYEHHETO C€ MPWIOHKH NMo-paHo (p-cToiiHoCT 3a HHdapkT - 0,0203), ka
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OT Bb3pacTTa Ha NAalHEHTHTE.

EgekTsT Ha anTennasa e cXoJeH NpHU NalHeHTH Ha Bb3pacT 80 ronMHU WK No-MNagH [cpedHO BpeMe Ha
OT/laraHe Ha 3anouBaHe Ha JieueHHeTo - 4,1 yaca: 990/2512 (39%) nauMeHTH, IEKYBaHH ¢ alTeIUiasa, B
cpasHeHHe ¢ 853/2515 (34%) nauueHTH, NEKyBaHH C KOHTPOa, IOCTHTHaNH OAarONpHATEH H3X01 Ha JeH
90/180; OR 1,25, 95% 1A 1,10-1,42], kakTo M NpH NaUMEeHTH Ha Bb3pacT Haa 80 roauHu [cpenHo BpeMe Ha
OTJIAraHe Ha 3amouBaHe Ha nedeHueTo 3,7 yaca: 155/879 (18%) naumeHTH, NTeKyBaHu ¢ ANTeNala B
cpaBHeHKe ¢ 112/850 (13%) nauneHTH, NeKyBaHH ¢ KOHTpOJa, NOcTHrHanH Snaronpuste u3xon; OR 1,56,
95% JIU 1,17-2,08].

TMaumeHTH Ha BB3pacT Haja 80 roguHM, TeKyBaHH ¢ anTemnasa a0 3™ vac, 671aronpHATEH W3XOA € MOCTHIHAT
npu 55/302 (18,2%) B cpaBHenHe ¢ 30/264 (11,4%) naupenTH, nexyBanu ¢ koatpona (OR 1,86, 95% U
1,11-3,13), KakTO U MalHEHTH, JI€KYBaHH ¢ anTerviasa ot 3 oo 4,5 uaca 58/342 (17,0%) ca nocTHrHanu
Onaronpusaren uaxon cnpamo 50/364 (13,7%) naumeHTH, NekyBanu ¢ koutpona (OR 1,36, 95% W 0,87-
2,14).

Tun 2 napeHxHMeH KPLBOM3IHE € Bb3HHKHAJ B paMKHUTE Ha 7 oM npy 231 (6,8%) ot 3 391 maumenTn,
NexyBaHH ¢ airervia3a cnpamo 44 (1,3%) or 3 365 naumentH, nekysanu ¢ Kontpona (OR 5,55, 95% TH
4,01-7,70).

@araneH TMN 2 napeHXHMeH KPbBOHANMB € Bb3HHKHA B paMKkHTe Ha 7 aHK npH 91 (2,7%) nauneHTH,
NeKyBaHH ¢ antennasa cnpamo 13 (0,4%) mauueHTu, nexypanu ¢ kourpona (OR 7,14, 95% U 3,98-12,79).

MDaranHa HHTpakpaHHaIHa XEMOpPAarud NMpu nauMeHTH Hal 80 ronuHy, NEKyBaHU ¢ anTerviasa, e Bb3HHKHaNa B
paMkHTe Ha 7 auM nipy 32/879 (3,6%) cnpamo 4/850 (0,5%) nauuenTH, NekyBaHu ¢ kontpona (OR 7,95, 95%
JH 2,79-22,60).

Ot nannuTe npy o6iwo 8 658 naumenrn Ha Bu3pacrt >80 roguun, nexyBanu < 4,5 yaca oT Bb3HMKBaHE Ha
SITS-ISTR, nauuure nmpu 2 157 naumedTH, nexysans > 3 10 4,5 4aca ciien Bb3HHKBaHE HA HHCYJIT ca
CpaBHEHH ¢ AaHHWTe npH 6 501 nauueHTH, nekyBaHHu < 3 yaca.

TpuMeceuHnara ¢pyHKUHOHANHA He3aBucHMOCT (MRS ckop 0 - 2) e 6una 36% B cpaBHeHue ¢ 37%
{xopurupana OR 0,79, 95% J1H 0,68- 0,92), cubpTHOCTTA € bMna 29,0% B cpaBHenue ¢ 29,6% (kopurupana
OR 1,10, 95% AU 0,95-1,28), 1 cHMNTOMaTHYHATA HHTPaKpaHHanHa xeMoparua (cnopen SITS-MOST
onpeaenexue) e 6una 2,7% B cpaBHeHKe ¢ 1,6% (kopurupana OR 1,62, 95% JIU 1,12-2,34).

Ileouampuyna nonynayus

JlaHHH OT HEPAHAOMH3MPaHH M HECPABHHTEIHH 00CEPBALIMOHHM NIPOYUYBAHMS MPH MALMEHTH C HHCYIT Ha
BB3pacT 16-17 rogHHH, ¢ NOTBBPAEHO JiIEHEHHE ¢ aJNTeras3a, ca nonyyeHH ot peructopa SITS-ISTR
(bezonacHo npunarane Ha NEYEHHE NPH HHCYJIT - MEXUTYHAPOACH PETHCTHP Mo TPOMOOIH3a NPH HHCYIIT,
He3aBHCHM, MEXAYHapOeH pericThp). 0010 25 neMaTpUYHH NAlHEHTH, ¢ IOTBBPACHO JIEUEHHE C
anTeruasa, BbB Bb3pacToBa rpyna 16-17 ronunu, ca cx6panu B SITS peructspa 3a nepuoaa ot 2003 r. no
kpas Ha 2017 r. Cpeanata 1o3a anTeruasa, W3No/i3BaHa B Ta3H Bb3pacToBa rpyna, € 6una 0,9 mg/kg (no3os
auanason: 0,83 — 0,99 mg/kg). INpu 23 or 25 nauueHTH, JEHEHHETO € aNIOHHATO B paMKHTe Ha 4,5 Yaca crex
CHMITTOMHTE Ha HHCYAT (19 nauxeHTH Ao 3 vaca; 4 naupeHTH A0 3 — 4,5 vaca; 1 no 5 — 5,5 vaca; npw 1
cnyuait He e cbob1ieHo). [NauuenTuTe ca GHIK ¢ TenecHO Terno ot 56 xo 90 kg. MoseueTo NalKeHTH ca
HMaJli YMEpEHa WM YMEPEHa A0 TeKKa CTeNeH Ha MHCYT ¢be cpeaHa NIHSS or 9,0 (B pamkuTe Ha | - 30)
Ha H3XOJHOTO HHBO.

IMpu 21 ot 25 naumeHTH ca HATHYEH pe3ynTaTH o mRS na 90" nen. Ha 90™ nen 14 ot 21 nauuenTH ca
uManH pesynrar o mRS ot 0-1 (6e3 cummToM#M Wik 6€3 3HAYHMH YBPEXKIaHHA), KATO 5 MAlHEHTH ca HMANH
mRS =2 (nexn yepexxaanus). Tosa o3Hauaea, ue npd 19 ot 21 naunenTty (Han 90%) naxonrsr e 6un
6naronpusared Ha 90™* nen cnopea mRS. [pu npyruTe ABaMa NaLMEHTH ca CHOOLIEHH YMEPEHO TEXKKH
yepexaanua (mRS=4; n=1) nmm cMBpT (MRS=6) B paMkuTe Ha 7 oum (n=1).

3a YyeTHpHMa NaUKEHTa He ca CbOOLLEeHH pesynTaTH no mRS Ha 90 aen. [NocneannTe HanHYHK 1
MOKa3BaT, 4¢ NpH 2 ot 4 nauHeHTH ca uMany mRS=2 Ha 7" neH, a npu 2 ot 4 nauMeHTH ca ¢bob
u3paseHo obuo nonobpenne Ha 7" aeH.

JlaHHuTe 3a 6e30NacHOCT OT HeXKeNaHH peakLMK OT KPLBOM3IHBH H OTOK €A ChLIO HATHYHH B per
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TIpH HHTO €AHH OT BCHYKHTE 25 MALUEHTH Ha Bb3pacT 16-17 ronMHH He € HMANO UHTPAKPAHHAHA
xeMoparus (sICH, ICH tun Ha kppBeHe PH2). HMa 5 cnyyas Ha pa3BHTHe Ha MO3b4eH OTOK cllie]] JIeYeHHe ¢
anrennasza. [Ipu 4 ot 5 naumenTH ¢ MO3LUEH OTOK € choBasaHa mRS or 0 1o 2 va 90™ nen wnu ca
nokazann o0mo nogodpenre Ha 7™ xed caen 3anousaHe Ha neyerueTo. [Ipu eaus naumeHT e crobuena
mRS=4 (ymepeHu yBpexxaanus) Ha 90* nen. Hama HHTO eaHH ciyyaii, 3aBbplinn ¢ (aTaneH H3Xoa.

B obobmenne, uMa 25 chobimenus B peructbpa SITS 32 nauneHTH Ha BB3pacT 16-17 roadHH ¢ ocThp
HCXEMHHYEH HHCYJIT, KOMTO ¢a OMITH JIEKyBaHH CbITIACHO MHCTPYKLIMHTE 33 NMPHIMKSHHE Ha aNTeiasa npu
BBb3PacTHH. Brnpeks Ye GpoAT MALIMEHTH € MaBK, 32 Ja ObAAT BIUIIOYECHH B CTATHCTHYECKH aHATH3, OOMIMAT
pesyJ/TaT noka3pa NoJIoKUTETHa TeHACHLHA NIPH NpHIaraHe Ha ChbOTBETHATA 103 33 BB3PAcTHH. JlaHHUTE He
NoKa3BaT NOBHIIEH PUCK OT CUMIITOMATHYHA HHTPAKPAHHANTHA XEMOPATrHa WIH OTOK B CPaBHEHHE C
Bb3PACTHHTE MALMEHTH.

5.2 dapmakoKHHETHYHHA CBOHCTBa

AnTennasa ce eTHMHHUpa GBP30 OT LHPKYJIHpAINATA KPBB H MeTabONIH3HPa OCHOBHO B uepHUa Jpob
(mnazmen knupwHE 550-680 ml/min). INpH (pu3HOAOrMYHH YCIOBHSA MO-TrOIMAaTa 4acT OT aJTTemUasa B
KpbBOOOpalLleHHETO € HHXHOHUTOP-cBBbp3aHa. YepHOAPOOHHUAT KIMPBHC Ha ATTEIUIa3a He Ce Bh3NpenATCTEa
OT HAJTMYHETO Ha APYTH APOTEHHH, BKIIOYHTEIHO ANTeNnasa HEXHOuTopH. KoMnnekcure ot anremnnasa v
HHXHOHTOpHTE ce eNNMMHHHPAT KaTo cBoOOIHa anTeiasa. ChOTBETHHAT M1a3MEH NOMYKHBOT t12alpha e 4-
5 muHyTH. ToBa o3HauaBa, ue caen 20 MHHYTH no-manko ot 10% oT HauaTHOTO KOTMYECTRO NPHCECTBA B
IL1a3MaTa. 3a OCTATLYHOTO KONTHYECTBO B JAenata, beTa-nonyxHBOTET € OHN H3MEpeH Ha 0KOJO 40 MHHYTH.

5.3 IlpeaknnuH4YHH AaHHH 32 OezonacHoOCT

an NMpOYYBaHHA 3a MOA0CTPa TOKCHHYHOCT IPH ILTEXO0BE H MApMO3€TKH HE Ca OTKPHTH HCOYaKBaHH
HCHEIIAHH JICKApCTEEHH peaKLHH. I'lpﬂ MYTare¢HHH TECTORE HE Ca CTKPHTH HHAHKALIHH HA MYTar¢HCH
MMOTCHLIHAJI.

[Mpu OpemenHn KUBOTHM cliel HHTPaBeHO3HA HHY2HS Ha dhapMakoNorHUHO epeKTHBHY A03M He ca
Habntonapanu TeparorenHH ebekrn. [Tpu 3akium ¢ vabmoaasana em6pHoTokcHuHOCT (eMOpHOneTanurer,
3abaBsHe Ha pacTeka) NpH NpHiaraHe Ha noeeve oT 3 mg/kg/aex. [Ipu nrwxose, npy no3u 1o 10 mg/kg/aeH,
He ca HaG/I0AaBaHH Bb3ACHCTBHA BbPXY NEPH- H NIOCTHATATHOTO Pa3BHTHE WIH BBPXY PEPTHIHHTE
napamerpH.

6. PAPMAINEBTHYHH JAHHH

6.1 Cunucbk Ha NOMOIIANTE BEIIECTBA

Ilpax:

apriuHHH

tocdopna kucenuna (E 338) (3a xopurupase Ha pH)
nonucopbat 80 (E 433)

PaztBOpHTEN:
BOJIA 33 HHDKEKLHH

6.2 HechLBMECTHMOCTH

IlpuroTBeHUAT pa3TBOp MOXKE A2 ObAE pa3peaeH AOITHIHHTENHO ChC CTEPHIICH PHIHONOTUYEH Pa3TBOP
9 mg/ml (0,9%) no MmuHuManHa koHueHTpawss ot 0,2 mg/ml.

PastsopbT He Tpabea na 6bne paspekaaH AOITBJIHHTENHO C BOAA 33 HHXEKLHH WITH HH(YIHOHHH P
Ha BBITIEXHJIDATH, HANMPHMeEp AeKcTpo3a. He ce npenopsuBa, nopaay NOBMUIEHO NOMBTHABAHE H.
NPUrOTBEHHA Pa3TBOP.
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AKTHJIH3E He Tpabpa na ce cMecBa C APYTH IeKapCTBEHH MPOAYKTH HHTO B €IUH H bl (naxoH 3a
HH(QY3Hs, HHTO B CHLIHA KATETHP (HHUTO AOPH C XEMapHH).

6.3 Cpok Ha roasocr

HeotsopeHnu gnakoun

3 roauHH,

Crien npuroTeaHe Ha pasTBopa
Cnen npMroTBaHe Ha pa3TBOpa € JoKa3aHa cTabuIHOCTTa My 32 24 yaca npu Temneparypa 2°C - 8°C u
8 uaca npu Temneparypa 25°C.

Ot MEKpOGHOIOrHYHA MNIEAHA TOYKA, NPOAYKTHT TPAGBA 1a Ce M3NON3Ba BeAHAra ciejl pasTBapsHe. AKO He
¢e n3non3Bsa He3abaBHO, IEPHOABLT HA BPEMETO H YCJIOBHATA 3a CbXpaHeHHe npeaM ynorpeba ca
OTFOBOPHOCT Ha MoTpebuTens u obHkHOBEHO He TpAGBA Na ca noBeve oT 24 yaca npu TeMnepatypa ot 2°C
no 8°C.

6.4 ChnensajHH ycjI0BHS HA ChLXpaHeHHe

Jla ce cbxpaH4Ba B OPMIHMHANHATA ONAKOBKA, 33 Aa CE MIPEANA3H OT CBET/IHHA.
JHa e ce cpxpanara Haa 25°C.

3a ycnoBHATa Ha CLXPaHEHHE CeA PEKOHCTHTYHPAHE Ha JIEKAPCTBEHUSA NMPOAYKT BHXKTE TO4Ka 6.3.

6.5 Baan chIbpkanHe HA ODAKOBKATA

[pax:
Crepunusnpanu cTbknesH dpnakons ot 20 ml, 3aTBopeHH Che CTEPHITHA CHIHKOHH3HPaHa CHBA, GYTHIIOB THN
3amyllianka, aTfyMHHHEBa 00KaTKa U IUIaCTMACOBO MPearia3Ho Kanave.

PasTRopuTEN:
Bopara 3a MkeKUMH € HaThHeHa BEB (iakonH oT 20 ml, oTropapsLIM Ha pasmepa Ha (IAKOHHUTE C TIpax.

PDIaKOHHTE C BOAA 33 HHKEKIIMH ¢a 3aTBOPCHH C rYMEHA Tana # aTyMBHHCBO-TITACTMACOBA KalaYka.

TQ&HCQﬁQHa KaHIona (BKIMIOYeHa B ONIaKOBKATA)

Onaxkoska;

20 mg:
1 paaxon ¢ 933 mg npax 3a HHKEKLMOHEH H HH(YIHOHEH Pa3TBOP

| ¢nakon ¢ 20 ml Bona 3a HIDKEKLIH
| Tpancdepna kaHona

6.6 Caoeuuaaun npegna3Hd MEPKH NIPH H3XBLPASHE H paboTa

3a NpuroTBAHe Ha pa3TBOP C kpaifHa KoHUeHTpalna 1 mg/ml antennasa, Tpadea UATOTO KONHYECTRO
MpeAcCTaBeH Pa3TBOPHTEN 1a Ce NMpeXBbpiK BbLB duiakoHa, chabpkaul tHodunusupan npax AKTHUIIM3E. 3a
Ta3M UEN CE M3MN0/13Ba TPaHCPepHATa KaHIONA, KOSTO ce Hamupa B onakoekata AKTHIIM3E 20 mg.

3a NpHroTBAHE Ha pa3TBOp ¢ KpaliHa koHueHTpauus 2 mg/ml antennasa, TpaGea na ce U3MO3BA CaMO

NOJIOBMHATA OT KOJIHYECTBOTO NPEAOCTABEH Pa3TBOPHTEN (KAKTO € NokasaHo B TabiMuaTa no-gony). B toau
cryuaid BHHArK TpAGBa Na ce H3M0JI3Ba CPHHLIOBKA 3a NPEXBBPIIAHE HA HEOOXOIUMOTO KOJTHUYECTBO
pasTBOpHTEN BbB duiakoHa, ceabpxail npax AKTHIM3E.

[Mpu acenTu4HH yc08HA, ChABPIKAHHETO HA HIDKEKLIHOHHHA ¢nakon AKTHIIU3E ce pasteaps ¢
MHKEKLIHH ChIJIACHO TabnuuaTa no-aoiy, 3a ia ce NOMy4YH KpaiiHa KoHueHTpauus ot | mg win
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anrennasa/ml;

AKTHIIM3E cyxa 20 mg
cybcTaHLHs
a) O6em crepwiHa poga | 20 ml
3a HHXKEKLHH, KOUTO
TpabBa f1a ce npubaBH
KBM CyXaTa
cyOcTaHLHA

KpaiiHa koHueHTpauns | | mg anmrennasa/ml

6) Obem cTepunHa Boda
38 WHXKCKLIMH, KOWTO 10 ml
TpsbBa na ce npubaru
KbM CyXaTa
cyOcTaHIMA
Kpaiina koHueHTpauns | 2 mg arrennasa/ml

ITpHUroTReHHAT pa3TBop TpAOBa Ja ce MPHIOKH HHTPAaBEHO3HO. [IpUroTBEHMAT pasTBOp ¢ KOHLEHTpaLUs

1 mg/ml Moxe na 6Bae paspeacH AOMBIIHHTENHO CBC CTEPHITEH QH3HONOTHYeH pasTeop 9 mg/ml (0,9%) no
MHHHMAalTHa KoHUeHTpauus oT 0,2 mg/ml, TLi KaTo He MOMKe 1a ce H3KTIOUH NOMBTHABAHE Ha Pa3TBOpa Clel
npurotrsste. Pa3TBopsT ¢ koHUeHTpauua 1 mg/ml ne tpabea na 6boe paspexnad ACITBIHHTENHO C BOJA 3a
HHDKEKLHH HIH HHQY3IHOHHH PA3TBOPH Ha BBEIICXUAPATH, HANPHMED AEKCTPO3a, NOPaaH MOBHLIEHO
noMbTHABaHe Ha npurotseHua pasreop. AKTHJIM3E re Tpabea na ce cMecBa ¢ ApyrH JeKapcTBeHU
NPOAYKTH B €4MH H CbLU $UIaKOH 3a HHY3HA (HHTO JOpH C XenapHH).

3a HeCHLBMECTHMOCTH, BXK. Touxa 6.2.

TIpHroTBeHHAT pa3TBOP € camo 3a eNHOKpaTHa ynoTpeba. Henznona3paHUAT pa3TBOp WM OTNATbYHHTE
MaTepHalH oT Hero TpAGRa Aa ce M3XBLPIAT B CHOTBETCTBHE C MECTHHTE H3IHCKBAHHA.
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Ykasanus 3a npuroresne Ha AKTUJIUM3E

1 Jla ce pa3TBOpH HenocpeACTBEHO Mpe/H
npujiaraHe.

2 OrcTpanerte npenasHara Kanayka Ha Bara
¢nakoHa, chIbpXKALIM CTEPHIIHA BOJA M
AKTHJIU3E cyxa cyGcranums, Kato s
NOBJIMTHETE C naJeil.

3 H36bpluerte ropHaTa yacT Ha rymeHara
3anylianka Ha BCeKH (priakoH ¢ TaMIIoH,
HaMoeH ChC CIHPT.

4 | M3Banere TpaHc(epHara kaHiona* ot \
onakoBkarta i. He 1 ne3undexumpaiire, Thii

KaTo T4 € crepunHa. OrcTpaHeTe eqHaTa i
Kanayka.
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ITocTaBeTe nakoHa Che CTEPUIIHA BO/IA B
M3I1PaBEHO MOJIOAKEHHE BbpXY cTabuiHa
nosbpxHocT. C TpaHc(epHaTa KaHiona
NpoAyNnYeTe BEPTHKAIHO LIEHThPa Ha
ropHarta 4acT Ha r'yMeHaTa 3amyLiaiKka, KaTo
HATHCHETE KaHI0JIaTa BHHMATEJTHO, HO CHJIHO,
Oe3 na s 3aBbprare.

CrepunHa
BOAa 3a
MHXEeKUUH

3anpwkre B cTabHiIHO nonoxenue iakoHa
ChC CTEPUIIHA BO/Ia H TPaHC(EpHATa KaHIo1a
€ €/1Ha pbKa C MOMOLITa Ha KPHJILIaTa Ha
KaHlonara.

OrcTpaHere apyrata kanayka ot
TpaHcdepHaTa KaHioa.

3aapwikTe B cTabHIHO NMON0KEHHE (IaKOHA
ChC CTEPHJIHA BOJA H TpaHCQepHaTa KaHioj1a
C €/lHa pbKa ¢ MOMOLITa HA KpHJIlaTa Ha
KaHIonara.

3aapbxkre Ppnakona c AKTUIIM3E cyxa
cyOcTaHIMs BepTHKATHO Hajl TpaHcdepHaTa
KaHIOJ1a, KaTo NMOCTaBHTE KaHIOJIaTa B
LEHTbPa Ha r'YMeHaTa 3arnyluaska.

20




Hartucnete dnakona cbe cyxara cybcranums
KbM TpaHc(epHaTa KaHIO/Ia TOYHO OTTOpe,
KaTo MpOyIM4YHTe BEPTHKAIHO r'yMeHara
3arnyiasika, ¢ BHUMATeNIeH, HO CHJIEH HAaTHCK,
Oe3 na 3aBbprare.

Aktunuse (cyxa
cybcTaHuma)

CrepunHa
BOAA 33
MHEKLMK

ObwbpHere 1BaTta (iakoHa, Taka ye BoJaTa Jaa
U3Te4e HalTb/IHO KbM CyXaTa CyOCTaHLuA.

CrepunHa
BOAA 33
MHXeKUuK

AkTUNuM3e (cyxa
cybcraHuma)
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Ortcrpanere npasuus (akoH oT cTepiIHa
BOJA 3ae/1HO ¢ TpaHcdepHaTa KaHIoa.
Te morar na 6baaT M3XBBpPIEHH.

10

B3emere ¢nakona ¢ npurorsenus npoaykr
AKTHJIM3E v BHMMaTenHO ro 3aBbpTeTe, 3a
J1a Ce pa3TBOPH €BEHTYATHO OCTaHAI0
KOJIHYECTBO OT cyxaTa cyOcranums, 6e3 na
paskjiailare, Thii Karto 11e ce obpasysa nsHa.

AKO HMa MexypueTa, OCTaBeTe pa3TBopa B
CMOKOHHO ChCTOSHHE HAKOIKO MHHYTH, 3a J1a
M34YE3HAT MeXypyeTara. c=

11

PexoHcTHTyHpanusT pa3tBop chabpxka | mg/ml antennasa. Toii Tpsa0Ba na e npo3paueH u Ge3lBeTeH
210 61e10XKBIIT Ha LBAT, 63 YacTHLIM.
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12 | U3rernere HeOOXOAUMOTO KOJTHUECTBO OT
pa3TBOpa caMo C HIJ1a M CTIPHHIIOBKA.

He u3nonssaiite MacToro, kbaeTo e npoaynieHo
OT TpaHc(epHaTa KaHIONa, 3a 1a u3berHere
pa3iHBaHe.

13 | U3non3paiite BegHara.
Haxebprere konHuecTBoTO OT pa3TBOpa, KOETO HE € M3ITON3BAHO.

(*ako B onakoBkara e BKITIOUYeHa TpaHcepHa kaHiona. [IPHrOTBAHETO MoXe 1a Obae HanpaBeHo H ¢ MoMouITa

Ha CIIPHHILIOBKA W MrJIa.)

7. NIPMTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein

['epmanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

Per. Ne 20230145

9.  JIATA HA ITbPBO PA3PELIABAHE/TIOJHOBSIBAHE HA PA3PEIIEHHETO 3A
YNIOTPEBA

Hara na neppo paspewasane: 10 ronu 2023 .

,HaTa Ha MoOCJIEIHO NMOJAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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